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MPEONCITOBWE

K HaCTOsAIEMy BpeMeH!U [OCTUTHYTBbI OIpefe/leHHble YCIIeX!
B IMAarHOCTUKE U JIe4YeHUM IATOJIOTUM IeYeHM Pa3INYHOro reHesa.
B nepByto ouepenb, ycrexy CBA3aHbI C TeYeHNeM XPOHNYECKUX BUPY-
CHbIX reratuToB B 1 C, a Tak)Ke C aKTMBHBIM BHefIpeHNEM B K/IVHMU-
9YeCKYI0 IPaKTUKY OPTOTONNYECKON TPaHCIUIAHTALMY TIeYEeHN.

OpHako, HeCMOTpA Ha yKa3aHHbIE (aKThI, COXPAHAETCA POCT 3a-
00/1eBaeMOCTY ¥ CMEPTHOCTM OT XPOHMYECKMX 3a00/IeBaHuUIl 1ede-
H1. Kpome TOro, B OOIBIIMHCTBE C/Ty4aeB NPV ITATONOTUY IeYeHU
HOPaKTUKYIOLIVe BpauyM NPUMEHSIT WIM BbIHY)K/IEHbI IPUMEHATDH
CpefcTBa IMAaTOreHeTNYeCKOIT Tepanyi, 3¢ (PeKTUBHOCTb KOTOPBIX 3a-
JacTYI0 HeJOCTaTOYHA MM VIMeeT JIMIIb TeopeTnieckoe 060CHOBa-
HYIE U He TIOAKPEI/IAETCA C IO3UIINY JOKa3aTeTbHOM MeIULIMHBI.

VImeHHO aTMM mpo6neMaM U HOCBsleHa MOHorpadus MaTBeeBa
A.B. B mpefcTaB/ieHHOM KHIATE HALLIY OTPa>keHye CIIOPHbIE BOIIPOCHI
[0 IPYMEHEHMIO CYLIeCTBYIOIINX IelaTOIPOTeKTOPOB B K/IMHMYE-
CKOJI TIPAaKTUKe, OTPAXKEHbI «C/1abble» MeCTa U «CUIbHbIe» CTOPOHDI
IpYMEHEeHNA «TellaTONPOTEKTUBHOI» Tepaluy ¢ TOUKM 3pEeHUs Me-
AVMILVHBI, OCHOBAaHHOJI Ha JI0Ka3aTe/IbCTBAX, TOKA3aHbl MeXa-HU3MBI
IeVICTBYA U BO3SMOXKHbIE TOUKM IIPUJIOKEHMS YKa3aHHBIX (hapMaKo-
areHTOoB.

Monorpadus «lenaTonpoTeKTOpbl. AHANIN3 MEX/[yHAPOJHbIX MC-
C/IeOBAaHMII 110 IIperapaTaM IPYIIIbI IeKapCTB JIA MeYeHU» Hpel-
CTaB/iseT HECOMHEHHDBIII HayYHBII MHTEpeC U MMeeT IPAKTUIEeCKYI0
3HAYMMOCTD KaK J/Isl TaCTPOIHTEPO/IOTOB, TaK U JU/I Bpadell APYIux
CIIeIMaIbHOCTEI, 3aCTaB/IsAeT 3a/lyMaTbCs Hafl MpobieMamMy U Iep-
CIIEKTMBaMM [1aTOT€HeTYECKOI Tepallni y MalieHTOB XPOHUYECKM-
MM 3a00/IeBaHMAMY NIEYEHIL.

3aBepyromuit orgenom remaronoruu LTHMM racrposuTeponorumu,
IIaBHBI/ TacTPOSHTEPOTIOr MOCKBBI, TIpodeccop, JOKTOP METUIIMHCKIX
Hayk VI.I. Bakynun




Mpeoucnosue

B KHWUTe aBTOp IIOCTaBWI Iiepefr coboii 3ajjady IIPefOCTABUTDH
HPaKTUYeCKOMY Bpady M HAyYHOMY MEIMIVIHCKOMY pabOTHVKY aK-
Tya/JbHble JaHHbBle, OCHOBAaHHbBle Ha pe3ylIbTaTax Ka4eCTBEHHBIX
9KCIIEPMMEHTA/IBHBIX ¥ K/IVHUYECKMX VICCIefoBaHmil 1o 3ddek-
TUBHOCTY ¥ 0€30IaCHOCTI TIPEIapaToB, OTHOCMMBIX K TeIaTOIPOTEK-
TOpaM, IPYMEHAEMbIX B CXeMax JIeYeHNA XPOHMYECKUX 3a00meBaHmit
HIeYeH]L.

[TocTaB/ieHHas aBTOPOM 3ajjadya aKTya/bHa, TaK KaK KIMHIYeCKoe
VICIIO/Ib30BaHVe JAHHOU TPYIIBI NpernapaToB IPOJO/KAeT COIpPO-
BOXKZIATbCS CIIOPaMM CPefyl CIIeLMANNCTOB OTHOCUTENBHO 3¢ dex-
TUBHOCTY 11 6€30II1aCHOCTIL.

Hapno mpusHath, 4TO pe3yabTaThl HEKOTOPBIX MCC/IETOBAHMIT Xa-
PaKTepu3ylTCs HU3KUM YPOBHEM J[OKA3aTEIbHOCTY, a CaMM MCC-
JIeflOBaHMA He BBICOKOTO METOHOJIOTMYECKOTO KayecTBa. BBIBOABI,
KOTOpBIE [Ie/TAI0TCS UCC/IeNOBATe/IAMY, YacTO CHOPHBI VIV IPOTUBO-
pedMBHI.

ABTop aHanmusupyeT 60JbIIOE KOMNYECTBO IKCIIEPUMEHTAIBHBIX
paboT, JaHHBIX KIMHUYECKNUX MCCIeOBAaHNIT, pe3y/lIbTaTOB MeTa —
AHAIN30B U MHTEPIIPETUPYET VMEIOIINECsT Pe3yIbTaThl, NCXOAS 13
OOILIEITPYHATBIX MEX/[yHAPOIHBIX ITPABIJI OLIEHKY JOKA3aTe/IbHOCTIA.

[ oneHKY 3¢ GeKTBHOCTY IPYIIII IIpenapaToB (AeMeTVOHMH,
berann, bunuxnon, budenpar, DImmumppusun, Inyraprus, Cu-
TUMapyH, OcceHIManbHble GochommMmuabl, Ypcone30KCUXoeBble
KJCJIOTBI) aBTOP He OTPAaHNYWICS TPAfUIVIOHHBIM NPeACTaBIeHIeM
UX MEXaHM3MOB HENCTBUSA U (PapMaKOKMHETUKON. XapaKTepusyet
pe3y/IbTaThl MCCIEJOBAHNUI C MO3UINMM JOKa3aTeIbHON MeUIIVIHBI,
YIMTBIBasA H/MYIe VI OTCYTCTBYE TPYIIIIBI KOHTPOJIA, CIIOCO0 paH-
foMu3aruy 60/IbHBIX, BIMAHNE Ha3HAYCHM IIperapara Ha BbDK/BA-
€MOCTb, BOSHUKHOBEHIIE, YAaCTOTY U TSKECTh MOOOYHBIX 3P (HeKTOB.

OrpenbHadA 171aBa MOCBAIIEHA Pe3y/IbTaTaM CHCTEeMATIYeCcKIX 0030poB
VICCTIIOBaHMIA, OIyO/mMKoBaHHBIX B KoxpeitHOBCKoI O116/m110TeKe, KOTOpble
HOJIBEPraloTCsl Haybosiee IeTa/IbHbIM 11 He3aBUCHMbIM aHa/3aM 1 0T6o-
pam. OTO TIOBBIIIIAET HAYIHYIO 3HAYMMOCTD VI JOCTOBEPHOCTD Pe3y/IbTaToOB
JaHHOI paboThl. [laHHaA paboTa, He VIMeeT aHAJIOrOB B PYCCKOS3BIYHON
JTeparype.

3aMecTHuTenb AMpeKTOpa MO jTedebHOI paboTe HayuHOOOpaszoBa-
TEeJIbHOTO KIIVHIYECKOTO LIeHTpa «VHHOBALMOHHOI Tepanmn», Ipo-
¢eccop kadenpsl IPOIEAEBTNKN BHYTPEHHNX 00/Ie3Hell 1ede6HOro
¢axynbrera ITepsoro Mockosckoro TocygapcrBeHnoro Menuums-
ckoro YHmpepcutera uM. V.M. CeuyeHOBa, JOKTOP MeIUIIMHCKUX
nayk Y.C. [TaBnos

Member of The Cochrane Hepato-Biliary Group
Copenhagen Trial Unit, Centre for Clinical Intervention Research
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CIIMCOK VICITOJTIb30BAHHBIX COKPAIIIEHU

DDB Oumetnn-4, 4 -gumeTKOCK-5, 6, 5, 6’-TUMeTHIEH TUOKCUOUpeHNT-2,
2’-pukapboxcuar (6ugenpar)

HBV Hepatitis B virus (Bupyc remarnra B)

HCV Hepatitis C virus (Bupyc renarura C)

HGF Hepatocyte growth factor (pakrop pocra remaTonnuros)

IL Interleukin (M uTepneiikun)

LOLA L-ornithine-L-aspartate (L-opauTtun-L-acraprar)

SAMe S-adenosyl-L-methionine (S-agenosun-L-meTnonus)

TNF Tumor necrosis factor (PakTop Hekpo3a OIyxorn)

UDCA oM. YIXK

ABII AnxoronbHas 60/1e3Hb ITeYeHN

AID Apnenosnnpndocdart

AJIT AnannHamuHoTpaHcdepasa

ACT AcnapraramuHoTrpaHcdepasa

ATO Apnenosuntpudocdar

ITTII [amMarmyTaMmaTpaHCIENTH/Ia3a

KN Knunumnaeckoe uccnenoBanme

JIITHII JIumonpoTenibl HU3KOM IVIOTHOCTH

JIC JlekapCTBEHHOE CPEJCTBO

JIOJIA L-opautun-L-acmaprat

MAT Meruonnnagenosuntrpancdepasa

HIIBC Hecrepongnoe npoTnBOBOCIaIUTENBHOE CPEACTBO

I1BL], [TepBuYHBIT OMIMAPHBI LPPO3

[1OJ1 [lepexncHOe OKMCIeHNE TUINIOB

1P [To6ounas peakuus

I1CX [IepBU4HbI CKIEPO3UPYIOINIA XOTAHTUT

HAJKBIT HeankoronpHasi )XupoBast 60/1e3Hb eveHn

HACT HeankoronbHbIl CT€ATOTEIIATUT

PKI PanpgomMusupoBanHoe KIMHMYECKOE MICCTIEIOBAHE

PIIKN PanpomusnpoBaHHoOe 11a1ie00-KOHTPOMIMPOBAHHOE KIMHUYECKOe
UCCTIElOBAaHMe

CHO3C  CenekTuBHbIE MHTMONTOPBI 0OPAaTHOTO 3aXBaTa CEPOTOHMHA

con CynepokcupgucmyTasa

YIXK Ypcopeokcuxonesas KucaoTa

XTI XPpOHMYECKNIT TeTIaTUT

XBI' XPpOHMYECKNIT BUPYCHBIN T€IIaTUT

oor InknookcureHasa

e [Mlenounas ¢pocdarasa
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BCTYMNJIEHWE

9To He IlepBas 1, KOHEYHO JKe, He IOC/IeNHAA KHUTA, IIOCBI-
I[eHHas1 0030pY JIEKAPCTBEHHBIX CPEJICTB IPYIIIBI TeIaTOIPOTEKTO-
poB. He cMoxeT OHa 1 OTBETUTb Ha BCe BOIPOCHI, CTIOKUBIINECS Y
NPAKTUKYIOLIMX Bpadyeil ¥ UCCaeloBaTeNeN, KacaTe/IbHO 3TOM TPYII-
IIBI TIperapaToB. ITO HEBO3MOXKHO II0 HECKOMTBbKVM IPUYMHAM.

Bo-nepBbix, mobas HayuHas uHGopMalus OBICTPO ycTapeBaeT
3a TO BpeMsA, KOTOpOoe HeoOXOAMO aBTOPY A/ MIOATOTOBKY TaKON
KHuru. Kaxppiil Mecsn ny6ImMKyTcs Bce HOBbIe U HOBbIe pabOTBI,
HOCBsILIEHHBIE PA3/IMYHBIM aCIEKTaM IIPUMEHEeHMs TeaTOTPOIIHBIX
cpencTB. PasBuBaeTcs Hallle IpefCTaB/IeHNe O KJIeTKe, MOIEKYIIAp-
HOJI OMOJIOTMY, MEHSIIOTCS ¥ COBEPIIEHCTBYIOTCSI METOIBI KIMHUYe-
CKOJI IMarHOCTVMKY ¥ HAyYHBIX MICC/IEHOBAHUI, IPOXOAAT KOPpPeK-
VIO CTAQTVMCTIYECKIe METOMVIKM, pa3pabaThIBalOTCA HOBBIE TEOPUN
u koHuenuuyu. Ho mombiTarbcs coOpaTh M CUCTEMATU3NPOBATD Ta-
Ky MHPOPMALINIO, XOTSI ObI CAMBIII MMHMMYM, HY>)KHO — BefIb JTy41lle
MeJIJIEHHO VI/ITY BIIepef], YeM OCTaBaThCsl Ha MecTe.

Bo-BTOpBIX, KOMUYIECTBO COEAVHEHNUII CUHTETUYECKOTO U eCTe-
CTBEHHOTO IIPOMCXOXXAEHNS, MOTEHIMaNbHO 3G (dEKTUBHBIX B JIe-
qeHVV 3a00/IeBaHMII II€YeHN ¥ IpPeTeHAYIUNX Ha KIMHUYEeCKOe
VICTIONIb30BaHME €C/IY He B Ka4eCTBe OCHOBHOIL, TO XOTs ObI ambio-
BAHTHOJI TepaIuy, y>Ke Ha CETOJHs TaK BEIMKO, YTO IIPOCTOE Iepe-
4JICIIeHME UX 3aHATIO OBI TOJIOBUHY 9TOI KHUTL.

B-TpeTbux, mo6as MOIBITKA CHCTEMATU3AlM HAYIHbBIX JaHHBIX,
B TOM YJICJTe 1 [IpejijiaraeMasi BallleMy BHUMAHIIO, He JIMILeHa OIlpefie-
JICHHOTO CyObekTVBM3Ma. Kak ObI He cTapamich aBTOPBI OTPEIINTbCS
OT COOCTBEHHOTO MHEHVIA II0 TOMY WIV VIHOMY BOIIPOCY ¥ ONMpPaTh-
Cs TOTIBKO Ha JAHHBIE BBICOKOKAYeCTBEHHBIX VICCIEOBAHMIT, 9TO He-
BO3MOXKHO. MeaniiuHa — He MaTeMaTHKa, 3IeCh YacTO He CYIeCTBYeT
€[IMHOTO BEpHOTO pelIeHNs 3ajaql, ¥ KaK Obl aBTOPBI He IIBITA/INCh
IPECTAaBUTb BCe TOYKM 3pPEHMs, CaMyl OHU IIPUEPXKUBAIOTCSA Ka-
KOJI-TO ofHoI Teopuu. Kasaocs 6bl, JokasaTenbHast MEAUIIHA — OC-
HOBHOJI OIUIOT 3[[paBOr0 CMBIC/Ia B MEIMIIVIHE, TO/DKHA OIIpefie/IeHHO
I HEIBYCMBICJIEHHO OTBEYaTh Ha aKTyajIbHbIe BOIIPOCHI TepaINii, HO
B TO XK€ BpeMsI CYIIeCTBYIOT, J IX HEMaJIO, CYCTeMaTIdecKue 0030pbI
crieniuamicToB KoKpeitHOBCKOTo coo6111ecTBa, KOTOPbIE «He MOfTBEp-
XK[IAIOT, HO 1 HE OIIPOBEPTAOT» TO WM MHOE YTBEPXK/EHNE.

ABTOpBI cHCTEeMaTHYeCKMUX 0030pOB He BCerfja MMEIT MOJTHbII
JOCTYII KO BcCell MHQpOpManuy, onyoIMKOBAaHHON IO KaKoW-1ubo




A.B. MaTsees. [enaTonpoTeKTopbl. AHANN3 MeXXOyHapPOAHbIX UCCeqoBaHUNn. ..

npo6ieMe, TaK KaK 9TO TEXHUYECKY HEBO3MOXKHO. MHOTHe 1MCCTIefo-
BaHUA U3 pAfia CTpaH, B ToM uucie Poccun, Ykpannsl, Pecmybmmxu
benapycp u gpyrux crpan CHI, a Tak)ke HEKOTOPBIX CTpaH A3un u
JlaTMHCKOII AMepUKY He JOCTYIHBI B 97IEKTPOHHOM BHJe CIelna-
nuctaM 13 EBpoITbI, He BHOCSTCS B HEKOTOpPBIE 97IEKTPOHHBIE 6a3bl
JAQHHBIX 11, TAKUM 00pa3oM, He MOTYT OBITb YUTEHBI IIPJ COCTaBJIe-
HVY 0030pOB 1 BBIPAOOTKe MPaKTUYeCKNX peKoMeHgaunit. Hampu-
Mep, KOJIMYeCTBO CTaTell, IIOCBSIIEHHBIX M3YIE€HNUIO TOTO VI MHOTO
npenapaTa B 6a3ax JlaHHBIX Scopus (y4UTbIBaeT OoJbllee KOJde-
CTBO HAI|MOHAJIbHBIX XypHanoB) u PubMed moxer ornmyarbes
B 2 u 6ornee pas (cm. puc.l).
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C yBenmuyeHMeM KOMMYECTBA MPOMHEKCUPOBAHHBIX CTAaTell 1
TIOIIO/THEHMEM HOBBIMIM pab0TaMy BBIBOJBI CHCTEMATIYECKUX 0630-
POB 1 MeTa-aHaIN30B OYAYT 60Jiee OTHO3HAYHBIMMUL.

K coxarneHnio, Ka4eCcTBO OTeYeCTBEHHBIX CTATEN, HOCBSIEHHBIX
BOIPOCAM MCIO/NB30BAHMSI TE€MAaTONPOTEKTOPOB, B OOJBIINHCTBE
CBOEM OCTaBJIsIeT JKelaTb JIy4irero. MeTofonorndeckoe KauecTBo
VICCTIEIOBAHMIL, IPOBOAMMBIX B Halllell MeUIIIHE, — HU3KOE, B Ty4-
eM crydae OOIIeCTBEHHOCTM INPENCTABIAIT PaHZOMU3UPOBAH-
Hble VICC/IeJOBaHMs, HO U TaKMX paboT HMYTOKHO Mano. OCHOBHas
Macca yOnmMKanmii mocBsieHa 00cepBalMOHHBIM UCCTIELOBAHNAM
C BeChMa OTPAaHMYEHHBIM KOMMYECTBOM IMAIVIEHTOB, U TIPOBOSATCS
OHI TI0 IIPUHIIUITY «CTy4aii-KOHTPOJIb», KOTIa OCHOBHAsS TPyIIIIa JC-
C/IeflyeMbIX IOTydaeT OILpefe/IeHHYI0 TepaIlnio, a KOHTPO/IbHA —
HeT. VITHOpMpOBaHue MPOIeAYPBl PAHAOMU3ALNIY, CTIETIOTO METO/A




Betynnenne

IIPOBeJIeHMsI ICCIIeJOBAHMIT, HEMCIIONb30BaHMe I/1ae0o0 B KayecTBe
KOHTPOJISI, OTCYTCTBUE Iepuoja HaOMIONEeHNs IOC/Ie 3aBepUIeHNS
Tepanuiy, IpeHeOpeXXxeHne y4eTOM MOOOYHBIX peaKIvii, pasBUBalo-
IMXCA B MIEPUOJ, /IeYeHN A, — BOT OCHOBHbIE Ipu3Haku 99% oreye-
CTBEHHBIX paboT.

Eme opyH, cyry6o oreyecTBeHHBIN, (EHOMEH — 3aK/ITI0YEHVA
aBTOPUTETHBIX CIELMANTNICTOB II0 TOMY VI IHOMY IIOBOAYy 6e3 BCs-
KJX Ha TO OCHOBAHUII, M CIeAYIOLIVe BCIe] 33 9TUM IPaKTU4eCKe
pexoMeHpanun. IlocremHble yMO3aKIIOUeHNA IOPOXHAIT IIO-
CIIEIIHbIE BBIBOZIBI, YTO MOXKET IIPUBOANTH K COMHUTE/IbHBIM PeKO-
MEHAALAM.

K npumepy, Henoxo yKpawHCKIii y4eOHMK 110 KIMHWYECKON
(TepameBTUYECKON, KaK YKa3bIBAalOT aBTOPHI) (PapMaKO/IOTUM, pac-
CUMTAHHBIN Ha crymarenell ¢akyIbTeTOB YCOBEPUIEHCTBOBAHUA
Bpaueil, peKOMEHJYeT npu 3a007e6AHUAX NeueHU, CONPOB0H0ato-
WUXCA KTUHUYECKUMU U OUOXUMUHECKUMU NPUSHAKAMU AKMUBHO-
cmu (?), mepanuto npou3eooHviMu cunumaputra (?) oepanuuusamo
4-6 Hedenamu, nocsne uezo Ueneco06pPA3HO HA3HAUAMb ICCEHUUATb-
Hole goconunudvl. ECnyu OTBIEUbCs OT COMEP)KMMOTO KIMHUYe-
CKUX PYKOBOJCTB, B KOTOPBIX €C/IM YIIOMMHaHNe O TelaTOnpOoTeK-
TOpax ¥ MPUCYTCTBYeT (a TaKue eCThb), TO He B pasjesie OCHOBHON
Tepanuy, ¥ CPaBHUTD MHCTPYKLUNM 11O IPUMEHEHNIO U TOKa3aTeIb-
Hble 6a3bl STNX JIBYX IIPEIapaToB, TO MBI YBUANM, YTO MCIIOIb30-
BaHle CYIMMapyMHa BO MHOTMX CIy4asX HO/DKHO AIUTbCA Ooree
yKa3aHHOTrO Iepuoja. VI Tot u gpyroit mpemnapaTsl — 3TO JIeKapCTBa
C pa3HBIM MEXaHM3MOM JEVCTBUSA U BeCbMa JJIMTEIbHBIM IIepUO-
IOM UCIONTb30BaHMA. EC/IM MEHATD Tepanmio MMM KaXKIbIil MecAll,
TO MBI PUCKYeM He MOMy4nuThb a¢¢dexTa HU OT ogHOro n3 Hux. Ilo-
3TOMY MJIM He CTOUT Ha3HayaTh TaKoe JiedeHue BooO1e, VN, ecin
OHO y)Ke Ha3HAueHO, C/leflyeT MPOMO/DKATh €ro CTONMb IJIUTEeNbHO,
CKO/IBbKO 3TO Heobxoxumo. Kcratu, u 910 OymeT mokasaHo HIDKe,
00BeKTOM VHTEpeca CIIeIaluCTOB JOKa3aTeIbHO MeIMLIMHbI CH-
NVMapVH CTAaHOBMJICA Yallle, Y4eM 3CCeHIanbHble GoCchOonmMmmisl.

Hpyroit npumMep. BecbMa nonynAapHas rasera s Bpadein «310-
poBbe YKpanHbI» IyOIMKYeT Te3UCHI JOKIa/ja, B KOTOPOM IIpeficTa-
BUTE/Ib YBa)KaeMOJ TelaTo/IOrM4eCKON MIKOJIbI coo01IaeT, 4To MO-
CKOJIbKY KIVHMYECKVe VMCCIeflOBAaHMs CUIMMapyHa I0Ka3ajayu ero
3¢ PeKTUBHOCTb paBHYIO IIale00, a MHOTOYMC/IEHHbIE SKCIIepU-
MeHTa/IbHbIe 1 KIMHUYEeCKUe MCCIeJOBAHUA aHTPa/A HOATBEPAN-




A.B. Mateees. lfenaTtonpoTeKTopbl. AHaNN3 MeXXayHapOoAHbIX UCCeqoBaHUNn. ..

i ero 6e30roBOpoYHYI0 9P PeKTUBHOCTD, TO NpU 3a00TeBaHMAX
HeYeH N 11e/1eCO00pasHO MCIIOIb30BATh MMEHHO TIOC/IEMHII TIpera-
pat. Ilo3BonbTe, IpM paBHOM OTHOLIEHMM K OOOMM IIperaparam,
BCE )Ke He0OXOVIMO VIMETDb B BUJY, YTO JOKa3aTe/lbHas 6asa cuim-
MapuHa, BK/IOYAM0IIasi BBICOKOKAYECTBEHHbIE PAH[OMU3MPOBAH-
Hble, JIBOJIHBIE C/Ielble M IUIale60-KOHTPOIMpyeMble MCCIefoBa-
HVS Y MeTa-aHa/lu3bl, 3HAYUTETbHO IIPEBOCXOANUT TAKOBYIO aHTpa-
ns1. MokeT ObITh, aHTPaJIb U JIy4llle, HO MBI 00 9TOM elljé He 3HaeM
u He OyfeM 3HaTbh, IIOKa He OyeT NPOBEJEHO XOTs Obl HECKOIBKO
BBICOKOKAQ4eCTBEHHBIX JVICC/IEJOBAHNIL C ero y4acTueM (CM. HIDKe).
Jla, ypoBeHb JOKa3aTeIbHOCTY CUIMMAapUHA, KaK ¥ JPYTUX reraTo-
IIPOTEKTOPOB, IoKa HeBbIcOKMI (C — B), HO 1 He Hy/IeBOIL.

Taxux npumepoB — Macca. [IpefcraBnsemas BalieMy BHUMa-
HUI0 paboTa — MOMbBITKA OCMBICTIEHNS OIBITa KIMHUIECKOTO MC-
II0/Ib30BAHMA Y MOJ|BEIEHSI UTOTOB MCCIeOBAHNII FeIaTONPOTEK-
TOPOB, BBIIIO/IHEHHBIX K HACTOSI[EMY BPEMEHI.
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NMABA 1

Onpepgenenne renaTonpoTeKTOPOB

HaTh ompepeneHue TPyNIbl IeNaTONPOTEKTOPOB
KaK OT/IeJIbHOJ TpYyIlle JIEKAPCTBEHHBIX CPEACTB Jl0O-
CTAaTOYHO C/IOXHO. IIpexx/ie Bcero aTo cBsA3aHO C OT-
CYTCTBUEM YeTKMX TpeOOBaHWII K Ie/IV Ha3HAYeHUA
STUX IpenapaToB B KIMHMYECKOI MPaKTUKe U OTCYT-
CTBYIEM €IMHOTO MeXaHM3Ma JelICTBMA, YTO 00YCIOB-
JIEHO Pa3HOPOLHOCTBIO JaHHOJ IPYIIIbI.

Crnenyer OTMETUTD, YTO PacIpOCTPAaHEHHOE MHe-
Hue 00 OTCYTCTBMM TaKOTO TePMMHA KaK «TeIlaTo-
IPOTEKTOpP» BOOOIIe U/WINM HEKOPPEKTHOCTH €To VIC-
IO0/Ib30BAaHNA — HE COBCEM BepHO. besycmoBHO, Hau-
Oosnbliee paclpocTpaHeHNe JaHHOe Ha3BaHe TPYIIIIbI
JIEKapCTBEHHBIX CPE[CTB IONY4YM/IO Ha TeppPUTOPUM
cTpaHl, Bxogusmux B coctab CCCP, n Mano mcnomnsb-
3yercsi 3a pybexoM. IJTO YacCTMYHO OOBACHAETCA
TeM (aKTOM, 4TO IellaTOIPOTEKTOPBI KaK OT/e/IbHasA
TpyIla IpenapaToB JOCTaTOYHO IPOYHO 3aHMMAaIN
CBOU MO3UIUM MPAKTUYECKM BO BCEX CIIPaBOYHMUKAX,
yuyeOHUKaxX U MOHOrpadusax, He TOBOPsS y>Xe O MHO-
YKeCTBe HayYHBIX CcTaTell, Ny6nukyeMbix B COBETCKOM
Corose.

OpHoll M3 NPUYMH TaKOIl PacIpOCTPaHEHHOCTU
U JJONTOXXUTE/IbCTBA TEPMUHA ABJIANOCH, U JJO CUX TIOP
ABNIAETCA, BKIIOYEHNE OTHENbHOM TIpynnbl «lemaro-
IPOTEKTOPbl» B aBTOPUTETHBINI 1 KpaiiHe MOMYJAp-
HBIIl Cpefiyt MeAVIIMHCKUX PabOTHNKOB M MAI[MEeHTOB
CnipaBOYHUK JIEKaPCTBEHHBIX CPeACTB akafieMuka M.]I.
Mamkosckoro. OpurnHanbHas yHMBepcCaabHas Kiac-
cudukanys, paspaboTaHHass aBTOPOM, OTBOAUT rella-
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TOIIPOTEKTOPAM, YKE€TYETOHHBIM U XOJIEIUTONUTUIECKAM CPENCTBAM
OTZie/IbHOE MeCTO B pasfene «[emaroTpomnnble mpenapatsi» (1).

AxkazeMuk M.JI. MalIKoBCKMII IaeT clefyIollee ONpefeneHne
reraToNnpOTEeKTOPHBIX CPENCTB, KOTOPOe B TOW WM MHOI dopme
IIPOJO/DKAET «KOYeBaTb» M3 KHUTY B KHUTY (Hampumep, 3ynaHell
N.A. «Knunanyeckas ¢papmakonorusa» 2005 roga B 2 Tomax (2)):

«IenamonpomexmopHovle cpedcmeéa NPU3BAHbLL  NOBLIUAMD
YCMOTIMUBOCb NeveHU K Namonoeuueckum 8030etictn8usm, YCumi-
8amv ee 00e36pexUBAIOULYI0 PYHKUUIO, CUMYTIUPYS AKIMUBHOCTD
ee pepmenmuuvix cucmem (8 mom uucne yumoxpoma P-450 u opyzux
MUKPOCOMAbHLIX (DepMeHmMO8), U cnoco6cmeosams 80ccmanose-
HUI0 ee PYHKUUT NPU PA3TUUHDIX NOBpexcOeHUsx (6Kn04as anko-
207TbHY10 UHIMOKCUKAUUIO)».

besycnoBHO, manHOe ompefeneHue IONTHEE M IOHATHEE JC-
II0/Ib3YEMBIX HBIHE B psifie pabOT oIlpefe/leHNil 3TOI IPYNIIBI Kak
«cpedcms, 0KA3bl8AOWUX U3OUpamenvHoe UNU NPeUMYUuLectneeH-
Hoe Oelicméue Ha neveHv» (CMOTPUTe HAIpuUMep, MOHorpaduio
C.B. OkoButoro 2010 roza (3)), HO SIBNIIETCSI /I OHO MCYEPIIBIBAIO-
wuM u crienqunyeckum? Bpsapg mu. Cam M.JI. ManikoBckuit ot™me-
YaJl, YTO LIe/IbIN pAJ, TeKapCTBEHHBIX CPEACTB, He OTHOCUMBIX UM K
renaTonpoTeEKTOPaM, HAllpUMeED, PAJL BUTAMUHOB, TUIIOE€BAA KUC-
JIOTa ¥ Ip. TOXe MOMAJAI0T I0f] JaHHOe ompexnenenne (1).

BnusiHne mpenapaToB Ha CUCTeMbI MeTabonm3Ma KCEHOOMOTHU-
KOB, YIIOMJMHAE€MO€ B JJAHHOM OIPENENIEHNN, ABIAETCA IPEeJMETOM
00CYX/IeH s, TaK KaK papMaKoIoraM XOpPOIIO U3BECTHO, YTO H/YK-
I[VIS M yTHEeTeHMe MeTabo/M3Ma He BCerfia sIB/IsIeTCs 6/1aroM 1 MO>KeT
YBEIMYMBATh PUCK JIEKAPCTBEHHBIX B3auMopencTeuil. Lenblit pap
VICIIOJIb3YEMbIX B HACTOAIEE BpeMsA IenaTONPOTEKTOPOB HE OKa3bl-
BaeT BIVMSHNSA Ha peakunu 1-0it 1 2-0it ¢hasbl Win )Ke BIUsET Ha HUX
He3HauuTenbHO. Hanpumep, cumMapyH Ipyu UCIIONb30BaHNUM B Te-
palneBTUYECKUX [03aX, KOTOpble CO3[AI0T IJIa3MEHHbIE KOHLIEHTPA-
uuu B npegenax 0,5 MMO/b//I, He OKa3blBaeT HMKAKOIO BIAMAHMA Ha
cucteMbl MeTabonmmaMa. [Ij1si JOCTMIKEHMSI BBIPAXKEHHOTO BIIVISHMS
Ha cucteMmy nmroxpoma P-450 HeoOXofMMa BBICOKasi KOHI[EHTpa-
s fevicTByomero BemecTBa (10 MMOIB/MT), KOTOPBIX ZOCTUYD B
MEUIIMHCKOV MpPaKTUKe MPAaKTUYeCKu HeBO3MOXKHO (4,5). Hampo-
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TUB, BECbMa PacIPOCTPAHEHHBIl B CTPaHaX A3WM IeaTOIpOTEKTOP
6udeHmaT crrocobeH HaCTONMBKO MHAYLMPOBATh N30 EepPMEHTHI LU-
toxpoMa CYP3A4 u CYP1A2, 4TO nmpaKTU4ecKy MOMTHOCTHIO HUBE-
NMpPYyeT JielICTBYE UKIOCIOPIHA 1 TanmHonona (6,7).

OpuH M3 BegyUMX COBPEMEHHBIX POCCUIICKMX TacTPOIHTE-
ponoros akagemuk PAMH mpodeccop B.T. VBamknn B xHure
«PauyoHanpHas ¢apmakorepanus 3a60eBaHMIl XKeNTyLOYHO-KU-
IIeYHOI cucTeMbl» (M3 cepun «PamyoHanpHasa papMakoTepanms»
usgarenpcTBa «/Iuteppar (8)) ucnonbsyer gpyroe, 6onee TaKOHNY-
HOe, ollpefie/ieHVie TaHHOI (apMaKOTepaneBTUYeCKOIl TPYIIIIbL:

«Ienamonpomexkmopvs — amo PapmakomepanesmuuecKas
epynna pasHopoOHbLX JIeKAPCMBEHHBIX CPeOCNE, KOmopvle npensam-
CMBYIMm paspyuleHur0 K1emo4Holx MEMOPAH U CIMUMYIUPYIOM pe-
2eHepayuIo 2enamouyurmos».

Ha nmam B31/1:71, OHO 60J/Iee TOYHO XapaKTepu3yeT 0COOEHHO-
CTM 9TOVI I'PYIIIBL: PAa3HOPOJHOCTD, CIIOCOOHOCTh BOCCTAHAB/INBATh
00’beM yTpauyeHHBIX KJIE€TOK, @ COOTBETCTBEHHO, U QyHKIuiL. B TO
e BpeMs PAJi IeKapCTBEHHBIX IIPENapaToB, OTHOCKMBIX TPAUIIN-
OHHO K TeIaTONPOTEeKTOPaM, He COOTBETCTBYeT JaHHOMY OIpefe-
nenno. OHM WM He BIUAIOT HA MeMOpaHbI KJIeTOK, IPEIATCTBYA
VIX pa3pyLIEHNIO [PYTUM Iy TeM, VIV >Ke He BIVAIOT Ha CHHTe3 Oel-
KOB, HEOOXOVMBIX IJIA pereHepanyy TKaHu (Halpumep, 3CCeHI-
anpHble poconmmunub).

Eme 6o0ree MaKOHMYHBIMM SIBJIAIOTCA ONpeNeNeHNsA, KOTOpble
[AIOTCA B y4YeOHMKAX IO KIMHUYECKON ¢apMmakonoruu. «lenamo-
npomexmopv. — 2mMo seKapcmeeHHvle CcPedCcmea, NoBbIUAIOUUE
YCMOotiMue0cmy 2enamoyumos K HebnazonpusmHomy 6030elcmeuio
PA3NUUHBIX HAKMOPO8 U ycunusarnusue ux 0emoKcUyUpyousue
Pyuxyuu» (9,10). HecMoTpst Ha KpaTKOCTh, OHO JOCTATOYHO TOYHO
XapaKTepus3yeT OCHOBHbIE XapaKTEePUCTUKU STON I'PYIIIBI JeKap-
CTBEHHBIX CPEe/ICTB, HO B TO )X€ BpeMsA KOHILEHTPUPYeTCs Ha JC-
K/IIOUMTE/IbHOM BO3/Ie/ICTBMY Ha TeNaTOLMTEI, XOTs B/IMSHIE rema-
TOIIPOTEKTUBHBIX CPE[CTB Ha ApPyryue KJIeTKU — SHJOTENTVNOLNTEI,
knetkn Kyndepa, knetkn ViTo He MeHee Ba>kHO.

Haubornee nonHoe ompepeneHne, Ha Hall B3IJIAM, BAHO IIPO-
deccopom J.b. MuxaitnosbiM (2005): «lenamonpomexmopvl —
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aMo neKapcmeeHHvle CPeOCMEa ¢ NPeUMYULeCNEEHHbIM BIUTHUEM
Ha neueHouHvle Knemxku. Vx Oelicmeue HANpasneHo HA 60CCMAHOB-
JIeHUe 20Me0Cma3a 6 neveHu, novluleHue YCmouuueocmy op2ana K
0eticmeuio namozeHHovlX PaKmopos, HOPMANUIAUUIO AKMUBHOCU
U CIMUMYTIAYUI0 PenapamueHo-pezeHepayuOHHbLX NPOYEeccos 6 neye-
HuU. B 6onee npocmom eapuarme — 3mo npenapamot, 3auuuiaroulue
neueHv 0m NO6PeH0arULe20 8030elicteUs IK302eHHbLX U IHO02eH-
HbIX akmopos u/unu yckopsousue ee pezeHepayuto» (11).

Hu B ogHOM M3 HOCTYNHBIX HaM MCTOYHMKOB MBI HE CMOITIN
00HApPY>XNUTb OOIIENIPUHATOE OINpefeeHNe TePMIHA «TeIaToNpo-
TEKTOPBI» C IMO3ULNI 3apybexkHOIT MefuLuHbl. MHeHne, chopmu-
poBaBIeecsA y HEKOTOPBIX OT€YeCTBEHHBIX Bpadeil 00 OTCYTCTBUM
INAHHOI I'PYIIIbI IIPenapaToB U TAaKOrO MOHATUA KaK «TeMaTOIIpO-
TEKTOPBI», «IeMATOIPOTEKTUBHOE HEICTBUE» 3a PyOexoM B0OOO-
e, — He BEPHO, XOTA 4acTOTA MCIIO/Ib30BAHNUA 3TOrO TEPMUHA U
He UJeT HU B KaKoe CpaBHEHME C YaCTOTON ero BCTPEeYaeMOCTH B
OTe4YeCTBEHHOI CIlelMaan3poBaHHoI nuTeparype (cMm. puc. 1.1.).

IIpuBeneM B KauecTBe IpUMepa UCIOIb30BAHNA U3BECTHOE PY-
KOoBOZCTBO 110 remaronornn IOmxnna llIndda «3aboneBanns neve-
HIu» (2012), B KOTOPOM JaHHBI TePMMH yIOTpeOsaeTcs, MpaBfa,
0oyee YaCTO B OTHOLIEHM) HOBOT'O K/IAaccCa BeIeCTB — aHAJIOrOB
U CcTUMyIATOpoB (akropa pocta rematouurtoB (12). Perymsap-
HO mepenspaBaeMoe nocob6bue mo remaronoruy Ileitnsr lepnok
(B 2011 ropy BbIIIIO 12-0€ M3gaHMeE) paccMaTpyUBaeT Mpenaparsl,
OTHOCHUMBIE y HaC K TeIaTONpOTeKTOpaM (HanmpuMep, CUIMMApPVH)
B KaueCTBe CPEACTB STMOTPOIHO VM ITATOTeHeTMYeCKO Tepannm
11 KOHKPETHBIX 3a00/1eBaHNil (HalpuMep, CU/IMMapUH KaK aHTU-
JOT PV OTPaBJIEHUAX ONe[HOI IOTaHKON MV IPY BUPYCHOM Te-
natute C) u gpyrux (13).

[IpucyrcTBue Ha 3amafiHOM (papMalleBTIYECKOM PbIHKE CPEICTB
TeIaTOIPOTEKTVBHOIO JENCTBMA, KaK ¥ MHTepec 3apyOeXHBIX JC-
crefioBateniell K HUM, MOXKHO IPOJEMOHCTPUPOBATh KOMUYECTBOM
pe3roMe ONyO/IMKOBaHHBIX HAYYHBIX PabOT, TOCBAIIEHHBIX IIperapa-
TaM, OTHOCAIIMMCA Y HAaC K TelaTOIPOTEKTOPaM, B M3BECTHOIL 6ase
nanubx PubMed (cm. Tabnumy 1.1).
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Puc. 1.1. Pacipepenenne pesroMe Hay4HbIX CTaTell, HaliJIeHHBIX
no 3anpocy «Hepatoprotector» B 6ase gaHHBIX Scopus
(cenTs6pH 2012, n=145), 10 cTpaHe NPONCXOXKIeHMs cTaThn (A)
u 131Ky HanucaHus (B). Ilokasausl mepBsbie 10 mosuiuit.

HenpusaTnue camMoro TepMiuHa «IremnaToONpOTEKTOPbI» MHOCTPAH-
HBIMM CIIeIVIa/IICTaMy, HO He JIEKAPCTBEHHBIX CPEJCTB, OTHOCUMBIX
K HVM, 9aCTMYHO OO'BSICHEHO B 3aMeyaTe/IbHOM IT0COOMM M3BECTHOTO
renarosnora OpsuHa Kynrua. CormacHo eMy, Takoe IMOHATHE KaK «Te-
IaTOIPOTEKLMA» B 00IIeM CMBICTIE CYIeCTBOBATh He MOXeT. «IIpo-
MeKUUs KaxK maxkoeas noopasymesaen npohunakmuxy 3a601e6aHus,
HO He NONHOUEHHYI0 mepanuio, Komopas, KaxK pas, u umeem mecmo
Npu HA3HAYEHUU Npenapamos OAHHOU 2pynnol... «VcmuHHbMU 2e-
namonpomexmopamu» MOIHO HA36AMb BAKUUHbL NPOMUE 2enamu-
mos, Hanpumep, A u B...» mumer Kynrn. [enaTonporexrop, mo ero
MHEHMIO, JO/DKEH 00/I1aZiaTh CIOCOOHOCTDIO 3AIUIATh IeIaTOLVTEL,
a TaK)Ke KJIETKM 3HJJOTENA CUHYCOB OT BO3JI€MICTBIUA OIIPEMle/IeHHO-
rO TOKCMHA VI e 2-X WM 3-X, a ONTUMA/IbHO — BCEX M3BECTHDIX
TOKCUMHOB IIPY Ha3HAUYE€HUU [0 UM NOC/Ie BANAHNUA IOBPEX/aole-
ro ¢akropa. Vcronp3oBaHye IperapaToB IMOCTe BO3HMKHOBEHUS
HOBPEXIEHUA — 3TO «Tepallis», HO HUKAK He MPOTEKINsA, TO eCTb B
JIMHTBUCTUYECKOM CMbICTIe — mpodumakTuka (14).

HamHoro 6o7ee KpUTHYHO O TEPMUHE «TeIIaTONPOTEKTOP» OT-
spiBaeTca Marza Kot6 B cBoeM ¢yHaMeHTaIbHOM 0030pe, IOCBA-
LI€HHOM VICIIOIb30BAHUIO YPCOAEOKCUXOIEBON KUCIOTHI. «lenamo-
npomexkuus [Kax mepmur] A671emcs He MamepuanvHoil, He 00veK-
MUBHO, He U3MepPAeMOt, He NOOTeH UM KOU4eCMEeHHOMY onpede-
JIEHU0 U UMeem Heu3eecmHble NOCe0CMBUS, KIUHU4ecKue 3 dexmuol
UnU npeumyu,ecmaea, U He 061a0aem npozHOCMUHECKUM 3HAYEHUEM».
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[Tostomy Tepmun «lematonporexkumsi», no M. Kot6, Tpebyer uer-
KOTO OIIpefieNieHNs, 0COOeHHO IpM MCIONb30BAHNM €T0 B KauecTBe
MOKa3aHMA K IPUMEHEeHMIO JIeKapCTBEHHBIX IIpemnapaToB. Ha npu-
mepe YIXK, npenapara ¢ yHMKa/IbHBIMY aHTUIIPOINEPATUBHBIMUI
CBOJICTBaMM, aBTOP 0030pa II0Ka3bIBAET, YTO HEKOPPEKTHOE TONIKO-
BaHMe 9TOr0 TePMMHA IPUBOAUT K LIMPOKOMY Ha3HAYEeHMIO IIperna-
para «oft-label» 1 yBenmuennio pucka BOSHMKHOBEHNA MyTareHHbBIX
Yl TeNTaTOTOKCUYHBIX 39 dekToB (15).

Tabnuya 1.1.
KonndyecTBo a6CTpaKTOB HayYHBIX CTATEll, IIOCBANIEHHBIX
HEKOTOPbIM renaronporekropusiM JIC, B 6ase ganubix PubMed

(mexabppb 2012 roma)
Hcnoan3oBaHHbIE Koa-Bo Kiauanueckue
TePMHHBI a0cTpaKkToB HCCJIe0OBAHUS*
Cunnmapus silymarin 1843 107 (5,8%)
buruksion bicyclol 69 8 (11,6%)
budennar bifendate, 39 5 (12,8%)
biphendate
AHTpanb antral, antralum 1** -
[imyraprun Glutargin, 3 1 (33,3%)
glutarginum
Dmunmppusun glycyrrhizin 1511 51 (3,37%)
JIus-52 Liv 52; Liv-52 71 7 (9,8%)
VIXK ursodeoxycholic 4226/1361 548/286 (12,9/21%)
acid, UDCA

[Tpumeyanne: * — npu npumenenun ¢uabrpa tima crareit «Clinical trials»,

** — o6HApY’KEH IPU MOCTIEHOBATEIBHOM aHA/IN3E Pe3IOMe.

C maHHBIMM MHEHMAMM TPYZHO He cornacuTbca. OJHAKO B Ha-
CTOAILIEE BpEMA HU I'ACTPOIHTEPOJIOT N, HU IT'€IIaTONIOTI Y, HU (bapMaKo-
JIOTM, B TOM YVICTIe Y KIMHUYEeCKIe, He MOTYT NPENIOKUTD Oojiee 1of-
XOJIAILIETO TEPMIHA JIA OIpefie/ieHuA 3Toi rpynnbl. Ha nam B3rap,
13 VICIIO/Ib3YeMbIX HbIHE a/IbTEPHATUB HM OflHA He ABJIAETCSA JTy4dIlell.
PaccmoTpuM HEKOTOpbBIE U3 HUX.

«JermaTonpoTeKTaHThI», C HAIllell TOYKM 3peHMs], — JIUIIb Oojee
«aHIVIO(UIVPOBAHHBI» BAPMAHT TEPMIHA «T€IIATONPOTEKTOPBI».
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Tepmun «lenato60MMKM» HO/DKEH ONpPeNeNATb JeKapCTBEHHbIE
BeIlleCTBa, KOTOPBIE, 110 BCeil BUAVMOCTY, CIIOCOOHBI OKa3bIBaTh IIpe-
UIMYIeCTBEHHOE B/IMAHME HAa MeTaboMM3M KJIeTOK IedeHN. B mpuH-
IVITIe TeTIaTOO0/IMKaMI MOYKHO Ha3BaTh I LIEJIBIN PAJ, IpeIaparos, He
OTHOCSIMXCS K YICIIO/Ib3yeMbIM HbIHE TellaTopoTeKTopaM. BiusHue
Ha CUCTeMy MeTabo/M3Ma MHOTMX XMMUYECKMX BelecTB (a MHIYK-
LVIs1 ¥ MHTMOVpOBaHMe pa3Be He SIB/IAIOTCS BO3ZE/ICTBYEM Ha MeTa-
00/113M B renaronyTe?) elle He IIO3BOJIsIET CYMTATD VX JIEKAPCTBAMIL.
Mo>keM MBI Ha3BaTb LUK/IOCIOPVH A (MOLIHBI MHIMOUTOP MUKPO-
COMaJIbHBIX (pepMEHTHBIX CHCTEM) Wy pudaMIniH ¢ heHobapom-
TaJIoM (MHIYKTOPBI TeX XKe CUCTeM) remarobonmkamu? Bugumo, fa.
OpnHako MPOIACTb, JeXKallass MeX/y HOKa3aHVsIMM K [IPYMEHEHIIO
YIOMSIHYTBIX ITPENapaToB U IpPeapaTtoB, OTHOCKMBIX K TellaTOIIpo-
TeKTopaM, orpomHa. CrefyeT 3aMeTUTh, YTO B CBOell MOHorpadun
«JermaronpoTekroper» npodeccop C.B. OxoButhiit paccMarpusaet
dbeHOOapOUTANM B KaueCTBe TelaTONPOTEKTUBHOTO JIEKapCTBEHHOTO
cpenctaa (3).

TepMun «remaToTpombI» HOApasyMeBaeT TPOIHOCTb, TO €CTb
«CPOJICTBO» IIperapaToB K TKaHU IedeHn. «lematoTpodsr» — 3TO
JIeKapCTBa, BO3ZEIICTBYIOLIME Ha TPO(MUKY TKaHU IedeHM. «JImmo-
TPOIIbI», OYEBVHO, BIMAIT HAa JIMINABI, KOTOpble IPUCYTCTBYIOT
BO BCEX TKaHAX J OpraHax 4e/loBeka. ITOT CIIMCOK MOXKHO OBUIO ObI
IPOJO/DKUTD ¥ BKIKOYNUTD B HETO COBCEM 9K30TUYECK)E BapUAHTBL:
HaM BCTPEYa/lucCh U «UCTUHHBIE TelaTONPOTEKTAHTHI C IPeUMYyIIle-
CTBEHHBIM BO3J[E/ICTBIEM Ha TI€YE€Hb» I «IIPEMAPATHI [Is1 BHIBETEHNUS
NeYeHOYHBIX II/IAKOB».

BriosiHe BO3MOXKHO, YTO C TOYKM 3PEHVS COBPEMEHHOJI JIVHT-
BUCTUKMU, C/IOBA «I€IIATOIPOTEKTOP» U «TENATONPOTEKIVIS» MOXKHO
paccMaTpuBaTh Kak cBOeoOpasHble MeIUIIVIHCKIE MeMbl. BO3HUKHYB
OZIVH pas, OHM He OBUIM BOCIIPUHSATHI HETATUBHO, PACIIPOCTPAHIINCDH
Y IPOJO/DKAIOT PACIPOCTPAHATHCS OT Bpada K Bpady 1 OT IIal{MeH-
Ta K HAIMEHTY YCTHO ¥ C ITIOMOIIBIO CPEACTB Maccoil MHPpOpMannm
(KHUTH, CTATbY, TeNEBYJIeHNE, CAalIThl MHTepHeT). OHY CKJIOHHBI K TaK
Has3bIBAEMOJl «MyTalUy MeMa» — 0Opa3oBaHMIO HOBBIX MOAVQMKa-
LVIJ1 CTI0BA, YTO U OBUIO IPOJEMOHCTPYPOBAHO BBILLE.

[ToxpITOXMBasT JAHHBIN pasfer, elle pa3 X04eTcsl HOfYePKHY T,
4TO B HACTOAIIee BpeMsA B MeUIVIHE He CYIIeCTBYeT YeTKOTO OIIpe-
JleJIeHVIsL /IS TPYIIIBI TelaTonpoTeKTopoB. He BbipaboTaHbl KpuTe-
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puM BKIIOYEHMA WIM VICKIIOYEHNA JE€KaPCTBEHHBIX CPECTB B 3Ty
rpynmy. CaMy TEPMUHBI «T€IaTONPOTEKLMA» U «T€MaTOIPOTEKTOP»
He ABJIATCA I0-MeJUIMHCKI TOYHBIMMU U C TMHTBACTUYECKO TOYKM
3peHusA KOPpPeKTHbIMU. JOCTaTOYHO AMUTENbHASA UCTOPUA MUCIIONb-
30BaHMA 3TOTO C/I0BA B CIIELMA/IM3MPOBAHHON IUTEPATYpe U CPeny
Bpadeil, ero MOMY/IAPHOCTb U «y3HABAEMOCTb», a TAKXKE YIIOMIHAB-
1Ieecs BbILIe OTCYTCTBME JJOCTOHON a/IbTepPHATUBDI, II03BOJIAIOT €r0
VICTIO/Ib30BaHMe JIO TeX MOP, TOKa COBMECTHBIMI YCUIUAMMU Bpadeil 1
Y4YeHBIX pasHBIX CIEL[aIbHOCTe He OyIyT IpeIoXeHsl 6oree Kop-
PEKTHBII TEPMIH U €T0 ONPELETIEHME.

Yxe B mpomecce pabOTbl Haji 9TOJ KHUTOM B HEKOTOPBIX
POCCUIICKMX CTaThAX, HAIpMMep, 3a aBTOPCTBOM mpodeccopa
M.B. MaeBcKoii, HaM BCTPETUJICS TAKOI BapUaHT OIpefe/ieHus 00-
CY>K/IaeMOJi TPYIIIbI IPeNapaToB: CPeiCTBA a/bIOBAHTHO, TO €CTh
JIOTIO/IHUTE/IbHOI Tepamyy 3aboneBanuit nedeHn. Ha Ham B3rAp,
3TO HaMHOTO 6oJiee yIayHOe OIIpefie/ieHle 110 CPABHEHUIO C Iiepe-
4JCIEHHBIMU Bbille. IIpyoKmuBeTCA 1 OH B MEAMLIMHCKOV IPAKTHUKE
— mokaxeT Bpems (16).

HenpuaAtne onpeneneHHoOro cosa He NOMKHO O3Ha4YaTh HENpU-
ATHA TeKapCTBEHHBIX CPEJCTB, UM ONMChbIBaeMbIX. Henb3ssa He corna-
CUTbCA, YTO TPYIIA TaK Ha3bIBA€MbIX «T€MaTOIPOTEKTOPOB» Iepe-
HacBblllleHa IIperapaTaMi ¢ HeJJOKa3aHHO ¥ COMHUTENbHOM 3 dek-
TUBHOCTDIO, CPeIYl KOTOPBIX IO/ JIEKAPCTB, 3aCTy>KMBAIOIMX BHU-
MaHNA NPaKTHUKYIOIIEro Bpaya, HeBenuka. Ho, orpunas Bcio rpynmy
KaK TaKOBYIO, Mbl PUCKYE€M IOTEPATH M JEJICTBUTE/IBHO IOJIE3HbIE
JIeKapCTBa.
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'TTABA 2

Knaccnudukanusa remaronpoTeKTopoB

ToBoputh 0 Knaccudukanuy rema-
TOIIPOTEKTOPOB, YUYUTBIBAsl BBIIIEU3TIO-
XKEHHOe, U, IpeXJie BCero, OTCyTCTBIE
YeTKMX KPUTEPUEB, COINTACHO KOTOPBIM
IIperapar MOXKeT CUUTAThCS TeNaToIpo-
TEeKTOPOM, HeIlpocTo. B maHHOM paszerne
MBI pacCCMOTPUM Haubosee pacnpocTpa-
HeHHbIe B OTeUueCTBEeHHOI MeIUIMHCKON
UTEpaType KnacCuuKarym.

Cpasy 3aMeTIM, YTO, KaK ¥ B OTHOIIIe-
HVJ OIIpeJie/IeHNs CAaMOJi TPYIIIBI, TaK U B
OTHOIIEHMN ee KaaccupuKauum, efuHo-
IO MHEHM CIIeIMA/IVCTOB B HACTOSIINI
MOMEHT He cymiecTByeT. IIpm ananmse
IpeJIOKEHHBIX B pa3HOe BpeMs Bapu-
aHTOB pasJeJIeHNs TeNaTONPOTEKTOPOB
Ha Ipymmsl obpaiiaeT Ha ce6s1 BHUMaHMe
TOT (akT, 4YTO OONBIIMHCTBO aBTOPOB
VICHONMB3YIOT I/Is1  KIacCcupuimpoBaHms
IIPOVCXOX/IeHNe IIPeIIapaToB 13 TOTO W/IN
VIHOTO CBIPbA ¥ XVMWYECKYI0 CTPYKTYpY
aKTMBHOTO KOMIIOHEHTA, HaIlpuMep: mpe-
IIapaThl PaCTUTENIBLHOTO IIPOVCXOXK/ICHNA,
Iperaparsl XMBOTHOTO IPOMCXOX/IEHNS,
BUTAMIHBI, aMIHOKVIC/IOTBI U TaK fjanee. B
KadecTBe IIpyMepa IpUBefeM CIefyIome
KaccuuKanm:

Kraccupukanysa renaronpoTeKkTo-
pos o C.B. OxoBuromy, 2002 (1)
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1. IlpemapaTbl, comep)kaluye eCTeCTBEHHbIE VU MOTYyCHHTeTIYe-
ckye pyraBOHOM/BI PACTOPOIIIIN

2. Ilpemapartsl, copepkaliye eCTeCTBEHHBIE VM MOTYyCUHTeTIYe-
ck1e (pITaBOHOMABI IPYTYX PACTEHMIT

3. OprasomnpenapaTbl )XMBOTHOTO IIPOVCXOX/CHNA

4. Tlpenapatsl, cogepskaliye dcceHIuanbHble (pocommmmbt

5. Ilpenaparbl pasHBIX IPyII

Knaccupukanusa rematonporekTopos mo My6apakmmnHoit,

2008 (2)

[IpemapaTsl pacTUTEILHOTO IPOVCXOXK/EHUA

[Ipemaparsl >KMBOTHOTO IPOMCXOXK/ICHS

[Tpenapatsl, cofepskaliye scceHanbHble Gpocommmmbt
AMVHOKUCTIOTBI MIN MX TIPOV3BOJHBIE
BuTaMuHBI-aHTMOKCUAAHTBI U BUTAMJHOIIOKOOHBIE COeNMHEHNA
[Ipemaparsl pasHBIX IPYIII

JlaHHbBI TTOAXOf, 06/MajiaeT OIpeeIeHHBIMM HeJOCTaTKaMIL: JIe-
KapCTBEHHBIE CPENCTBA OFHON KIacCU(UKAIVOHHOI IPYIIIBI MOTYT
OKa3bIBaTh TepaNeBTNIECKOE BO3/EICTBIIE Ha Pa3/INYHbIe 3BEeHb I1a-
TOTeHe3a Pa3HOPOIHBIX 3a00/IeBaHMII ¥ IPY IIOMOIIM PAa3HBIX MeXa-
HI3MOB; HEKOTOPBIE BEIIeCTBA CXOAHON CTPYKTYphI (HampyuMep, BU-
TaMJMHBI) MOTYT ITOCTYIIAaTh B OPTaHM3M 13 HECKOIbKIX VICTOYHUKOB,
¥l TIOTOMY PAacIIONIO>KeHMe VX TOTIbKO B OJHOM Yy3JIe K/IacCU(UKaIN
OyZieT HeKOPPEKTHBIM, TaK Ke, KaK 1 PAacIIOJIO>KeHMe UX B OTe/IbHOM
y3Jie, KaK, HallpyMep, 9TO C/Ie/IAaHO C 3CCeHIMAIbHBIMU Pocdommnm-
[laM11, KOTOPbIe MOTYT MIMeTb PAaCTUTENIbHOE U )KUBOTHOE ITPOVICXOXK-
nenue. He OypeT omm6OKoi cKasaTh, 4YTO IPAaKTUYeCKas 3HAYMMOCTD
IIPOMCXOX/IeHNS IIperapara U ero XMMIYeCKOI CTPYKTYPbI He Be/u-
Ka, TaK KaK He OIpefie/isieT BOBCE WM ONpefendeT Mano 3ppeKTus-
HOCTb ¥ 6€30I1aCHOCTD TepaIVI.

C Toukyu 3peHus1 6a3nucHON PpapMaKoIOTuy, IEPCIEKTUBHOI BbI-
IJIAONUT pasfie/ieHye TelaTOTPOIIHBIX NIPeNapaToB Ha TPYIIIbI, OCHO-
BaHHOe Ha MeXaHu3Me ux pgeiicTBus. Mapaxosckuit 10.X. u Py6enc
10.I1. B cTaTbe, HOCBSAILIEHHOI B TOM YNCTIe ¥ BOIIPOCY KIaccupuum-
POBaHMA IeaToONpPOTEKTOPOB, IIPUBOAAT CIEAYIOLINIT BapuaHT dap-
MaKOJIOTM4ecKoit Kinaccuukanunm (3)

AN
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dapmakonormieckas K1accupuKamsa IpOTeKTOPOB
1. AHTHOKCUJJQaHTBI
2. CpepncTBa, OCYIIECTBIIAOIINE PeIapalyiio MeMOpPaH IellaTOLTOB
3. CTuMynATOpBI pereHepaluy MapeHxMbl IedeHn

Kak u mpuBefieHHBIe BBIIIe BapMaHThI KIACCUPMKALNIL, OCHO-
BaHHbBIE VCK/TIOUNTEIbHO HA CTPYKTYpe /IeKapCTB, JAHHBIN BapUaHT
He MO)XeT YIOB/IeTBOPUTD NTpaKTUdeckye TpeboBanus. JacTb rekap-
CTBEHHBIX CPE[ICTB MOXKET OTHOCUTBCS K [IBYM, a TO 11 KO BCeM IPYII-
IaM, ¥ TAKMX eNaTONPOTEKTOPOB, MIOXKATYHL, OOTBIINHCTBO.

Bornee Toro, aTampl pasBUTHA MATOOTMYECKOTO IIpoliecca Mojpa-
3yMeBaIOT Iepexof; OT OKCUAAHTHOTO CTpecca K MOBPEXIEHNIO MeM-
OpaH U IoTepe Macchl apeHXUMbI opraHa. COOTBETCTBEHHO, BO3/eil-
CTBYS Ha IpefbIAyliee 3BEHO MAaTOreHe3a, TIeKapCTBO Mpefypex/aeT
pasBuTHe nocnenymoluero. To ectb 61odraBaHONABI-aHTNOKCU/JAHTBI
OyZyT cHOCOOCTBOBATH BOCCTAHOB/IEHIIO MEMOpPaH 1 CIIOCOOCTBOBATh
perenepanyy nedeny. K kakoii rpyIie yKasaHHO K1accuyUKaym ux
npaBMIbHO OTHecT? CIIOKHOCTY BO3HMKHYT U IIPU PacCMOTPEHMUMN
MecCTa aJileMeTVOHHA, OeTauHa I MHOTVIX JPYTVX COeVIHEHMIL.

KymHudeckuit cMBICT TaKOTO IOAXOfA TaKXKe HeBenuK. I[laTomo-
TUU, pa3BMBAIOIIENICA TOTBKO 110 OTHOMY M3 YIOMAHYTbIX MEXaHMU3-
MOB, He CYILeCTBYeT.

[ToHuMast 3TO, HEKOTOPBIE ABTOPBI MCIIONB3YIOT B CBOUX paboTax
«CMeIIaHHbI» MOAXO0M, OOBeANHAA B OfHY KIacCUpUKALNIO Ipera-
paThl ¢ OOILIVIM IPOMCXOXKEHMEM 1 TIperapaThbl C OOIM MeXaHU3-
MOM JIeICTBUA.

Tax, B usganHoM B 2010 ropy pykoBopcTBe «lermaTonpoTeKTopbl»
C.B. OxoBuroro ¢ coaBropamu (4) IpuBOAUTCA ClIeAYIOLIasi KIAcCu-
dukanus.

Knaccudukanusa remaronporexkropos (mo C.B. OxoBuromy
u ip. 2010):

1. [IpenapaTsl pacCTUTEILHOTO IIPOVICXOXK/ICHIIS

A. TIpenaparsl, copepraiyue (Gr1aBOHOU/BI PACTOPOIIIIN

b. ITpenapatsl, copepxxaiye prraBOHOVMIBI APYTUX PACTEHNI

2. [TpemapaTsl >KMBOTHOTO ITPOVCXOXK/ICHIIS

3. Ilpenapatsl, cofeprkaliye scceHIanbHble Gocommmmbl

4. TIpenapaTbl C IpeVIMYIIeCTBEHHBIM Je TOKCUIVMPYIOLIVIM JeICTBYIEM
A. Ilpemapathbl ¢ IpeMMYIeCTBEHHBIM NIPSAMBIM JIeTOKCULIMPYIO-
LM JIeVICTBUEM
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b. IIpenapatsl ¢ IpenMyIIeCTBEHHBIM HEIIPSIMBIM A TOKCUIINPY-

IOLIVIM JIeJiICTBUEM

— Ipenaparsl, yMeHblIaoMIe 00pa3oBaHe S9HTOTeHHBIX TOKCH-

KaHTOB

— IpenapaTtbl, aKTMBMpYIOIMe 0Opa3oBaHye SHIOTEHHBIX Jie-

TOKCUKaHTOB

— Ipemaparsl, yCKOPSIOLIe MeTab0/MIN3M TOKCUKAHTOB
5. IIpenaparsl pasHbIX IPYIII

JlaHHBII TIOAXOX TaKXke 00afjaeT HEKOTOPBIMM HEJOCTaTKaMI.
JlexapcTBeHHbIE CPefICTBA, ABJAIOINNECA NPeJCTaBUTEIAMU OFHOTO
K/Iacca, MOTYT COOTBETCTBOBATb U TPeOOBAHMAM, BbIJBUTA€MbIM aB-
TOpaMU M JUIA APYTUX K1accoB. Tak, cummOnHuH, ABIAACH Gr1aBoOHO-
uzpoM pacroporum (1-1 y3en kmaccupuKanum), MO>KeT yMeHbIIATh
06pa3oBaHIe SHTOTEHHBIX TOKCYKAHTOB U YCKOPATD X META0 O3 M.
Psap mexapcTBeHHBIX CPECTB, He CYNTAOINXCSA TPAAVIVMOHHO Tella-
TOIIPOTEKTOPAaMN, HO OO/IaflaloliMX CBOJCTBAMM MHAYKTOPOB MU-
KPOCOMajIbHBIX pepMeHTOB, HanpuMmep, heHobapouTan nmm prdam-
NUIIVH, TOXKe MOTYT CYMTAThCA TelaTOIPOTEKTOPAMI COITIACHO JIaH-
Holl knaccudukanym. Keratn, npogeccop Oxosutsiit C.B. B cBoeil
KHUTe (4) Tak U Cesan — pacCMOTPeI 3TY JIeKapCTBEHHBIE CPefiCTBa
KaK TeIlaTOPOTEKTOPBI.

B kauecTBe elle OZHOTO IpyMepa IMOJOOHOTO IOAXOA K pasfie-
JICHMIO TelIaTOIPOTEKTOPOB Ha TPYIIIBI IpUBeneM KIacCuUKaIIo
V.M. Jertsapesoit (2002) B mopnduxanym H.B. Xomsxk (2008) (5):

Knaccudukanus renatonporexkropos (mo VL.V [Jerrsapesoii B
mopudukanunu H.B. Xomsxk, 2008 (5))

1. [TpenapaThl pacTUTENBHOIO MPOUCXOKAEHNS 0110¢IaBOHOMIHO

CTPYKTYPBI

1.1. IIpenapaTbl Ha OCHOBE PACTOPOIIIN ITATHUCTON

a) MOHOKOMIIOHEHTHbIE

0) KOMOMHMpPOBaHHbIE

1.2. IIpenapaTsl apTHUIIOKA

1.3. JIpyrue KOMIIEKCHBIE CPEfICTBA
2. ITpenapaTs! acceHIManbHbIX pocdonmmunmmos

2.1. IlpenapatTbl pacTUTENTBHOTO IIPONCXOXKAECHNUA

2.2. IIpenapaTpl )KMBOTHOIO IIPOMCXOXKIEHNA
3. IIpenapaTbl aMMHOKUC/IOT




24

Hactb 1

3.1. JloHaTOpBI TMOIOBBIX COeUHEHN (METOHUH)
3.2. IIpenapatsl Apyrux aMIMHOKUCIOT (OPHUTYVH, TTyTapIVH)
4. Ilpenaparsl KeTYHBIX KUCTIOT
5. CuHTeTHMYeCcKue CpefcTBa (TMOTPUA30/IVH)
6. IlpernapaTsl pasHbIX Py (HAaIpuMep, BUTAMVHBI)
7. IIpenapaTsl ¢ OIIOCpeOBaHHBIM T'eNIaTONPOTEKTOPHBIM 3P eKTOM
(TaxkTymosa)
8. TomeomnaTnyeckme cpefcTBa

Bynyum nmuineHHO HEKOTOPBIX HEIOCTATKOB BBIIIEYTIOMSHY ThIX
BapMaHTOB KIaccMVKalNil TeNaToNpoTeKTOPOB, OHA MOPOXKIAeT
HOBBbIe IIPo6IeMBbl ¥ BOIPOCHL. Hackonbko onpaBRaHO BKIIOYEHME
roMeonaTnyeckux CpeicTB, He oOmafaromyx fokasaHHO dddek-
TUBHOCTBIO, B IaHHYI Knaccudukanuio? OTBeT Ha 3TOT BOIPOC
BPAJL /I BO3MOXKEH B PaMKax JJaHHOI paboTsl 1 TpebyeT OT/ebHO-
ro paccMoTpenus. He coBceM MOHATHBIM JIsl HAC OCTAeTCs 3HAYe-
HIe MpernaparoB C TaK Ha3bIBAEMBIM «OIOCPeLOBAaHHBIM» 3ddex-
ToM. Tak, MOTYT /M Ipenaparsl A/ JIe4eHVs] aJIKOTOJIbHON 3aBM-
cuMoCTy (Hampumep, JUCyIbdupaM WM ILMAaHAMUJ) CUUTATHCS
TeIlaToONPOTEKTOPAaMM ¢ HOJZOOHBIM MeXaHMU3MOM JeiicTBus? Bpsp
mu. Emme ogyH BOIIPOC CBA3aH C TeM, YTO HE CHO MeCTO CMHTETH-
YeCKNUX aHaJIOTOB €CTeCTBEHHBIX CoefjMHeHMil. BospmeM pis npu-
Mepa CWIMOMHMHA AUTUAPOCYKLUMHAT JUHATPUEBON comn. JJaHHOe
COelIIHEeHNe He BCTPeYaeTcs B IPUPOJAE U JJODKHO HAXOOUTHCA B
TPYIIIe «CMHTETUYECKUX IeNaTONPOTEKTOPOB», HO ABJIAETCA aHa-
JIOTOM HATYpPaJbHOTO CHIVOMHIHA — OJJHOTO M3 KOMIIOHEHTOB CH-
JIMMapyHa, IeICTBYIOIETO Bel[eCTBa PaCTOPOIIIN IATHUCTOMN, TO
€CTb IOAXOMUT Y J/IsI TPYIIIIbI «MOHOKOMITIOHEHTHBIX IIpelapaToB Ha
OCHOBE PacTOPOIIIIN».

O6cyxzieHye TPeJIOKEHHBIX Pa3/IMYHbIMI aBTOPAMY KJTacCh-
duKanNii TenaTonpoOTeKTOPOB MOXKHO OBUIO OBl MPOJO/DKUTD Jia-
Jiee, HO IVIAaBHBIVI BBIBOJ, Ha KOTOPOM MBI OBl XOTe/IN aKIeHTUPO-
BaTh BHMMAaHIe YMTaTeld, Y>Ke OoueBNieH. B HacTosAmlee BpeMs He
CYILL[eCTBYeT eVIHOJ IpyeMIeMOll Kimaccudukanmm 1eKapCcTBeHHBIX
CPeJiCTB C TeNaTOIPOTEeKTOPHBIM 3(PPEeKTOM.

Ha Hamr B3I/, He COBCeM KOPPEKTHBIM SIB/ISIETCS U MOAXOJ, K
3TOJ TPYIIIIe IIpeIapaToB, VICIIONb3yeMblil 3a pybexxoM. OCHOBBIBa-
SCb Ha MeXaHM3Me JIeVICTBMs, TOKa3aHMAX K IPYMEHEHNUIO U JJOKa-
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3aHHOII 9(PPEeKTMBHOCTY BeljeCTB, CUNTAIOLINXCA B HALlel CTpaHe
reraTornpoTeKTOPaMIL, MHOCTPAaHHbIE aBTOPbI PYKOBOZCTB II0 Tela-
TOJIOTMY TIPEJIOYNTAIOT YIIOMIHATh O HUX TOJNBKO B pasfesax, Io-
CBSII[eHHBIX Tepanuy KOHKPETHHIX 3abomeBannit. [10aTOMy MOXXHO
CKa3aTb, YTO U B 3aIa/[HOI MEeAMLIMHE KIAacCUUKAIUI TeIIaTOnpo-
TEKTOPOB, 10 KpallHell Mepe KAMHUYECKO, He CYIIeCTBYET.

Bcemupnas opranmsanus sgpasooxpanenus (BO3) coBmectHO
¢ HopBexckuM MHCTUTYTOM OOILIeCTBEHHOTO 34OPOBbs pa3pabdo-
Tajla aHaATOMO-TePANIEeBTUYECKYI0 KITacCuUKanNio leKapCTBEHHBIX
cpenctB (ATC-xmaccudukanus, ona xxe ATC-unpgexc (6)). Jatoit
Havyanma paspaborku ATC xmaccuduxaumm cumraercs 1969 rop.
Omna nmepecmaTpuBaeTcs 2 pasa B TOJ U IIPU3BaHa OXBATUTH BCe VIC-
II0/Ib3yeMble B HACTOsALIEe BpeMs JeKapCTBEHHBbIE CPECTBA, BaK-
IIVHBI ¥ BelleCTBa, IPUMeHseMble B AMArHOCTHKe, HAIIpUMep, pa-
npuousoromnsl (Bcero 14 6onpumx kmaccoB). ATC-kmaccuduxanys
JVICTIOJIb3yeTCsl BO BCEX CTPaHaX MMpa KaK rOCySapCTBEHHBIMU pe-
TY/ISATOPHBIMI OpPTaHAMM, TaK ¥ yYacTHUKaMU (papMalieBTUIeCKOro
pbIHKa. PacipocTpaHeHHOCTb JaHHOI KiaccubuKanmum o0 bsCHsIET-
Cs1, B YaCTHOCTH, YAOOCTBOM ee MCIIO/Ib30BaHNUsA B CTATUCTUIECKUX
VI SIIUIEMIOIOTYECKIX MCC/IENOBAHUAX — pacyeTax IMOTpeOIeHs
IIperapaToB TOJ MM MHOI TPYIIIbI, IPOJaK, MaPKETUHIOBOI aK-
TUBHOCTY M TaK Jajee.

Cornacno nupekcy ATC, renaronpoTeKTOpHbIe CpefCcTBa 3aHNU-
MalOT CBO€ MeCTO B TpYIIIe JIeKapCTBEHHBIX IIPeNaparoB, BINAIO-
I[MX Ha MUIIeBAapUTENbHYI0 CUCTeMY U MeTabonusM (A), mpenHa-
3HAuYeHbI [Is JiedeHNsI 3a00/IeBaHNIT TTeYeHN ¥ >KeTIeBbIBOMISIINX
nyTeii (A05). Ha3BaHme rpymnmnel Ipy 9TOM 3BYYNT KaK «IIperaparsl,
IpUMeHsieMble IpU 3a00TeBaHUAX I€YeHY, TUIOTPOIHbIE Belle-
ctBa» (A05B). B ary rpynny «rematoTpomnHbix cpencTts» (A05BA),
a MIMEHHO TaKOJl TepMMUH ObII BBIOpaH CO3faTeNsAMM Kraccuduka-
LI, BXOZIAT KaK XOPOIIO 3HAKOMbIe OT€UeCTBEHHBIM BpayaM rernaro-
IIPOTEKTOPBI, TaK U JIEKAPCTBEHHDIE BEI[ECTBA, He IIOTYYNBILE ¥ HAC
IIVPOKOTO PAaCIIPOCTPAHEHNS.

Ipynma renaroTponHbIX TeKapcTBeHHBIX cpencTB ATC-kmaccu-
¢uxamyn BO3 (cormacno nepecmotpy ot 19 mekadps 2011 ropa) (6)

AO05BAO1 — ApruHuH rimyramar

A05BA03 — Cunnmapun

AO05BA04 — [IutnomnoH
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AO05BA05 — Snomenuon

A05BA06 — OpHuTIMHA OKCOITTypaT

A05BA07 — Tuamanmk apruHuH

A05BA08 — IlmnuyppusmnHOBas KUC/I0Ta

JlexapcTBeHHOe cpencTBO ¢ KooM AO5BAO02 — anbda-nmumoesas
(TMOKTOBas) KMC/IOTAa — OBUIO MCKIIIOYEHO Y3 TPYIIIBI [€aTOTPOII-
HBIX CPeiCTB I10 IIpMYMHE ero OOIbIIell 3HAYMMOCTH B Ka4ecTBe Ipe-
napara, IpejHa3Ha4eHHOT0 [y 60PbOBI C OC/IOXKHEHVAMY CaXapHOTO
nnabera. B HacTosAIIee BpeMs 3TO COeVHEHVE 3aHIMAaeT CBOe MECTO
B nujexce ATC nog xogom A16AX01 — «IIpoune cpencTBa, BIMAL-
I[ye Ha MUIEeBAPUTEIbHYIO CUCTEMY ¥ MeTabOoMMIecKyie POLeCChl.
PasnuyHble BelecTBa, BAXAIIINE Ha NUILEBAPUTENbHYIO CUCTEMY
U MeTaboIu3M».

HekoTopble 13 XOpOIIO 3HAKOMBIX HaM TeNaTOIPOTEKTOPOB
OBV IIOMEIeHbl B APYIMe, IIOPOI COBEPLIEHHO HEOXXNJIaHHbBIE
y3nbl ATC xnaccudpukanym. Tak, He3aMeHMMas aMUHOKICIOTA Me-
TUOHMH pacrionokeHa B rpynne VO3AB — antuporsr (VO3AB26),
ee XUMMUUYECKOe COefVHeHNe C aJeHO3WIOM — aJleMeTUOHUH
(S-apenoswn-L-meTroHuH, S-afieHO3MIMeTOHNH, SAMe) — B rpyn-
ne «IIpoune cpencTsa, BIMAOIINE HA INIE€BAPUTEIbHYIO CUCTEMY U
MeTabomm4yecKme Mpouecchl. AMIUHOKUCIOTHI U MX IIPOU3BOJHBIC.
KoHKpeTHOe yIoMIHaHMe O HAaTypalbHBIX Gocdonmnuiax umeer-
Csl TOJIBKO B TPYIIIIe CPefiCTB, BO3/IEMICTBYIOUIMX HA [bIXaTeIbHYIO
CUCTEMY, a UMeHHO B paszienie RO7AA «IIpoune cpepcTBa, geiicTBY-
IOIYie Ha PeCHMpPaTOPHYIO cUCTeMy — Jlerounble cyp¢aKTaHTbI».
JIC, comepskamye scceHUIManNbHbIe (HOCHONMINMABI, MOTYIMBIINE
TaKoe IIMPOKOe PacpOCTpaHeHMe Ha OTeYeCTBEHHBIX IPOCTOPaX,
cBoe MecTo B ATC-1HJlekce B KauecTBe MOJTHOLIEHHOTO Ipernapara,
TO €CTb MIMEIOIIEro COOCTBEHHBIN KOJ, He HALUIM ¥ YYMTHIBAIOTCS
CTaTUCTUKAMU CTpPaH, I[ie JaHHOE BelleCTBO 3aperncTpUpOBaHO U
paspelnieHo K MeAUIIMHCKOMY IpPUMEHEHMIO IOJ] YHUBEpCATbHBIM
KomoM — AO5BA50 — «pasnu4Hble renaToTPOIHbIE IIPenapaThl».

[TprunHa mogo6HOI «MO3ayHOCTI» pacrnonoxenus JIC remna-
TONpoTeKTOpHOrO AeiicTBus B ATC-knaccudukanum MoxxeT OBbITH
00'bsICHEHA KaK OTCYTCTBMEM eJVIHOTO MeXXAYHAPOLHO NPU3HAHHO-
TO ITOAXOMA K OIIpeJie/IeHNI0 TaHHOI TPYIIIBI (0 KOTOPOM IMCAIOCh
BBIIIIE), TAK 11 PA3HOPOJHOCTDHIO IIOKA3AHNUII K MX IpuMeHeHuo. Kak
NOoKasbiBaeT aHa/mm3 MHAeKca ATC, cocTaBuUTenM NpefIoOYnTaAIOT
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pacnonarate JIC B COOTBETCTBMM C UX BefyLIUMMU, HanuboIee Bax-
HBIMI, TIOKa3aHMAMM K Ha3HAYSHMIO VN JKe TaK, YTOOBI pacIoyo-
JKeHJe YYUTBIBAIO MAKCUMA/IbHBIN CIEKTpP AeiCTBUA COeJMHEHN .
Hanpumep, BUTaMuHBI, ONpefe/eHHasA TeNaTONpPOTEeKTOpHasA akK-
TUBHOCTb KOTOPBIX BEPOsATHA, MOXXHO OBIIO ObI BKTIOYNUTD B pa3HbIe
Y3JIbI KJTaCCUVKAIIVIN: U B CPEfICTBA, BIMAIOIIVE Ha HEPBHYIO CHCTe-
My, U B IIpeNapaThbl, UCIIO/Ib3yeMble B €PMATOIOTUI VIV F€MATOJIO-
ruy, HO 60Jiee PallYiOHAIbHO BBIAEINTD BUTAMIHBI KaK OT/eTbHbII
KJIacC mpenaparoB. bblio 6bI HEIIPaBUJIBHO HE OTMETUTH TOT (aKT,
4TO Ha IPUCYTCTBUE COAMHEHN B MHJEKCe BIUAIOT U Takye pak-
TOPbl KaK aKTMBHOCTb M 3aMHTEPECOBAHHOCTb INPOM3BOJUTENE],
a TaKXXe perynATOPHBIX OPraHOB, KOTOpbIe MMEIT BO3MOXXHOCTD
HOJaTh 3aABKY Ha CBOIl MPOAYKT C Lienbio BHeceHn: B ATC-kac-
cudukanuio Ha paccmorperne BO3 (popmbr gocTynHbl Ha caiite
(6)), Tak 1 MeXAYHapORHOE NIPU3HAHME JIEKAPCTBEHHOTO BelljeCTBa
KaK 9Q(eKTMBHOrO MeAVUIIVTHCKOTO cpefcTBa. OTMETNM, YTO 6O/Ib-
IIMHCTBO IPeIapaToB, ABIAIMUXCA CPeICTBAMHU a/IbTePHATUBHO
MeJVIIIVIHBIL, VN e coefyiHeHnit — HyTpueHToB B ATC-kmaccudm-
KallJMIO He BK/IIOYAIOTCA, TAK KaK He ABJAITCA MEJULMHCKIMU IIpe-
napaTaMum.

ATC-DDD knaccuduxanus, HeCMOTPS Ha KaXKYI[YIOCA IPO-
CTOTY, ABJIAETCA C/IOXKHBIM (PapMaKOSIUAEMIONTOTYECKIM MUH-
CTPYMEHTOM, UMEIOLIVM BeCbMa C/IOKHYI0 METOHONOIUIO CO3MaHNA
u o6HoBneHMsA. OO/IacTh ee NMpUMeEHEHNs KpaliHe MINMPOKa, HO BCe
Ke orpaHmyena. Tak, cocTaBuTenM AAaHHOTO MHMIEKCA CUUTAIOT He-
IPaBU/IbHBIM €T0 MICIIONb30BaHME J/ISl PEIlleH) A BOIPOCOB O I[€HO-
006pasoBaHMM, BO3MEILEHNN JEHEXHBIX CpPefcTB (penmMOypcannn)
M Te€paIlleBTUYECKOI 3aMeHe JIEKapCTBEHHBIX CPeACTB. B MupoBoii
npakTuke ATC-cucrempl 1 ATC-Kofbl He JOMKHBI MCIIONb30BATbCS
B (papMalleBTIYECKOI MHAYCTPUY IPU IPOABYDKEHNM JIeKapCTBEH-
HbIX cpeficTB. ATC-DDD-kmaccudukanys He ABIAETCSA peKOMeH/Ia-
1yel 10 IPYMEHEHNIO IEKAPCTBEHHBIX CPEMICTB, He IPEJOCTABIIAET
BBIBOJIbI OTHOCUTENBHO uX s dextuBHOCT. ATC-DDD-cucrema —
3TO MHCTPYMEHT JI IIPeOCTaB/IeH)s JAaHHbBIX O MOTpebIeHnn ye-
KapCTBEHHBIX CPEJCTB C LIe/IbI0 YIYUIIeHNA UX VCIIONb30BaHuA (7).

Besycnosuo, ATC-knaccudukanus BO3 He sBsercs ujeanb-
HOI1, HO OHa ONTMMa/bHA KaK JJIfl CTATUCTUYECKUX U SMNJIEMUOJIO-
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TMYEeCKIUX UCCTIeTOBAHMIL, a [I/IsI aBTOPOB, SIBISIETCSI CBOEOOPasHbIM
«MHAVKATOPOM» MEXAYHAPOJHON 3HAYMMOCTY Toro uan uHoro JIC.

B nocnegHee BpeMs mopxof, ucnonb3oBaHHblil B ATC-nnpex-
ce cnenyanmuctamyu BO3, a uMeHHO IpoCTOe IepedncieHne rema-
TOTPOIIHBIX IIpernapaToB, 0e3 pasfeseHNst UX Ha TPYIIIBI, VICIIONb-
3yeTcs I HEeKOTOPBIMIU OTE€YeCTBEHHBIMU aBTOpamu (Hampumep, B
HarnyoHapbHOM PYKOBOACTBE IO KJIMHUYECKOV papMaKoIoTuy u B
Apyrux ncrouyHukax ((8))).

Kakoit ke lomKHa OBITH MjleajbHasl KIMHUYeCKas Kinaccudm-
KallysA TelnaToIpOTeKTOPOB C Halllell TOYKM 3peHMA? Bo-nepBbIx,
OHa JO/DKHA YYUTBIBATb MEXaHM3MBbl EiICTBUA COeMHEHUII 3TOI
TPYIIIIBI, XKelaTe/IbHO, HO He 00s3aTe/IbHO, B CBA3U C UIX XUMUYe-
CKOJ CTpyKTypoii. Hanmpumep, oHa He JO/KHA OT/ENATh CMHTETH-
JecKye IPOU3BOJIHbIe HATYypa/lbHbIX COEUHEHNIT OT X eCTeCTBEeH-
HBIX IIPeJIIeCTBEHHNKOB. BO-BTOPBIX, ¥ 9TOT0 MHEHUS IIPUJEPKI-
BAIOTCSI MHOTME TacTposHTepornoru (9), oHa [JO/DKHA YYMTHIBATD
000CHOBaHHbBIE COBPEMEHHBIMU METOJJaMMU, IpPeXJde BCEro Me-
TOJAMI JOKa3aTe/IbHOM MEeAMIIVHBI, TIOKa3aHUs K IPUMEHEHUIO.
Ha Har B31/1s1]], He IOTUYHO 0ObeIUHEHNE TIPeNapaToB, MOKa3aH-
HBIX, IIPeXJie BCETro, IIPY CMHPOME X0/IeCTa3a, HallpuMep, ypcoe-
OKCUXOJIeBOJI KMCIOTBL U/IU NIperapaToB apTUIIOKA, C TIeKapCTBEH-
HBIMM CpeficTBaMM, 3(@EeKTUBHBIMU IIPYU TeNaTOle/UTIONAPHOM
THUIIEe TOPA)KEHNA ITEYeHOYHON TKaHU, TeM XK€ CY/IMMapUHOM, 0CO-
O0eHHO NpMHMMAas BO BHUMaHMeE CIIOCOOHOCTh HEKOTOPBIX Ipefi-
cTaBUTENEN IOCHAENHMUX BBI3BIBATh XoecTas. HeoOXomuMo 4eTKo
OIIpefie/INTh MeCTO BUTAMMHOB U aMMHOKMCIOT, TaKXXe KaK ¥ CO-
eNVIHEHMIT C OIOCPEeOBAaHHBIM TelaTOIPOTEKTOPHBIM 3 QPeKTOM.
JIO/DKHBL T OHU OBITH IIPECTaB/ICHBI KaK OT/ie/IbHas I'PYIINaA rela-
TOMPOTEKTOPOB WK 1ielecO00OpasHee He BKIIOYATh UX B KIMHUYeE-
CKYI0 K/TaccuduKaIuo Booo1e?

Cospanue Takoyl knaccupukanuy — geno Oygyuiero, Tpebyo-
Iee AKTMBHOTO yYacTMs KaK ONBITHBIX MPAKTUKYIOMINX CIeIann-
CTOB TelaTo/IoroB, TaK 1 (apMaKoIOTOB, OOIMINX U KIMHUYECKUX,
B TECHOM B3aMMOJIENICTBIM, KOTOPOE BO3MOXXHO TOJIBKO B paMKax
paboThI Ha ABTOPUTETHBIX HAYYHBIX POPyMax U IyTeM JUCKYCCHUII B
MeUUVHCKIX U3[JaHUAX, JOCTYIHOCTb KOTOPBIX, YIYUTBIBAsA COBpe-
MEHHBIVI MaTepUAIbHbINI YPOBEHb OTE€YECTBEHHON MESUIIVIHDI, [
OOMBIIMHCTBA 3aMHTEPECOBAHHBIX JINI] KpaliHe OTpaHMYeHa.
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'MABA 3

HPI/I‘II/IHI)I NCITIOTb30BaAHUA
reImaTonpoTeKTOpOB

3.1. ObbekTHBHbIE

Mpn4nHsbl

3.2. CybbeKTnBHbIE

Mpn4nHsbI

O6c¢cyxneHne KOPPEKTHOTO OIIpefie-
NeHuss M YROOHOJ B INPaKTUYECKOM JIC-
NOb30BAHMM K/IaccupUKauy Tak Ha-
3bIBAEMBIX TeNATOIPOTEKTOPOB JIMIIEHO
KaKoro-1160o CMpIC/Ia BHE YIOMUHAHMS O
IPUYMHAX VICIIOTb30BAHMS JIEKAPCTB 3TOM
TPYIIIBI B COBpeMeHHoi Mepguiyne. Kmn-
HIYeCKVe MCCIelOBAHNA TOTO VIV VIHOTO
reraTornpoTeKTopa OyAyT 0OCYXIaTbCs B
COOTBETCTBYIOLIVX pasfiefiaX JaHHOI pa-
60TbL. B 9TOI Xe r71aBe MBI XOTUM 06pa-
TUTb BHUMaHUe Ha MOTMBALMIO JICIIO/Ib-
soBanuA JIC aToii rpynmsl y Bpadeil 1 ux
HalJeHTOB.

[pynma ekapcTBEHHBIX IPernapaToB C
reIaTONPOTEeKTOPHON AKTMBHOCTBIO, KaK
3TO OBIIO MOKAa3aHO B MHOTOYMC/IEHHBIX
VICC/IEIOBAHMAX OTEYEeCTBEHHBIX CIelya-
JIVICTOB, HAa3HA4YaeTCs BpadyaMyl [OCTATOYHO
vacto (1-3). O6cyx/eHre KaXIoil CTaThl,
IIOCBAIEHHON 3TOMY BOIIPOCY, B pPaMKax
JIAHHOV pPaboTbl He IPENCTAB/AETCS BO3-
MO>KHBIM, TIO9TOMY HIDKE MBI COCPEIOTOYM-
IV BHMMaHJe Ha Hanbosiee II0Ka3aTe/IbHbIX.

[Tpu aHanMM3e COOTBETCTBYIOLIE INTE-
paTypbl HaM IIOKa3ajoCh PaliOHaIbHBIM
pasfenuTh NPUYMHBL, CHOCOOCTBYIOLIVE
Ha3HAYeHMIO IelaToNPOTEKTOPOB, Ha 00b-
eKTVBHBIE ¥ CyObeKTVMBHBIE. PaccMoTpuMm
Ka)XX/Iy10 113 TPYII IeTa/IbHee.
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3.1. O6beKTHBHbBIEC HPIIITHbI

3a60/1eBaeMOCTb U CMEPTHOCTD OT 3a00/IeBaHNII ITe4eHV HeCMO-
TPs Ha yCIIeXW, JOCTUTHYTbIe B NMPOQUIAKTUKE U T€PAIUY MHOTUX
3abo1eBaHNIL, TPOSIBIIAET CTOMKYIO TEHAECHINIO K yBemdeHnto. Hau-
0oree pacIpOCTpaHEHHBIMY BMIAMU IIATOJIOTUY TeNaToOMINapHOI
CUICTEMBI ABJIAKTCA OCTPblE ¥ XPOHMYECKNE BUPYCHbBIE T€NATUTHI,
TOKCIMYECKNEe U JIEKapCTBEHHbIe IIOPAXKEHN A, a/lIKOTO/IbHAsA 00Ie3Hb
IIeYeHN U HeaJKOTOJIbHBINl CTeaTOrenaTros, KOTOPbII B IOC/IEfHee
BpeMs He6e30CHOBATEIbHO PACCMATPUBAETCS HEKOTOPBIMM CIIeIya-
JINCTaMU KaK COCTaBHAsl 4aCThb MeTabOINIeCKOTO CUH/IPOMA.

CornacHO JaHHBIM aHIVIMICKUX MccnenoBareneit (4), okomo 2%
BCEX CMepTell B3pOCTIOro HaceleHus B 6arononyyHoit Bennkobpu-
TaHNM BbI3BaHbI 3a00/1eBaHMAMY IedeHN. [Tpu 9TOM Komn4ecTBo mo-
rm6umx yBenmmaniaoch ¢ 2001 roga (9231 cmepreit) mo 2009 (11575)
6onee yeM Ha 25%. Benymert mpuumHOM rmbeny MaIyeHToB CTana
aJIKorojibHas 00e3Hb neyenn (oxkomno 3880 uenosek B rog — 0,8% ot
0011ero 4ncaa yMepimx). 3710Ka4ecTBeHHble HOBOOOpa3oBaHMA Ie-
YeHU YHOCAT >Ku3HM okono 2000 anrmmyal B rof (0,4%), xuposas
AUCTPOQIA IIeYeHN VI BUPYCHBIE TeIIaTUThI PacIieHNBAIOTCA KaK IIpu-
YIHAa CMEpPTY 3HAYNTEIbHO pexke (0Komo 648 m 191 denmoBeka B rof
COOTBETCTBEHHO).

XpoHudyecKie BUPyCHbIE FelaTUThI

Cormacno ganHbiM BO3 2004 ropa, BUpycHbI rematut B mpu-
BOIWI K cMepTu 6ojee 1 MIIMOHA 4YelOBEK BO BCEM MUpe B TOf,
a KOIMYeCTBO MHUIVPOBAHHBIX Ye/lOBEK IpeBbIano 350 Mumm-
oHOB. B 2012 rogy BO3 xoHCTaTupyert, 4TO OT IOCNIENCTBUI BUPYC-
Horo rernarura B B rog ymupaet 60omee 600 ThICAY YelnOBEK, a KO4e-
CTBO MHOGUIMPOBAHHBIX 9TUM BUPYCOM BBIPOC/IO ¥ IIPUOIIDKALTCSA K
2 MwUIMappaM. YMeHbIIIeHye KOMM4ecTBa MOrMOIINX CBA3aHO C yCIIe-
XaMJl COBPEMEHHOI (papMaKoIOTuy U, IPeXfe Bcero, 00yCI0BIEHO
UCIIONIb30BaHMeM 3¢ (EKTUBHBIX BaKIVH U YXKeCTOYEHUEM IIPaBUI
CTepUIN3aLy MEAUITHCKOIO MHCTPYMeHTapus (5).

Kax cnpasemgmBo ormeuaer npodeccop B.I. Huxutns, ycnem-
Has BaKIMHAIVA CO3/Ia/Ia HOBYIO IPO6IeMY — 4acTOTa OCTPBIX GOopM
3TON MHQEKIUY CHU3WIACH, @ KOMNYECTBO IALMEHTOB C XpOHMYe-
CKMMU pOpMaMI B JIYYILIYIO CTOPOHY He MEHACTCS, 3aTO YBeIN4/Ba-
€TCS YaCTOTa BO3HMKHOBEHNA CTEPTHIX, aCUMIITOMAaTUYHBIX, JaTHO-
CTUYeCK! TPYAHBIX ¢popM remaruta B (6).
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ObpaiaeT Ha ce6s1 BHMMaHMe TOT (akT, 4TO 3a00/1eBaeMOCTb BU-
PYCHBIM remaTuToM B pacipocTpaneHa He paBHOMepHO. CyIiecTBYIOT
CTpaHBI C OYEHb BBICOKMM YPOBHEM 3a0071eBa€MOCTY — ITO CTPAHBbI
Asun, ipexxpe Beero, Kurait (madummposano 8 — 10% B3pocioro Ha-
cenennst), cybcaxapckas Adpuka, 6acceitn Amasonku, Cpegnuii Boc-
TOK, VI u tor LenTtpanpoit 1 Boctounoit EBpomnsr (2 — 5% nHu-
IVIPOBAHHBIX), B TOM YNCTIe HEKOTOpbIe pernonsl Poccyn (Ilpnamypoe,
Hanbuuit Boctok, Axyrtus, byparus, TeiBa) u YkpanHa.

[Tposenennnie B Kutae, rae Bupyc renatura B ynocur 300 Toica4g
XKVI3HEI B TOfl, 9KOHOMIYECKIE MCCIeOBaHMA TTOKa3aly, 4TO exXe-
TOIHBII yiliepO SKOHOMIIKe, IIPUYMHAEMBIIT 9TUM 3a00/IeBaHyeM, KO-
ne6nercs ot 8,5 go 15,6 muwnnappa gomnapos CIIA (7,8).

B peruonax ¢ BbICOKMM ypOBHeM 3a00/1eBaeMOCTH BUPYC IellaTUTa
B ABnsAeTca Bemywiell IPUYMHON Pa3BUTHA 3/I0Ka4eCTBEHHBIX OIYXO-
et TiedeHy, 0COOEHHO TelaToLe/UTIOIIPHON KapIMHOMBL Puck re-
TaJIbHOTO MICXO/Ia, 0OYCIIOBJIEHHOTO OITyXOJIbIO IIEYeHN V/IN €€ Lppo-
30M, BO3pPacTaeT B 3aBMCUMOCTH OT TOTO, B KAKOM BO3pacTe MalyeHT
OBbUT 3apakeH, — YeM paHblIle 3TO IPON3OIIIO, TeM Xyxe (5,9).

OCHOBHBIMY IPUYMHAMI PACIPOCTPAHEHHOCTH JAHHOI NH(eK-
VM B pasBuBaromyxca crpaHax BO3 HasbiBaeT criefyrommye: Hefo-
CTaTOYHAA AMATHOCTMKA BUPYCHOTO remnarnta B y marepeit B mepnop
OepeMeHHOCTH, YTO 00yC/IOBIMBaeT NHAUIMPOBaHNE HOBOPOXKIEH-
HBIX B IIpOLiecce pOfIOB, IIpeBatypoBaHme 6eCCUMITOMHBIX popM 60-
JIe3HN Y JieTell paHHero BO3pacTa ¥ MX HeOCTaTOYHAs AMArHOCTHKA,
HecOoOIIofieHNe IIPABIII CTePUIN3ALINI MEAULIMHCKIX MHCTPYMEHTOB
Y TIPOBEfieHVs] MH'BbEKIUII, HeIOCTaTOYHbII KOHTPOJIb 3a 3a00poM,
XpaHeHUeM U ITIepelyBaHMeM KPOBU ¥ ee KOMIIOHEHTOB, He3alllV-
I[eHHbIE ITOJI0Bble KOHTAKTHl. B 9KOHOMMYeCKV pasBUTHIX CTPaHaX,
I7ie YPOBeHb MHQUIMPOBAHHOCTI COCTABIIAET MeHee 1% B3pocCioro
Hacenenus (CUIA, Kanapga, 3anaguas EBpona), OCHOBHBIMM Iy TAMM
pacIpocTpaHeHNs BUPYca rernaTnta B ABIAI0TCA MOI0BOI (TOAPOCT-
KOBBIVI CEKC) ¥ MHBEKIVOHHBI (HapkoMaHus). MepabOTHUKM SB-
JIAI0TCA 0CO60JI TPYIIION pUCKa BO BCEX CTpaHax (TaM xe).

Xors 9¢pPeKTMBHOCTD BaKI[MHALIMY IIPOTHUB renaruTa B BbIcoka,
OHa He a0COMIOTHA I, 110 JAHHBIM MHOIMX aBTOPOB, COCTaB/IseT 95%
(10,11). AKTya/TbHOCTb Ha3HAYEHVS IeIaTONPOTEKTOPOB IIPYU 3TOM
3aboneBaHNy OOYCIOB/ICHA U MCK/TIOUUTENIbHO NIPEBEHTUBHBIM Jieii-
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CTBMEM BaKIVHBI, TaK KaK BaKI[MHALMsA He CIIOCOOHA HM U3JIEYUTh
HalJE€HTa, HA YMEHbIIUTD aKTUBHOCTD ITATOJIOTMYECKOTO Mpoliecca.

He numieHo HEZOCTAaTKOB M STHONATOr€HETUYECKOE JIeYeHMe
HBV-nudexmym. IdpdekTnBHOCT MOHOTepanuu MHTepdepoHaMu
HeBbICOKa (0k0710 30%), KOMOMHMPOBAaHHOE C HyK/IEOTHAaMI/HyKJIe-
03MJaMy JiedeHye yBemuBaeT ee 9peKTMBHOCTD B 2 1 6oree pas,
HO He gocTuraeT 100% pesynbrara (12). CrouMocTb UHTEPPEPOHOB,
0COOEHHO IeTMIMPOBAHHBIX, ¥ IPOTMBOBUPYCHBIX CPECTB — JIAMM-
BY/IMHA, SHTEKaBUpa, TeHOOBUPa, afgedoBupa U APYrUX He BCeTna
JOCTyIIHAa I HaceneHuA. 110sTOMy JOCTaTOYHO 4YacTo OOIbHbBIE
XPOHMYECK)M TelIaTUTOM B, fa u yevamye nx Bpauy, npuberaoT K
HIOMOIIV a/IbTEPHATUBHBIX CpencTB (13).

He yremmrensusl u ganHble BO3 1o 3aboneBaeMOCTy ¥ CMepT-
HOCTY, aCCOLMMPOBAHHOM ¢ BupycHbIM remarutoMm C (14). B mupe
HacuMThbiBaeTcA 150 MUIMOHOB 4Y€/I0OBEK C NAaHHBIM AMAarHO30M U
eme 3 — 4 MIDIMOHA Ye/OoBeK MHQUIMPYyeTCsA 9TUM THUIIOM BMpYyca
exxerogHo. CMepTHOCTD, CBA3aHHAA C OC/IOKHEHMEM XPOHUYECKOTO
BupycHoro renatuta C, gocturaet 350 ThicsAY yenoBek B rof. Crenu-
amictel BO3 cunraror, 4To 1uppo3 pasuBaeTcsay 5 — 20% 60/1bHBIX
¢ BUpycHbIM renatutoM C, a 25% 3/10KaueCTBEHHBIX OIyXOJIeN TIeve-
HI BBI3BaHbI IMEHHO 3TVM BUPYCOM, KOTOPBIN, 10 MHEHMIO MHOTMX
VICCTIeloBaTeIell, canTaeTcs 6o/ree KaHLePOTeHHBIM 110 CPAaBHEHMIO C
Bupycom remaruta B (15-19). B CIIIA Bupycusiit renatut C siBisier-
Cs1 [JIaBHOJ IPUYMHON TpaHCIUTaHTanyy nedenn (20).

Kak n gna renatura B, pyia BupycHoro renatuta C XapaKTepHO
HepaBHOMepHoOe reorpaduyeckoe pacrnpocTpaHnenue: B Erumnre, Ha-
npuMep, THPUIMPOBAH Ka>K/bIN IIATBI )KUTENb 9TOV CTpaHbl (22%),
B [Takucrane n Kurae nupunyposaHo okono 5% v 3% cOOTBETCTBEH-
Ho. Hamboree pacpocTpaHeH MHDBEKIMOHHBIN ITyTh Iepefadyl 3TOi
uHbpexyy (reMoTpanchy3nn 3apakeHHON KPOBY, IJIOXO CTEPUIN-
30BaHHBIII MEIUIVIHCKUI HCTPYMEHTapuli, yHoTpebIeHe HbeK-
IIVIOHHBIX HAPKOTUKOB U IPYTOe), pe>ke BCTPEYarOTCs BePTUKAIbHBIN
nyTh Iepenaun (OT MaTepy K pebeHKy) 1 IIO/IOBOIA, elle pexxe MH M-
IVPOBaHNe IIPOUCXOAUT B OBITY — IIPY COBMECTHOM UCIIOTIb30BAHUN
IpeIMeTOB, KOHTAMUHMPOBAaHHBIX KPOBbIO 3aPa’KEHHOT'O 4Ye/IOBEKa
(6pUTBBL, HAIIpPUMeED).
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CkaszaHHOe BbIlLIe B OTHOLIeHNM 9(PpPeKTuBHOCTI U Oe3omac-
HOCTM «KJIaCCUYEeCKUX» CPEefCTB Tepalyuy BUPYCHOTO rematuta B
CIIpaBeI/INBO 1 A1 tedeHns BupycHoro rernaruta C. IIporeHT Hey-
Jlad Tepanuy 3TOro 3abojeBanns Konebnercs B mpegenax 50% (21),
a KOJMYeCTBO OC/IOKHEHMIT papMaKOTepanuy B HEKOTOPbIX TPYII-
nax jocturaet 80% (22,23), 4TO He MOXKET He BIMATH Ha MPUBEP-
JKEHHOCTb IAIIeHTOB K JiedeHMIo (KOMIUIaeHC). VIHTepecHO, 4TO
caMa nHTep(epOHOTEpAIVIA MOXKET CITYXXUTh ITYCKOBBIM (PaKTOPOM
Pa3BUTHUA LUTONMN3A TEIATOLVTOB U IPUBOAUTD K QYTbMIHAHTHO-
My renaTtuty (24).

B mocnennee BpeMs Head(eKTUBHOCTb MHTEPQEepOHOTEpANNN
y nmanuentoB ¢ HCV-undexiueir 00bACHAIOT IeHEeTHYECKON pas-
HOPOJHOCTBIO CAMOTO BMPYCa — M3BECTHO, YTO TUI 1 I/IOXO MOAza-
eTCs JIeYeHNIO, @ TUIBI 2 U 3, HAIPOTUB, XOpoIIo (3¢eKTUBHOCTD
cTaHfapTHOI Tepanuy gocturaet 80% u 6omee). OTBeT Ha JIeUeHNMe
nHTepdepoHaMy, Kak ObIIO IIOKA3aHO B HEKOTOPBIX PabOTax, MOXKeT
OBITb O0YCIIOB/IEH TeHeTUYECKMIMM 0COOEHHOCTSIMY MalMeHTOB. -
(eKTMBHOCTb MPOTUBOBUPYCHON Tepalmy CBA3BIBAIOT C HMOMMMOP-
¢$bu3MoM reHa, KOEMPYIOIIETO CTPYKTYpPy MHTep/eiikiHa-28 (25,26).

Octpble renaTuTHI (BUPYCHBbIE, Ay TOMMMYHHbBIE, TOKCUYECKIe)

He crout cOpacpiBaTh CO C4eTOB 1 3a00/IeBaeMOCTb APYIUMMU
TUIIAMI BUPYCHBIX TeIIaTUTOB. be3yc/loBHO, NX OMACHOCTb B /1N
CpaBHUMa C TaKOBOII BupycoB renarura B v C, ogHaKo BUPYCHI re-
naruta A u E MOTyT mOC/Ty>kUTh IpUYMHON QYy/IbMUHAHTHOTO Tela-
TUTa (OCTPOII IEYeHOYHOI HEJOCTATOYHOCTH ), KOTOPBIN XapaKTep-
3yeTcsi KpaliHe BBICOKOJ CMEpTHOCTBI0. ExkerofiHO B Mype perncrpu-
pyeTcs 0Kojo 1,5 MUIIMOHOB ci1y4daeB remaruta A u 20 MUUIMOHOB
— renarura E. Kpome Toro, Henmb3s He mpMHMMATh BO BHMMAHUE U
TOT (aKT, YTO SKOHOMMYECKMIT yIiep6, CBSA3aHHBIN C JOCTATOYHO
JIOZITUM TIEPUOJOM BOCCTAHOBJICHMS, — OTPOMEH, U 9TO TaKXe He
II03BOJIAET BpayaM HeJJOOIeHVBATh CepbE3HOCTD JAHHOTO 3ab0/IeBa-
HU, @ CTIEIOBAaTe/IbHO M METOJBI ero Tepanuu (27,28).

He tonpko Tepanus MHQEKIMOHHBIX 3a00/IeBaHMIT [TeYeHN, HO
U 7iedeHre TOKCMYEeCKNX, a TAaK)Ke ayTOMMMYHHBIX ITOPaXKeHUIT 3TO-
rO OpraHa He fABJIAETCA HOCTaTouyHO 3¢ dexkTnBHBIM. K mpumepy, B
npoBefeHHOM B fnonnun B nepuop ¢ 1998 o 2003 rog nccnenoBannm
BBDK/IBA€MOCTb IALIMEHTOB C (PyIbMIHAHTHON (POPMOIL Ay TOMMMYH-
HOTO TellaTuTa COCTaBuUIa TOnbKo 17,1% (29).
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He TepAoT cBOe 3HAYMMOCTY M OCTPbIe TOKCHYECKIe TOBPEeX-
[leHVs IeYeHV, BbI3BaHHbIE KaK MHAYCTPMATIbHBIMU, TaK M ecTe-
CTBEHHBIMM TOKCMHaMu. [TopakeHye meyeHy rpuOHBIMU TOKCYHAMMU
B HEKOTOPBIX CTPaHaX, HAIIPUMED, COCTaB/AET 3,6% OT BCeX CIydYaeB
OCTPBIX ITOPAXKEHNUI 9TOro opraxa (30).

JIekapcTBeHHbIE IOPAXKEHNA NeYeHN

BesycnoBHO, 3a OC/IeIHME TOABI Tepamys 3a00/IeBaHNUII TelaTo-
OMIMapHON CUCTEMBI IIaTHY/IA BIiepel — pa3pabOoTaHbl I BHEPEHDI
B IPAaKTNYeCKOe 3[JpaBOOXpPaHEeHIe HOBbIe IPOTMBOBMPYCHbIE IIpe-
napatsl (ernnMpoBaHHble MHTEP(EPOHDI ¥ MHIMOUTOPHI IIPOTeas),
OIIpefie/IeHbl IIPOTOKOJbI JIeYeHNsA, NCCTIeAYIOTCS, @ TP HEKOTOPBIX
3a00/1eBaHIAX yIKe VICIIO/Ib3YI0TCA, BaKIUHBL. OHAKO, U B 9TOM CXO-
AWUTCSI MHEHJE MHOTVX aBTOPOB CTaTeil, 3 (PeKTUBHOCTD CIIenydu-
94eCKOJ Tepanuy BUpycHoOro remaruta C, HalpyuMep, He IpeBbIIIAeT
50-60% (21,31). Kpome toro, cierjudndeckas tepanus He 6e3omacHa
Y1 JOCTATOYHO YaCTO BbI3bIBaeT o604HbIe peakiy. Crenyduyeckas
Tepamnys LOPOTOCTOAIAs, YTO HEMATIOBXXHO /IS CTPaH IOCTCOBET-
CKOTO IPOCTPAHCTBA, OHA MIMeeT PsJ| IPOTUBOIIOKa3aHuIl. be3ycmos-
HO, 9TO UTpaeT OIpeJeNeHHYI0 POIb B COXPAaHEHU! HOMY/IAPHOCTHI
TeIaToNPOTEKTOPOB CPefy MIPaKTUKYIOIUX Bpaydei (21).

Ycriexu coBpeMeHHOT apMaKOIOTUHU MO3BOJISAIOT JOOUTHCS 13-
JIe4eHNS VIV CTOVIKOJ PeMMCCUM MHOTUX 3a0ojieBaHMit, 00/1er4nThb
CUMITOMBI HEeM3JIeYVMMBIX 1M IIOMOYb B M3MEHEHMM oOpasa >KU3HU
(rax HaspiBaemble life-style drugs). Opnako coBpemennsie JIC moryT
IPEICTAB/IATh MOTEHIMATbHYIO OIIACHOCTD JJIA KU3HIU U 3T0POBbS,
TaK KaK MOTYT BBI3bIBAaTh Pa3BUTHeE IIOOOYHBIX PeaAKI[VIIL.

[To6ouHast peakiusi — 3TO M00AsT HEXXeTaTeIbHasI HETaTUBHAS, KO-
TOpasi BO3HMKAET TP VICIIONb30BAHNN TIeKaPCTBEHHBIX CPECTB (32).

JlekapcTBeHHBbIE MOPa)KeHNs MEeYeHU — Pa3HOpPOAHAsA IpyIIa
KIVHUKO-MOP(OTOrNYeCKNX BAapPMAHTOB IOBPEX/EHNA IIeYEHI,
BBI3BAHHBIX JIEKAPCTBEHHBIMI CPeACTBAMU, KOTOPBIE IIPUMEHAIOT
10 MeIVIIIVHCKMM ITOKa3aHMAM B TepaleBTUYECKUX 033X U BBO-
IAT B OPTaHU3M IIPEyCMOTPEHHBIMU IS KQXK/IOTO Me[[MKaMeHTa
nytsamu (33).

CormacHo gaHHBIM A.B. 360pOBCKOro, TeKapCTBEHHBIE ITOpasKe-
HIIA TIe9€HM — 3TO OCHOBHAA IPUYMHA NPeKpaIle N KINHIYeCKIX
ucneiTanuit (1/3 no mgaHHBIM Spriet-Pourra) n mpekparmeHus peru-
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CTpaluy Ha pbIHKe, 3TO 18% Bcex M3bATHIX U3 0011eil MUPOBOII ITpaK-
TYIKY TIpenapaToB B repuop ¢ 1961 mo 1992 roper (cM. Tabmuity), aTo
8% Bcex ocmoxkHeHnmit papmakoTepanuu u 3,5 — 9,5% cOOOIeHHBIX
ITP JIC. 2% rocnuTanmsanuii 10 IOBOJly BOSHMKHOBEHMA JKENTYXU
u 25% Bcex ciy4yaeB (yIbMMHAHTHOI IEeYeHOYHOI HEJOCTATOYHO-
CTU OOYC/IOBJIEHBI T'€lIaTOTOKCMYHOCTBIO J€KAPCTBEHHBIX CPEJCTB.
VIMeHnHO mpueM IapaneTaMosia SB/IAETCA OCHOBHONM IPUYMHONM IIO-
paXKeHNA ITeYeHN B IeTCKOM Bo3pacTe (34). YacToTa 1eKapCcTBEHHBIX
HOPaXEHUII IIeYeH) IIOCTOSIHHO YBEINYMBACTCH, 4TO OOYCIOBIIe-
HO pasBuTyeM (apMaleBTVKN ¥ BHEIPEHVeM HOBBIX IIpernapaToB B
HIpakTHKy (35).

B Ykpaune, 110 JaHHBIM CIELMANIUCTOB [lenapTaMeHTa IoCTpe-
TUCTPALIMOHHOIO Hajsopa locynapcTBeHHOro SKCIEPTHOIO LIEHTpa
MuH3zpaBa, O JIEKapCTBEHHBIX NOPAXKEHUAX II€YEHM COOOIann
okoro 0,1% kapt-coobuiennit (popma 137/0), mpuciaHHbIX Bpada-
M (36). Ota nudpa nomydeHa B pe3yabpraTe aHanu3a nHGoOpMauy,
IIO/Iy4EHHOI «METO/IOM CIIOHTaHHBIX coo01IeHNTI», KOTa Bpad caMo-
CTOSITENIBHO COOOIIaeT B PETY/ISATOPHBIN OpPraH 0 HOOOYHON peaKIINL.
AKTUBHBIII MOHUTOPVHT OT/Ie/IEHMIT CTAIIIOHAPOB — HAMHOTO Oostee
MH(POPMATVBHBII METOR — I HEKOTOPhIX (hapMaKOTOIMYeCcKUX
TPYIII ITOKa3bIBaeT 0ojIee BBICOKYIO YaCTOTY PasBUTHSI 9TOTO OCTIOXK-
Henns (3 — 5%) (coOcTBeHHbBIE TaHHBIE).

B Poccum ocTpble 1eKapCTBEHHbBIE MOPAYKEHNA NT€YEHN BbIABIIA-
10TCA Y 3 — 5% OONbHBIX, TOCIUTAINM3VPOBAHHBIX B FaCTPOIHTEPO-
JIOTMYECKYI0 MM TENaTONIOTMYECKY0 KIMHMKY. B aTmomormyeckom
IUIaHe Ha IIePBOM MeCTe HaXOAATCA IPOTUBOTYOepKy/Ie3HbIe 1 aHTH-
OakTepyabHble CPEACTBA, 3aTeM HEeCTEPOVJIHbIE IIPOTVBOBOCIIAIN-
Te/IbHbIe IIPeIaparhl; TeKapCTBa, perypyomye GyHKIUN HepBHOI
CHMICTEMBI, TOPMOHA/IbHbIE, IUTOCTATNYECKNE, TUIIOTEH3VIBHBIE, aHTH -
aputMmdeckre gapmmnpemnaparsl. O61as cMepTHOCTD IIPU MeJyKa-
MEHTO3HOM MOPa’KEHNM IE€YEHM COCTaB/IAET OKOlo 5 — 11,9%. Ilpn
OTpaBJIEHNM TTapalieTaMOJIOM JJaXKe B OTHOCUTE/IbHO HEBBICOKMX JI0-
3ax (B cpenHeM 4 — 12 T) cMepTHOCTb MOXeT jocturatb 20% u 6oree,
alle TVWICATMLVIIOBOVI KMCIIOTOM y ieTeil (Tak Ha3bIBaeMBblil CUHIPOM
Peiie) — 50% (33).

[TopTBep>x/ieHNe IEKApCTBEHHO STUONIOTUN TOBPEX/EHNA IIe-
4yeHM TpeOyeT 3HAYMTEeIbHBIX 3aTPaT, TaK KaK TaKOJl OKOHYATe/IbHBII
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[MATHO3, COI/IacCHO peKoMeHpanysiM CoBeTa MeXXyHapOIHBIX Opra-
Husanui no MeguuyHckuM Haykam (CIOMS), MokeT OBITH IOCTaB-
JIeH TOJIBKO IIPY OTCYTCTBUM JJOKA3aTeNIbCTB MIPUIACTHOCTYU APYIUX
IOPUYMH HNOPAXXEHUsI OpraHa, YTO 3a4acTyi TpeOyeT HpOBemeHMsI
MOP(}OTOrMYeCcKOro UCC/IeNOBAHN.

Tabnuya 3.1.

Hexkoropsie nekapcTBeHHbIE CPENCTBA, MPUMEHEHNE KOTOPBIX

NPeKPAILEHO [0 MPUYNHE TFeNATOTOKCHIHOCTIL.

INN Tog m3psiTRA*
Tuenunosas KuciIoTa 1980
benzopomapon 1980
benokcampoden 1982
Kiomakpana pocdar 1982
Ileprexcunun 1985
Junesaion 1990
ITemonun 1997
Tpornurazon 1997
Tonkamon 1998
bpomdenax 1998
TpoBaduiokcanun 1999
IIpemapartsl, coneprkamme Kapa-kaBa 2003
Kcnmenararpan 2006
JIromupakokcud 2007
Humecynun 2007

ITpumeyanme: * — B HEKOTOPBIX CTpaHaX faTa IpPeKpalleHUsA PerucTpannn
OT/IMYAETCA.

Ha pucynke 3.1. npuBefieH ofyH U3 aNTOPUTMOB, PEKOMEHJIye-
MBIX I YCTAaHOBKM JIMarHO3a JIEKapCTBEHHOTO MOpaKeHNA IIeYeHN
(cm. puc. 3.1.) (37).

CrnenyeTr OTMETUTb, YTO PETYIATOPHbIE OPTaHbl HEKOTOPBIX
CTpaH He IpuUjiep>KuBaTcsA pekoMenganuit BO3 nan EBponericko-
rO areHTCTBa IO leKapcTBeHHbIM npenapataMm (EMEA). Hanpuwmep,
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JICIIO/Ib30BaHNME HMMECY/INAA 3allpelleH0 BO MHOTUX cTpaHax EB-
ponerickoro Corwsa, HecMOTps Ha To, 4To EMEA pexkomeHj0oBano
MUIIb OTPaHMYEHME CPOKOB M JI03 MICIIOIb30BAHMUA M COKpalleHue

NOPAXEHME MNMEYEHU
[ |

MaTonorus >»kenuesbiBogAawmx nyte (Y3U, KT,

AMP n T.4.)

N : : o
BupycHble renatuTtbl (cneumnduyeckme
MMMYHHbIE MapKepbl)

3 : = 4

AyTOMMMYHHas natonorusa (aHTUHYK/1IeapHble
aHTUTena, ramma-rnobynauHbl U T.4,.)

. = = = 4

YnotpebaeHue ankorona (aHamHes, ypoBEHb
asikorona B Kposu, AcT/AnT > 2)

}_\‘ - : F 4

MeTabonmyeckme 1 reHeTUYECKME HapyLIeEHURA
(ypoBeHb dbeppuUTUHA, uepy/aonaasmuHa 1 np.)

€ . : - .

remogmHamuyeckme HapyweHua (wok, CH,
TMMNOTEH3UA, OKK/IO3UA)
S &

Puc. 3.1. JnarHocT4ecKuii anrTOpUTM JMArHOCTUPOBAHNA
JeKapCTBEHHOro mopakenns nevenu (mo Navarro V.J., 2006 (37))

MOKa3aHMIT K IPUMEHEeHNI0, HO 6e3 OTrpaHMYeHUIl MPOJO/DKAeTCs
BO MHOIMX CTpaHax IOCTCOBETCKOrO NpOCTpaHcTBa. B Ykpamne
HIpUMeHeHVe HUMeCyIuzia OblJIo 3HaYNTe/IbHO OTPaHIYEeHO II0 J103e,
IUTNTENbHOCTH, Bo3pacTy (12 yer) n nmokasanusaM B 2007, a MCIIONb-
30BaHMe KOMOVHANNII HUMeCYIU/ia 1 IapareTamMosia 3alpelieHo B
2009 rogy Boobue. B Poccnitckoit @efepanum nconb3oBaHue He-
KOTOPBIX (OPM HUMECYNIUAA PadpelieHo ¢ 2 JIeT, IPY 3TOM CO3[JaHO
aBTOPUTETHOE 1060 MPOTUB OTPAHMYEHNIT MCIIOIb30BAHMS 9TOTO
npemnapara. OQHUM U3 JOBOJIOB, IPYBOAVIMBIX «3aIIUTHUKAMI» HU-
MecCynupa SIB/IAETCA OTCYTCTBME JAHHBIX O MOPaKEHMAX ME€YEeHN B
Poccum 3a 15 ner ucnonb3oBaHUsa MUUIMOHAMM IalnueHToB (38).
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C Hameil TOYKM 3peHNA, BPAM /M 9TO MOXXHO IPU3HATH JJOBOOM
0e30I1acHOCTH, TaK KaK OTCYTCTBIUE TAaKMX JAHHBIX MOXeET U, CKOpee
BCETro, CBUJETE/NbCTBYET O HEJOCTATOYHOI paboTe roCcyHapCcTBeH-
HBIX OpraHoB (papMaKoHa/j30pa: HEYLOBIETBOPUTETHHOI aKTUBHO-
CTV Bpadeil ¥ OTCYTCTBUY CHCTeMbl MOHUTOPIMHTA HOOOYHBIX peakK-
il B ctaiuoHapax (cm. tabmuiy 3.1.).

KpaitiHe aKTyaJbHBIM OCTaeTCs BOIPOC O BIMAHUU CPENCTB
HeTPafIMIIMOHHOM MeJULVHBI, VICIIO/Ib3yeMbIX IO pPa3/lIMYHBIM Ha-
3HaueHMAM (39), u yaie Bcero — 6e3 BejoMa Bpaya, Ha COCTOsIHIE
renaToOMIMapHoOi cucTeMsl (cM. Tabauiy 3.2.).

NsBectHO, uTO € 1990 M0 1997 roj aMepuKaHCKUII PBIHOK pac-
TUTENbHBIX IIpernaparoB Bbhipoc Ha 380% c 1,8 mo 5,1 munnmappa
pomtapoB CIIA (40). [To ganapiM AMepukaHckoro boranmdecko-
ro CoseTra, HeCMOTPs Ha KPMU3NUC aMEPUKAHCKON ¥ MUPOBOI 3KO-
HOMUKY, B 2010 u 2011 ropax 06’beM MpogaX paCTUTENbHBIX IIpe-
napaTtoB npubaswn 3,3% u 4,5% cOOTBETCTBEHHO, IPM 3TOM POCT
pBIHKAa HabmoaeTcss Ha MpOTsDKeHun 8 mocmenHux et (41,42).
B unTepecHoM uccnenoanuu Strader D.B., o koTopom noppo6HO
OymeT TOBOPUTBCS Jjaznee, ObIIO BBIABIEHO, YTO 42% aMepyuKaH-
11eB pUOeraloT K MOMOIIY a/bTePHATUBHBIX CPEJICTB JIeYeHNs 3a-
6oneBanuii, 19% mpu 3TOM OTHAIOT MPEANOYTEHNE AMETUYECKUM
mobaBkaM. JTU HaHHbBle — MOTpeb/ieHMe IpernapaToB PacTUTENb-
HOTO IPOVCXOXIEHNM KaXKIbIM MATHIM aMepuKaHIleM — IO TBep-
xpatoTca opunyanbHbiMy opranamu CIIA (43). 13,6% HaceneHus
Vtanuu perynsipHO MUCHONb3YIOT CPeACTBA HETPAJMUIVIOHHON Me-
AVMIIVIHBL, B TOM 4ucie u 2,4% cpenn pereir (44,45). Hemenxoe nc-
crlefloBaHue MoKa3ano 6oee yacroe 1o cpasHeHuo ¢ CIIA n Ura-
JyeNl ICIIO/Ib30BaHMe CPeJICTB a/IbTEePHATUBHOM MeIUIIMHbBI XKUTe-
JISIMM 3TOY CTpaHbl — 65% (46).

K cokaneHuto, Hu OFHO 13 IpeACTaB/I€HHBIX MCC/IeIOBAaHUII He
3aHMMA/IOCh M3yYeHUeM IPUYNH, TOOYAMBIINX 6ONTBHOTO K IIpU-
€My PacTUTETbHbIX CPe/ICTB aJIbTePHATUBHOI Tepanuu. YacTu4aHo
OTBET Ha 3TOT Bompoc faetcs B ctatbsax Stickel F. u gp. (2005) n Lu
S. (2008): cy6bexTnBHasA 9 (PEKTUBHOCTD IPENapaTOB PACTUTENIb-
HOTO INPOMCXOXJI€HNs, YBEPEHHOCTb B TOM, YTO TaKoe JiedeHue
HATYpaJbHO M, C/IeOBATENbHO, 0€30MaCHO; C JPYrOil CTOPOHBI —
HEYIOB/IETBOPEHHOCTDb JIe4eHMEM TPAJULJMOHHBIMHU IIpernapaTaMu
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B HEKOTOPBIX CITy4asix, H0004YHbIe 3¢ (PeKThI U HeJOCTATOYHOE CO-
IepexXMBaHye Bpadell, a TAaKXXe JIOKHOe YYBCTBO «KOHTPOJIsI» HaJ,
cobcTBeHHBIM JledyeHneM (47,48).

[Tpo6eMa caMOCTOATETHHOTO MCIIONTb30BAHMS 9TUX «JIEKAPCTBY»
ycyryornsiercst TeM GakToM, 4YTO B HETPAJMIMOHHOV MeIMIIVMHE Ya-
CTO JICIIONIB3YIOTCSI He MOHOIIpeNapaThbl, @ MHOTOKOMIIOHEHTHBIE Ha-
CTOVIKM, OTBAPBI, 4ayl ¥ TOMY ITOJ0OHOE, YTO, BO-IIEPBbIX, 3aTPYAHSAET
UJIEHTU(PUKALIMIO TOKCMYECKOTO areHTa, a BO-BTOPBIX, CO3/aeT yCIIO-
BUSA /IS IOTEHL[MPOBaHMsI HeraTuBHOTO 3¢ dexra (cM. Tabmuiy 3.2.).
PasHOCTD cOCTaBa JIEKAPCTBEHHBIX PACTEHMIT B 3aBUCUMOCTHU OT UX
IPOVICXOXK/JEHNM S, KIIVIMAaTU4eCKUX YCIOBUIA, YCIOBUil cbopa u Xpa-
HEHNs CBIPbs U TaK Jlajiee CO3JaeT NOIOTHUTEIbHbIE TPYSHOCTH He
TOJIBKO B M3Y4YeHVV MEAMUIVHCKIUX IIPeIapaToB PaCTUTENBHOTO MIPO-
VICXOXKZIEHMSI, YTO OyIeT MOKa3aHO B CIIEAYIOIUX YaCTAX KHUTY, HO
U B MICC/IEIOBAHUY TOKCUYECKIX CBOVICTB CPECTB HETPAUIIMOHHO
MenuIuHbl (49).

He sICHBIMU OCTAIOTCSI BOIIPOCHI B3aMMOJIENCTBYS a/lTOTIATIYeE-
CKVIX JIEKaPCTBEHHBIX CPEJCTB, B TOM YMUCJIe ¥ PAaCTUTEIBHOTO IPO-
VICXOXK/IEHVSI, M CPefiICTB HApOJHON Me[VIVHbL. VI3ydeHue Heratus-
HOTO BO3JIeIICTBNUS MMOC/IEIHNX Ha OPraHM3M 4YeloBeKa BooO1le, 1 Ha
Ile4eHb B YaCTHOCTY, OC/IOXKHAETCS OTCYTCTBMEM XOPOIIO HaJlaXKeH-
HOJ CHICTEMBI PETTOPTUPOBAHNSA MAL[MEHTAMU O TT0O0YHBIX 3¢ dekTax
CpencTB HapOmHO MenuIMHBI (45). He CTOUT CYUTATH, YTO 3TO HETO-
paboTKa OTeYeCTBEHHBIX CIIEIMATUCTOB 3[[PABOOXPAHEHNS], 3aHNMA-
fomuxcs GpapMakoHa30POM, CYZsl IO BBICKA3bIBAaHMAM HEKOTOPBIX
3apy0eXHBIX KIMHNYECKUX (apMaKo/IOroOB, OIBIT TAaKOil pabOThI ¢
IalMeHTaMJ CKYZeH U BO MHOTUX eBPOIIeJICKMX CTpaHaxX. TeM He Me-
Hee IVIYIIO ObIIO OBl OTPULATD, YTO OTHOLIEHNE CAaMUX MefpaboTHN-
KOB K MH(OPMUPOBAHNIO PETy/SITOPHBIX OPTAaHOB O MOOOYHBIX pe-
aKIVSIX YaCTO HETaTMBHOE, YTO B OOIIEM-TO TOXKE He TOJIBKO CYTy0o
YKpamHCKasi WM poccuiickas mpobiema.

Eme ogna mpo6ema, cBsI3aHHAsI C TEMaTOTOKCUYECKUM BO3JIeli-
CTBMEM CPe[CTB HAPOJHON MEAMUMHBI IIPU CaMOJIEYeHNM, — 3TO
0coObIe YC/IOBYS MX perucTpanyy Ha peiHke. Eciy, Hanpumep, rema-
TOIIPOTEKTOPBI, CepAeYHble IJIMKO3U/bI U OCTaNbHble ODUIMATBHO
sapeructpupoBanHble JIC pacTUTeTbHOTO IPOVCXOXK/EHUS IIPOXO-
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IAT BCe (as3bl MpefperncTpaliOHHON 9KCIIePTIU3bI, BBIpabOTaHHbIE
JUISL TIOTTHOLIEHHBIX JIEKaPCTBEHHBIX CPEJCTB, TO MHOTME CPelcTBa
HeTPaJVIIMOHHOI Tepanuy IPOJAITCA KaK JueTndeckye Jo6aBKi,
K KOTOPBIM HAaCTO/IBKO CYypOBble TpeOOBaHM 10 KIMHIYECKOMY JC-
CIelOBaHNIO0 0€30IIaCHOCTY He HpPebABJIAIOTCA. 3a4acTylo CaMOMY
IPOM3BOIUTETIO BBITOJHA MMEHHO Takasg QopMa IpefcTaBIeHNus
CBOETO IIPOJIyKTa Ha PbIHKEe — OHAa MeHee 3aTpaTHa 1 6osee ObICTpa B
OTHOIIEHNY MOTYYeHSI pas3pelnTe/IbHbIX JOKyMeHTOB. Kpome Toro,
MHOTVe JIeKapCTBEHHbIE TPABbl B HALIIEV CTPaHe IPeJIaraloTcsl BceM
KEJAIOIIMM B HEIPUCIIOCOONICHHBIX U CHelMaJbHO HEKOHTPOIUPY-
eMbIX MeCTaxX IpOoAaXM (Ha pbIHKAX WIV aBTOOYCHBIX OCTAHOBKAX,
HaIpuMep), a pelenTypbl MOKHO 0e3 Ipo6ieM y3HaTh Ha COOTBET-
CTBYIOIIMX CaliTaX B MHTEPHETE VI B IEPUOANYECKIX U3TAHUAX CO-
OTBETCTBYIOLIETO TOJIKA.

AnxoronbpHas 60/1e3Hb eYEeHN

Cpenu BceX TOKCUMYECKUX HMOPaKeHMIT MedeHu ocoboe colu-
aJIbHOe M MENMIMHCKOe 3HaueHMe VIMeeT aJIKOTO/lbHas OOJe3Hb.
C 1926 ropa, co BpeMeHN IepBbIxX nccnegosanmit R. Pearl, ycrano-
BIUBIIETO B3aMIMOCBSI3b MEX/y IIPMEMOM aJIKOTO/I U LMPPO30OM Iie-
YeH, MeIMIVHA [JaJIeKO IIarHy/Ia BIIepey] B CBOeM IIOHMMAaHUY 11aTo-
TeHeTMYeCKMX MeXaHM3MOB a/IKOTOJIbHON 00/Ie3HN IeYeHM, HO IIPo-
O71eMbl Tepanyy ¥ IpoGUIAKTUKN 9TOTO 3a00/IeBaHNSA ITO-TIPEKHEMY
OCTAIOTCS KpaliHe aKTYya/IbHBIMIL.

Kpome MequIMHCKMX acIIeKTOB 3TOiT MPOOIeMbl, 60O/bIIOe 3Ha-
YeHJe VMEIOT COLMaNIbHble (PaKTOPBL: JOCTYITHOCTDb JIKOTOMSA B 00-
IIeCTBe, OTHOIIEHVEe IPABUTE/IbCTBA K KOHTPOJIIO HaJl €T0 PeKIaMoil
u 1eHoobpaszoBaHueM. [ToTpebneHne ankorons HaceleHMeM HaXo-
JIUTCS B TECHOI CBSI3M CO CTAOM/IBHOCTBIO TPAXKAHCKOTO 001IiecTBa.
Xopomuo u3BecTeH TOT (aKT, YTO MOC/Ie COIVAIbHBIX IOTPSICEHNI],
HaIlpyMep, BOJH oTpebiieHne akoross Boipactaet (50).

OCHOBHBIMM TPOSABJICHUAMM AJIKOTO/IbHOV OOJNe3HN IeYeHn
CUMTAIOTCA CTEATO3, IOPaXKaroIINi 0KOmo 20% anKoroamkoB U Ipo-
TEKAIOLIMII 3a4aCTyI0 0eCCUMIITOMHO, a/IKOTOJIbHBIN TeIaTUT, KOTO-
PBIl MOXXET IIPUHUMATD Cepbe3Hble GOPMBI ¥ IPUBOANUTD K CMEPTU
nmanyuenTa, u uuppos nedenn (10 — 15% aakoronukos) — Hamboree
cepbe3Has, HeoOpaTuMas M Ha pPaHHUX CTafUAX OecCUMITOMHAas
¢dopma ankoronpHOM Oonesun. ITorpebneHne anKorons sBSAETCSI
$aKTOpOM, OTATYAIOMIMM TeYeHMe BUPYCHBIX I€IaTUTOB, TeHeTNYe-
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CKMX 3a00JIeBaHNIT TI€YeHM, YBEIMYMBAET PUCK PasBUTHs OIYXOJIel
IeYeHV TPV BO3IEVICTBUU PA3TNIHBIX KAHI[EPOT€HHBIX (aKTOPOB
(Tam xe).

PasBuTue uppo3a reveHy HaXOAUTCsI B TECHOM CBSI3Y KaK C [N -
TENbHOCTHIO, TaK ¥ C [J0301 eXeIHEBHO HOTPeOIsIeMOro ajKoross
(cm. puc. 3.2.).

[Eny
o

OTHOCUTENbHbIA PUCK
O B N W H» U1 O N 0 ©

10 20 30 40 50 60 70

MoTtpe6bneHune ankorons B r/aeHb

Puc. 3.2. YBenuueHne OTHOCUTETLHOTO PUCKAa BOSHUKHOBEHIISA
IMpPpO3a B 3aBUCUMOCTH OT KOTMYECTBA NOTPeOIeHHOTO
ankorons (r/mens) mo ganabiM Mann R.E., 2003 (50)
(ycpenuennsie manusie Coates R.A. u gp, Tuyns A.J.,
Péquignot G. (51,52) gist 060MX OOB).

AnxoronbHast 607Ie3Hb IIeYeHU U ee KpajiHee IIPOsIB/IeHNe — IIMp-
P03 ABIAIOTCA OJHON 13 BeyIUX IPUYMH CMEPTHOCTH BO BCEX CTpa-
Hax Mypa. I[To ganubiM BO3, morpebnenue ankoroyns o0ycnoBIuBaeT
3,3% rnobanpHON cMepTHOCTH. B CIIIA B 2000 romy umppos ABUICA
HEIOCPENCTBEHHON Npu4nHON cMepTu 1,1% Bcex ymepunx, 4To co-
craBwIo 9,6 Ha 100 TbIC. HaceNeHNA U MO3BONMNWIIO 3aHATDb 12 MecTO B
00111eM peiiTIHTe IPUYMH CMePTY ¥ 4 MeCTO Cpefyt IPUYNH CMEPTH B
Bo3pacte 45-54 ropa (50,53). B Poccun, o ganueiM Hemiiosa A. B. u
Tepexuna A.T., 3noynorpe6enne ajkoroneM MNPUBOANT K IPEKIEB-
PEMEHHOII CMepPTH BC/IEICTBUE PA3TNYHBIX OC/IOKHEHMII a/IKOTO/b-
HOI 0071e3HM, B TOM 4uC/Ie Huppo3a, 6omee 500 THICSY YeTOBEK exe-
rofgHO (Kakaas 4eTBepTas CMepThb, 30% — My>K4IMHbI, 15% — >xeHIu-
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HbI) (54). ITo faHHBIM TeX XKe aBTOPOB, aIKOTO/Ib 00YCIOBIMBaeT 68%
CMepTeil KOHKpeTHO oT nmpposa nedenn (55). B CIIIA u EC anxo-
rojibHas1 60/1e3Hb IIeYeHN SIB/IAETCSI BTOPOIL ITO PacIIPOCTPAaHEHHOCTHI
IPUYVHON TPaHCIUIAHTALMY IedeHy, B EBporie oHa o6ycnoBnuBaer
41,6% tpancrmantanuit (53). B YkpanHe pacpocTpaHeHHOCTD IUp-
posa neuenu ¢ 1995 o 2005 rop Beipocia Ha 35,3% (56).

ITpenckasarh, Kak OymeT M3MEHATHCS 9TOT TPEHA B OyaylieMm,
IPaKTUYECKM HEBO3MOXKHO, TaK KaK CMEPTHOCTD MAI[MIEHTOB C 3TUM
3a00JIeBaHNEeM 3HAYNTE/IbHO 3aBUCUT OT OTPaHIMYEHNII, HaK/Ia/[bIBa-
€MBIX TOCYapCTBOM Ha 0OOPOT aIKOTOIbHBIX HAIIMTKOB, TPaAUIIA
HOTpe6IeHNIsT aJIKOTOJIsI, ero THUIIA U KadeCTBa, COLMATbHON aKTUB-
HOCTM TPYIII IalyeHTOB (00l1ecTBa aHOHMMHBIX aJIKOTO/IVIKOB, Ha-
IpyMep), PacoBOI, STHNYECKOI U TeHAEPHON CTPYKTYPBI HaCeTeHNUA
(50), a TakXKe, YTO OYEBMHO, PEIUTMO3HOCTY U1 TUIIA PEIUTUM, IIpe-
06TaaHNA CeTbCKOTO MM TOPOJICKOTO HAace/IeHNA B MOMY/IALIUY, JO-
CTYIHOCTY MEVIIVIHCKOI IIOMOLIN.

BbDK1MBaeMOCTh TALIMEHTOB C LMPPO30M II€YEHM 3aBUCUT OT
CIIOCOOHOCTM OONIBHOTO TPEKPATUTD Ja/NbHENIINI [IPYeM aIKOro-
/4, TaK Ha3bpIBaeMoJ aOCTMHeHIMN. DTO YPe3BbIYAIHO BayKHOE YC-
JIOBJ€ YCIICLTHO Tepanuy ajKOTONIbHOI 0O0/NIe3HN IedyeHu, KOTOpoe
HeOoOXOMMO YYUTHIBATh KaK IMPAKTUKYIOIEMy Bpady, TaK M MCCIIe-
noBarenaM a¢pdexkTnBHOCTN Papmakorepanuu (2,50). IlatuneTHss
BBDKJBA€MOCTb INAIVIEHTOB C LMPPO30M IIe4eHV M aOCTUHEHIuel
yBenuuuBaerca ¢ 70% mo 90%, pyu 9TOM y MalMEHTOB C KOHEYHOM
CTajyel Ipolecca, CONPOBOXKIAMIIENCA aCLIUTOM, KPOBOTE€YEHNA-
MU, JKeNnTyxoi — ¢ 35% mo 60% (50).

HeankoronbHas )KupoBas 60/1e3Hb eYeHN

Bce 6ornblee 3HaYeHMe B IIPaKTHKe Bpadeil IpuoOpeTaeT He-
QJIKOTO/IbHAA XKMPOBas 00/Ie3Hb MeYeHM, ¥ KaK OfiMH U3 3TAIIOB ee
pasBUTHUA — HeanKoronbHblil crearorenaros (HACT), BuepBrle omm-
cannbit J. Ludwig u gp. B 1980 ropy (57). Ocobas onmacnocts HACT
3aKJII09AeTCS B €r0 YacTOM OeCCHMITOMHOM TeYEeHVM — II0 JAHHBIM
nuTeparypsl, oT 48 1o 100% maIueHTOB He MMEIOT KaKuX-/1mbo mpu-
3HaKOB naronormdeckoro npouecca 1 HACT puarnocrtupyercsa y Hux
cy4aitHbIM o6pasoM (58).

3a6071eBaeMOCTb 3TOJ IIATONOTMEN pacTeT KaK B Pa3BUTHIX, TaK
U pa3sBUBAOMIMXCA cTpaHaX. Ilo JaHHBIM aMepMKaHCKUX aBTOPOB,
HACT B TOII Mau MHOI CTeNeHN BbIpaXKeHHOCTU BeTpedaeTca y 30%
Hace/leHNs1 9Tol cTpaHbl. Boobue 3ab6oneBaemocts HACI B mupe
pacnpenenena HepaBHOMEPHO — OT 1,2% B fAnonun, fo 7 — 9% u
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Ooblile B 3aMaHbIX cTpaHaXx. CunTaeTCs, 4YTO MMEHHO 9TO 3a00/IeBa-
H1le 00YC/IOBNMBAET OOBIIVHCTBO C/Iy4aeB KPUIITOTEHHOTO LIVIPPO-
3a, KOTOPBIIL, 1o JaHHbIM V. Ratziu, mpoTekaet 601ee 3710KauecTBeH-
HO, 4yeM nuppo3 Bcnencteue HCV-undexkunn (59-61). JlokazaHHOI
Taroke MoXXeT cuurtarbes ponb HACI B pasBuTHM renaTone/ionap-
HOJI KapIMHOMBI (62).

HexoTopnie aBTopbl paccmarpusaioT HACI kak ogyH 13 KoMIIO-
HEHTOB MeTabOoMMYecKoro CuHApoMa (OH ke CMHApPOM X, CMHIPOM
PeiiBena). JlelicTBUTENBHO, XVUpOBas 00/Ne3Hb IeYeH) OOHAPY>KM-
Baerca y 80 — 90% B3pocnpix mogeit n'y 70 — 80% merent ¢ 0xu-
penneM (mra nmpumepa: vactora HACI y meTeit ¢ HOpMa/IbHBIM Be-
coM — 3 — 10%). HACI gacTo ompepenseTcs y MaIueHToB C caxap-
HBIM i1a0eTOM, AVMCIUIIONPOTEUAEMISAMY, TUIIOTUPEO3OM, a TAKKe
y HalieHTOB, IPVHMMAOIIVX HEKOTOPbIE T€KapCTBEHHbIE CPEICTBA
(TTIOKOKOPTMKOU/IBI, TAMOKCU(EH, aMIOIapPOH, TeTPALK/INH, 6110-
KaTOPbI KaJIbIMeBbIX kaHanoB u gpyrue JIC) (58).

JIpyrue 3a60/1eBaHN:A reNaTOOMINAPHON CUCTEMBI

He Tepsier cBOell aKTyaJbHOCTM IpoO/ieMa Tepaluy My/IbTH-
(baKTOpHBIX 3a00/IeBaHMII HEBBIACHEHHON, HO IIPEAIIONIOKITEIbHO
ayTOMMMYHHOJI VI TeHeTUYeCKy 00yCIOBIeHHO, aTnonorym. Cpe-
IV TAaKMX HO30JIOTUII OTJe/IbHOE BHUMaHMeE CIIeMAINCTOB 3aHUMAEeT
IEePBUYHBIN OMIMAPHBIN LMPPO3 U MEPBUYHBIA CKIEPO3UPYIOLNIL
XOJIaHTUT.

[TepBuYHBIT OVIMAPHDI IMPPO3 OBLUI BIIEpBbIE OIMCAH B cepe-
puHe 50 rogos. OH XapaKTepusyeTcs NPOrpecCUPYIOIMM MCU€3HO-
BeHVEM HeOOJIbIINX >KeTYHBIX IIPOTOKOB, YTO HMPUBOAUT K YMEHb-
IIEHNI0 CEKPeLVM >KelTYM ¥ HAKOIUIEHMIO TOKCMYECKUX IMPOJYKTOB
obMeHa B iedeHN. [TocegHMe BBI3BIBAIOT pa3pylleHe TellaTOLNTOB,
pasBuTye ¢pubpo3a, NUppo3a 1 B pe3yabraTe — MEUEHOYHYIO Heo-
CTaTOYHOCTD. B mocmegume 30 neT HabmromaeTcss pocT 3aboneBae-
MOCTY 3TOV HO30JIOTMEN, OT KOTOPOM CTPajaloT IPEeNMYIIeCTBEHHO
JKEHIIVMHBI cpefiHero Bo3pacta (9:1) (63).

PacripocTpaneHHOCTb BTOPOTO, IO JJAHHBIM Pa3HBIX aBTOPOB,
xonebnercs or 3,85 B Bemmkobpuranum o 8 — 14 (CIIA, CeBepHas
EBporma) Ha 100000 HaceneHus1, 3a0071€BaeMOCTb IIPK 3TOM COCTaB-
nget ot 0,41 go 0,9 — 1,3 na 100000. Cknepo3supyrommii XOIaHTUT
Iopa)kaeT JINL, MOJIOJOro Bo3pacTa, 1 70 — 80% ciaydyaeB conmpoBo-
XKJIaeTcs KOMUTOM. B medeHu nposiBisgercs BocrnaneHueM u ¢puodpo-
3/pOBaHNEM BHYTPV— ¥ BHEIIEYEHOYHBIX IIPOTOKOB. VcxonoM aToro
MeJIJIEHHO IpOrpeccupylolero 3aboneBanus sApsercs ¢puodpos, 3a-
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TeM — IVPPO3 MeYeHM, OC/IOKHAEMbINI PasBUTUEM IIOPTAIbHON I'M-
HepTeH3UM, KPOBOTEYEHNEM U3 BAPMKO3HO PACIIVPEHHBIX BEH I 9H-
nedaonaTmesi, KOTOpble I MOTYT BBICTYIIUTD HEIIOCPe/CTBEHHBIMMI
MPUYMHAMU CMEPTU TaKUX MalieHTOB (64-66).

3HAYUTEIbHBI POCT 3a00/1eBaeMOCTH IAaTOJIOTHEl IermaToom-
JIMApPHOJ CUCTEMBI I CMEPTHOCTY, €0 00YC/IOB/ICHHON, Bce 00JIb-
Ias pacIpOCTPAaHEHHOCTh MUKCT-MHEKLMIT, Hey/jauy «Kaccuyde-
CKOJI Tepanum» 3TUX 3a00/IeBaHNUIl, B YaCTHOCTY MHTepdepOoHOTe-
panuu (10 JaHHBIM Pas3HbIX aBTOPOB, IPOLEHT HeyAad JOCTUTAeT
50% u 60ree), HYKIEO3UTHBIX IIPOTUBOBUPYCHBIX CPEJICTB, B TOM
9JiC/Ie ¥ HOBBIX IIPelapaToB — VHIMOUTOPOB IIpOTeas3 ¥ MOIMMe-
pas, 3HAYNTe/TbHbI 9KOHOMUYECKNUII yiepO, a TaK)Ke ITOJTyYeHHbIe
MO3UTUBHBIE Pe3y/IbTaThl MCC/IEOBAHMIT a/IbTePHATUBHBIX BUOB
Tepanuy 9Tux OonesHelt (0 HUX [leTaNbHO pedb IOJJET AajIblie),
He MT03BOJIAIOT HY NMPAKTUKYIOWIMM TOKTOPAM, HU PEry/siTOPHBIM
OopraHaM MHOTUX CTpaH IpeHeOperarh IpernapaTaMy IPYIIIbI rerma-
TOIPOTEKTOPOB.

3aMeTVM, YTO B HEKOTOPBIX CTPAaHAX 3aTpaThl IAI[IEHTa Ha I10-
KYIIKY JIEKapPCTB 9TOJ IPYIIIIBI IOKPBIBAIOTCSA MEAVMIIMHCKOI CTPaXOB-
KOJI MM Hofyiexxar peuMmoOypcaunu. Tak, B SInoHuu Tepamnusa XpoHu-
4eCKOT0 BUPYCHOTO remarnTa C [MIMPPU3MHOM OIIAYMBACTCA CTpa-
XOBBIMI KOMITAHMSIMY, TaK KaK CIMTAETCsI CTAaHJAPTHOI Y MTAllIeHTOB
C pe3UCTEeHTHBIMM K MHTepdepoHy popmamu 9Toit maTonoruu (67).

3.2. CyO6beKTUBHbIE IPUYNHBI

B mokasarenbHOIT paboTe YKpaMHCKUX aBTOPOB (68), KOTOpbIe
IIpOBe/IN aHKeTMPOBaHMe Bpadeil 13 15 pernoHoB YKpauHbI, OCHOB-
HBIM OTBETOM Me[pabOTHMKOB Ha BOIPOC «YKaKUTe, MOXKATYICTa,
YeM, 110 BallleMy MHEHMIO, OOBSACHAETCS MIMPOKOE VMCIIOIb30BaHNe
TeIlaTONPOTEKTOPOB B YKpamHe?» sB/ISAETCS OTHOCUTENTbHOE OTCYT-
CTBUE NMOOOYHBIX 3PPEKTOB ¥ BO3ZMOXXHOCTb UX Oe3pelenTypHOro
ormycka (32,1% pecriorgentos). Cpenn Ipyrux OTBETOB MOXHO OT-
METUTD TPAJUIVIOHHOCTD HazHaueHns: (31,5% OnpoIleHHbIX), aKTUB-
HOCTb T€/IeBU3NOHHO U Pajyo peKIaMbl ¥ aKTUBHOCTb MeAMIIVH-
ckux npencraBureneit (20,1%), OTCyTCTBYUE IPOBEeHHBIX PaHJOMU-
3MPOBAaHHBIX KJIMHUYECKUX UCTIBITaHUI ¢ 3TUM Kinaccom JIC (11,8%)
U OTCYTCTBYE OOBEKTUBHOI MHPOpManuy o mpenaparax (4,6%).

JlaHHDIe pe3y/nIbTaThl HY>KAAIOTCA B KOMMeHTVpoBaHyuy. Ha Ham
B3IJIAJ,, YUUTHIBAsI COBPEMEHHBINI YPOBEHb Pa3BUTUA MHPOpPMALU-
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OHHBIX TEXHOJIOTMII, OTCYTCTBME OOBEKTUBHON MHOpMaLMy, Tak
e Kak 1 orcyTcTBye faHHBIX PKM (TO ecTb OTBETHI, KOTOpBIE ITPO-
3By4anu CyMMapHO 16,4% aHKeT), BPSAJ /I MOTYT pacCMaTpyUBaThCs
B Ka4eCTBe YBXUTEIbHOI MPUYNMHBI HEPAI[MOHAJIBHOTO UCIIO/Nb30-
BaHMA TeNaToNpoTeKTOpoB. CyllecTByeT Lie/Iblil PsAfl COBPEMEHHBIX
BbICOKOKaYeCTBEHHbIX KIMHNYECKUX MCC/IENOBAHNI, TOCBAIIEHHBIX
BorpocaM 3¢ dekTrBHOCT JIC, OTHOCHMBIX K TellaTOIPOTEKTOPaM
VI IPOBEIEHHBIX IIPY PA3/IMYHBIX ITATOJIOTUAX TellaTOONIMAPHOI CH-
cTeMbl. be3ycnoBHO, HEKOTOpbIE U3 HUX NMPOTUBOpEYAT APYT APYIY,
HO, B TO K€ BpeMs, pe3y/IbTaTbl APYIUX JOCTATOYHO OJHO3HAYHBI,
4TO Oy/leT MPOAEMOHCTPUPOBAHO BO BTOPOI YacTM 3TON MOHOTpa-
¢y, TOCBAIIEHHOV KOHKPETHBIM JIEKaPCTBEHHBIM CPEICTBAM.

Hayunble my6mkanum

KonmnuecTBo ny6nmkanuii, IOCBSIIEHHBIX JCIIONb30BaHNIO
JIC kmacca remaTonpOTeKTOPOB, Helb3s Ha3BaTbh HEJOCTATOUYHBIM,
pyUYeM UX KOTMYEeCTBO PACTeT C KaXKIBIM rofioM (cM. puc. 3.3.).
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Puc. 3.3. KonudecTBo pe3toMe nyOnnkanuii B 6a3e JaHHBIX
PubMed 151 HEKOTOPBIX reMAaTONPOTEKTOPOB (N B TOT).

[oBOpsI O HOCTYIHOCTY HAay4HBIX ITyO/IMKALIMIil, HENb3sI He CKa-
3aTb 0 Ipo6IeMe «KOH(INKTA MHTEPECOB», BOSHUKAIIIEN Y aBTOPOB
IIpM HAIMCAHMM HAy4HbIX cTarell. KoHQMMKT mMHTEpecoB, 1o MHe-
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HVIO PeJaKTOPOB OMOMERNIIMHCKUX KYPHAJIOB, IIPUCYTCTBYET, KOIAa
aBTOpbI (MO0 opraHmMsanuy, IpefCcTaBIAeMble aBTOPaMU), pelleH-
3€HTBI WM PEJAKTOPBI UMEIOT (BMHAHCOBbIE VIV TMYHbIE B3aIMOOT-
HOILIEHNsI, KOTOpPble HEYMECTHBIM 00pa3oM BIMSIOT Ha UX JEICTBUS
(69). s my6muKanuii, MOCBSIEHHBIX BOIIPOCY UCIIOIb30BAHUA Te-
IIaTOIPOTEKTOPOB, 9Ta IpobIeMa Takke KpaiiHe akTyanbHa. K KoH-
GIUKTY MHTEPeCOB MOTYT IPUBOAWUTD JMYHbIE OTHOIICHMS MEXIY
aBTOpaMMi, KOHKYPEHIIVs B aKaJieMIYeCKOl Cpefie Y MHTe/IeKTyalb-
HbI 3HTY3Ma3M. Ho OCHOBHOI NpUYMHON MHOTME CIIELVANTNCTDI, U
He TOJIbKO OHU, CYUTAIOT GUHAHCHPOBAHNE VICCTIEOBAHMI 1 ITyOIn-
Kal[Mil CO CTOPOHBI (papMalieBTUYeCKOII IPOMBIITIeHHOCTH (70).

CornacHo gaHHbIM akafeMuka [lerposa B.JA. (71), umeHHO Hay4-
Hble ITyOMMKaLuy ABIAITCA LI GpapMaleBTUIeCKIX KOMIIAaHWIT Oc-
HOBHBIM CIIOCOOOM JJOKa3aTe/lbCTBa BpadyaM IIPEMMYILEeCTB BbIOOpa
VIMEHHO MX Ipernapara (cM. puc. 3.4.), a COITaCHO METKOMY BBbIpake-
Hyo Pryapga CMuTa, ObIBILIETO ITABHOTO PeJaKTOPa aBTOPUTETHOTO
British Medical Journal, «penymauyus syprnana 6nazocnosnsem peny-
mauuto nexapcmea» (72).

Hudopmannonnoe BiausiHue
(hapmManeBTUHYECKUX KOMITAHUI

IIposu3zop Bpau IManuent
1. Ipaiic-ancTh 1. Hayunble myOmukanum 1. Pexomenaauuy Bpaua
2. Pexnama 2. IlepcoHanbHbIe KOHTAKThI 2. CoBeTbl IpOBU30pa
3. Hayunble u3nanus ¢ MEANPEACTABUTEISIMU 3. Pexnama

Pucynok 3.4. VIndpopmanyonnoe smusanue papmxommnanmii. Ipu-
OpHTETHI pacrpe/e/ieHbl COI/TACHO JAHHBIM COIVIOTOTMYeCKIX U
MapKeTHHIOBbIX MICCIEOBAHMII B MOPsAAKe yopiBanus (71).

9T KaHHBIE MTOJTBEPXKAAIOTCA I MOHUTOPMHIOBBIMY KOMITaHU-
SIMU, OLICHUBAIOIVIMYL MTHBECTVLIVMM B ITyO/IMKALVM B CIIELIMAIN3PO-
BaHHBIX U3faHysAX. Tak, cornmacHo ganubIM areHTcTBa SBC Consulting
(YkpanHa), 06beM TOJOOHBIX BJIOKEHWIT B MeAMLMHCKME U dap-
MalleBTMYECKMe W3JaHUs COCTaBM/ TO/NBKO 3a IEPBBIN KBapTasl
2012 ropa csbiie 2 MuwuinoHoB fomnapos CIIA u 942 teicay pon-
JIapOB COOTBETCTBEHHO. JJaHHOE COOTHOIIEHNEe MHBECTUIUI B IIy-
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OMMKanyy Iy JOKTOPOB ¥ IPOBU3OPOB, IPUOMU3UTENBHO 2,5 K 1,
JOCTaTOYHO IOCTOSHHO, YTO IOATBEP)KIAETCA JAHHBIMU TOTO K€
arenTcTBa 3a 2009 — 2011 roger (73).

AHamusupys KadecTBO HAay4YHBIX pabOT, IPOBOAMMBIX OTede-
CTBEHHBIMU CIIELMA/TUCTAMM, XOTENOCh ObI OTMETUTH M30BITOUHBII
HayYHBI MTHTEPEC K MCIIO/Ib30BAHNIO MEAVIIHCKMX IIPENapaToB BCEX
TPYII, OCOOEHHO TeNaToIpOTEKTOPOB M META0OIUTOTPOITHBIX, B 9KC-
IEepUMEHTA/IbHBIX MOJIENIAX M IIPU MATONOTMAX, HE CBA3aHHBIX C OC-
HOBHBIMU NTOKa3aHMAMY, PEKOMEHJYeMbIMM NIPOU3BOAUTENEM U pe-
TYIATOPHBIM OPTaHOM JI/I JaHHOTO IIpenapara. ITO MOXKeT IPUBECTH
K BeCbMa I'PO3HBIM IIOCTIEACTBIAM: YEOPOXKAaHNIO (papMaKoTepanuu
I yMEHDbIIeHNI0 6e30IIaCHOCTY MAllJieHTa IIP) BeCbMa I BeCbMa COM-
HUTETTbHOI 9P PEKTUBHOCTH, a TAK>Ke BO3HIKHOBEHUIO IIPEIB3ATOTO
OTHOLIEHMA K JIEKAPCTBEHHOMY CPEJICTBY B T€X CUTYaLIMAX, KOITIa OHO
IeVICTBUTENBHO IIOKA3aHO Y MOXET OKa3aTbCsA 9P PeKTVBHBIM.

[l14 naHHOTO PeHOMEHa, XapaKTEePHOTO B Pa3HOII CTENIeHM BbIpa-
JKEHHOCTMU [/ BCEX CTPAaH MUPa, 110 AaHAJIOTUY C KUIIEYHBIM CMHJPO-
MOM M30bITOYHOTO 6aKTeprarIbHOTO POCTa MBI peKOMEH/[yeM TePMIH
«CYIHJPOM M30BITOUHON HAay4HOII IesATebHOCTI». O HEKOTOPBIX I10-
CTIeTICTBMAX 3TON OBl /1A MEAMUIIMHCKOTO COOOIeCcTBA I NTAIVIEHTOB
TOBOPMIOCH BBIIIE, HO TIOCTEACTBYA /I OT€YECTBEHHO HayKM TOXKe
He Majbl. Bo-1epBbIX, 3TO yBeNnM4YMBaeT MaTepyaibHble 3aTPaThl MC-
C/Ie[JOBATeNIbCKUX YUPEXKJeHMIT; BO-BTOPbIX, TPATATCA TPYAOBbIE pe-
CYPCBI aKTUBHBIX JIIO[iell — UX CHUJIBI, BpeMs, 3[0pOBbe. B-TpeThuX,
3TO CHIDKAET aBTOPUTET OTEYECTBEHHON HAayKM Ha MEX/yHapOJHOM
ypOBHe. B-4eTBepThIX, HapylllaeT OCHOBHbIE ITPaBU/Ia MEXyHApOJ-
HBIX JIeK/Iapalyil O 3aljyTe IpaB MalVeHTOB U Oepe)XHOM OTHOLIe-
HVM K Ta0OPaTOPHBIM )KMBOTHBIM. DTOT CIVICOK OCIEACTBII MOXXHO
OBbIIO 6BI IPOJO/KUTD, HO ¥ IPUBELEHHOTO BbIIIE BIIOJIHE JOCTATOY-
HO, YTOOBI IIOJHATDH BOIIPOC O CYLIECTBOBAHMM M JIEYEHNN, A TaKKe
NpOo(UIAKTHKE «CHHAPOMA M30bITOYHOI HAYYHOM JEeATeTbHOCTI» B
MEANLIMHCKOM COO0II[eCTBe Ha IyO/IMIHOM YpOBHE.

Bot, x mpumMepy, BBIBOJ, OFHOTO U3 MCCAENOBAHMIL: T€NAaTOIPOTEK-
Top X yCTyIaeT 110 MpOoTHBOBoCHanuTenbHol aktuBHocT HITBC guk-
nodenaky HarpuA. Ha Hamr B3IIAf, Takoil BBIBOJ, HE MOXKET OIIPaB-
[aTh 3aTPAYE€HHBIX CPEZICTB U yCuInii. Majlo KoMy B TO/I0BY MOXKET 3a-
KPacTbCs MBIC/Ib — IIPY aPTPUTE 3aMEHUTD XOPOIIO M3BECTHOE CBOMIMU
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csorictBamy HIIBC 1 Ha3Ha4UTh BMECTO HEro renaTonpoTekrop. Mo-
JKEM TIPEJIOKNTD, He TPATA HU KOIEWKY FOCYapCTBEHHbIX U JIMYHbIX
cOepesxeHMI ¥ He HapylIas KaKuX-1100 IPYHIUIIOB OMO9TUKY, TaKye
paBHO3HAYHble BBIBOZIBL: «TEMATONPOTEKTOP X IpU PEBMATOUTHOM
apTpuUTe YCTYHaeT 110 IPOTUBOBOCIA/INTEIbHON aKTUBHOCTY IIPeIHMN-
307I0HY, MEJIOKCUKaMYy, 3STOPUKOKCHOY, HUSKIM [J03aM METOTpeKcaTa»
VIN «T€IaTOIPOTEKTOP X IPEBOCXOAUT IO CBOEI aHTUIKCCYJaTUBHOI!
aKTMBHOCTY TMIIOTOHMYECKMIT paCTBOP HATPUA XJIOpUTA».

Hanee, ToBOpsA O KOHKPETHBIX JIEKAPCTBEHHBIX CPEe[CTBAX, MBI
ele IpyBeJeM IPUMepPbl TAKUX UCC/IEJOBAHMIA.

Beio 6b1 o 06HOE BO3MOXKHO IIpY CIEIOBAHMM pelleH3eHTa-
MU U PeJAKTOpaMy MEQVIIVHCKUX KYPHA/lIOB MEXIYHApOJHO IpU-
3HAHHBIM IIpaBMU/IaM Xopolero ToHa? Ilo HalleMy MHEHMIO, BPJ, /IN.
MoxkeT mu cucTeMa roCy/JapCTBEHHOTO PeryIMpOBaHsA Ha3HaYeHMIA
Bpaya OTPafuTh MAILMIEHTa OT IOCTIEACTBUI M30BITOYHOTO HAYIHOTO
uHTepeca (IyTeM BHepeHNA IPOTOKO/IOB, CTAaHAPTOB U GOpMY/LA-
poB)? MoxeT. OgHaKO IPOHUKHOBEHME PEeKOMEHJAIV, OCHOBaH-
HBIX Ha HM3KO— WM/IM HEKAYeCTBEHHDBIX MCCIEOBAaHUAX, BCE-TaKM
BO3MOXKHO BCJ/IE[ICTBUE TOOOVMPOBAHNSA MHTEPECOB IIPOU3BOLUTENA,
HNOJHATUA aBTOPUTETA HAYYHOI ILKOJIbI M/IM HEJOCTaTOYHONM MOJTO-
TOBKI CIIEI/IVICTOB, OTBEYAIOIINX 32 CO3[aHNe IIPOTOKONA, GOpMy-
NApa WK CTaHapTa.

Pexnama

[TpuHNMas Bo BHMMaHMe TOT akT, uTo 60nbmmHCTBO JIC rpyn-
bl AO5B nmogyexar 6e3penenTypHOMY OTIIYCKY, 3aKOHOMEPHO ObITIO
OBI OXKI/IATh, YTO OCHOBHOE MapKETVHIOBOE IaB/IeHIIe IIPOM3BOSUTE-
JIeli TeIIaTOIPOTEKTOPOB Oy/ieT HalpaB/IeHO Ha PaOOTHIKOB allTeKI.
Opnaxo, kak nokaspiBatoT aHamusel SBC Consulting, B 2011 ropy B
Tom-10 caMbIX peK/aMIpyeMBbIX B MeauIMHCKol mpecce JIC Bxogun
Y IPEICTAaBUTEIIb IPYIIIbI TEaTONIPOTEKTOPOB, a MIMEHHO IeHepuye-
CKUIT cvmMapuH 6onrapckoro nponsBozactsa — «Kapcum». 3aTpaTst
Ha NofoOHOe IpPOJBIDKEHME 3TOrO Iperapara COCTaBIUIN MOPSfKa
50% oT BCeX CpeACTB, MOTPAYEHHBIX Pa3HBIMIU IIPOU3BOAUTEIAMMU
Ha npozppKeHne octanbHbiX JIC rpynnsr AO5 (tam xe). B nepsom
kBapTase 2012 roga ero Mecto B Tom-10 3aHAT gpyroii renaToTpoI-
HBIJI TIpernapar — afieMeTMOHuH (73).

Takoe moBefjeHMe HEKOTOPbIX IPOU3BOAUTENENl He MOINO He
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IOB/IMATh HAa YPOBEHb Ha3HAYEHMI TeNaTONPOTEKTOPOB Bpaya-
MH, 4TO IMOATBEPXK/AETCA POCTOM NPOAAXK INpernapaToB 3TOM TPYII-
nel. B.IL. ITormoBuy ¢ coaBropamu (74) B CBOeil CTaThe, MOCBAICH-
HOJM aHaAM3y TEHIEHUMI PbIHKA TIEMaTOIPOTEKTOPOB B IIEPUOL,
2006 — 2010 ropos, 1oKasa, 4TO B IECHE)KHOM 9KBMBAJIEHTE PHIHOK
TeraToONpPOTEKTOPOB 3a YKa3aHHbIN Iepuoy BbIpoc 50 214,3%. Hyx-
HO OTMETUTD, 4TO IIPYM aHa/IN3€ KOINYECTBA MPOJAHHBIX YIIAKOBOK
3a TOT >Ke IepUOoJ, OTMEYAEeTCA He3HAYUTEIbHOE CHIDKEHNeE 10 94,6%.
ITOT QaKT BpAJ M MOXKET IIOCTYXXUTb CBUIETETbCTBOM ITOSIB/ICHA
KPUTMYECKOTO OTHOIIEeHM Bpadeii K rpynine A05B, ckopee Bcero, Kak
YKa3bIBaIOT aBTOPBI MCCIEOBAHM, OH XapaKTepuayeT obliee IoBe-
meHye ¢papMareBTNYECKOrO PbIHKA B YKpauHe, KOTOPBIl TaKkXe CO-
KpaTwuics B yKasaHHbIe TOAIbI 10 97,9%.

Kax cnenyer u3 npuBeseHHOI BbIllle CXeMbl MTHPOPMALIVIOHHOTO
BIIVAHNA TIPOU3BOJUTENEN TEKapCTBEHHBIX IPOAYKTOB Ha JPYIMX
y4acTHUKOB 06opoTa JIC, OCHOBHOII 1ie/IeBOI ayJUTOpUell peKiaM-
HBIX MaTepuanos (TeleBUieHNe, pafino) ABAAIOTCA He Bpauy, a, Ipe-
JKJle BCETO, MALMEHTHI 1, BO BTOPYIO OYePeNb, IPOBU3OPHI.

CornacHo aHamutnyeckuM faHHbIM «Helicopter View» ykpann-
CKOTO eXXeHefle/IbHUKa «ATTeKa», OCHOBHbIE 3aTpaThl (papMalieBTH-
9YEeCKMX KOMITAHMII Ha IPOJBVDKEHME CBOEN NMPOSYKUNM IPUXOIAT-
Csl Ha TEe/IeBM3VOHHYIO PEK/IaMy, M 3T 3aTPaTbl €KErOlHO PaCTyT
(ot 90,1% pexnamuoro 6romxkera B 2008 roxy fo 95,8% B 2011 rogy).
B oTnmyme OoT TeneBM3MOHHONM peK/IaMbl, [0/ 3aTpaT Ha peKIaM-
Hble myOmKanyy cHbkaeTcs (7,4% B 2008 ropy u 3,1% B 2011 ropy).
OpHMM M3 npenapaToB IPYIIIbI reNaTOIPOTEKTOPOB, aKTVBHO IIPO-
OBUTaeMBbIX Ha TeneBupeHuu B 2011 rogy, ABIANNCH SCCEHIMANIbHbIE
docommmuppr. [To 3aTparaM Ha TelIeBUSMOHHYIO peKaamy OpeHp
«Iccennuane» (Canodu, OpaHums) 3aHs1 CebMOE MECTO B [IECSATKE
IIpernapaToB-11I€POB.

He o6xopAT BHUMMaHMeM IPOM3BOAMTENIN T'eHAaTOINPOTEKTOPOB
U peknamy Ha paano. [lo 06beMy MHBECTUIIVI B 9TOT TUII IPOJBU-
>keHna B 2011 ropy, 1o JaHHBIM TOTO K€ MCCHAEJOBaHNA, IIpernapar
«Kapcnn» 3ansn tpetbe Mecto B TOP-10 (75).

JJaHHasA cTpaTerus NMPOABVDKEHMA — BO3JENCTBME HE Ha Bpa-
Ya, a Ha MaIJeHTa J/WIN IPOBU30pa — OKas3anach 3¢ (HeKTUBHOIL
[Tpemapar «dDcceHIane» 3aHUMAaeT CTaOMIBHO BBICOKME MeCTa B
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PeITUHTe allTeYHbIX IIPOfIaXK B JIEHEXKHOM BBIPKEHNN (TpeThbe Me-
cto B 2011 roxy u BTopoe Mecto B 2009 u 2010 rogax). VI3 gpyrux
TeMaTONPOTEKTOPOB B PEMTUMHI caMbIX Ipojapaembix JIC momanm
«Tuorpuasonuu» (17-oe mecto B 2011 rogy, 20-oe u 24-oe B 2010 u
2009 coorBetrcTBenHO) U «Kapcum» (27-oe, 21-0e u 22-0e cOOTBeT-
cTBeHHO) (76).

Helicopter View 2011 BbIAB/ISAET ellle OAVH OY€Hb BaYKHBII (aKT:
COITIACHO aHa/IN3y BOCIIOMMHAHMIL O BU3UTE MEAVLMHCKUX IIpeJCTa-
BUTENEN, KOMIIAHUA-IIPOMU3BOANTEND INpenapaTa JcceHnyuane Majuo
aKTMBHA B IPOMOLIMM CBOETO IIperapara Cpefiyl Bpadeil M COCPeNoTo-
4IBAeTCs Ha BU3UTAX K (papMalieBTaM U YMHOBHMKAM, OTBEYAIOIIVNM
3a LIeHTpa/lM30BaHHble 3aKynKu. JIBa rematomnporekropa — «Iuo-
TPUA3ONMH» U «IDCCEHIMAIEe» 3aHMMAIOT BeylJie MECTA B PEIITUHIE
TOCIIMTA/TBHBIX 3aKYIOK (9-0e 1 18-0e mecTo B peiitunre 2011 ropa
COOTBETCTBEHHO), IIPM 3TOM CYMMa IOCYlapCTBEHHBIX 3aTpaT Ha UX
HOKYIKY ¢ 2009 ropa yBenamnacs (77).

[Ipu o6cyXeHnM MCTOYHMKOB IIOMY4YeHVsT MEeIMIMHCKON VH-
dbopmManuy 0 MEAUIMHCKYX IIperapaTax BooOIe 1 O renaTonpoTek-
TOPaX, B YaCTHOCTH, HEJIb351 HE YIIOMAHYTb O TAKOM MCTOYHMKE, KaK
uHTepHeT. Cpeay HaybosIee ocemaeMbIX BpadyaMyl CaiiTOB — CIIeL-
a/IV3MPOBaHHbIE MEIVMLMHCKIE (QOPYMBI, /MEeKTPOHHBIE >XYPHAJIbI
Y CIPaBOYHVKY, IPEJCTAaBUTENbCTBA alTeK M (apMaleBTIYeCKIX
KoMIaHmil. B mposegennom B 2012 rogy ompoce Bpadell pasHbIX
CIlelMa/IbHOCTel OBUIO BBLACHEHO, 4TO 18,92% pecnoHfjeHTOB pe-
TY/IAPHO OTCAEXMBAIOT CaliThl KOMIIaHui, a 10,81% ux momHoCTbIO
UrHOpUPYIOT. OCHOBHBIM COJIEPKMMBIM TaKUX CaiiTOB, KOTOpOE
HpPaBUTCA BpadyaM, ABJAeTCA MH(OPMAIMA O HOBBIX IIpenaparax u
uccnenoBanmax (32,29%), cratbyu u 0630psl (26,04%), Bce ocTanb-
HOe — MIM3alfH, HaBUTALUVA CTPAHNYKY, NHPOPMAIA O KOMIIAHUM,
00DABIEHNA 0 HabOope COTPYAHMKOB M MOJiepypyeMble KOMITaHVel
($hopyMBbI UHTEPECYIOT ZOKTOPOB B 3HAYNTE/TLHO MEHDIIEN CTEIeHI.
bornee nonoBuHEI ONPOIIEHHBIX OTMEYA/IN IPETEHIMO3HOCTD IOfAYN
uHpOpMaIUY O Ipenaparax Ha caitax ¢gapmxommanuii (45,28%) u
ee HeJJOCTAaTOYHOE KOmn4ecTBo (22,64%) (78).

TpagunoHHOCTh Ha3HAYEHUA

Kax y>xe ObI/IO IOKa3aHO BBILIE, KpajiHe BaYKHON CYO'beKTUBHOI
IPUYMHO, CIIOCOOCTBYIOIIE) IIMPOKOMY JMCIIONb30BAHNIO IeaTo-
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IPOTEKTOPOB, II0 MHEHNIO Bpauell, AB/IAETCA TaK Ha3blBaeMasi «Tpa-
AUIVIOHHOCTb» Ha3HA4YeHMA STUX Ipenaparos (31,5% OIpoIeHHbIX).
CdopmynupoBarh oIpefie/ieHNe 9TOMY IOHATHMIO HEIpPOCTO, pedb
uieT 06 YCTOABIINXCA MHEHVAX, HABbIKAX VI IPUBBIYKAX, COXPAHAI0-
IIVMXCSI MHOTYE TOfIbI U IT€pPeJaBaeMbIX OT Bpada K Bpauy.

[TpyamHBL, CIIOCOOCTBYIONVIE «TPAAMIMOHHOMY» HasHa4eHMUIO,
OBUIM YaCTMYHO VCCIEOBAHbI B OIPOCe MENUIMHCKUX paOOTHMKOB,
nposefieHHOM B 2012 ropy crnenyanucTaMy POCCUICKOIO >KypHaja
«Medicus Pharmaque». boiio mokasaHno, uto 6omee 50% Bpadeit yic-
IIO/Ib3YIOT «TPAAVLIVIOHHbIE» IIPENapaThl OT C/Iydas K ciydaro, 13,85%
HOJIAI0TCS TPeOOBAHMSM MAIEHTOB U TONMBKO 17,75% 1 10,7% ompo-
IIEHHBIX VM Ha3HAYAIOT «TPaIMLIVIOHHBIE» JIEKAPCTBA BCET/A, VI JKe
IIOJIHOCTBIO He IPUMEM/IIOT TaKoe HasHayeHue. 46,3% pecroHeHTOB
CUMTAIOT HAa3HA4YEHME TAKUX IIPENApaTOB IIOTHOCTHIO OIPABJAHHBIM,
41,9% npuHUMAIOT BO BHUMaHMe crenyduyeckue NoKa3aHys.

Cpenyt CBOVICTB «TPaJiUIIMIOHHBIX» IIPeIapaToB, 00yC/IOBIMBAIO-
VX VX VICIIO/Ib30BaHMe, Harbomee YacTo Ha3bIBa/IUCh: JIMYHBII 11O-
JIOXKUTE/IbHBIN ONBIT IIPYMEHEHNS B T€YEeHMe IINTETbHOIO BPEMEHN
(37,72%), HeBBICOKasA CTOMMOCTD (22,3%), Ha/mu4me 1 HOCTYIHOCTD
B anrekax (13,2%) u xopomas sa¢dexruBrocTs (13,18%). besomac-
HOCTb «TPaJVIIMOHHBIX» IIPENapaToOB IPMUBIEKAeT Bpadell NUIIb B
3,5% cny4aes. Takue >xe MPUYMHBI, 10 MHEHNIO Bpayell, IpUBJeKa-
TE€/IbHBI B «TPafVILIMIOHHO Ha3HA4Yae€MbIX» JIEKAPCTBAX U /IS MALVI€H-
TOB, IOIIOJTHUTE/IPHOE BIMAHME Ha KOTOPhIX OKa3bIBa€T MHEHME JIPY-
rux nanyenTos (10,08%) n camoro Bpaya (12,18%) (79).

Camoneyenne

IToBTOpPMMCA, 4TO MPOJBIDKEHME T€IIATOIPOTEKTOPOB IIPY IIOMO-
1M TEJEBUJIEHNA M PaJyo0 HAIPAB/IEHO, B IIEPBYI0 OY€penb, Ha II0-
tpeburens JIC, To ecth manuenra. TakuM 06pasoM, 3aKOHOMEPHBIM
BBIIJIAVT BBIBOJ, O BXHOCTM JICCTIEIOBaHUA (eHOMEeHa caMosieye-
HIIS TALVIEHTOB, KOTOPbIe IPMOOpeTaioT reraTonpoTeKTOpHbIe Ipe-
IapaThl IOf, BO3/IENICTBMEM PEK/IAMBbI.

K coxxanenuio, vcciefoBaHus MOJOOHOTO XapaKTepa, IPOBeieH-
Hble B YKpauHe mwm Poccurickoin @enepanny, HaM He HEUM3BECTHDI U
0 MacuITabax 9TOro SBJIEHVS MBI MOXXEM CY[UTb TOJIBKO KOCBEHHO,
OINPAsACh Ha JAaHHDIE 3apYOEKHBIX MCCTIe[OBATEeIel.

B nposenernnom B 1996 rony K. Flora c coaBT. onpoce marueHToB
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TenaToornyeckoil KIMHUKYM OpPEeroHCKOro yHMBEPCUTETa BbLACHU-
710Cb, 4TO 31% TMAIMEeHTOB PETy/IAPHO MCIO/Nb30Ba/l «HETPAAMIINOH-
Hble» OTC (over-the-counter, 6e3pelienTypHble) Ipenaparel, Cpefu
KOTOPBIX HanboJee IOy IAPHBIM OKa3asICA CYIIMapUH — cMech ¢ria-
BOHOUJIOB IIATHUCTON pacToponiun. IIpu aToM 1Mo1oBMHA OMpOILEH-
HBIX YKa3bIBaJIa Ha BBICOKYIO 9 (eKTUBHOCTD TaKoro nedenys (80).

[TomynApHOCTD CMIMMapUHA MOATBEPXKIAETCA U y>Ke YIIOMAHY-
TBIMJ paHee McclefoBaHuAMM AMepuKaHckoro boranmdeckoro Co-
BeTa — B 2010 — 2011 rr. B CIIIA cunmMMapyH 3aHMMAJT IATOE MECTO
Cpely APYTUX CPEeCTB PaCTUTENIBLHOTO NMPOVCXOXKAEHNA 10 00BeMY
npopax (41,42).

Pe3ynbraThl Ipyroro aMepyKaHCKOTO JICCTIENOBAHNA, Oasupyo-
IIerocsl Ha aHKeTMPOBAHMM IALIMEHTOB C BUPYCHBbIM rematutom C,
II0Ka3aJ/I0 CXOXKMEe Pe3y/IbTaThl: B TeUeHMe MecAlla, IpeJIIecTBOBaB-
IIeTO OIPOCY, 60/IbHBIe IpUberany K abTepHaTVBHBIM METOIaM Jie-
gyeHus B 41% cimydaes (81).

OTU laHHble He 3HAYUTENIbHO OTIMYAIOTCA OT AaHHbIx Coon J.
¢ coaBT. CormacHo UM 36% MHaIMIEHTOB C BUPYCHBIM Trematutom C
HOPMHUMAIOT (pUTONpenaparsl, a 67% pPeCcOHIEHTOB CBA3BIBAIOT JO-
CTUTHYTBII 9¢pPeKT MMEHHO C IIpMeMOM 3TOTrO TUIIA IEKapCTBEHHBIX
cpencTs (82).

B npyrom 3apy6e>xHOM ¥CCIeOBaHNY M3y4Yanach GpapMaKkoTepa-
1A 3a60/1eBaHMIt ITedeHN Y 989 MalIeHTOB 6 aMepMKaHCKIX K/IMHMK.
Oxasanocs, 4To 20 — 40% TaIeHTOB IemaToNIorMYecKoro mpoduis,
B 3aBJMICMMOCTY OT K/IMHUKM, IIPUHUMAIOT IIpenapaTbl pacTUTe/IbHO-
ro nmpoucxoxjeHns. VIHTepecHo, 4To 12% INalueHTOB IPUHUMAIN
CUIMIMApYH, YTO IIPEBBICUIO KOMNYIECTBO OOIBHBIX, IPMHUMAIOIINX
moboe [pyroe cpefcTBO pacTUTEILHOTO IPONCXOX/eHNA (TIperapa-
TBI Y€CHOKAQ, >KeHbIIEeHs, ajlod U Apyrue). Emje ogHIM MHTepecHbIM
OTKPBITVIEM JJAHHOTO OIIpOca OKasascs (PakT, 9To 69% pecroHgeHTOB
CKPBIBAIOT OT JIeYallleTo Bpaya akT ImpremMa TaKyX Impenaparos (83).

ToBopst 0 mpobneMe caMoedeHNs, HeMb3s He YHOMAHYTb TOT
(axT, YTO He TOIBKO IAIVEHTBI C ITATOJIOTVell reIaTOOM/IapHOI CH-
CTeMBI IIpMOeTa0T K Ha3HaYeHMIO 3Toil rpymibl JIC, HO ¥ MaLMEeHTHI ¢
3a00/IeBaHMAMMY APYTYX OPTAHOB U CUCTeM. B cBsA3M ¢ 9TMM BoIIpoOC uc-
C/IeflOBaHsl Ha3Ha4YeHNII ITperapaToB IPYIIIbl TAK Ha3bIBaeMbIX rerla-
TONPOTEKTOPOB BHe nokaszanuii (off-label) sBnsiercs kpaiine akTyanb-
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HBIM, O 4eM IIOJIeT peub B C/IeAYIOLIel I/IaBe JAHHOI MOHOTpaduu.

Vcrionp3oBaHue remaronporekropos off-label

Jnsa Bpada, mpoBM30Opa M MallieHTa JOKYMEHTOM, OIpefensio-
VM ITOKa3aHMA K Ha3HAY€HNI0, PEKOMEH/IALIMI U/IY VICTIO/Nb30BaHNsA
TOTO WJIX MHOTO IIpemnapara sApjAeTcsa VIHCTpyKIusA 1o MeUIMHCKO-
my npumenenno JIC (VMupopmauus mia mauyeHTa — mis 6espe-
nentypHbix JIC). Bo Bpems perucrpanum mpenaparta Ha pbIHKE 9TU
TEKCTBI, KOTOPbIE ABJIAITCA 00513aTe/IbHON COCTaBHOI YaCcTbIO Pernu-
CTPaLVOHHOI MHPOPMALVIN, IIPOXOJAT 9KCIIEPTU3Y U YTBEPXKAAIOTCS
COOTBETCTBYIOLMMU IIpMKa3aMy MUHUCTEPCTBA 3[JpaBOOXPaHEHN.
Takum 06pasom, Bce Ha3HAUEHMsI TAK Ha3bIBAEMBbIX IeIIATOIPOTEKTO-
POB IIO ITOKa3aHMAM, KOTOPbIE He YKa3aHbl B VIHCTpyKIuy, ABNIAIOTCA
HasHaueHyssMu off-label.

ABnAoTcA MU (aKTHl NPYMEHEHNS JIeKapCTBEHHBIX CPENCTB
off-label a6comorHpIM 6/1arom wim 310M¢? MHEHMS CIIELMATICTOB
Y TOCY/JapCTBEHHBIX PETYIMPYIOIMX OpraHoB pacxopAarcs. IlombrT-
KU YHOPS[JOYEHVS] TaKMX Ha3HAYeHWUI ObUIM NMPEeNNpUHATHL B psfie
cTpaH, HannpuMmep B CIITA.

[To pammbIM mpodeccopa A.b. 3MMEHKOBCKOTO, ITOTyYeHHBIX
B pe3y/lbTaTe aHKeTHMpPOBaHMA 825 YKpaMHCKUX Bpadeit, 6omee 12%
OIIPOIIEHHBIX He 3HAKOMBI C IOHATMEM «Pal[MOHA/TbHAA (papMaKoTe-
panusa». Tompko 22% CIenyamicToB [iA MONMydeHusA 00BEeKTUBHO
HpOpManVM O Ha3HaYaeMBbIX VMU JIeKApCTBEHHBIX CpPefCTBaxX JC-
IO/Ib3YIOT MHTEPHET, KaXK/IbII IIECTON MeJUK OT/aeT IpeANoYTeHNe
HOTy4YeHNI0 MHPOPMALNM O IIpernaparax oT Komwrer, a 50,2% ompo-
IIEHHBIX Bpadeil BOOOIe He MHTepeCcyeTcs MHCTPYKLUAMY IS Me-
AVIIVIHCKOTO ITPUMEHEHNs TeKapCTB (84).

YauBnsAeT nosuuyusA HEKOTOPBIX NPOM3BOAMTENIEN T'elaTOTPOI-
HBIX JIEKAPCTBEHHBIX CPE/ICTB B OTHOLIEHNM PeKIaMUPOBAHUA CBO-
eit mpopykuuy B CMJI. B 2012 6onrapckmii Ipou3BOAKTE/b Tella-
TOIPOTEKTOPHOrO Ipenapara Ha OCHOBE PAcTOPOIIIN 3aIyCTU IO
LEHTPA/IbHBIM YKPAMHCKMM KaHa/laM PEK/IaMHBIN PONIUK, IPeJCTaB-
AstroLIMit co60it aHanor 6poyBeiickoro M3ukia (85). B atom ke,
X0Ts npsiMo U He roBoputcs 06 off-label mokasanmsx, gemaercs Busy-
QJIPHBII M QyAMO aKLIEHT Ha YIOTPeOIeHNY CYIMMapYHA MOJIOfbIMU
TIOABMM IPU 3aHATHAX CHOPTOM (3aHMMaromyecs (pUTHeCOM >KeH-
I[VHBI), BO BpeMs NIPa3gHNYHBIX MEPOIPUATNIA, CONPOBOXKAAIOIVX-
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CsI IPUEMOM a/IKOTo/Is1 (CBaZeOHBII CTOM), @ TAK)Ke KOPMSIMMU Ma-
TepAMM (KEHIVHBI C KOICKAMM) U TaK fanee. AHanu3 VIHCTpykuun
10 MEIMIIVTHCKOMY IIPMIMEHEHNIO TaHHOTO JIeKapCTBEHHOTO CPefiCTBa
II03BOJIAET C/Ie/IaTh COBEPLIEHHO YETKMI BBIBOJ: JAHHBINM IIpernapar
IIOKa3aH IIpY JIeYeHNV TOKCUYECKUX IIOPaXKeHNIT ITeYeHN, a IMEHHO,
KakK copMynIupoBaHO B ero VIHCTPYKIuY, «0718 n000epiusarouiezo
neveruss (He MpoUIAKTUKN!) Y NAyUeHN08 ¢ XPOHUUeCKUMU 60cna-
JIUMenvHoIMU 3a0071e8AHUAMU NeveHU UIU UUPPOZOM neueHU».

MarepuanbHOe BO3HarpaxjeHme

Eme opHOM cyOBeKTUBHON NPUYMHON, 6€3yCTIOBHO BIVAIOLIEN
Ha HasHa4YeHNs Bpadell, ABJIAETCS IMYHASA MaTepyajIbHas 3alHTepe-
COBAaHHOCTb ME[UIIMHCKOTO pabOTHMKA B Ha3HAUYEHUM, JJake He00o-
CHOBAHHOM, TOTO VIV MHOTO IIpenapara. Takoe BiusHue ¢papmalies-
TIYECKOTo OM3Heca Ha Ha3HaueHMA aKTUBHO 00CY>KIaeTcs B IOCTIe] -
HyIe TOZBL, IIPIYeM He TO/IBKO B MEVIIMHCKOI cpefie, HO U 00111ecTBe
B nenioM. Kak ykasbiBaeT npodeccop B.JI. Ilerpos (71), B3aumoot-
HOIIeHMs Bpada 1 apMarjeBTUIecKoro Oy3Heca HaXO[ATCA B 9T Ye-
CKOJ1 TIJIOCKOCTM M 3aBUCAT OT IpodeccroHanmamMa Bpada. [Ipobe-
MY BO3HArpax/ieHus Mefpab0THMKOB COTPYSHMKAaMy KOMIIAaHUIT 3a
Ha3HAYeHJs CBOVX IIperapaToB, HECMOTPs Ha BCIO €€ aKTya/lIbHOCTb,
MBI B paMKax 9TOTO TPyJa 3aTparuBarb He OymeM, Tak Kak OHa Tpe-
OyeT 0OCTOATENbHOTO M3Y4eHMsA NPUYVH VM MEXaHU3MOB PasBUTIA
3TOro (heHOMeHa.
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S-AneHo3mi-L-MeTHMOHITH

4.1. Ucmopusa npumenenus

i+
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Puc. 4.1. Ctpykrypa S-ageHo3nn-
L-meruonuna (caiitr PubChem)

AnemernonuH (S-ageHo3un-L-MeTHOHMH,
S-aleHO3SWIMETNOHNH, CynbdoasieHo3n-L-meTn-
oHuH, SAMe) sB/IsI€TCSI IPOU3BOILHBIM CEPOCOTEP-
>Kalneyi He3aMeHMMOJ aMMHOKMUCIOTHI L-MeTno-
HuHa 1 ajjeHosuHTpudocdara (ATD). Anenosmn-
METVOHUH SABJIAETCA IPUPOSHBIM COEJVIHEHNEM,
XapaKTePHBIM JI/I BCeX KMBOTHBIX OPraHMU3MOB, a
TaK)Ke OaKTepuiL.
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O6pasoBaHye afleMeTUOHNHA B II€YeHM IPOVCXONNT € yIacTIeM
depmenTa MetmoHmHazeHo3unTpancdepasol (MAT). K Hacrosmie-
MY MOMEHTY OIMCAHO Tpy Tuma atoro pepmenta: MAT [ nw MAT I1I,
KOTOpBbIe OT/INYAIOTCSA CTPOEHNEM MOJIEKYIbI (hepMeHTa (TeTpamep 1
[UMep COOTBETCTBEHHO), HO UX KaTaluTndecKas cyObefuHMIa KO-
nupyercst ogHuM reHoM MAT 1A, pacronokeHHbIM B XpOMOCOMe
10g22, a taxoxke MAT II, 3a cuHTe3 KOTOpOIt OTBeTCTBeHeH reH MAT
2A, pacnonoxxeHHslii B xpomocome 2pl1.2 (1). MAT I/III mpucyt-
CTBYeT B KJI€TKaX Il€4eH! B3POC/TIOro 4eloBeKa M OTBETCTBEHHA 3a
CMHTe3 aJleMeTVMOHMHA B 3HAUNTENIbHO Oosblueli crereHn yeM MAT
II, koTopas oOHapy)XMBaeTCs BO BCeX TKAHAX OpPraHM3Ma, KJIeTKax
deTanbHOI 1, B 3HAUNTENIPHO MEHDBIIE) CTeIIeHM, B3POCIION IeYyeHN
(2) (cm. Tabnumy 4.1.).

Ta6bnuua 4.1.
Oco6eHHOCTN METUOHMHAIEHO3MITPaHCepaspI
(mo Tarapenxo O., 2011 ¢ He3Ha4YNUT. U3M. (3)).

= = )
< = S|
= s 28 ¢ :

= SE &E 5 2 o

g = E e = £ TkaneBast g =
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= = 2 g 4 = JIOKaJIU3aLHs > g
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2 55 22 =
= 7 =
MAT I MATIA | al Her Terpamep | [leuens, Her
MAT IIT | MAT1A | al Her Jumep TTOJKEITYJOYHAS Her

xKenesa

MAT2A ®deranpHas IEYCHD, Ja

JIpyTHe TKaH!
OpraHu3Ma, Kpome
NIEYEHH, KIETKH
MAT2B renaToeIUTIOISIPHON
KapLUHOMBI

MAT II a2 B Paznas
Hewus-
BECTHO

AneMeToHVH BIiepBble ObUT onvicaH B 1952 ropy KanTonu (4) n
10 CBOEI IIPUPOJIiE ABNIAETCA OFHUM U3 OCHOBHBIX YYaCTHUKOB pas-
JIMYHBIX OMOXVMMIYECKMX IPOIIeCCOB, IIPOTEKAINX B KJIETKaX de-
JIOBEKa.
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B Hacros1Iee BpeMs MOJCUNTAHO, YTO IIe4eHb YeJI0OBeKa B HOpPMe,
B OCHOBHOM 3a cyeT aktuBHOCT MAT I/III, MO>XXeT cuHTe3npoBaTh
1o 8 rpaMM S-aJileHO3MIMEeTMOHMHA B CyTKU. IledeHb Taxke ABIAETCA
Yl OCHOBHBIM OpPTaHOM-IIOTpebuTe/IeM 3TOro coefyHenns. Tax, 85%
BCeX peaKl il METUIMPOBAHMNA, B KOTOPBIX IPMHMMAET y4acTue ajie-
METHMOHMH, IIPOTEKAIOT IMEHHO B IIe4eHN, I UIMEHHO B 3TOM OpTraHe
MeTabonusupyetcs 45% norpebiasiemoro MetnoHuHa (5).

[IpMponHBI aieMeTVOHVH SAB/IACTCSA HECTAOWIBHBIM COEMVIHEHVI-
€M, U €T0 UCTIOIb30BaHMe B K/IMHIYECKOI IPaKTHKe IIPOJO/DKUTE/IbHOE
BpeM: ObUTO HeBO3MOXKHO. [lepBoe cTabuIbHOE IIPON3BOITHOE afieMeTH-
OHJHA OBUIO CHHTe3MpPOBaHO B 1974 roxy B Vtanum, a B HacTos1Iee Bpe-
Ms B KaueCTBe JIEKapCTBEHHOTO CPEfICTBA MCIIONb3YIOT COMM afieMeTHO-
HyHa — 1,4-6yranpucynbdonar wm Tosunar (6,7). Ilo ganusmv Gluud
C. c coaBr. B 1992 ropty okono 11 — 12% crienmanmcToB eBpONeicKIx
CTALIMOHAPOB OT C/Iy4as K CTy4ar0 IPMOEraloT K HasHAYeHMIO afieMeTHO-
HIHA TalieHTaM C aJIKOrO/IbHOM 60/1e3HbI0 Ievenn (8).

AneMeTMOHVH — OfMH M3 TeNaTOIPOTeKTOPOB, KOTOPBIN, CO-
rnacHo ATC-xmaccuduxanym, otHocuTcs He K rpynne A05B — «IIpe-
Iaparsl, IpUMeHseMble Py 3a00/IeBaHUAX NEYeHM, JIUIIOTPOIIHbIE
BellecTBa», a K rpynne A16A — «IIpouyne cpefcTBa, BAKAIINE Ha
HJIIeBapPUTEIbHYIO CUCTEMY U MeTabomn4ecKyie IpoLecchl. AMUHO-
KUCIOTBI ¥ MX TIPOM3BOJHBIEY.

Kpome remaromporexTopHbIX 3¢ dexToB S-ameHosun-L-merno-
HJHA, O KOTOPBIX MOJiIeT peub HIDKe, IIPe[ICTAB/AIT MHTEPeC U ero
aHTUJENPeCCUBHbIE CBOVICTBA. VI3BeCcTHO, uTO OT 60 10 85% XpoHMYe-
ckux 3abonesanuit JKKT conmpoBoXxaroTcsi SMOIMOHAIBHBIMU pac-
CTPOJICTBAaMI Pa3HOII CTETIeHN BBIPAKEHHOCTH, a (papMaKoTepamms
HEKOTOPBIX 3a00/IeBaHNII JOIIOTHUTE/TLHO MOBBIIIAET PYCK Pa3BUTIA
menpeccun. HasHaueHMe «KIaccM4ecKux» aHTU/IEIIPECCAHTOB Y 9TOI
KaTeropyy 60/IbHBIX MOKET OBITh IIPOTVBOIIOKA3aHO, I03TOMY aHTH-
IenpeccUBHBIN 3P (eKT affleMeTUOHNHA MOXeT OKa3aThCs IO/Ie3HON
omnuueit. Tak Kak B JaHHOI paboTe MBI COCPEOTOYN/IN CBOE BHMMA-
Hue (mpexpe Bcero!) Ha rematoTponHbIX addekTax ageMeTOHNHA,
TO BCEM >KeJIaIoLIIM O3HAKOMMTBCS € €r0 BMAHNMEM Ha IICUX03MOIIN-
OHAJIPHYIO cepy MO)KHO PEKOMEHIOBATh Lje/IeBble 0030pHbIe CTaThI
IOpbeBa K.JI., Ber6opusix [1.9. u Kukrer C.B., Carpenter D.J. u npy-
rux uccnegosarenei (9-11).
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OTmeTuM TaK>Ke MHTepec UccnenoBarenei K Bannio SAMe Ha
YacTOTy pasBUTUA MHGPAPKTOB, UHCYIBTOB ¥ TPOMOO30B, 4TO 00y-
C/TIOBJICHO IIO3UTVBHBIM BO3JEICTBMEM aJleMETMOHMHA Ha YPOBEHb
IIa3MEHHOTO TOMOILVICTENHA, KOTOPBIl paccMaTpyMBaeTcA Kak Ipe-
JMKTOP YKa3aHHBIX OC/IOXKHEHUIT 3a00/leBaHMIT CeppedyHO-COCYNM-
crou cucreMsl (12).

4.2. Papmaxokunemuxa

AJnleMeTMOHVH OTHOCUTCS K TOMY TUITY JIeKapCTBEHHBIX CPE/ICTB,
I/IA KOTOPBIX IIpM IepOpaZbHOM IIPMMEHEHUU XapaKTepeH BbIpa-
JKEHHBIV TIPECUCTEMHBINI MeTabo/nM3M, MOITOMY OMOZOCTYIHOCTD
COeIVHEHM A B IIJIa3Me KpOBM I1OC/Ie IIPYIMEHEHM I BHYTPb HEBBICOKA.
MaxcuMasnbHble KOHLIEHTPALUK IIpY IIepOopaTIbHOM IIPMMEHEeHN) Ha-
OmofjaroTcs B I1a3Me Kposu yepes 4 — 5 gacos (5,13-15).

IIpu BHyTpUMBILIEYHOM BBefeHMM 96% Ipernapara ObICTPO Bca-
CbIBA€TCS B CUCTEMHBIVI KPOBOTOK U JJOCTUTaeT MaKCYMAaJ/IbHOV KOH-
LeHTpaLuu B TedeHne 45 MyHyT. B nccnegosannm Giulidori P. u mp.
U3y4aach KMHETNKA MHBEKIMOHHBIX POpM afieMeTHoHNHa B 1o3e 0,1
u 0,5 rpamma. VccnenoBareny orMedaroT 60bIIOi 06beM pacmpefe-
NeHys npemnapara — okoso 400 1 450 MJI/KT Macchl Tela COOTBETCTBEH-
HO fo3e. CBs3b JIeKapPCTBEHHOTO IIperapaTa ¢ Oe/IKaMyl CbIBOPOTKI
OKasajach HesHaunmTenbHoit (< 5%). Ilepmonbr monmysbiBenenns (T )
coctaBumi 80 u 100 munyT. IIpenmyIiiecTBEHHbII IIyTh BbIBENEHMNS,
IpU y4eTe TOrO, YTO YacTh a/IeMETMOHVHA PACXOAYeTCs B MeTabomm-
YeCKMX peakuusx, Komebamuch B npenenax 34% u 40% OT BBeIeHHOI!
JI03BI, IIPY 3TOM pas3nuyue O6bUIO He3HauMTeNbHBbIM. [IponsBopnTeNnn
OPUTVHA/ILHOTO afieMeTHoHNHA ¢pupma Abbott B VIHcTpyKIvm s me-
IMLIVHCKOTO IPMMEHEHMs CBOETO Npenapara lentpan ykasbiBaeT, YTo
HeMeTabO/MM3VPOBAaHHBI aleHOSWIMETMOHVH VIMeeT JiBa IIyTU 9KC-
Kpenuu — ¢ Moyoit (okonmo 15%) u ¢ pexamsimu (oxomno 23%) (15,16).

4.3. Mexanu3m Oeiicmeus

CormacHo Teopyn amepukaHckoro ydeHoro Lieber C.S., usBectno-
O TaK>Ke CBOMMU paboTaMy IO MI3YYEHNIO ICCEHIMAIBHBIX pocomm-
/0B (CM. HIDKe), IPOM3BOJHOE He3aMEHVIMOJ aMIHOKIIC/IOTBI METH-
OHJHA — aJJIeMETMOHMH ABJIAETCS 3CCEHIMA/IbHBIM HyTpueHToM. Ero
CUHTe3 B OpraHusMe 0e3 IMOCTYIUIEHVSI OCHOBHOTO «CTPOMTETBLHOIO»
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MaTepyaia, TO eCTb MeTMOHNHA, HeBO3MOXeH. BemencTBue Hapye-
H1A QYHKIVIOHVPOBAHNUA PepMEHTHBIX CHCTEM B YC/IOBVIAX ITATOIOT U
CUHTe3 afleMeTVOHIHA HapyILIAeTCsl, COOTBETCTBEHHO, HAPYIIAOTCA U
OMOXVIMITYEeCKIIe IIPOLIECChI C eT0 yYacTueM, 4To elje Gojiee yXyaIaeT
cocrosiHye 60mbHOrO. BocHomHeHMe 3aIacoB afleMEeTVOHMHA MOYXKET
HOpMa/m3oBarth PpyHKIMOHMpOBaHye KineTku (17,18).

MHorye aBTOpbI 0OOCHOBBIBAIOT 11€7IeCOOOPA3HOCTb NpPYMMEHe-
HIA afeMeTVOHNMHA IIpY 3a00/eBaHMAX IedeHN, PYKOBOACTBYACDH
nMmeHHo KoHnenuuei Lieber C.S. (19,20).

JleiicTBUTEeNbBHO, B IIOC/IEAHME TORBI TUIIOTe3a YTHeTEHMA
MAT I/III mpyu maronoruy IedyeH) HAXOAUT CBOe IOJTBEp)KEHMe
9KCIIEPVIMEHTA/IbHO. YPOBEHb 9SKCIIPecCU) MEeTVOHMHA/ICHO3WII-
tpaHcdepassl I/11I mpsAMo 3aBUCKT OT aLleTMIMPOBAHNS TUCTOHOB U
obparHo 3aBucumo ot Metuaposauus CpG caitta JTHK. Yem 60-
nee MeTwaposanbl 9ty yuactku JJHK, Tem 6onee saTpygHeHO cBs-
3bIBaHMe C Heil TPAaHCKPUIIIMOHHBIX OenkoB (Hanpumep, GakTopoB
C/EBP, NF-1, HNF). B renatonurax deTanbHOI Ie4eHN, K/IeTKaX Te-
IIaTOLIe/UTIONIAPHON KapIMHOMBI, Tpy nuppo3sax (kmacc C mo Yaitny)
CpG yvactku MAT 1A rena metunuposannsl 1 MAT I/I1I He cunTe-
3MpyeTcs, COOTBEeTCTBeHHO SAMe He 00Opasyercs, a KOHI[eHTpaIVs
BHYTPUK/IETOYHOTO METVOHVHA yBennmunBaercs (2,21-25).

Kpome Toro, 651710 0Ka3aHO, YTO CBOOOJHBIE pajiiKasIbl (KUCIO-
porn, NO) u Hekoropsre untokusbl (TNF-a, IL-6) MoryT nHaKTHBUpO-
Batb MAT I/III, a mryTaTiioH, Ha060poT, peakTMBMpPOBaTh (26-28). [Tpn
ymenbiienny KoHnenTpauuy MAT I/III aktusHocTs MAT II, «HEuyB-
CTBUTEIbHOM» K IeJICTBUIO OKVCTIMTETbHBIX PaJIKa/IoB BbIpacTaeT (2).

[TpoBenenHble B 80-X roiax MpoOIIIOr0 BeKa SKCIEPUMEHTHI I0-
Kasaj, 9YTO CEMMKPATHOE IIPeBbIIIeHNe COfepKaHVA METHOHIHA B
palyioHe He BIMAET Ha COfep>KaHMe aJleMeTHOHNHA B redeHn (29).
JpyruMu cnoBamy, IMpYHMMAeMbI MAIIeHTaMy METMOHMH He Me-
Tabommsupyercsi B SAMe, a yBeueHMe ero KOHLEHTPALMU MOXKET
JOCTIYb TOKCMYECKOTO TI0POTa, YTO HAOMIOAeTCsA B YACTHOCTH Y TIa-
I[VIEHTOB C BBIpQXeHHBIM Lrppo3oM (18,30).

ITOT PeHOMEH IBITAIOTCS 00BACHUTD HapyLIeHNeM (PyHKIIVIOHN-
poBaHMA GepMEHTHBIX CHCTEM, OTBEYAIOIINX 32 ero cuHTe3 (7,18,30),
HO, C IPYTOJI CTOPOHBI, 3TO MOXKET CBU/IETE/IbCTBOBATD O HACHIIEHUN
KJIETKJ KOHEYHBIM ITPOLYKTOM U YTHETEHUY CHHTe3a HOBBIX MOJIEKYII
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SAMe, TO eCTb O IIPOSIB/ICHNY PEryIMPOBAHNA 110 IPUHILMIY 00part-
Holt cBaA3n. IIpuMepbl, Korfa KOHIIEHTpALMs NPOAYKTA Peryl1upyer
aKTMBHOCTD (pepMeHTa, ero 00pasyolLero, XOpoIIo U3BeCTHBI (LIMKIT
Kpebca, B-okucnenne >XUPHBIX KICIOT U Apyrue peakunn). Kax yxe
OBIIO CKa3aHO BbIllle, ITOfABICHUE OSKCIIPECCUU METMOHVHAIEHO-
suntpancdepaspl I/I11 mpy maTonmornyecKux COCTOSAHMAX JJOKAa3aHO,
HO CVIHTe3 HOBBIX MOJIEKY/I a[IeMETMOHVHA B 9TUX YCTIOBUAX «OepeT
Ha ce6s» MAT II, adppmHHOCTD KOTOPOI K CyOCTpaTy, OGHAKO, 3HA-
YUTETBHO HIDKE. YTHeTeHVe aKTUBHOCTY oOpasymolero ¢gepMmeHTa
SAMe 651710 sKCnIepuMeHTaNbHO oaTBepxieHo mmst MAT 11 (22). Ho
MOXXHO IIPEeAINONIOXNUTD, 4TO, BMuAA Ha MeTvnuposanne IHK, age-
HO3WJIMETMOHMH BJIMSIeT X Ha METWIMPOBAHUE I'€HOB, OTBETCTBEH-
HbIX 32 cuHTe3 MAT I/III. MeTunupoBaHue 3TUX T€HOB IIPUBOAUT K
CHIDKEHMIO CMHTe3a ¢pepMeHTa, obpasymomero SAMe (2). Takum 06-
pasoM, Hea(pPEeKTMBHOCTD BBHICOKUX [I03 METMOHIUHA B IIOBBIIIEHNE
neyeHOYHOro SAMe, oOHapy>keHHOe B 3KclepuMeHTax OMHKeNb-
mreitHa 1 MaptuHa (29), MOXXeT OOBSICHATBCA U Hamm4meM obpar-
HOJI perynauuy o0pa3oBaHus ajieMeTMoHNHa (cM. puc. 4.2).

TNF-a, IL-6, cBOOOIHBIE

PRECTECIELE .‘ ['1yration I
: H
MAT /T MAT II
MeTuoHuH Y SAMe Y MeTtnuoHuH I
d 1 1

Yruerenue
SKCIpEeCCuu

Puc. 4.2. Perynsuus cunrtesa afeMeTHoHNHA (00bsICHEHNE B
tekcTe). [I[puMevyaHus: CIUIOUIHbIE TOHKYE CTPEIKM — eCTeCTBEH-
HOe TeyeHVe OMIOXMMITYeCKOTo IPOLecca, TOHKIe MYHKTUPHbIe
CTPENKM — OTPHUIJATeNbHOE, yTHETAoIIee BIVAHIE, CTPETIKI U3
KPYITHOJ TOYKU — peaKTUBHpYIoliee AeiiCTBIe.

B MmexaHmusMme meiicTBMS ajJleMeTMOHMHA MO>KHO BBIJIEJINTH He-
CKOJIBKO COCTABJIAIOIINX, Y OH He MOXKET OBbITh CBEJJeH K BIMAHNIO Ha
KaKoOJ1-TO OfVIH IIPOLIeCC.
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[Ipexxpie Bcero, aieMeTMOHVH SIB/ISIETCS €CTECTBEHHBIM JOHO-
POM JTaOVM/IBHBIX METWIBHBIX I'PYII, B 3TOM €ro 3¢Q¢$eKTHBHOCTD
IIpeBbIIIaeT TAKOBYI0 METVOHNMHA. Peakiuy mepeHoca MeTUIbHBIX
rpynn (TpaHCMeTU/INPOBAHNA) BaKHBI /I cuMHTe3a docdonunu-
0B, B TOM 4ricrie pochaTuaNIXoNHa, HEKOTOPBIX IIPOTENHOB (aK-
Ie/IepyHa, HAIlpUMep), OMOTeHHBIX aMIHOB, CTEPONJOB, TUCTOHOB,
a taxke metunupoBanusi [JHK. Hanbonee BaXHbIM B MeXaHU3Me
IeVICTBMSA aJeHO3WIMETMOHMHA IpM 3a00/IeBaHUAX IeYeH) MHO-
Vi€ aBTOPBI CIUTAIOT €ro BAMsIHUe Ha CuHTe3 HochaTUNIXONIHA,
B TOM 4ucie u u3 pocdarnanisTaHoIaMIHa, M 00pa30BaHHBIX UM
dochommnupos. Pochonnnuapl yI4acTBYIOT B IPOLeCccax BOCCTa-
HOBJIEHVA K/IETOYHBIX MEMOpaH, IPeIATCTBYIOT HapyLUIeHUIO PYHK-
IIVIOHMPOBAHNUA aCCOLMMPOBAHHBIX C HUMM PeLeNTOPOB M TPaHC-
IOPTHBIX CUCTEM, BOCCTAHAB/INMBAIOT TEKy4eCTb MEMOPaHBbI 3a CYET
HOpMa/IM3alMy COOTHOLIEHUs XonecTepuHa K ¢ocdomunupam u
ap. (cM. TakxKe I7aBy «DcceHUManbHble Gochonmunmab»). YrHeTe-
HUe akTUBHOCTU ¢ochonunupmernaTpanchepassl — KIHOYEBOTO
depmenTa cuHTe3a GocPomUIULOB — HAOMIOJAETCS MPU MHOTUX
3a00/IeBaHNAX [eYeHY, HApyMep, IPU LUPPO3ax ee aKTUBHOCThb
cHmkaercs Ha 50% (6,20,31,32).

Kpome ob6pasoBanus Qochomunmuaos, peakumyu TpPaHCMETH-
JMPOBAHNA Ype3BbIUATHO BAXKHBI JJIA CUHTe3a Oe/ka, MHTEHCUBHO
IIPOTEKAIOIIET0 B TeMaTOLMTAX, a TakoKe Jyid MeTabomm3Ma KCeHOo-
OMOTHKOB, B TOM 4JC/Ie TeKapCTBEHHBIX cpencTs. [Ipomecc meTmmm-
POBaHVS — BaXKHBI 9TAIl CMHTe3a HEVIPOTPAHCMUTTEPOB B HEPBHBIX
K/IeTKaX, HaIIpUMep, CepOTOHMHA ¥ IIMI[MHA, YTO MOXKET JaCTUIHO
00BACHUTD LieHTpajIbHble 3¢ deKTh afeMeTroHNHA (1,6,33).

JHTepecHbIe JaHHBIE KacaTeIbHO POIM PeaKLMil MeTVINpPOBa-
HVISI B Pa3BUTUY PE3UCTEHTHOCTU K MHTeppepOoHaM ObLIN IOy YeHbI
B TIOCTIe[{HVIE TObL. APIMHIMHMeTUATpaHCchepasa — cruenudraecKui
bepMeHT, OTBeYaIoLINIT 3a MeTU/IMPOBaHNe 0€/TKOB-(HaKTOPOB TPAHC-
kpunuyy STAT (Signal Transducer and Activator of Transcription),
npeporBpaiiaer cBsaspiBanme STAT1 ero unruburopom (PIASI), u,
TaKUM 00pa3oM, crocoOCTByeT pasButuio 3pdexkro mHTEepdepo-
nHorepanuu. HCV, HanpoTus, cTuMynupyeTr CMHTe3 KaTaauTIU4eCKO
cybbenuuuibl 6emKoBoit GpocdaTaspl A, U BbI3bIBAET JIEMETUIMPO-
Banue STAT1. PesynbTaThl 9KCIIEpMMEHTOB i Vitro IOKa3bIBaIOT, YTO
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IPUCYTCTBYUE aleMETVOHMHA B KJIETKe CIIOCOOCTBYET Pa3BUTHUIO (-
¢dexToB MHTEpPepoHOB, npenoTspaitas HCV-acconunpoBanHoe yr-
HeTeHJe aKTYBHOCTY TeHOB, OTBETCTBEHHBIX 3a pa3BuUTHe 3P (HeKTOB
uHTepdepoHOoB (6,34-36).

Emje opHO mccnenoBanue, 3acy)X1Baoliee OTAE/IbHOTO BHJMMA-
Hus, — uccnepoBanye Bardag-Goree F 1 coaBTOpOB, B KOTOpOM U3y-
Yajiach POJIb a[leMETUOHNHA B 9KCIIpeccuyl pepMeHTOB, OTBETCTBEH-
HBIX 3a MeTabo/MM3M 9TaHO/MA — AJIKOTOJIBJIerViporeHassl 1, are-
tanbgernppernpporenassl 1 CYP2EL. Okasanoch, yto SAMe depes
3 yaca mocje BBeJleHMs 9TaHO/MA 32 CYeT METWIMPOBAHMSA TYICTOHA
H3K4me2 ycunmBaeT 9KCIIPeCCUIO M CMHTE3 aJIKOTO/IbJETMAPOreHa-
3bl 1. KommuectBo MPHK aneranbpernpgperngporenassr u CYP2E1
YBEIMYMBAETCS, HO He IIPUBOAUT K POCTY KOHIJEHTpaLuy aTux dep-
MeHTOB (37). CefiyeT OTMETUTD, YTO BIIVSHNUE aleHO3V/IMETVOHMHA
VI IPYTYUX METVU/IbHBIX JOHOPOB Ha yPOBEHb aJIKOTO/IS B KPOBM U MOYe
OBIJIO OTMEYeHO MHOTMMY aBTOpaMu U paHee (38), omHaKO McCeno-
BaHue Bardag-Gorce F ¢ coaBT. BrlepBble IPOSCHMIO MEXaHU3M Ta-
KOT'0O BO3JIe/ICTBU.

HeonHo3HaYHOCTb BO3MENICTBMA aJeMeTHMOHVHA Ha aKTWB-
Hocth CYP2E1 6bura mokasaHa B gyHgaMeHTanpHO pabore Wu n
Cederbaum (39).

MeTuonuHcnHTa3a+Bur. Bq MAT V/III, MAT II
gl MeTHOHUH l
Berann-roMouucTeNHMETHII-
TpaHcdepasza _ -
[ TovonmcTen [ S-aneno3unin-L-meTnonun JI
Buramun B¢ + S-anenozu Merui-
HucraTuoHuH- TOMOLIMCTENH . Tpancdepassl
p-cuHTa3a + rujapoJjasa

S-aieH03MIrOMOLUCTENH

S-aneno3uia-L-
METHOHUH

I'nyramaTruucrenn

urasa + [yramar
Hucreun T'nyramMuinucrenx

I'tyraruoncunTerasa + [nuun I

IayraTtuon

Puc.4.3. Yuactue AJ€HO3MIMETNOHNHA B CMHTE3€ ITyTATMOHA.

Y-IHCTATHOHA3a +
Buramun By

[MucTaTHoHUH

SAMe y4acTByeT B peakIsX TPaHCCYNb(ypupoBaHus, KOTOpbIe
HeOOXOMMBI [Is CUHTe3a OCHOBHOTO KOMIIOHEHTa BHYTPUK/IETOY-
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HOJI aHTVOKCUIAHTHOJ CUCTEMBI — ITTyTaTHoHa. [Ipy aTOM BiMsHME
aJleMeTMOHIHA IIPOMCXOAUT KaK Ha 3Talle CMHTe3a IVICTaTMOHIHA 113
TOMOLVICTEVHA, TaK U Ha 9Tale 00pa3oBaHMs ero Ipe/llecTBeHHIKA
— ageHoswiromMonycrenHa. O6s13aTeIbHBIM yC/IOBUEM 00pa3oBaHIA
IJIyTaTMOHA IO BivAHMeM SAMe ABIA€TCA NPUCYTCTBME BUTAMMU-
Ha B, saBnsmomerocs kopakTopoM LUCTaTHOHMH-B-cuHTa3bl. Kpome
TOTO M3BECTHO, YTO SAMe yrHeTaeT aKTMBHOCTb METMOHMHCYHTA3bI
u 6eTaMHroMoIycTeMHMeTMITpancdepassl (cM. puc. 4.3.), U TakuM
o6pasoM 6510KupyeT 06pasoBaHMe METHOHVMHA ¥ CTUMY/IMPYET CYH-
Te3 IUICTaTVOHNHA (B UTOTe — IIyTaTuoHa). BocrionHenne fepunura
9H/IOT€HHOTO a/|eMeTVOHVHA MO3UTVBHO BJIMAET CTAaTyC aHTMOKCH-
JAQHTHOJI 3aIUTHI VI IPEOTBPAIIAeT VI YMEHbIIAET IOBPEXKICHNS,
IpUYMHEHHbIe CBOOONHBIMY pagykanamu (6,17,40,41).

B 1990 roxy Yapnb3 /Iubep B skcrepuMeHTax Ha IaBUAHAX, [1O-
JIy4YaloMX aJIKOTO/IbHYIO IVETY, I0Ka3asl, YTO Tepamys afieMeTHo-
HIHOM BOCCTaHaBJIMIBaeT YPOBEHb ITyTaTHoHa (42), a O3Ke, TaKxXe
9KCIIEPYIMEHTA/IbHO, ObIIO JOKa3aHO, YTO aJleMETVOHMH YMEHbIIAeT
IPOSB/IEHNA IEPEKVMCHOTO OKUCIEHNA M CTeaTo3a, KOTOpble ObIIN
MHyUMpPOBaHbI ankoroneM (43-45). OTmeTnM, 4TO B OT/IMYME OT
aJleMeTMOHHA, METVOHMH B TOJI >Ke€ MOJE/IV Ha IaBMAaHAX He CMOT
IIPOZIeMOHCTPMPOBATh NPEBEHTUBHOTO 3(pPeKTa B OTHOLIEHNN pas-
BUTHS QIKOTOJIBHOTO CTeaTros3a U Lupposa (46). VimeroTcs u KInHu-
JecKyue [OKa3aTeIbCTBa HOPMANINM3alMM COAEp>KaHUA ITTyTaTMOHA
nofs, BiimsaHeM SAMe (cM. HIKe).

YMeHblIIIeHNe YPOBHA TOMOLVCTENHA, ONOCPeNOBaHHOE YIaCTH-
eM aJleMeTVMOHIHA B peakuyy oOpa3oBaHMA IMCTATMOHVHA, MIMeeT
U CaMOCTOATEe/IbHOE 3HaueHMe. B HacTosmiee BpeMs IOBBILIEHHAs
KOHIIEHTpaI[MA TOMOLMCTENHA PacCMaTpUBaeTCA KakK GakTop pycKa
pasBuTHsA crearo3a u ¢ubOpo3a medeHy, 0OCOOEHHO B COYETAHUM C
HCV-undexiyeit, a Tak)ke HEBPOTOTMYECKUX U KapAMOTIOTNIeCKIX
3aboneBaHuil. JI3BeCTHO, 4YTO TOMOLACTEVH YBEIMYMBAET pe3N-
CTEHTHOCTb TKaHU K VHCY/IMHY, yBenn4yuBaeT skcrnpeccuto SREBP-1
u TIMP 1, crumynupyet o6pasosanue NF-kB, koTopble cioco6cTBYy-
I0T Pa3BUTHIO CTearo3a U GrOPO3MPOBAHNIO ITeYeHN (CM. TaK>Ke IIa-
By 0 OertanHe) (47).

TpeTuit TMI peakiuii, B KOTOPbIX IPUHMMAET Y4acTye afieMeTHO-
HVH — peaKLuy TPaHCAaMUHMPOBaHMA (aMVHOIPOIIVIPOBAHS), KO-




74

Yactb 2

TOpbIe HeOOXOMVIMBI /IS CMHTe3a IIO/IMaMIHOB (CIIepMIHA, CIIePMUIN-
Ha, VX [IPeAIIeCTBEHHIKA — ITyTPeCliHa), TO eCTh (PYHKIMOHMPOBa-
HYS1 prbOCOM U crHTe3a Oerka. MO>KHO CKa3aTb, 4TO STOT TUII PeaKInit
CII0COOCTBYeT pereHepanyy rneyenn (32,48), oqHako, Kak MOKa3bIBAIOT
9KCIIepUMEeHTa/IbHbIe JAaHHBIE, PETy/IALYS IPOLeccoB npordepannn
TeNaTOoLVITOB IIOf, B/IVITHMEM afieMeTHOHIHA 60/lee TOHKas.

AJleHO3M/IMETMOHMH JIBOVICTBEHHO BJIMAET HA IIPOLECCHI IPOTIN-
depanyy remaTonyToOB, TO €CTh PEreHePaINIO IeYeHOYHO TKaHU I
passButue omyxosnei. C ofHON CTOPOHBI, IOBBIIIEHHASA AKTMBHOCTD
MAT II u gedunuT 3TOr0 COEAMHEHNS B K/IETKE aCCOLMUPYIOTCS C
K/IeTOuHOI pomudepanmedt, a ¢ apyroin — sxkcupeccus MAT /111 n
n36bITOK SAMe, HanpoTMB, 3aMeIAI0OT 3TOT mporecc. Cunraercs,
4yTo (pakTop pocta renaronutoB (HGF) yepes anernnuposanne ru-
CTOHOB yBenmuumBaeT skcrpeccuio MAT II u umeHHo Takum obpa-
30M CTUMYNIMPYET pereHepanyio TKaHyU Me4eH! U MaJIUTHU3ALMIO, a
SAMe aBnsercs HenpsambIM aHTaronucToM HGE tak kak 6mokupyer
MAT II. B nopTBep>XjeHe 9TOMY B 9KCIIEPUMEHTAX ObIIO ITOKa3aHO,
YTO Y HOKAyTHBIX Mbl1ei, muuieHHbIX reHa MAT1A, MAT II crioco6-
CTBYeT Pa3BUTHUIO TelaTOLE//IIONIAPHOI KapLMHOMBI, 2 Ha3HaueHMe
aJleMeTVOHHA yMeHbIIaeT PUCK PasBUTHUA CTUMYIMPOBaHHBIX KaH-
IieporeHamu omyxornei (2,3).

Takum o6pasom, ¢pusmonorndeckas M MO3UTUBHAS PONIb afjeMe-
THOHVHA KaK peTynaTopa npomudepanym, mo MHeHnio Anstee u Day,
3aKJII0YaeTCs B CIeflylolleM: IOBPeXIeHNe IelaToLUTOB IPUBOINUT
K Hapymennio cTpykTypsl MAT I/III (cM. BbIIe), clIefoBaTeIbHO —
yrHeTeHuIo npoaykuumu SAMe, coxpanennto AT® u k nocnenyroeit
axtuBanyy MAT II, kotopas ctumynmmpyet npommdepannio rernaTo-
IVITOB, TO €CTb pereHepaluio NapeHXUMBL. [IINTeNbHbI AedyInT
SAMe npu XpoHMYeCKMX 3a00/IeBaHUAX II€YeHM, COIIACHO Anstee
u Day, yxe cnoco6cTByeT Manuransanyy. [lostomy BoccTaHoBIe-
Hyle QU3MOIOTNYeCKNX KOHIIEHTPALVII aJleMeTMOHMHA MOXKeT OBbITh
KpaliHe BaXHO IIPY JIe4eHNY renaToOumapHoii naronorun (2).

MBI cunTaeM, 4YTO ZaHHOE CYX/IeH)e MOXKET U JO/DKHO OBITh 1O-
MIOTTHEHO C/IEAYIOLIM, BHITEKAIOIMM 13 BbIIIECKa3aHHOTO, YTBEPK-
neHyeM: n36bITOK SAMe Ipy XpOHMYECKOII ATOJIOTUY TIeYeH, eC/IN
JieVICTBYIE TIOBPEXXAAIOIIEro areHTa (MHQ KN, BUPYCOB, CBOOOJHBIX
pajyKaIoB M TaK Jjajiee) He HUBEMMPOBAHO, Oy[eT NpensiTCTBOBATDb
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pereHepanuy ¥, TeOPETUYECKM, CIOcoOCTBOBATh Pubposy. XoTs K
HACTOSAIIEeMy MOMEHTY MBI He pacIiosiaraeM JaHHBIMIY, IO TBEPKa-
IOLIVIMY VIV OIIPOBEPraIOIIVIMY TaKO€e CYXK/IeHMe, OTCYTCTBIE II03M-
TUBHOTO BJIVIAHMA aJeMeTHMOHVHA Ha Ipolecchl pubposupoBaHms,
HO/TyYeHHbIe B psAfie paboT u Merta-aHa/mm3e Rambaldi A., Gluud C.
(49) Mo>xeT OBITD, 11O KpaiiHell Mepe, YaCTUYHO, 0O'BSICHEHO 1Of00-
HBIM 00pa3oMm.

BosBpalmasach K BOIIPOCY afieMeTHOHNH-OIOCPeJOBAaHHOTO CYH-
Te3a IO/IMAMIHOB, OTMETHM, YTO CIIEPMIUH 1 CIIEPMU/VIH B 9KCIIEPH-
MEHTaX HpPOSB/IAIT aHAJAbTeTUYeCcKNe ¥ IPOTMBOBOCIAINTE/IbHbIE
cBorictBa (50), a MyTpecHVIH MOXKeT BBICTYIIATh B PO/IY KOMUTOTEHA
anuaepManbHoro pocrosoro gaxropa (EGF) n camocTosTennpHO cTI-
MY/IMPOBATh Npomu¢eparyio renaronuTos (3).

OnvH M3 OCHOBHBIX MeTa0ONNMTOB afleMeTMOHMHA — TaypUH
UTPaeT BaKHYIO POJIb B CUHTEe3€ XKETYHBIX KVIC/IOT, YTO 00YC/IOB/IMBA-
eT appexTuBHOCTD SAMe B Ie4eHUN XOIeCTaTNIeCKOrO CUHPOMA.
Heduut TayprHa NIpuMBOANUT K HAPYILIEHNIO PACTBOPUMOCTY >Ke/d-
HBIX KVCJIOT U VX KYMY/IALMY B TENIATOLMTE, YTO IIPUBOAUT K TUOeN
KJIeTKM IPeuMYIIeCTBeHHO ImyTeM amonTosa (19,32,51). Eme opna
Ba)XKHAasA pO/Ib TaypyHA B o0ecleyeHNy HOPMa/JbHOTO (PYHKIIVIOHM-
pPOBaHMS TeIaTOLNTa — COXPAaHEHMe MOCTOSHCTBA OCMOTUYECKOTO
[aB/IeHVs B OTBET Ha IOBBIIIEHNE OCMOJIAPHOCTY MEXK/IETOYHOI
KUAKOCTU (CM. TaK)Ke pasfiern 0 MexaHu3Me fieficTBus betanHa) (52).

B nureparype BCTpeYaroTCsA YHOMMHAHUA O BO3MOXKHOI PO
aJleMeTIMOHMHA KaK JIOHATOpa CepOCOAEPIKALINX IPYII B PeaKIAX
TPaHCYIbypPUPOBAHNS TOKCUYECKVX XKeTYHBIX KUCIOT (9,19,48).

MexaHM3Mbl pa3BUTHUA MPOTVBOBOCIANINTENIBHOTO U aHTUDU-
6potuyeckoro a¢pPeKToB afieMeTMOHMHA CBSA3BIBAIOT KaK C €r0 BIIV-
HJIeM Ha BbILIIe IIepevIiC/IeHHbIe PeaKIVM, TaK 1 C IPsSMBIM YTHETeHM-
eM/MHAYKIVel pepMeHTOB, KOTOpOe M3y4eHO He B IIOJTHOI CTeIIeHIL.
B skcnepuMeHTax Obl/la NMPOLEMOHCTPUpPOBAHA CIIOCOOHOCTH aje-
METUOHIHA YTHeTaTh IPOAYKINMIO IPOBOCIIAINTETBHOIO IIVTOKIHA
TNF-a, B TOM 41cie CTUMY/IMPOBAHHYIO OaKTepyaabHbIM UIIONO-
JIMCaXapUJoM, a TaK)Ke CTUMYNMpoBarh npopykunio IL-10. [Janubie
3¢ eKThI CBA3BIBAIOT ¢ yTHeTeHVeM akTuBHOCTY NF-kB (TouHbIE Me-
XaHU3MBI BO3/IeJICTBYIA IIOKA He M3y4YeHbl), HaOJI0IaeMoii IIpy Ha3Ha-
YeHUM afleMeTHOHNMHA, ¢ 9 deKTaMy ONNaMIHOB, 00Pa3yIOLINXCs
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C €ro y4acTyeM, a TaK)Ke aKTMBHOT'O MeTabo/MuTa ajleMeTMOHNHA —
5'-MeTunTMoameHosnHa (6,53-55).

VImeroTcs fOKa3aTebCTBA TOTO, YTO aIeHO3M/IMETMOHH yTHeTa-
eT MpoRyKIVio nHAynu6enbHoi NO-crHTeTassl, YTO CIIocoOCTBYeT
yMmeHbIneHnio Bocnanenus (19). SAMe 6noxnpyer TGEF- ctumymm-
POBaHHBIIT CMHTe3 Ko/tareHa 1-ro tuma (56).

Omnpepenenny0 ponb S-aJleHOSMIMETVOHMH MOXET WUIpaTh U
IpYU Teperpyske IelaTOLVITOB JKelne30M. SIB/IAACh MCTOYHMKOM LiU-
CTeVHa, KOTOPBIN 3a CUET Xe/IaTHBIX CBOJICTB CBA3BIBAET PACTBOPU-
Moe Ke/e30, afieMeTVOHVMH MOXKET OKa3aTbCs IOJIe3HBIM Y TIaljieH-
TOB C TOKCUYECKVMIU IOPAKEHNMAMMN IeYeHV >KeIe30COAepKaIIMI
COENVMHEHUAMY, aHEMMAMM PA3MYHOTO TeHe3a M aJIKOrOJIbHOM 60-
ne3Hblo mevenn (20).

BnusAHue afieHO3WIMETVOHNMHA Ha IPOIeCCHl alloNTo3a M3yde-
HBl HEJOCTATOYHO. B 3KCIleprMeHTaIbHBIX MOJE/IAX Ha KY/IbTypax
HOPMa/IbHBIX IIEY€HOYHBIX K/I€TOK OBIIO IIPOJIEeMOHCTPUPOBAHO, YTO
JlAHHOE coefuHeHVe OIOoKupyeT BbICBOOOXKAeHMe HuToxpoma C u3
MUTOXOHJIPUIA, YTHEeTAaeT aKTMBHOCTD Kacmasbl 3 u pacnaj AJlD-pu-
603HOII nonuMmepassl. O6paTHbIT 9P PeKT — CTUMYIMPOBaHYE AIION-
TO3a — HAOJI0laeTCsl B KYIbTypaX MaJIMTHM3MPOBAHHBIX KJIETOK.
Yxe n3BecTHO, uTo SAMe 11 5 -MeTUNITNOA/IEHO3UH B PAaKOBBIX KJIeT-
Kax HapylIaloT Ipolecchl GochopunmmpoBanus, YTO IPUBOJUT K Ha-
pyIIEHMIO CTI/IAliCMHIa TeHOB U Tocnenyomeil nanykuyum Bel-x, To
eCTh K aIlonTo3y. Takke MMEITCA COOOIIEeHN, YTO TOMOLVCTEVH,
o6pasyeMmblii B 60/IbIlIeM KOMMYeCcTBe 3a c4eT SAMe-acconumpoBaH-
HOTO yTHETEeHNA OeTaVH-TOMOLMCTEMH MeTWITpaHcdepasbl, Takxe
MOXXeT IPUBOANTD K PasBUTHUIO allONITO3a PaKOBBIX KIeTOK (2). Tem
He MeHee, /I3BeCTHbIe HaM CeTOIHA MeXaHV3Mbl IeVICTBIUA aZleMeTIO-
HJHA He MOTYT OOBsICHUTD Hab/IofiaeMble in vivo 9P deKThl, I09TOMY
BO3JIeJICTBYIE afleMETVOHIHA Ha aIlONTO3 IeNaTOVITOB POJO/DKAeT
aKTVBHO M3Y4aTbCA.

OtpenbHOrO BHMMAHMA 3aCHY)KVMBAIOT Pe3y/IbTaThl HeJaBHETO
9KCIIEpUMEHTAIbHOrO MccnegoBanna Liu Q. m komner. OKasbIBaert-
cs1, 6emox X Bupyca remaruta B (HBxX) ymeHbInaer akcripeccuio reHa
MAT1A 1, COOTBETCTBEHHO YPOBEHb 9HJOT€HHOI'0 a/IeMeTOHIHA, HO
psMo, Yepe3 TpaHckpumniyoHHble gpakropel NF-kB u CREB (cAMP
response element-binding protein) ctumymupyer cunres MAT II, uto
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IPYBOJUT, KaK y>ke ObIIO II0Ka3aHO BbIlle, K ITpo/ndeparym remnaro-
IIVITOB I YTHETEHMIO VX aIloNTo3a. B pesyibraTe Takoro BIMSAHUSA PUCK
PasBUTHA TeNATOLE/IIIIIPHOI KapIMHOMBI Bo3pacTaer (57).

B nmociegHye Toibl Ha pas/IMYHBIX MOZIETISIX (in Vitro Vi in vivo) akTUB-
HO M3y4aeTCsI pOJIb aleMeTMOHMHA B IIPEIOTBPAILEHVN U IIPEOIOIeHUN
VIHCY/IMHOPEe3UCTEeHTHOCTH. VI3BecTHO, yTo SAMe sB/IsAeTCs JOHOPOM
MeTIWIbHOM Tpynmnsl 1A N-apruanaMetunTpancdepasst 1 (PEMT 1),
KOTOpasi OCYIIECTB/IAET METWIMPOBAHUE TeTePOTeHHOrO SfIepPHOTO
pubonyxneonporenHa (hnRNPQ), a oH, B cBOI0 0o4epenp, MpUHIMAET
y4acTue B aKTMBAIMM MHCYIMHOBOTO peIeNTopa ¥ IOBBIIIEHUN €ro
KOHIIeHTpaumu B uutomiasme (58-60). OTMeTrM, 4TO MHOTOOb€Ia0-
1[yie Pe3y/IbTaThl SKCIIEPMMEHTOB IT0Ka He HAIIV CBOE IO TBEP)K/eHIe
B BBICOKOKaUeCTBEHHbBIX KIIMHUYECKUX UCCIEOBAHISIX.

[Tpy HanycaHuY 3TOTO pasfiesna Mbl CO3HATEBHO OOJIee TeTanb-
HO paccMoTpenu ¢usnonorndeckue 3PpGdeKTsl ajeMeTUOHNHA, ero
MeTabonmnTOB U (PepMEHTOB, IPMHUMAIOIINX YIaCTHe B VX CHHTeE3e.
PykoBopctBysich konuenuueit Charles Lieber (17,18), nononxeHHoI
JNaHHBIMU COBpPEMEHHOV MOJIEKY/IAPHON Omonornm u OuoXmmumy,
MMEHHO BOCCTAHOB/IEHIIEM CBOVICTBEHHBIX HOPMajIbHOI KJIeTKE PO-
11eCCOB MOYXHO OOBSICHUTH OOJIBIIMHCTBO HMOTOKUTEIbHBIX 3 deK-
ToB SAMe. XOTb 3TO YTBEPKIEHME U CIIPABEIINBO, JENICTBIE afieMe-
TUOHVHA BCe K€ He MOXXeT OBbIThb CBEJJEHO TOJIbKO K «KHOpMa/In3alyn
IPOTEKaHVsI peaKklnil MeTU/IMPOBAHM, TPAHCCYIbQYPUPOBAHUA U
aMMHOIIPONVMIPOBAHN», KaK 9TO YTBEPXKAAeTCsI B HEKOTOPBIX CTa-
ThsIX. Kak MbI MOMBITA/INCh TTOKA3aTh B 9TOI paboTe, B IOHMMAHUA
MeXaHM3Ma JeICTBYSA aleMEeTMOHMHA BCe ellle JIOCTaTOYHO «OesIbIX
IATEH» ¥ MPOTUBOPEYNIl, paspelleHrie KOTOPbIX MTOMOXeT Ooree
TOYHO OIIPeJIe/IUTh MECTO STOTO JIEKAPCTBEHHOTO CpeficTBa B papma-
KoTepanuu 3abo/1eBaHmit IeYeH .

4.4. [lannvle KTuHu1uecKux uccied08aHuii

XonmecTaTnyeckoe mopa>keHne meyeHn

Kak ykaspIBaloT MHOTYe aBTOPUTETHbIE Y4eHbIe, OCHOBHBIM I10-
KasaHMeM [IS HasHaueHMs aJeMeTMOHMHA ABJAETCA XOnecTarude-
CKuit cuappowm (32).

AddexTnBHOCTD SAMe IpK BHYTPUIIEYEHOYHOM XOJIeCTase pas-
JINYHOJ STVOJIOTUY U3y4ajIach, HAIPYMep, B UTATbIHCKOM MY/IbTH-
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IIEHTPOBOM JIBOJHOM CJIETIOM PaH/IOMU3VPOBAaHHOM I/Iale60-KOH-
TponpoBaHHOM uccegoBanyy Manzillo ¢ coaBropamu. Vccnenosa-
HIie BK/II04ano 420 manyueHToB ¢ OCTPOI M XPOHMYECKOI IIaTOIOTHEN,
He IIO/Ty4YaloIX FOPMOHA/IBHOTO M/IM IIPOTUBOBUPYCHOIO JIEY€HNs,
u3 12 xmHuk Mramm. Apemetnonus (0,8 T B CyTKM BHYTPUBEHHO
— 2 Hepeny, 3aTeM 1,6 I/CyTKM IlepopanbHO — 8 Hefe/lb) MpUBEIT K
OMOXMMIYEeCKOMY OTBeTy y 60% manmeHToB (13 256 4eloBeK IpyI-
IIBI), @ KO>KHBII 3y/] yMeHbIIMICA Y 77,6% 13 105 malyieHTOB IPYIIIIbI
BMEIIATe/IbCTBA, Y KOTOPHIX MCCIEN0BAJICA 9TOT MapaMeTp (B IpyIIe
mnaie6o 34% u 27,8% cootBeTCTBEHHO) (61).

B Heckonbko 6onee panHeit pabore Frezza M. u coaBTOpOB, KO-
TOpas IpeAcTaB/sia coO0il MYJIBTUIEHTPOBOE [BOJIHOE CJIeroe
I1a11e00-KOHTPOIMPOBAHHOE JMCCIeOBaHNUe, aleMeTUOHNH BHYTPb
B flo3e 1,6 T B CYTKM 4Yepe3 2 HefenM IOCIe JIe4eHuA NMPUBOAUI K
3aMETHOMY Y/IYYIIE€HMIO CAMOYYBCTBMA IALIIEHTOB C BHYTpuUIIEYe-
HOYHBIM XO/IECTa30M PasIMYHON atmonoruu (n = 220, XpoHNYecKue
BUPYCHBIE TeIIaTUThI, [UPPO3 U Ap.). 84% manyenTos rpynnsl SAMe
U TOJIBKO 29% IMalMeHTOB IPYIIIbl KOHTPO/IA OTMETHU/IN yaydlIeHne
camouyBcTBuUA Ha 50% 1 601ee (p < 0,01). OTHOCUTEIBHBII PUCK BO3-
HUKHOBEHMA KOXKHOTO 3yJa B TPYIIIE ajjeMeTUOHMHA cocTaBu 0,46
(95% OV 0,27 — 0,69), To ecTh mpemapar B 2 pa3a CHUXKA/I BEPOAT-
HOCTb €ro BO3HMKHOBeHMA. CTaTMCTMYEeCKM 3HAYMMble DPasInyuA
PasHOII CTeNeHM BBIPAXXEHHOCTH OBUIN OTMEYEHBI U I/l OMoxuMmde-
CKMX MapKepoB xonecTasa (62).

VranpsiHCKOE OTKPBITOE HEPAHJOMM3MPOBAHHOE He IIIale-
60-koHTponMpoBanHoe nccnenosanne Fiorelli G. Bkmrovano 640 ma-
LVIEHTOB C BHYTPUIIEYEHOYHbBIM XO/IECTAa30M PA3HOIO IPOMUCXOXK e-
HIA (B OCHOBHOM — IIMPPO3, XPOHNYECKVEe BUPYCHbIE TeIIATUTBI I
npyrue 3aboneBanys). [TanyenTs! O6bUIN pasyeieHbl Ha iBe TPYIIIILI B
3aBUCUMMOCTY OT JJO3bI U IIyTeN BBefleHuA npemnapara. [locie negenn
JledeHNsl CHIDKeHVe YpoBHs 6mmpy6uHa u aktuBHocTH LD 661N
BbIAB/IEHBI Y 39% manneHTos, nonydyasmux 0,5 r areMeTOHMHA BHY-
TPUMBILIEYHO, 1 Y 43% 60/NbHBIX, HOoMy4aBImX 0,8 T ageMeTNOHNHA
BHYTpyBeHHO. Yepes 15 gHeit — y 61% u 62% 6O/NbHBIX, COOTBET-
CTBEHHO. YMEHbLIEH)E UM MICYE3HOBEHME KOXKHOTO 3yla OTMEYEHO
y 74% 1y 69% 6ONbHBIX, a yIydllleH/e CAMOYyBCTBIA, OLIEH/BaeMOe
10 BU3Ya/IbHOM ILIKajIe, COOTBETCTBEHHO Y 72 1 69% manueHToB. Ta-
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KUM 00pasoM, UCCIeffoBaHye He OOHAPY>KIMIO NIPEUMYILECTB KaKo-
ro-mbo mapeHTepaJbHOrO Iy TV BBeleHNs Hafl ipyruM (63).
CrenyeT OTMETUTD, YTO HAaHHOE MCC/IEOBaHME HEOXHOKPATHO
HOfIBEprasoch Kputuke (Hampyumep, B pabote Anstee Q.M. u Day C.P.
(2)) 3a HeKaUeCTBEHHBIIT AU3alH (OTCYTCTBUE PAHZOMM3ALVN U KOH-
TPOJIA), HEAOCTATOYHOE OINVCAHNE MAIVIEHTOB U IPyTyie HECOOTBET-
CTBMs COBPEMEHHBIM KPUTEPVSAM KadeCTBa KIMHUYECKUX MCCIeHo-
BaHMIT, YTO Jle/TaeT HEBO3MOXKHBIM €T0 Y4eT B MeTa-aHa/IM3ax.
Cpenn paboT pOCCHMIICKMX aBTOPOB CJI€AYeT YIOMSHYTb VIC-
crnefoBanue Peitsuc A.P. ¢ coaBT., B KOTOPOM M3y4ajIOCh aHTUXO-
JleCTaTM4ecKoe JieliCTBMEe aJeMeTMOHVHA Y JeTel-IOAPOCTKOB C
mukct-unpexnueirt HCV + HBV acconyuposanHoii ¢ ynorpe6ie-
HJeM VHDBbEKIMOHHBIX HAapKOTUKOB. HasHauenne SAMe npusopuno
K 6BICTPOMY YMEHBIIEHNIO BBIPAKEHHOCT aCTEHUIECKOTO CYH/PO-
Ma, YMEHbBIIEHNI0 KOHI[EHTpauy 610XMMIYECKIX MapKepoB XoJIe-
crasa u uuronusa (64).
9¢deKTUBHOCTD aleHO3M/IMETMOHVHA TIPY XOJIeCTase pasjmy-
HOJI STHO/IOTVMM ABJIA/IACh IpeMeTOM usydeHus B pabore IToppimo-
Bont C.J. m Haguuckoit M.IO.. 32 mamnueHTa ¢ X0jecTa3oM, BbI3BaH-
HBIM IIPEMMYILeCTBEHHO NePBIYHBIM OVIapHBIM IVppo3oM (50%),
Ha IpoTs>KeHuu 16 pueit monyvanu 0,8 r afleMeTHOHMHA B BUJIE MHb-
exunit 1 16 gueit — 1,6 r nepopanbHo. OTMeYannCh perpeccus Kiu-
HIYECKUX CUMIITOMOB — aCTEHMYECKOTO CUHIPOMA, KO>KHOTO 3Y/a,
XKEITYX)M VM CHIDKEHMe KOHLIEHTpalyu OMOXVMMUYECKNX MapKepoB
xorecTasa — Ounupy6uHa, menoqnoit pocdaraspl, ITTII n nyronm-
3a — ACT u AJIT. Ecnn yny4iieHye KIMHUYECKOI KapTUHBI HAOMIO-
[aI0Ch B HepBYyI0 a3y /edeHns, TO yMeHbLIEHVe OMOXUMIYECKUX
II0Ka3aTesieil — BO BTOPYIO a3y, TO eCTb Py IepOPabHOM IIpJeMe.
Oco0blit MHTEpeC MpefCTaB/IsAIA JUHAMIKA [I0Ka3aTelell B IPyII-
IIe TSDKEJIOTO IIEPBIYHOTO OM/IMapHOTO LIUppo3a: y 9% IaIjeHTOB 1107,
B/IVSHUEM aleMeTVOHVHA HaOMI0Nanoch yBeIMdYeHue aKTUBHOCTU
mes109HoN ocdaTaspl, a AMHAMMKA APYTUX ITOKa3aTenell XomecTa-
3a U IUTO/M3a OKasajnach CTaTUCTUYECK) He 3HaunuMoll. [ToBropHOe
o6ceoBaHNe MALMEHTOB C NePBIYHBIM OVJIMAPHBIM LVIPPO30OM, Y
KOTOPBIX YAa/I0Ch JOCTUYb ITO3UTUBHBIX M3MEHEHMII, [10Ka3ajio, YTO
HO3UTUBHBIN 3¢ (eKT 1eueHns coxpaHseTcs yepes 2 — 3 MecsIa Io-
cJle OKOHYaHMA uccienoBanns (65).
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KpoMme yrnoMsHy THIX BbIllIe paboT, B OTHOIIEHNM 9P PEeKTUBHOCTH
aJleMeTUOHIHA IIPY BHYTPUIIEYeHOYHOM XO/IeCTa3e, He CBA3aHHOM C
0epeMeHHOCTBI0, OBIIO IPOBELEHO I HECKOIBKO MeHee KPYIHBIX JC-
cnepoBaHuii (Hampumep, uccnepoBanus 1985-ro roga Bombardieri
G. n gp. (66), 1987-ro roga — Frezza u np. (67), 2000-ro roga — Qin B.
¢ coaBT. (68)). DTy pabOTHI OBUIV BKITIOYEHBI B 0030p U MeTa-aHau3,
nposefeHHbit M. Hardy ¢ konneramu B 2002 ropy, pesynbTraTbl KOTO-
poro 6yayT npencTaBeHbl HIDKe (69).

OTzenbHBIM BUIOM XOJIeCTa3a, KOTOPbIA HOCTATOYHO J/IATENb-
HO M3Y4aJICA B IUIAHE BIVMAHMA aJleMeTMOHNHA Ha €r0 Te4YeHIe, SB-
nAeTcs XonecTa3 6epeMeHHBIX. B Hanbornee KPyITHOM MCCIeOBaHNI
(n=74), mocBsIeHHOM 3TOJ IpobieMe, MpoBeeHHOM Roncaglia N.
c coasropamu B 2004 roxy, a¢pdexrsr SAMe (1,0 rpaMM B CyTKU TIe-
pOpabHO) CPaBHMUBAIUCH C 3 PeKTaMu ypCoLeOKCUXOTIEBO KMUCTIO-
6! (0,6 r/cyTKM) U Mx koMbuHanyy. HecMOTpst Ha 9KBMBaJIEHTHYIO
3¢ PeKTUBHOCTb 060X IpeapaToB B KOHTPOJIE HaJl KOXKHBIM 3y/IOM
aJleMEeTMOHVH II0Ka3asI ce0s XyAIINM BMEIIAaTe/TbCTBOM /IS BIIVISTHVS
Ha KOHIIEHTPAIVIO YKEeTYHBIX KICIOT B CBIBOPOTKE M1 OMOXMMIIECKIe
MapKepsI xornecrasa (70).

He 6b10 1O/Ty4eHO yOennTeNbHBIX HOKa3aTebCTB 3P HeKTVBHO-
CTU afieMeTMOHVHA y OepeMeHHBIX MAIJMeHTOK C XO/IeCTa3oM ! B IIIa-
11e00-KOHTPO/IMPOBAaHHOM JccnegoBanyy Ribalta J. ¢ coaBr., a Takxe
B cpaBHMTeNbHOM (mpemapar cpaBHeHmsa — YIXK) mccnemoBanum
Floreani A. u p. B 060ux nccnenoBanmsx oleHNBaINCh OMOXMIYe-
CKJe TIOKa3aTey, TaKye KaK KOHLEHTPALys XemT4HbIX KucinotT, AJIT,
Ounmmpy6uH, 1wenouHas gpocdarasa u KIMHUYECKME: 9aCTOTA Y BBIpa-
YKEHHOCTb KO>)KHOTO 3Y/Ia, TOC/IEACTBIA I/IsI MaTepu 11 peberka (71,72).

OTM HaHHBIE IIPOTMBOpEYAT pe3yabTaTaM paboT, IPOJEMOH-
cTpupoBaBUINX 9P PEeKTUBHOCTD a/JeHO3WIMETVOHVHA Y MAllMIeHTOB
¢ 06Cy>X/1aeMoll ITaTOJIOTHeN, 1, IPEXJe BCeTo, pe3yIbTaTaM JcCe-
JIOBaHWII, IPOBEJICHHBIX B pa3Hble TOJbI TPYIIION y4eHbIX U3 Vtamn
nop pykoBoacTBoM M. Frezza. B atux paborax SAMe B cpaBHeHNUM
¢ mare6o nokasan ce6st 9¢peKTUBHBIM CPENCTBOM, TO3BOJISIOLNM
mobuthbcs ynyuiienus nokasateneit AJIT, 6uwmupy6OuHa, 1e104HO
¢docdarasbl, BBIpaXKEHHOCTI KOXXHOTO 3yaa (73-75).

OxoHYaTelbHAsA OlleHKA I1e7IeCO0Opa3HOCTY Ha3HAYeHNUA aje-
METMOHMHA IIPK XO/lecTase GepeMeHHBIX OblIa NPeIPUHATA B CU-
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cremarndeckux o63opax M. Hardy ¢ coast. u Burrows R.E. ¢ coasr.
(69,76), pe3ynpTaThl KOTOPBIX Ipe[CTaBIE€Hbl B pasfiene HOKasa-
TETbHON MEeVILIVIHBI.

XpoHuYecKe BUPYCHbIE TelaTuThl

XOTs NPeAIonoKeHe 0 TOM, YTO aJ[eMETVOHMH MOXKeT OKa3aTh-
¢ 9pPeKTUBHBIM abIOBAHTHBIM CPEICTBOM TP IPOTUBOBUPYCHOI
Tepanmy XpOHMYECKUX TellaTUTOB, B YaCTHOCTY 32 CYeT IPefoTBpa-
I[eHNA PasBUTHA MHTEPPEPOHOPE3UCTEHTHOCTH, OBIIO BBICKAa3aHO
JIOCTATOYHO AaBHO (77), M3y4eHue 11e7lecO00Pa3HOCTH ero IpuMeHe-
HIISl HAYaJI0Ch TOJIBKO B IOC/IEHYIE TOMIBL.

B poccuiickoM oTKpbITOM MccenoBanny npodeccopa byeseposa
A.O. u gp., npeBapuTeNIbHBIE Pe3y/IbTaThl KOTOPOTo OBUIN ONyO/Im-
KoBaHbI B 2010 ropy, aBTOpHI OLjeHMBam 3PPeKThl afeMeTHOHNHA
(1200 Mr B CyTKM) B CpaBHEHMM C IIalie60 y MalMeHTOB C XpOHUYe-
ckuM rernatutoM C. Bce 80 maiyueHTOB, BKIIOYEHHBIX B 9TO JICCTIe-
JOBaHMe, MOYYaIy KOMIUIEKCHYI0 Tepamnuio MHTeppepoHoM a2b u
prubaBMpUHOM. B 3aBMCHMOCTY OT TeHOTHIIA BUPYCA HIUTEIBHOCTD
IPOTUBOBUPYCHOM Tepamnuy cocraBuia 48 u 24 Hemenum COOTBET-
CTBEHHO Jy1st 1-T0 1 2-T0 — 3-T0 TnOB. [lepnon HabIIOIEHNS BO BCeX
rpynnax — 24 Hefiermt. BbIIO OTMEYeHO CTAaTMCTUYeCKM 3HA4MMOe
yMeHBbIIIeHe YacTOTHI JIeIPeCcCU B IPYIIE aJleMeTHOHMHA, HO €ro
B/IVIAIHVIE HA YACTOTY BUPYCOJIOIMYECKOTO OTBeTa Yepes3 4 u 12 Hepenb
(6BICTPOrO M paHHErO OTBETOB) IPOAEMOHCTPUPOBATD HE YHA/NOCh.
ABTOpBI CBA3BIBAIOT TAaKOJ pe3y/IbTaT C HENPaBWIbHBIM COCTAaBOM
TPYIII, TaK KaK B TPYIIY aJleMEeTMOHMHA OTOOpa/IiCh MalVMeHThbl C
00BIIIM KOMNYIeCTBOM (PaKTOPOB, HETATVMBHO BIMAIONINX Ha YacTO-
TY BOCTVYKEHNA YCTOYMBOTO BUPYCONOTMYECKOro oTBeTa (78).

OTM pes3ynbTaThl HAXOHATCA B IPOTHBOPEUNM C BBIBOJAMMU
HEKOTOPBIX Apyrux pabor. Tak, B IIOXOXXeM 3apyOe>KHOM IIOT-
HOM OTKPBITOM MCC/IEJOBAaHNMY, OIYO/INKOBAHHOM B TOM >K€ TOAY,
y 29 manmeHTOB-«HEOTBETYMKOB» IIOBTOPHBIN KYypPC METMIMPOBAH-
HBIMM MHTepdepoHaMu 1 puOaBUPUHOM, JOIOTHEHHBIN aeMeTHO-
HIHOM ¥ 6€TallHOM, IIPUBEJI K paHHEMY BUPYCOJIOTMYECKOMY OTBETY
y 17 (59%) manueHTOB. YCTOYMBOrO OTBETA, OFHAKO, YAIOCh JIO-
cTUrHYTh y 3 (0komo 10%) yenosex (79).

B orkpbitom nccnenosanunu J.J. Feld u coaBropos 24 manuen-
TaM ¢ BUPYcHBIM rematutoM C (1-7f TeHOTHII), «He OTBETVBILIMM» Ha
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IpeJIIeCTBYIOLIYIO Tepanuio MHTepdepoHaMu u prbaBUpPUHOM, Ha-
3HaYa/M Kypc IernIMpoBaHHOrO MHTepdepoHa a2a 1 pubaBupyHA
(2 mepmenm), 3aTeM depes 1 mecAn — ageMeTnoHVH (1,6 T B CyTKM Ha
IPOTsKEHNN BYX HEJieNb) 1 10 OKOHYAHUY eTo IIpyeMa OBTOPSIIN
Kypc untepdeponorepanuu u pubasupuna (48 nenenn). Panunit Bu-
pyconormdeckuit orset (12 Hegens1) 6b6U1 focTUrHYT Yy 11 13 21 6071B-
HBIX, OKOHYMBIINX MICCTIENOBaHME, a Ha 24-11 Hexene orcyTcTBre PHK
HCV coxpansinocs y 10 manmenTtos (80).

CregyeT 3aMeTUTD, YTO IOTyYeHHbIE pe3y/IbTaThbl, KOTOpBIE IO-
3BOMIMIM aBTOPaM ToBOpUTb 0 SAMe Kak 0 «CBOeOOpasHOM» CeH-
curaisepe nHTepdepona (80), Bce-Taky IOMy4eHB! B HEOONBIINX
UICCTIEJOBAHMAX, OTIMYAIOUIMXCA HEBBICOKMM MEeTONOMIOIMYeCKNM
KauecTBOM. IIpoBefieHMe KpYIHBIX pPAaHZOMM3MPOBAHHBIX ILIalle-
60-KOHTPOIVMPOBAHHBIX MICCTIEOBAHNUII JO/DKHO JJaTh 60jee TOYHbII
OTBeT Ha BOIIPOC, IMEET /I IIO3UTVBHBI KIMHNYeCKIit 9P eKT Me-
tunuposanue STAT1 ageMeTMOHMHOM WM HET.

JIekapcTBeHHbIE NOPAKEHNA NEYEHN

Oco06bl1it MHTEpec MPEACTaBIAIT c000i paboThI, TOCBSIEHHbIE
9 GeKTMBHOCTU afieMeTVOHVMHA B INPEeNOTBPAIEHNUN JIeKapPCTBEeH-
HBIX IIOPaKEHUI II€YEH .

Santini D. ¢ coaBTopamu uccregoBamu 3hpPeKTMBHOCTD ameme-
THOHNHA y 50 MaIeHTOB C JIeKAPCTBEHHBIM IOpaKeHMeM IedeHU
XVMUOTEPANleBTUYeCKNMI CpeficTBaMi. Hopmanmsanusa aKTUBHO-
CTM TpaHCaMMHa3 U JIAKTATAeTMIpOreHas3bl OTMevanach y>Ke depes
HeJIe/Mo OT Havajla Tepalyy ¥ COXPaHA/NACh HA MPOTHKEHNN TIOCTIe-
AYIOIIMX JIByX Hefelb, YTO IO3BONM/IO MAKCUMAa/lbHO COXPaHMUTD
JUINTENBHOCTD Y CBOEBPEMEHHOCTD Tepanuy paka. Takum ob6pasom,
aJIeHO3VW/IMETVIOHVH IIPOJEMOHCTPUPOBAI CBOW 3((eKTUBHOCTD B
JIe4eHNV JIeKaPCTBEHHBIX ITOPAKEHMII IIeYeHN, OfIHAKO, I Ha 9TOM
HACTaMBaIOT CaMI aBTOPbI MCC/IEIOBAHNS, peasibHas Ol[eHKa I[eleco-
006pa3HOCTY ero Ha3Ha4YeHVs BO3MOYKHA TO/IBKO IIOC/IE IPOBENEHNS
KPYIHBIX MccenoBanmii 3-eit ¢assl (81).

Mamnsmok JI.B. ¢ coaBT. usy4anu BIMAHNME afleMETMOHNMHA Ha Te-
JeH1e IeKApCTBEHHBIX IIOPAYKeHMI ITe4eH ), BbI3BAaHHBIX XMMUOTEpa-
MEeBTUYECKMMM CPEACTBaMM, ¥ 19 manueHToB ¢ pakaMu pasamM4dHON
nokamusayyu. Y 10 manuenTtos 0,8 rpaMMa afieMeTMOHMHA BHYTPb
HO3BOMMIN JOOUTHCS HOpMa/lu3alyy TpaHCaMuHa3 4depes3 1 mecsry
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Tepamnmy, y OCTaJbHbIX HNALMEeHTOB, KOTOpble IpuHMMam 6ornee re-
IIATOTOKCUYHBIE IIpenaparsl, Kypc Tepamuy SAMe konebancs ot 2 1o
4 mecsiteB. Takum o6pasom, Tepamnus afieHO3MIMETUOHNHOM 03BO-
NVIa TMPOBefieHNe MOTHOTO Kypca XuMuoTrepanuy 6e3 OTKIOHEHWs
ot nporokona (uut. mo Tarapenko O., 2011 (3)).

B "HemaBHeM mccnenoBannuy Vincenzi B. u Daniele S. 78 60nbHbBIX
C KOJIOPEKTA/IbHBIM PAKOM HOIIOTHUTEIBHO K OCHOBHOMY KYPCY XM-
MuoTrepanuy (KanenuTabyH + OKCAIMIUIATVH) TOIy4aay OeBarus-
yMa0, a 4acTb MAIVEHTOB ellle ¥ afleMeTMOHNH. ABTOpaM YAaIoCh
HOOUTBHCS CTAaTUCTUYECKN 3HAYVMOTO YMEHbIIEHVs YPOBHS TpaHca-
MJHa3, TaKTaTAerporeHassl, oouero 6umpyouna, [TTII B rpymnme
aZleMeTHOHVHA 10 CPABHEHMIO C IPYIIIION, B KOTOPOJl OH HE IIpuUMe-
usics (3).

AnkoronbHas 001e3Hb IeYeHN

VccnenoBanus 9 beKkTMBHOCTY 1 6€30MaCHOCTH ajleMeTHOHHA
B JIeYeHUY a/IKOTOIbHOI 00JIe3HY IIeYeH MPOBOAATCS ¢ 80-X TOTOB
20-ro Beka. B ogHOM M3 paHHUX paHAOMM3MPOBAHHBIX UCCIENOBa-
Hut Vendemiale G ¢ coast. 1989 ropa, Bkmouasiiem 39 (17 B rpymie
aJleMeTMOHVHA) MAIVIEHTOB C 3TOJ IaTO/NOrMel, OBII0 0OHAPY>KEHO
BOCCTAHOBJIEHJE YPOBHS IIyTaTMOHA B TeIIaTOLMTAX IIOf BIVISTHUEM
LIECTU MeCALeB Tepalny, BK/IKYaBlIeil 1,2 rpaMma aieMeTMOHMHA
(82). Cnemyer OTMETUTD, YTO K TOMY VICC/IEOBAHNIO HeJaBHO ObIIN
BBICKAa3aHbl 3aMeYaHNA METOHOIOTMYECKOT0 Xapakrepa. Anstee Q.
Day C. oTMeyaroT, YTO HeCMOTPsI Ha 3aJjeK/IapMPOBAHHOE B pasfiere
«Marepuasbl 1 METOABI» TYICTOJIOTNYECKOE VICC/IeOBaHNe TKAaHU T1e-
YeH, pe3y/IbTaTOB 3TOTO aHa/IM3a IPEACTaB/IeHO He ObIIO, @ aBTOPBI
COCPeIOTOYM/INCH Ha OIVICAHWUM YTy 4IIeHNI OMOXMMIYEeCKIX MapKe-
POB U IIyTaTnoHa (2).

Cpenu npyrux pabort, IpoBefieHHbIX B 80-X TOfiaX MpefbIayle-
TO CTO/ETUs, CTIeAyeT OTMeTUTh paboTsl Altomare ¢ coast. u Cibin
¢ coaBT. (83,84). [IpoBeneHHbIE C BBIOTHEHNEM PAaHIOMM3ALUYU U
C VICIIONIb30BaHMEM IIIalle60 Ha HeOONbIIMX TPYIIAX IalMEeHTOB
(35 1 64 4emoBeKa, COOTBETCTBEHHO) C aJIKOTOIbHOI 60/IE3HBIO I1e-
YeHV Pa3HOIl CTeleHV BBIPRXKEHHOCTY (TSDKe/Oi JeKOMIIEHCHPOBaH-
HOJ C IIUPPO3OM M TemaTUToOM 6e3 uUppo3a), OHU MOKa3alIu 3HaAUN-
TeJIbHOE yBeMMYeH)e KOHI[EHTPAIVY IJTyTaTVOHa, IIVICTeMHA, Taypu-
Ha, COIIPOBOXKaeMOe CHIDKEHUEM YPOBHS BHYTPUIIEYEHOYHOTO Me-
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THOHMHA (83), ¥ YMeHbIlIeHNe TPEBOXXHOCTH, AEIPeCccuy, aKTUBHO-
ctu ITT u xonmnyectBa norpebnssemoro ankorons (84) npu nedeHun
aJIeMeTVOHIHOM B fio3e 1,2 T/CyTKu BHYTpb (IIepBOe MCCIefOBaHue)
1 200 MI/CyTKY BHYTPUMBILIEYHO (BTOpOE).

ITono)xuTenbHble pe3y/IbTaThl NPYMEHEHVs aleMeTHOHVHA Y
HALMeHTOB C a/IKOTO/IbHON 0O0/Ie3HbI0 IeYeHN OBbUIM TIOJTy4eHbI 1 B
0oee IMO3JHUX PAHJLOMU3MPOBAHHBIX IIIalle00-KOHTPOIMPOBAH-
HbIX ucnbiTanysax: Corrales n gp. (ankoronmpHas 60/e3Hb pasHOI
CTelleHM, TUI BMeIlaTenbCcTBa — 1,2 T/CyTKM BHYTpb), Loguercio u
ip. (20 manueHTOB C AJKOTOJBHBIM IIppo3oM u 20 6e3 Hero, THUII
BMellTaTenbcTBa — 2,0 I/CyTKu BHyTpuBeHHO), Diaz Belmont ¢ coasr.
(0,2 r/penp BHyTpuBeHHO), Chawla ¢ coaBrt. (7 manueHToB C anKo-
TOJIBHBIM IIVIPPO30M, TUII BMelnaTebcTBa — 0,8 I a/leMe TMOHHA B/B).
B 3Tyx mccrenoBaHMAX, BKIIOYEHHBIX IT03/[HEE B MeTa-aHaIN3 rela-
ToO6umMapHoit rpynnbl KokpeitHoBckoro coobiectBa (cM. HIDKe),
OBUIO IPOJIEMOHCTPMPOBAHO Y/Iy4IleH)e MeTabomI3Ma MEeTHOHNHa,
yBe/IMYeH)e KOHI[EHTPaLMU B KPOBM ITIyTaTHOHA Y LIVICTENHA, a TaK-
JKe yITy4IlleH/ e HeKOTOPBIX OMOXMMUYeCKUX mapaMeTpos (85-88).

B pabore konmtekTBa KCcIefoBaTeeil of pyKoBoaCcTBOM Trespi
M3y4anoch JielicTBuMe KoMOMHauuy ajfeMeruonuHa (1,5 r/cyTkn) n
TaypOYPCOIe30KCUX0/IEBOJ KUCTOThI B CPaBHEHMM ¢ MOHOTepaIei
TOJIBKO MOCTEHNUM IpenapaToM. Vccnepopanue BKao4dano 210 ma-
[[MEHTOB C A/JIKOTOJIbHON 00JIe3HBIO MTeYeHN U IPOJODKANOCH 24 He-
nemi. B BbIBoax aTOrO MCCIemoOBaHMA 3HAUUTCA, YTO KOMOWHAIVIA
aJleMeTUOHVHA U TaypPOYPCOHe30KCUXOIEBOI KMUCTIOTHI IPUBOAUT K
3HAYNTENIbHO 0Oo0Jiee BBIPA)KEHHOMY YIYYIIEHUIO OMOXMMIYECKUX
Mapkepos (89).

B My/nbTUIIEHTPOBOM pPaHIZOMM3VMPOBAHHOM [IBOITHOM CJIEIIOM
w1aeb0-KOHTPOMMPOBAaHHOM uccenoBanun Mato .M. u coaBto-
poB mayyanuch s ¢exTs! afemernonnHa (1200 mr/cytku) y 123 ma-
IVIEHTOB (13 HYX 61 Mal[MeHT KOHTPOJIbHOJ T'PYIIIIBI) C aIKOTOTbHBIM
IVIPPO30M Ie4eHN. ABTOPBI OOHAPY>KI/IV CHYDKEHJE CMEPTHOCTH 1
IPOJJIEH)e CPOKOB JI0 TIePecajiKyl OpraHa, TO eCTb OTCPOYKY TPaHC-
mwra"Tanum (30% u 16% B rpynme miane6o 1 SAMe cOOTBETCTBEH-
HO, p = 0,077). OTu AB/IeHNA OKa3a/MUCh CTATUCTMYECKU 3HAYVMBbI-
M (29% u 12%, p = 0,025) TONBKO IOC/Ie UCK/TIOUEHS TTALMEHTOB C
TsDKenbIMM popMaMy Hypposa (kracc C), To ecTb TONMbKO B IpyIIe
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HAlMEHTOB C paHHUMU cTagusiMu 3abomeBanus (kmaccst Child A u
B) (90). Cpenu mpyrux HefOCTaTKOB 3TOTO VICC/IENOBAHNUs, KOTOPOe
cpenu Bcex uccnenoBannii agpdexkrnBHOCTN SAMe pyu aIKOTONIBHO
007e3HM IeYeH ), IPOBEIEHHDIX K HACTOAIIEMY MOMEHTY, CIMTACTCH
Hay6osee KPYIHBIM ¥ IIPOJO/DKUTENbHBIM, Ha3bIBAIOT NIPUCYTCTBIE
HalJMEeHTOB ¢ XPOHMYeCKUM BUPYCcHBIM rematutoM (HBV u HCV) B
UCCIefyeMbIX rpynmnax. KommuecTBO TaKMX MAIMEeHTOB COCTABITIO
oyt ¥4 (41,49).

B y>xe ynomuHaBIIeMcs BbIIe OTKPBITOM HEPaHJOMU3VMPOBAH-
HoM uccnegoBanuu Fiorelli u fip., ymoMmuHaHusA o KOTOpOM MHOTAA
BCTPEYAIOTCSA B OT€YECTBEHHO INTepaType, IOCBAIeHHON Ha3Have-
HIIO afieMeTOHHA IIPY a/IKOTO/IbHON 60JIe3HM TIe4eHI, TONbKO 18%
13 640 BK/IIOUEHHBIX ITALIMIEHTOB MMeJV TaKoi anarnos (63). Kak yxe
TOBOPU/IOCD, KAKMX-MOO IIPEVMYIIeCTB OJHOTO ITy TV BBEICHNA afie-
METMOHVHA HaJl APYTUM BBISABJIEHO He ObIJIO, CaMO MCC/IeJoBaHMe H0-
Kasajio yTydllleHne 6MOXMMIYecKIX OKa3aTelell, HO IIOABEepraioch
KPUTUKE 32 HU3KOE METO/IOJIOTMYECKOe KaueCTBO (CM. BBIIIIE).

B HepaBHeMm nccnepoBanyuy Medici ¢ coaBTopamm, pesynbTarhl
KOTOpOro ObpUIM Onmy6MKoBaHbI B HOsI0Ope 2011 roga B aBTOpUTET-
HOM JXypHaye «Alcoholism», 610 U3y4eHO BMVSAHUE IBYXIE€THETO
Kypca ageMeTnoHyHa (1,2 r/CyTKyU IepopaabHO) Ha YPOBHU OMOXM-
MIYECKUX MapKepoB U MOPQOIOrnuecKylo KapTuHy nedenn y 37 na-
IIVIEHTOB C aJIKOTOJIbHOI 00JIe3HBIO TIe4eH) B CPaBHEHUM C IIaLe6o.
A6cTyHeHIA 6bLIa BAKHBIM YC/IOBYEM BKTIOUEHVIA TAIIVIEHTOB B 3TO
uccnenosanne. IToce 24 MecsneB Tepanuy aBTopaM He yAanoch 00-
HApY>KNUTb KaKMX-TMOO CTATUCTUIECKV 3HAYVMMBIX OT/IMYMIL B ITOKA-
3aTesAX TPaHCaMIMHas, OMIpyO1Ha, 1e10YHol PpocdaTasbl, MEX/Y-
HapoJHOro HopMaausupoBanHoro otHoueHus (MHO), obiero 6er-
Ka, KoHIleHTpaunun SAMe, a/leHO3MITOMOLIMCTENHA 11, YTO Haubosee
Ba)XHO, ITOKasaTensx ¢puoposa. [MCcTomOrn4eckoro ynydieHns Iof
B/IMSIHUEM TepalVM afleMeTVOHVHOM B CPaBHEHM C IIIaLe00 Takxe
He OBUIO OOHApy>XKeHO (OLleHMBA/IICh IPU3HAKY CTeaTo3a, Gpubposa,
BOCHasieHNs 1 Tenblia Mannopu-/lenka). Cpeny HEOCTaTKOB 9TOTO
VICCTIEIOBAHMA CaMI aBTOPBI OTMeYaioT HeOO/IbII0oe KOMNYeCTBO IIa-
IIVIEHTOB, BLICOKYIO YaCTOTY JOCPOYHOTO 3aBEPLICHNA MCCIETOBaHNA
HalMeHTaMM BCIeICTBIE HapyIIeH s abCTIHeHINY, He6OoIbIIoe KO-
JINYeCTBO NPOBEJEHHBIX OMOIICHIA, @ TAKXKe OTCYTCTBIE OLIEHKY KOH-
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LIEHTpaLuy aieMeTHOH)HA B TKaHY Ile4yeH. ABTOPbI JAHHOTO JBOJI-
Horo cnenoro PIIKM o6pamator BHMMaHMe Ha TaTO(GU3MOIOIMYeCKI
0060CHOBaHHYIO I1e1eCO00pa3HOCTh KOMOVHMpPOBaHMs SAMe 1 BuTa-
MuHa B, ypOBHUM KOTOPOTO CHVMIKEHDI y MAILMIEHTOB C a/lKOTOIbHOM
00JIe3HBIO IIEYEeHY, ¥ KOTOPBII HEOOXOVIM J/IsI peann3aluy HeKOTo-
pbix 9 dekToB ameMeToOHNHA (0Opa3oBaHMe ITTyTaTMOHA U3 TOMO-
mucrenHa) (41).

HeankoronbHas >KMpoBasa 601e3Hb IedeHn

3HauyeHue Tepanuy SAMe B JledeHUY KUPOBOIL 00JIE3HN IIeYeHN
HeonpeneneHHo. Ilatodumsmonornyeckas ocHoBa 3¢pdeKTUBHOCTI
a[IeHO3WIMETVIOHVHA 3aK/II0YaeTCsl B ero BIMAHUY Ha cuHTe3 ¢oc-
daTuauIxonuHa U rIyTaTnoHa (cM. pasjgen MeXxaHU3Mbl IeICTBYSA).
OKCIlepUMeHTaIbHO OOHAapY)KeHHbIe B OIbITaX HAa I'PBI3YHAX, B TOM
qJc/ie HOKayTHBIX Kpbicax mHuy MATO (mumenHbix rena MAT1A),
no3utyuBHble 3¢ PexTsr SAMe (91-94) TONbKO HEABHO CTa/lN HAXO-
IIUTH CBOE IOATBEP>KEeHIE Y Ye/IOBeKa.

Tak, Kalhan S.C. ¢ coaBTopamu 3aoKyMeHTpOBaIN yrHeTeHNe
peakIuil peMeTUINPOBAHNA TOMOIMCTENHA Y YMEHbIIeH)e YTUIN-
3anuy (TpaHCMETM/IMPOBAHMA) METMOHVHA y 15 MaIueHTOB ¢ -
CTOJIOTMYECK! IOATBEP)KJIEHHBIM CTEaTOTeIIATTOM B CPaBHEHMM C
19 300pOBBIMU [JOOPOBO/IBLIAMM, YTO OBIIO CBSI3aHO C YTHETEHUEM
MAT I/III cBo6omubIMY pagukanamu (95).

Kak u gpyrum aBTOpaM 0630pOB, IOCBALIEHHBIX aJleMETUOHIHY
(2,96), HaM He yamoch 0OHAPYKUTH BBICOKOKa4eCTBEHHbIX K/IMHIYe-
CKIX MCC/IeOBaHNIL, B KOTOPBIX MCC/Ief0BaNoch Bo3jelicteue SAMe
Ha Te4eHJe HeaIKOTOIbHOI KMPOBOIL 60/Ie3HN IIedeHN. YIIOMAHEM O
POCCUIICKOM OTKPBITOM PaHZOMM3MPOBAHHOM MccnefnoBanuu bapa-
HoBcKoro A.IO., mposenenHoM B 2010 rogy y 84 manueHTOB C Heas-
KOTOJIbHBIM CTeaTOreaTMTOM. Bo/IbHBIM, Hapsy ¢ AMeTOl, HalpaB-
JICHHOJI Ha CHJVDKEHJE MAacChl Tejla, Ha3HayaIu aJ[eMeTVOHMH B Jl03e
1,2 rpamMa (1 rpynma, n =29) n 0,8 r (2 rpymnma, n = 27). Ha 10-11 genn
Tepanuu y 25 (86,2%) manueHToB IIepBOJi TPYIIILL, a Yepe3 1 MecsAn y
26 ManMeHTOB NIepBOM U y 17 BTOPOII IPYIIIIBI OTMEYa/IMt HOpMaausa-
yito okasareseit nuronusa (AJIT) u ynyuienne conorpadudeckoit
KapTUHBI [IeYeHN, KOTOpble OCTAaBa/ICh B IIpefie/iax HOPMBI B Tede-
Hle 2 MeCsIIeB I0C/Ie OKOHYaHMA Kypca nedenus (97).
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4.5. besonacnocmo

Kax y>xe roBOp/IOCh B IIPeAbITYIINX pasfieNax, aleMeTVOHIH — J10-
CTAaTOYHO HECTOVIKOE BO BHEIIIHEII Cpefie COeVIHEeHMe, IOfIBePXKEHHOe
paspylIaleMy BO3/e/ICTBUIO cBeTa, TemnepaTypsl u pH. Crporoe
coOmofieHNe TpaBII XpaHEHNA U BBeJleHNs ITpenapaTa — 00s13aTen-
HOE YC/IOBJE€ €T0 6€30IIaCHOTO MCIIOIb30BAHNA.

MHeH)sT aBTOPOB MCCIIEIOBAHNUII ¥ CUCTEMaTUYeCKuX 0030pOB
B OTHOIIEHWM PJCKA PasBUTUS NOOOYHBIX peakiuil obCcyXaaeMo-
rO0 CpefiCTBa HEOJHO3HAYHbL. EC/IM OfHYM aBTOPBI YTBEPXKIAIOT, YTO
SAMe — UCKIIOUNTENBHO 0€30IaCHBIN Iperapar, PUCK PasBUTHA
ITP xoTOoporo BecbMa HU3KMUIA, TO IPyTHie IPU3BIBAIOT COXPAHATD Ha-
CTOPOXXEHHOCTD B OTHOILIEHNY €TI0 IIPYIMEHEHM.

ITpodeccop T.[. 3BArnHIIEBa yKa3bIBAET, YTO YACTOTA Pa3BUTHUA
HOOOYHBIX peaKIuil IIpy IepopaTbHOM IpueMe afieMeTHOHIHA CO-
craByseT 13%, BHyTPMBEHHOM I BHY TPUMBbILIEYHOM — 2,7 1 5,6% co-
OTBETCTBEHHO, He3HAYNTEIbHO OT/INYAACH B VICCTIEIOBAHUAX OT Ya-
CTOTBI TOOOYHBIX peakumit B rpymme mwiame6o (19). IIpoussogurens
afleMeTyoHnHa pupma Abbott B VIHCTpyKIuy 0 IpUMeHEeHNIO CBOe-
ro Iperapara yKa3blBaeT HECKOIbKO OOJIBIIIYI0, BEPOATHO YCPeHEH-
Hy10, TUPpy — 7,2% (15).

Cpeny OIVCaHHBIX aBTOpaMM MCCIefoBaHMil 3¢ deKTuBHOCTI
SAMe npy pasnmM4HbIX 3a00/IeBaHMAX IeYeHM IOOOYHBIX 3Pdek-
TOB HayboJlee 4acTO BCTPEYAIOTCA: Ayapes WIN, HAIPOTUB, 3aIOp,
B3[lyTUe >KMBOTA, 00/Nb B 00/MAaCTM >KMBOTA, M3XKOTa, IPEXOfsIas
0eCCOHHMUIIA, CYXOCTb BO PTY, TOJIOBOKPY)XeHe, IIOTIMBOCTD (69,98).
He ncxmoyeHO pasBuTHe a//IEPIMYECKNX PeaKIil pa3HON CTeIeHN
TSDKECTU — QaHTVIOHEBPOTMYECKOTO OTeKa, OTeKa FOPTaHM, OsIBJIeHNe
aJIeprMYecKyX SHAHTEM, a TakKe MeCTHBIX 9(pPekToB — PredbuToB
" HeKpo30B (15).

B uccnenosanuu Medici V. ¢ coaBT. onucana penkas mo6o4Has
peakiys, BOSMOXKHO CBsI3aHHAsI C IIPUEMOM aJieMeTMOHMHA: [IOTepsI
BOJIOC, KCEPOCTOMA ¥ HOYHOe oTooT/eneHue (41).

Cpenu npyrux, BO3MOXXHO (!) CBI3aHHBIX C IIPYEMOM afieMeTH-
oHNHa, [IP ykaspIBaloTCA: yBelM4eHMe pUCKa pa3BUTIA YPOIOrmye-
CKMX MH(EeKIWI, MBILIeYHbIe CYJOPOry, OONTe3HEHHOCTh CYCTaBOB,
TUIepPTepMIS, TPUIIIONONOOHBIN CUHAPOM, >KeTyLOYHO-KUIIEYHOe
KpoBoTedeHne (15).
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B npoananusupoBaHHO HAMU JTMTepaType BCTPEYAIOTCS yKasa-
HIIS1 HA BO3MOYXHOCTD PasBUTIA TAXKETOT0 CEPOTOHIHOBOTO CUH/IPO-
Ma IIpY OTHOBPEMEHHOM IIpuMeHeHnr SAMe 1 HEKOTOPBIX aHTHUJIE-
IIPeCCaHTOB (KIOMMIIPAMUH, TPULIVKINKY, CeIeKTUBHbIE MHIMOUTO-
pBI 00paTHOrO 3aXBaTa CepOTOHMHA, TPUNTO(AH-COfepIKallye CPe-
ctBa) (99,100). DM faHHbIE, OTHAKO, HE HAIIIV CBOETO IOATBEPXKe-
HYIS1 B HEKOTOPBIX ITIOCTIE{HVIX VICCTIEIOBAHNAX, T10 KpaliHell Mepe, s
CUO3C (9,101-103).

HacTopo)keHHOCTDb B OTHOIIEHMY TOOOYHBIX PeaKIVii CO CTOPO-
HBI IIeHTPa/IbHOI HEPBHOII CUCTEMBI C/IeyeT COXpaHATh IIpU Ha3Ha-
YeHMM aJleMeTVOHMHA [TAllMieHTaM C CONYTCTBYIOIMMY OUITOTISPHBI-
MM paccTpolicTBaMu. VIMerTcA cooO1eH s 0 BOSHMKHOBEHNY TUIIO-
MaHUI, MAaHUI VIV IOBBILIEHNN TPEBOXXHOCTHU NOJ, BIMAHNEM SAMe
y Takux nanyeHTtos (98,99). Haubonee onTuManbHbIM pellleHVeM B
TaKVX CTy4asX, Ha HAIll B3IJIAJ, SIB/ISI€TCS OTMEHA ajieMeTHOHMHa. Pe-
KOMEH/1yeMBbIil HEKOTOPBIMY aBTOpamiu (98) nmpuem «CTabUIN3aTopoB
HAaCTPOEHMsI» B KaueCTBe «(pOHOBBIX» IIPEIIapaToB HelleecoobpaseH,
TaK KaK BjIe4eT 3a COOOII OIOJTHUTE/IbHbIE PUCKY Pa3BUTH T060Y-
HBIX peaKLMil KaK CO CTOPOHBI IeNaTOOMINAPHON 1 LIeHTPaTbHOM
HEPBHOII CUCTEMBI, TaK Vi [PYTVX OPTAaHOB U CUCTEM.

B VHCTpPYKIMM 110 MCIIONb30BAHUIO OPUTVIHATIBHOTO aleMeTOH -
Ha IIMeeTCA YIOMJHaHNe 0 BecbMa peakoit [TP — cymiuanpaoM nose-
JIeHUV Vi CYVMLIMZIQ/IbHBIX MBICTISIX, KOTOPbIe BO3HMKAIOT B IIEPUOJ Jleye-
HIIA JISTIPeCCUM O IIepeXofia 3TOro 3a00/IeBaHNA B CTa[II0 PEMIICCHUIL
Heo6x0a1Mo y4ecTb, YTO BOSHMKHOBEHIE 3TOI PeaKIVJi MOXET ObITh
CBsI3aHO U ¢ caMoli 6ore3Hblo. CobmrofieHre Mep 6€30IacHOCTH, IIpe-
KJie BCero — IIOCTOSIHHOE M TIaTelbHOe HaOJTIofieH e 3a MallyieHTaMI,
ABJIAETCA HeOOXOVMBIM IO BBI3OPOB/IEHNMA OOIBHOTO.

Vicnionp3oBaHye afieMeTHOHMHA, 1 9TO YKa3aHO B VIHCTPYyKIMsAX
0 IIPYIMEHEHNIO IIPEIIapaToB €ro COAepIKAIINX, CIIOCOOHO BIMATD Ha
CKOPOCTb PeaKLMy U BBI3BIBATb 0OMOPOK, IO3TOMY OT paboTbl, Tpe-
Oyroleil MOBBIIIEHHOTO BHUMAHVA (BOXK/IEHME TPAHCIOPTA, HAIIpH-
Mep) B IIePHO], TIeYeHN aJleMeTVOHVHOM CTOUT Bo3fep>karhbes (15).

Hecmotps Ha TOT akT, 4TO MCIONTb30BaHME a/leMeTMOHHA Y Oe-
PEMEHHBIX XKEHIIMH C X0/IeCTa30M He 0OHApPYXXMIO KaKUX-11bo He-
raTVBHBIX BO3ZeVicTBMIT Ha 1w1of, B [ u II TpuMecTpe GepemeHHOCTI
IperapaT Ha3HAYal0T TO/IbKO IIOC/Ie BCECTOPOHHEN OLEHKM PICKa
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PasBUTHA TOOOYHBIX peaklnil y MaTepy M IUIOA VI IIOTEHIIMATbHO
II0/Ib3BI OT €r0 IpuMeHeHu:A. Takoe e IpefocTepesKeHe aKTyaIbHO
u B riepuope makraryu (15).

BesomacHOCTh U 9 PeKTUBHOCTD Ha3HAYEHMS afleHO3UIMETNO-
HJHA B IETCKOM BO3pacTe 0 HACTOALIEr0 BpeMeHM) He YCTaHOBJIeHA.
Vimeercs psag paboT, B KoTopbix SAMe HasHa4yasICs MOAPOCTKAM, Off-
HaKO KPYIIHBIX MCCIeOBAHNIT, IOATBEP)KAI0IIX 6€30I1aCHOCTD €Tro
VICTIOJIb30BaHs1, HAMM OOHAPYKEHO He OBIIO.

4.6. JlokazamenvHas meOuyuHa

Kak 6b110 1T0Ka3aHO B MPEABIAYIUX YaCTAX Hallell paboThl, CO-
IJIACUTBCA C HEOOOCHOBAHHBIMM JIeK/IapallsIMJI HEKOTOPBIX aBTOPOB
O TOM, YTO aJ|leMETMOHUH He MCC/Ie[JOBaH B PaHIOMM3VMPOBAHHBIX
11a1e60-KOHTPOMMPOBAaHHBIX uccnenoBanysax (100), Hembss. Op-
HaKO JJaHHbIe CHCTeMAaTHYeCKMX 0030pOB U MeTa-aHaJIN30B, B TOM
qyCrIe Y TeX, YTO ObUIN IpoBefeHsl lenato-bumapHoii rpynmoit Ko-
KPEJTHOBCKOTO COO0IIecTBa, He BCerfja OJHO3HAYHbBI Y He JIMIIEHDI
HEJIOCTaTKOB.

[Toxkanyit, mepBas IIONBITKA CUCTEMATH3aLMM HAKOIUICHHBIX
IaHHBIX 00 9 (eKTUBHOCTYU aZleMEeTMOHNMHA Y MAIIEHTOB C 3aboe-
BaHMAMM IIeYeHY, KOTOpPbIe COIPOBOX/AIOTCA BHYTPUIIEYEHOUHBIM
X0J1ecTas3om, sABiseTcs 063op 1990-ro ropa, nposefenHsiir Coltorti
M. ¢ coaBTOpamu. B Hero ObUIM BKIIOYEHBI KaK MCCIETOBAHNS HU3-
KOTO KauecTBa (OTKPBITHIE, TUIIA «CTy4aii-KOHTPOIb» U JPYTUeE), TaK
u 6oree KadecTBeHHble (PaHIOMM3NMPOBAHHBIE, IIale00-KOHTPO-
NMMpOBaHHbIE). ABTOPBI 0630pa NMPUXOAAT K BBIBOAY O TOM, YTO afe-
HO3WMIMETVMOHMH CIOCOOEH yMEHbIIATh K/IMHUYECK)e IPOsBICHMS
xornecrasa (3yg, ZMcKoM(OPT, YTOM/ISEMOCTD) U IO3UTUBHO BIUATD
Ha YPOBHM OMOXVMMMYECKMX MapKepoB — OMIMPYOMHA U 1IeTOYHOI
docdarassr (104).

OnHMM U3 NepBBIX CUCTEMATNYeCKNX 0630poB 3¢ peKkTuBHOCTI
aJleMeTMOHVHA IIpY BHYTPUIIEYEHOYHOM XOJIeCTas3e, COIPOBOXKIA-
€MOM MeTa-aHa/lIn3oM, sABJsieTcs: aHamm3 Frezza M. ¢ coaBropamu,
OITy0/IMKOBaHHBIN B Hayasie 90-X rofoB npoutoro Beka. OH BK/II0Yas
6 KOHTPO/IMPOBAHHBIX MCC/IEOBAHNIT, IIPOBEICHHBIX Y MALMEHTOB C
Pas3IMYHBIMY 3a00/1eBaHNAMI. AIeMETVIOHVH B CPaBHEHNN C IUIaIe-
60 uepes 15 — 30 gHel Tepanuy CTAaTUCTUIECKY 3HAYMMO ITpeKpalal
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KOXXHBIII 3y]], HOpMa/I30BaJI /I BBIPaXKeHHO CHIDKaN (Oortee yeM Ha
50%) ypoBHM ob1iero u cBsizaHHOTO O1npy6mHa, AJIT, rammarmny-
TaMWITPAHCIIENTUAA3bl U IenodHoi ¢ocdarassl. ABTOpel 0030-
pa OTMeYaloT, YTO XOTA aJleMEeTUMOHVH VM BV ITOJIOKUTETbHO Ha
CHMIITOMBI IIOpP@)KeHVs IIeYeHY, ero JelIiCTBMEe M3y4YeHO HeJoCTa-
touHo (105,106).

B ne6onbiom o630pe n Mera-ananuse R. Tambini n gp., koro-
pBlit 66T ony6MKoBaH B 1997 rony, M3y4anoch BIMSHUE ajjeMe-
TVOHVHA Ha MCXOJ BHYTPUIIEYEHOYHOTO XO/ecTas3a OepeMeHHBIX.
ABTOpBI IpOaHA/IM3UPOBAIN Pe3yIbTaThl TPEX IIane60-KOHTPO-
NTMPOBAHHBIX MCCIENOBAHNI U IPUIIIN K BBIBOAY, 4TO SAMe Mo-
XKeT 0Ka3aTbcA 3P PeKTUBHBIM CUMITOMATIYECKIIM CPECTBOM JJIA
YMeHbIIEHVSI BBIPQXXEHHOCTY 3y/la ¥ YMEHbIUIEHMsT KOHL[EHTPaLuu
ounupy6mHa (107). B BpIBO#ax MOCIEYIOUETO CUCTEMATNIECKOTO
0030pa 1 MeTa-aHa/nM30B, mpoBefeHHbIX M. Hardy B Hauane 2000-x
rofi0B, OBIIO YTOYHEHO B/IMAHNE a/[eMeTUOHVHA Ha Te4eHIe XOJec-
Tasa PasHOIl STMOIOIM, XPOHNYIECKMX TeIaTUTOB 1 Ippo3a (69).

ITpn oueHKe MCXONOB X0MecTa3a 6epeMEeHHbIX ¥ BIVAHNA ajje-
MeTMOHVHA Ha HUX MCIIO/Ib30BaJIN ABAa TAKMX ITapaMeTpa, KaK KOX-
HBII 3/l ¥ KOHLIeHTpauus Oumupyouna. B cpaBHeHnn ¢ miane6o
SAMe craTucTM4ecKu 3HAYMMO YMEHbHIAN KaK BBIPa)K€HHOCTb
IepBOTO IIOKa3aresd, TaK U YPOBEeHb BTOporo. BHuMaHme muccre-
JloBaTesiell ObIJIO HAIIpaB/IeHO M Ha CPAaBHUTEIbHBIE VICCIEJOBAH
aJleMeTUOHVMHA C JPYTUMM aHTMXO/IECTaTUYECKVMMI CPeNCTBaMIU,
IpexJie BCero ¢ YPCOAeOKCUXO0/IeBOi KIUCIO0TOM. Tak Kak Konmye-
CTBO TaKMX CPAaBHMUTEIbHBIX MCCIESOBAHMII OKAa3aJI0Ch HEBENNKO,
Hardy M. ¢ coaBT. orpaHMYMINCh KaYeCTBEHHBIM aHATM30M, KO-
TOPBI II0Ka3aJl, YTO 06a Ipenapara 06/1ajaloT BEIPaXKeHHBIM IIPO-
TUBO3YIHBIM JIe/ICTBJEM, HO YCTYHAIOT 11O CBOell 3¢ PeKTUBHOCTI
cOoOCTBEHHOV KOMOMHAIVN. B OTHOIIEHNN BAMAHNA aeHO3UIMe-
tionnHa 1 YJXK Ha ypoBHM Omnmpy6uHa Kakoro-nub6o BbIBOfA
chenaThb He y#anoch. Ecny B ofHOM 13 Tpex 0TOOpaHHBIX IJIA aHa-
nM3a UCCIAeROBaHMil UX 3(PQPEeKTUBHOCTb OKasanach CpPaBHUMOIN
(108), To B ABYX ApyruxX — ageMeTnoHuH ycrynan YIXK (71,109).

Cregyer OTMETUTbH, YTO XOTs KoMbOuHanusa «YJIXK + ageme-
TUOHMH» U IIOKaszana cebs 6onee 3pPeKTUBHOIN B CpaBHEHUU C
MOHOTepamnueil OFHUM U3 9TUX CPEfiCTB, 0€30IaCHOCTb €€ B OTHO-
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HIEHNM 3[J0POBbA IIOfA OCTAeTCA NMPEeAMETOM Ja/IbHENIIero us-
yuenus (7,110,111). CnemyeT Takxe oTMeTuThb, 4T0 B 2009 romy
EBpomnelickasa Accoumanus o M3y4eHUIO Ie€YeHM BKJIIOYMIIA pe-
KOMEHJalunn II0 MCIIO/Ib30OBAaHUIO YHOMHHYTOﬁI KOM6MHaHMM y
OepeMeHHBIX JKEHIIVMH C BHYTPUIIEYEHOYHBIM XOJIECTA30M IIpU
HeapexTnBHOCTM MOHOTepanuy YIIXK (112). Pesynprarsl aHa-
JAM3a BAUAHKA ajjeMeTMOHMHA 1 KoMOuHanuu ero ¢ YJIXK, Taxxke
KaK ¥ MOHOTEpaluyu 3TUMM CPefCTBaMM, OBUIM PACCMOTpPEHBI B
cucTeMaTNYecKoM 0630pe coTpynHMKOB KoKpeiiHOBCKOro coo6-
mectBa Burrows R.E. ¢ coaBropamu 2001 roma u nepecMOTpeHbI B
2010 ropny (76) (cMm. panee).

Takue ke MCXO/bl OLEHMBAINCH U NIPY aHA/IN3€e BAUAHUA aJje-
METMOHMHA y IMalMeHTOB C XpOoHM4YecKuMu rematuramu. OTHO-
CUTE/IbHBIN PUCK COXPAaHEHMA KIMHWYECKM BBIPa)KEHHOTO 3y/la B
rpynnax SAMe okasazca B 2 pa3a MeHbIle, Y€M B TpyIIax Iia-
ne60. [TogoOHbIe pe3ynbTaThl OBUIM ITOTyYeHBI aBTOPAMU ¥ IIPU
IpOBEJEeHNY OLIEHK) OTHOCUTEIbHOTO PUCKA YMEHbIIEHNA YPOBHA
Ovpy6uHa. AJeHO3MIMETOHNH CTaTUCTUYECKU 3HAYUMO JIyd-
1Ie ITane60 yMeHbIIal BBIPRXXKeHHOCTDb 9TOTO MoKasarens (69).

B oTHOIEHMM MCXOMOB OCTPOTO TeNaTUTa, LUPpo3a MeYeHU
pas3MMYHON 3TUONOTKM, 3a00/IeBaHNIl MedeHU 0e3 Xormectasa u
UPPO3a, a TAKXKE TPAHCIUIAHTALMI IIe4€H) aBTOpaM He YHanoch
clenaTh OJHO3HAYHOTO BBIBOA O BAMSAHUU aleMeTMOHMHA. JTO
CBSI3aHO KaK ¢ MaJIOYMC/IEHHOCTHIO KauyeCTBEHHBIX MCCIeJOBaHNIA,
HOCBSILIEHHBIX M3Y4YeHUI0 ero 3 QPeKTMBHOCTU s HEKOTOPbIX
HaTOMOrMI (OCTPBIN remaTuT — 2 paboTHl, TPAHCIIAHTALMA TIede-
HI — 1 pabora), TaK U C TeTEPOreHHOCThIO JUAarHO30B U MCXO/IOB
1L APYTUX. ABTOPBI OTMEYAIOT, YTO BIMAHME aJleMETMOHNHA Ha
IIOKa3aTe/Iy BbDKMBAEMOCTY HAI[MEHTOB C remaToOMInapHoil ma-
TOJIOTHEN, 32 PeKUM UCKIoYeHneM (pabora Mato J.M. ¢ coasr.
(90)), mpaKTMYecKM He M3y4anoch, a OCHOBHOE BHUMAaHIE MCCTIe-
IoBaresieil OBIIO COCPEOTOYEHO Ha U3MEHEHUN OMOXMMUIECKUX
MapkepoB. Hamboree 4yBCTBUTeNIbHBIMM MapKepaMy BIVAHUA
aZleHO3M/IMETMOHMHA ABWINCh TpaHCAMMHA3bl, yMeEHbIIeHNE
UX YPOBHS OTMEYanoCh B OOJBUIMHCTBE IPOAHAIM3VPOBAHHBIX
crareii (7).
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Cucremarnyeckuit o63op/mera-ananus M. Hardy ¢ coasro-
paMm cumTaeTcsa Hambosee OOIIMPHBIM U3 IPOBENEHHDIX K HACTO-
AmeMy BpeMeHr. OH MCIONb30BaiCcs B pabore ATEHTCTBOM IIO
OLleHKe JICC/IelOBAHMIT B 00/IACTM 3[paBOOXpAHEHUA U M3YUEHNIO
KadecTBa MemyuuyHckoro obcnyxmupauus (Agency for Healthcare
Research and Quality/AHRQ) JlemapramMeHTa 3IpaBOOXpaHeHNA I
coumanbHbix cmyx6 CIIA (U.S. Department of Health and Human
Services/HHS) (7).

Henp3ss Ha3BaTh yTeMIAOIMMY JaHHBIE CUCTEMAaTHYECKOTO
0630pa u MeTa-aHann3sa 9¢pPEeKTUBHOCTY IePOPATBHOTO U MHBEK-
IIMIOHHOTO a/leMeTMOHJHA Y NAlVIEeHTOB C aJIKOTOJIbHOI 00/1e3HbI0
nedeHn (n = 434), ony6nukoBaHHoro [ermaToOuanapHoi rpymnmoi
KoxkpertHoBckoro coobmectsa B 2001 ropy n o6HOBNIeHHOM B 2006
rogy. AHa/lMM3MPOBAINCh 00Ijas CMEPTHOCTb ITAIMIEHTOB, CMEpT-
HOCTb, aCCOLMMPOBAHHAs C 3a00Ne€BaHMAMM II€YEHM, YacTOTa
TPaHCIUIAHTALMIT ¥ OCTIOXKHEHMII OCHOBHOTO 3aboneBanus u dap-
MakoTepanuu. VI3 9 0oTo6paHHBIX aBTOpaMy UCCIELOBAHMIL TONIBKO
O/IHO, YIIOMAHYTOE BbIlIE MccnefoBanne Mato J.M. ¢ coaBTopamMu
(90), oTBe4an IO CTaHZAPTHBIM KPUTEPMAM BK/IIOUEHNS ¥ COOOIIANo0
0 HOJIOXWUTETbHOM BO3JeICTBMM afleMeTMOHNMHA Ha TedeHMe ajl-
KOTOJIbHON Oorie3Hu medeHu. Tem He MeHee, Jjaxke K 9TOI paboTe
y crenuanuctos lenato6nuamapHoi IPyNIIbl MMEINCh 3aMeYaHMUA.
ABTOpPBI 0030pa NPMU3BIBAIOT K IIPOBEIEHNI0 MHOTOYNCICHHBIX U
BBICOKOKA4eCTBEHHBIX UCCTIeOBAHNII B OyayIeM, KOTOpbIe, B 4acT-
HOCTH, aZlyT OTBET Ha HaOOJeBIINe BOIPOCHI 00 ONTMMAIbHON
l03€, Ka4eCcTBe KM3HNU ¥ PapMaKOIKOHOMIYECKON COCTaB/IAIOIIEN
tTepanuy SAMe n 6yayT IpoBefeHbI C Y4eTOM AaHHBIX Mopdoro-
TMYEeCKOTO MCCIeNOBaHNA. B HacTosAIee BpeMs OCHOBAHMA €To JC-
HOTb30BAHNA B IPAKTMYECKON JEATe/IbHOCTY COMHUTE/IbHBI, TaK
KaK aJleMeTVOHMH He IPOJIeMOHCTPUPOBA 3HAYMMOIO BIMUAHNA
Ha OlleHJBaeMble TI0Ka3aTenu (CM. BBIIIE), @ TAK)Ke Ha KOMUYECTBO
notpebnsieMoro ankorons (49).

B y>xe ymomsanyToM KokpeitHOBCKOM CHCTeMaTH4ecKoM 0630-
pe 2001 ropa Burrows R.F. ¢ coaBTopamu, KOTOpbIit ObI1 0OHOB/IEH
B 2010 rogy, B oTmune ot MeTta-aHanusa M. Hardy ¢ coaBTopamn
(69) 6p110 BKIIOYeHO TonbKO 5 PITKV, mocBsIeHHBIX M3y4YeHUIO
93¢ PeKTUBHOCTY afjleMeTHOHNHA y OepeMeHHBIX C XOIeCTa30M.
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ABTOpBI 0030pa KOHCTAaTUPYIOT HEJOCTAaTOYHOE METOMOJIoryde-
CKOe Ka4yeCTBO MCCIeJOBaHNUIT, IPOBEeHHBIX 110 IaHHOI pobie-
Me, IOJYePKMBAIOT XOPOLINii Mpodub 6e30MacHOCTY Npenapara
U B UTOTre NPUXOAAT K BBIBOAY, YTO B HacTosllee BpeMs ybemu-
TEJIbHBIX JJ0Ka3aTenbCcTB apdexTuBHOCTU SAMe, BIpo4eM, Kak 1
YIOXK, B Tepanun xonecraza 6epeMeHHBIX He CYIIECTBYeT, XOT
aJleMeTVOHMH U CIOCOOEH IONOXKUTENbHO BIAUATD Ha BBIPA’KEH-
HOCTb 3ypa (76).

HeopHo3HauHBI JaHHBIE O BAUSAHNUY a/leMeTUOHIHA Ha Te4eHue
u ucxox HCV u gpyrux BupycHbix nndexnmit. XoTs cucreMaTunye-
CKMX 0030pOB 06e3 WIM ¢ MeTa-aHa/IN3aMy K HAacTOAILIeMY BpeMe-
HJ He NPOBEJEHO, CTIefyeT IOMHUTD, YTO Pe3yIbTaThl IMEIOIIX-
Cs1 MCCTIEOBAHMUII IPOTUBOPEYMBHI, @ Hab/M0jaeMble HEKOTOPBIMU
aBTOpPaMM OTKPBITBIX MCCTIETOBAHNUII O3UTYBHBIE I3MEHEHNUA NIPH
3TUX 00/Ie3HAX MOTYT OBITb 00'bSCHEHDI HEe TOJIbKO METU/IVIPOBAHN-
eM STAT1 n cencutmsanueit kK uHTepdepoOHy, HO U BIVUSAHNEM ajie-
MeTMOHVHA Ha BHYTPUIIEYeHOYHBIN X0/IeCTas, pa3BUTIE KOTOPOTO
XapaKTepHO s nHTepdepoHoTepanuu. HusennposaHme Takoro
nob6ounoro sdpdexra nHTEpPEpOHOB TaKKe MO3BOMSIET MPOBECTU
IIOTHOIIEHHBINI KYypC NMPOTMBOBMPYCHON Tepanuy 1 fooutbesa 6o-
Jiee BBIPQKEHHBIX pe3yabTaToB (32).

TakuM 06pa3oMm, HECMOTpPsI Ha [JOCTATOYHO OOJBLIOE KOJN-
4eCTBO MCCIefoBanmii 9QPeKTUBHOCTU afieMeTHOHWHA, C TOYKMU
3peHMA JOKa3aTe/bHOM MeAVIIVIHBI TOBOPUTD O I1e1IeCO0Opa3HOCTH
ero 00s3aTe/IbHOTO Ha3HAYeHUs MAIVieHTaM C MHQEKLVOHHBIMU
remaTUTaMy, aJIKOro/lIbHOM 0OJIe3HbIO IeYeHU U Xojectade Oepe-
MEHHBIX NpeXJeBPeMeHHO. SIBIAACH CPefCcTBOM CHMIITOMAaTHYe-
CKOTO JIEYeHM s, OH CIIOCOOEH YMEHbUINTD IPOABIEHNA X0/IecTasa
Y JeTIpeccuy, YAY4IINTh KayeCTBO XXV3HU Y 9TUX IMAILEHTOB, HO
ero BO3JielicTBME Ha 6ojiee TI06anbHBIE ITOKa3aTeny (CMEPTHOCTD
o01mjas, CMEpTHOCTb BCJIEACTBME TeNaTOOMIMApPHOI ITaTONIOTUN,
nporpeccupopanue Gpubposa) ocTaeTcs MOj BOIPOCOM.

AJNleMeTVIOHMH VIMeeT XOPOLINII TepaleBTUYeCKNIT OTeHI AT,
OCHOBAaHHBIII HA MHOTOBEKTOPHOM MeXaHU3Me JIe/ICTBM, OTHOCH-
TeJIbHO 0e30IaceH, HO IO-IIPeXXHEMY HYXXJaeTCs B IPOBEEHUN
BBICOKOKAYeCTBEHHBIX K/IMHMYECKMX MCCIefOBAaHUI U paboT ux
06001ar0LX.
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5.1. Ucmopus npumenenus

AHTpanb (QaHTpaHWIAT ATIOMUHINA,
Tpuc[N(2,3-gumeTnndennn)anTpannia-
TO]a/MIOMMHNSI MOHOTHUZIPAT) ObUI CUHTe-
3upoBaH B Havyase 80-x romoB XX BeKa Ha
OCHOBE KOOP[IMHAIIVIOHHOTO COEeIVHEHNA
amoMyHNA ¢ N-(2,3-guMerwn)-peHn-
JTAHTPAHMIOBOM (MedeHaMOBOIL, OHa e
MeeHaMIHOBasA) KUCIOTON U WU3y4YeH
crienmamucramu  HUM  ¢papmakonornn
u tokcukonorun HAMH VYkpaunsi, VIH-
cruryTa pusndeckoit xumun HAH Ykpa-
uHbl, HanuonanbHoit ¢apmMareBTIye-
CKOI1 aKajieMny YKpauHbl i B IPYTUX Ha-
Y4YHO-VICCIIEIOBATENbCKIX YIPEKICHUSAX.

MecdenamoBast KICIOTa, IOCTYXXIB-
Iasi OCHOBOV aHTpajs, OblIa CUHTE3N-
poBaHa B cepepuHe 20-ro Beka B 1abopa-
TOPUSX HECYIIEeCTBYIOLIeN HbIHe (QUPMBI
«Parke, Davis & Company» (ceityac —
¢unnman komnauuy Pfizer) n ucnonb3yet-
s TIO HACTOsIIee BpeMs KaK HeCTepOus-
HOe IPOTMBOBOCIIA/IATEIBHOE CPEefICTBO
(1).

[Ipn sKcnepuMMeHTalTbHOM  VICCIIe-
IOBaHMM MOJIEKY/IBl aHTPAIA, HApAAY C
OXKVIJITaeMbIMM
IpPOTHBOBOCHANTENbHBIMI  CBOJICTBA-
MU, VCCHIe[OBATeNsAMM  HEOXKUIAHHO
OBIT OTMEYEH TeNaTONpPOTEKTOPHBIN (-
(deKT, KOTOPBIN IPOABJISA/ICSA CHIDKEHUEM
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CMEpPTHOCTM >XMBOTHBIX IIPY OTPABJIEHU) TETPAXJIOPITAHOM. DTOT
a¢ddekT ObUI MOATBEP>K/IEH B Ja/NbHENIINX UCCIefoBaHMAX. V3yye-
HJI€ TelaTOIPOTEKTOPHBIX CBOVICTB aHTPAJL IPOJO/DKAETCS U B Ha-
crosimiee Bpems (2,3).

B xnmHMYecKoil NpaKTUKe YKPaMHCKMX Bpadeil aHTpaab Kak
reraTolpOTeKTOp MCIonb3yercs 6omnee 10 net. B HacTosAmee Bpems
OH 3aperucTpupoBaH B YkpanHe (¢ 1994 roga) n HEKOTOPBIX [PYTUX
crpanax CHI, manipumep, ¢ 2010 ropa B Kasaxcrane (4).

5.2. Dapmakoxunemuxa

Hay4nbIx my6nmkaumii, MOCBAIIEHHBIX M3YYEHUIO OCOOEHHO-
cTell papMaKOKMHETUKM aHTpassa Kputndeckn Mano. CornacHo VH-
CTPYKLIMM IT0 MEAVLIVTHCKOMY ITPMMEHEHNIO 9TOTO CPEJICTBA, AaHTPA/Ib
HBOCTUTAaeT MaKCUMa/IbHbIX KOHIIEHTPALI B CBIBOPOTKE KPOBM Yepes3
3 — 4 yaca 1ocJie IpreMa, a IEPUOJ, ETO MONTYBbIBEIEHNA COCTAB/IAET
4 — 5 gacos. IIpenapar BRIBOAUTCA ¢ MOYOI M KaJIOM.

5.3. Mexanu3m Oeticmeus

B mocTynHOI HaM nMTepaType MMEIOTCS COOOIIeHNS O MPUCY-
eyl aHTPa/Il0 aHTUOKCUIAHTHOI, IIPOTUBOBOCIIA/INTE/IbHOM, aHA/Ib-
resupylollei, cobctBeHHoN aHTN-HBV akTMBHOCTH, MIMMYHOCTUMY-
JMPYOIIUX U APYTUX CBOVICTB (5,6).

AHTVOKCUEAHTHBIT 9QQeKT aHTpansd OOYCIOBIEH HaIM4MeM
OKCUMETM/IBHOM IpynIbl B N-110/105KeHN 6€H30/IbHOTO KOJIbIja. BoI-
CTyIIasA B Ka4eCTBE «JIOBYIIKI» PaJINKaJIOB, aHTPA/Ib YMEHbIIAET BbI-
Pa’kKeHHOCTb IIPOLIECCOB IePeKNUCHOro oKucnennsa. COOTBETCTBEHHO,
cuHTe3 Oenka, pochonmnuoB 1 IIMKOTeHa B IeYeH) BOCCTAaHABIINU-
BaeTCs, 00/IerdaeTcs pereHepanysi TKaHU IIeYeHN I ee e TOKCULIPY-
fomas gynknys. [Ipopykiusa TpaHcaMmHa3 U 1eo4Hoi ¢ocdara-
3bl CHIDKaeTcA. YpoBeHb AT® B masme U spUTpOLMTAX BbIPACTAET,
k0apunyuent TAM®D/uI'M® Hopmanusyercs (3,5). [laHHbIT Mexa-
HU3M He]?[CTB]/IH AOCTAaTOYHO YHUBEPCAJIEH /11 BCEX I'€IIaTOIIPOTEK-
TOPOB C AHTMOKCUJAHTHOI aKTVBHOCTBIO.

Oco6eHHOCTBIO aHTpasIsA ABJAETCA NMPUCYLIVI eMy aHa/lIbre3MN-
PYIOIUIT ¥ IIPOTVBOBOCIIAMINTENbHBIN 9 dekThl. IIpoTnBoBOCTIAMM-
Te/IbHOE JIeJiCTBIe IIpernapara 00bsCHACTCSA BXOJAIIEH B €0 COCTaB
Me)eHaMOBOJI KUCIOTON, KOTOpas SABJSAETCA «KIACCUYeCKMM» He-
CTEepOVIHBIM IIPOTUBOBOCIIAINTEIBHBIM CPeACcTBOM. MedeHamoBast




104

Yactb 2

KICO0Ta, Kak u apyrue HIIBC, HeceneKTMBHO BO3/IENCTBYET HA V-
knookcureHasy (IJOI), ymeHblnast MPORYKINIO IPOCTAIIAHINHOB,
IPOCTALVK/IVNHOB, TPOMOOKCAHOB, YTO IPUBOJUT, B TOM YNUCTIe, U K
PasBUTHUIO AaHAJIBTETMYECKOTO ¥ aHTUNMPETIYecKoro 3¢ dexTos (7).
VIMeroTcs JaHHBIE VI O IPAMOM BJIVISTHUM aHTPasIAd Ha CUHTe3 VM aKTUB-
HOCTb OpafiMKVMHUHA, YTO YaCTUYHO OOYC/IOB/IMBAET €r0 aHA/IbreTH-
9eCKYI0 aKTUBHOCTD (8).

IIpoBeneHHbIe SKCIEPUMEHTHI in Vitro M in vivo MOKa3aay, 4To
IpOM3BOAHOE MedeHaMOBOM KUCTIOTHI — aHTpPalb YMEHbIIAeT MN-
TPALIMIO JISVKOLMTOB B OYar BOCIIA/IEHVS ¥ TOPMO3UT JeIPaHy/IALNIO
6azo¢uos. Yraerenue [JOI mprBOAUT K HAKOIITIEHNIO €€ OCHOBHOTO
cyOcTpaTa — apaxmJgOHOBOI KVICIOTHI, YTO IO3UTVBHO CKa3bIBACTCA
Ha CTa0WIbBHOCTY KJIETOYHBIX MeMOPaH, B YaCTHOCTY — JIM30COMAJIb-
HbIX (5). IIpoTMBOBOCHANNUTEIbHAS AKTUBHOCTH AHTPAISA MOXKET
OBITb OO'BACHEHA U €T0 CIIOCOOHOCTBIO YTHETaTh aKTUBHOCTD Opaju-
KMHUHA U [PYTUX KUHVHOB. JJaHHDI 9P PeKT 00BSACHAIOT yTHETeHN -
eM crienuduyecKux mporeas, IeiiCTBYIOIMX Ha o, -KMHMHOTeH I106y-
NMHOBOM ppakunm 6enkoB (3,9).

Cnoco6HocTh Me(eHaMOBOII KMUC/IOTBHI CTUMYIMPOBATh IPO-
LYKIVIO 9H[JOT€HHOTO MHTepepoHa u3BecTHa ¢ Hadanta 1980-x ro-
noB (1) (Boiitenko I'H., 2011). Onucana oHa u mist aHTpans. B akc-
HepUMeHTaX U KIMHNYeCKuX paboTrax OblIa moKa3aHa CliocOOHOCTD
3TOr0 IIperapara CTUMYINPOBATh (GArOUUTAPHYI0 aKTUBHOCTD
MakpodaroB 1 HeTPOPUIOB, yBeNNINBATh KOMMIECTBO T-Xerte-
POB U CHIDKATh YPOBHU IVIPKYIMPYIOIINX MUMMYHHBIX KOMIUICKCOB
(ppaxmum 11S — 19S), yBennumBarh NPOAYKIVIO 9HAOTEHHOTO VH-
tepdepona (5,10,11).

Bnusiume aHTpassA Ha LMKIOOKCUI€HA3y MOXKET OOBSCHUTH U
OIIVICAHHBIe B NuTeparype 3¢(eKThl Ha ypOBHE MUKPOLMPKYJIA-
TOpHOro pycna. brokasa mpousBopcTBa TPOMOOKCAaHOB TPOM6O-
OUTAMM ¥ HPOCTALMK/INHOB 3HJOTEMANbHBIMU KIETKaMM IIpU-
BOJUT K YMEHBUICHUIO arperanyuy KPOBSHBIX IUIACTVMHOK, C/IAIK
SPUTPOLUTOB, IPeJOTBpAIaeT MUKPOTPOMOO3 1, C/IELOBATE/NbHO,
yIydIlaeT MUKPOLMPKY/IAIVIO. AHTMOIPOTEKTOPHAs aKTUBHOCTD
TUCTOIOTYYECKY IIPOSIB/ISIETCS BOCCTAHOBJIEHVEM KallMJUIAPHON
remMonepysui, UCIe3HOBEHVIEM aBaCKY/LAPHBIX 30H U 3aKPBITHEM
apTepuo-BeHY/IAPHBIX ITYHTOB, HOpMasu3alyeii Kanubpa u Gpopmsl
MUKPOCOCYZHOB (9).
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AHTpanb CTUMY/IMPYeT CHHTe3 Oe/IKa B FellaTOLNTAX, YTO IIPOsIB-
JIA€TCs HOBBIIIEHNEM YPOBHeI CriennuuecKux 1 Hecrenuduiecknx
0e/KOB — NpOTPOMONMHA, aTbOYMMHOB, raMma-rno0ymmHoB (3,12).
Ot 3P PeKTh MOTYT OOBACHATHCA KaK YTHETeHMeM PO YKLV CBO-
OOMIHBIX paJMKa/IOB, TaK ¥ CIenMpIIeCKUM [AeICTBUEM aHTpasd Ha
MeXaHM3MBbI OuocuHTe3a 6enmka. K coxarneHnio, TOuHble MeXaHN3MBbI
C ONMCAHUEM «y4YacTVsI» KOHKPETHBIX (PepPMEHTOB U PETYIATOPHBIX
MOJIEKY/I K HACTOALIEMY BPeMEeHH B JINTePAType He OIMCAHBDL.

5.4. [lannvie knuHuuecKux uccied08aHuil

K coxanenuto, yTBep>KIeHIsI HEKOTOPbIX aBTOPOB O MHOT'OYIC-
JIEHHBIX 3KCIEPMMEHTA/IbHBIX U KIMHMYECKUX MCCIENOBAHMAX aH-
Tpasid IpU aHa/ln3e Crelaan3MpoBaHHO MEJUIIMHCKOI TUTepaTy-
PBL He NOATBEP)KAAIOTCA, IO KpaifHell Mepe, B YaCTy KJIMHUYECKOTO
U3y4eHM 3TOro Ipemnapara. KnmHudeckue ucciaefoBaHusa aHTpaisd
OT/IMYAIOTCA HU3KUM, C TOYKU 3pEHMA [OKa3aTelIbHON MeAMULIMHBI,
KaueCTBOM VI OTPaHMYMBAIOTCS HAOTIOEHVAMIY «CITy4daii-KOHTPOJIb»
WIN U3y4eHMeM OVHAMMKY TI0Kas3aTeslell O U IOoCc/le Ha3HauYeHM Jie-
KapCTBEHHOTO cpefcTsa. HaMm He ygamoch 0OHapy>KUTb HU OHOTO
PaHZOMM3VMPOBAHHOTO VI/MIN CJIETIOro, VI/VIN IIane60-KOHTPOIN-
POBAaHHOTO MccIefoBanys 3p(HEeKTUBHOCTU U 6E30MACHOCTI aHTpa-
1 npu 3aboneBaHMsAX nedeHn. Hyoke IpuBefieHb! TaHHbIE TeX KIN-
HUYECKUX MCCIeIOBAaHNI, KOTOPbIe YaCTUYHO JIeXKaT B OCHOBE PeKo-
MeHJJalUi K ero IpUMeHEeHMIO.

JlekapcTBeHHbIe IOPaKeHUA NMeYEeHN

Axymuuana B.H. n Paukayckac I.C. usyyamu a¢pdekTnBHOCTD
npueMa aHTpPajsd Yy MaLMeHTOB C Mn30(peHueil, pe3ucTeHTHON K
HeJpOo/IeNTUKAM, TO €CTb TOJl TPYIIIe MAl[IeHTOB, KOTOpble HAXOMAT-
Cs1 B 30HE BBICOKOTO pMCKAa PasBUTUSA J€KAPCTBEHHBIX IOpa’kKeHMIA
IIe4YeHM, TaK KaK BbIHY>K/I€Hbl IIPMHMMATb HECKOJIKO HelpOoJenTu-
KOB OTHOBPEMEHHO. AHTpa/Ib 3HAYVMMO Y/Iy4Ila/T MHTEePPEePOHOBBII
CTaTyC Y TaKUX OOJIbHBIX, YTO MOXKET UTPATh OIIpele/IeHHYIO POJib B
IpelOTBPAllleHNM Pe3UCTEHTHOCTH M JIEKAPCTBEHHBIX IOPaXKeHUI
neyenn. Kakme-mi6o crenyduyeckye Ie4eHOYHblE ITOKA3aTeny B
aTOIt paboTe He u3yvamich (13).

Bupycusiii remmatut C 1 aIKOTo/IbHAsA 60/Ie3Hb NeYeHN

B uccnenoBaHuM XapbKOBCKMX TacTPOHTEPOJIOrOB, IIPOBEJEeH-
HOM IIOfi PYKOBOZICTBOM Ipodeccopa 3Bsaruuuesoit T.11., 0 koTopom
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COO0IIA/IOCh HAa CATe/UINTHOM CUMIIO3uyMe Kommauuy «Papmak» B
paMKax 3-11 racTposHTeponornyeckon Hegenmu B 2009 ropy, nsyva-
nach 3¢ PeKTUBHOCTD aHTPA/ISA Y MALMEHTOB C KOMOMHMPOBAHHON
HaTojIorMelt — BUPYCHBIN rermatuT C ¥ aJIKOTO/IbHAs 60/Ie3Hb ITe4YeH.
B pesynbprare MCIOMB30BaHNA STOTO TeIATONPOTEKTOpAa OTMeYan
cratuctnyeckyu sHayumoe (p < 0,001) cHwkenue aktuBHOoCcTH AJIT
(c 1,67 + 0,06 o 0,7 £ 0,02), ACT (c 1,84 + 0,08 o 0,47 = 0,01) n
ITTII (6,1 + 1,2 5,4 + 0,17). Y Bcex ImaIyieHTOB HOPMa/lIN30BA/INCh
nokazaremu IIOJI, comepxaHMe >XMpPOPacTBOPMMBIX BUTAMMHOB.
K coxanenuio, B JOCTYIIHOJ HaM NUTepaType He yHajaoCh HalTU
YIIOMMHAHNA O AM3aliHEe 9TOTO UCCeSOBAHM Y KOMMYECTBe MCCIIe-
nyembIx. ITo Bcell BUAMMOCTH, peub, KaK 1 B IpeAbIyIeM CIydae,
uzet 06 OTKPHITOM HECPABHUTETBHOM MCCIEOBAHUN JAHHBIX 10 1
nocie nevenus (14).

HeankoronbHblil cTeaTorenaTut

B OTKpBITOM HECpaBHUTEIBHOM JCCIENOBAHUM 3BATMHIEBOI
T.JI. nsy4amich 3¢ ¢deKTel aHTpaad y 28 MalMeHTOB C HealIKOrO/lb-
HbIM cTeaTorematutoM. OIlEHMBaNNUCh ITOKa3aTeny IePEeKVCHOTO
OKIIC/IeHMS], aHTMOKCUIAHTHOI 3aIINTHI, ITOKa3aTelN YITIeBOZHOTO,
JITIAZHOTO OOMEHOB, TPaHCAMVHA3bl, KJIETOYHBIN ¥ TYMOpPa/IbHBII
VMMMYHUTET, @ TaKXKe >Ka/Jo0bl IALMeHTOB U JJaHHbIe (U3MKaTbHO-
TO OCMOTpa JI0 ¥ TIOC/Ie JIeYeHMs aHTpajeM. JIia Bcex rmokasaresei
oTMedYeHa craTuctmyecky 3Haunmas (p < 0,001) mosuTuBHas guHa-
MUK B CTOPOHY HOpMa/IM3aluy, 3a VCK/II0UYeH)eM IraMMary TaMuU/I-
TPaHCIIENTH/Ia3bl, MHJIEKca aTeporeHHocTu (xonecreposn/JIITHII),
HekoTopbIx nokasateneit ITIOJI u AO3, a taxxe xkommnuectBa T-cy-
IIPECCOPOB, HATYPaIbHBIX KIIIEPOB, KOMIUIMMEHTA, MIMMYHOITO0Y-
NVHA A Y IMPKYIMPYIOIUX MIMMYHHBIX KOMITTIEKCOB (5).

B paMkax ye YIOMMHABIIETOCA CaTe/UINTHOTO CUMIIO3MyMa
(3-s1 ykpamHcKas racTposHTeponorndeckas Hegens, 2009 rox) npo-
M3BOANTENS aHTpansi — KoMmmaHuu «Papmak» ObUIN MpeCcTaBIeHbl
IpeJBapuUTe/IbHbIe pe3y/IbTaThl MICC/IEOBaHNA, IIpoBeieHHoro B Ha-
LMIOHa/IbHOM MEIMIIMHCKOM yHMBepcuteTe nMeHn A.A. boromorns-
1ja. 45 manyMeHTaM ¢ AMAarHOCTMPOBAHHBIM Ipu nomouiy Y3V crea-
TO30M IleYeH) 0e3 MPU3HAKOB CTeATOrenaTuTa MPOBOAMIN OLEHKY
e TOKCUKAIVIOHHOV (PYHKIIVV IeYeHn, UCTonb3ys *C-MeTaleTnHo-
BbIiT IbIXaTebHblN TecT. Cpennsas konuenTpanus “CO, cocrapnsana
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13,9£1,91%. IIpumenenne antpand (0,2 T 3p/cyTKu) Ha IPOTSKEHUN
Mecsla IpUBeIo K HopManuaauuu nokasareseit *C-MeTaeTMHOBO-
ro Tectay 34% manyueHToB. [JaHHBIX O HaIM4My KOHTPOJIbHOM IPyII-
IIBI, PAaH/IOMU3ALV, TIePOJie MOC/IeAYIOIero HaOMoAeHNA 1 IPYTOI
nHpOpMaLVM He IIpeficTaBIeHo (14).

B orkpbeitom nccnegosanun O.fI. babak ¢ coaBropammu 20 ma-
IIIEHTaM C HEeaJIKOTO/IbHOI XUPOBOI 00/IE3HBIO MTEeUYeHN B COCTaBe
KOMITIEKCHOW Tepanuy (3cceHuyanbHble GocOonmmMmmabl, BUTAMUH
E) nasnavasnca antpanb 0,6 rpaMMa 3 pasa B cyTku. OneHnBanach
BBIPAKEHHOCTb OCHOBHBIX KIVHNMYECKUX IPOABIECHNUI 3aboseBa-
HJS, TOKasaTeny (QYHKIVOHAJIBHBIX IPOO IIeYeHM, JTUIUJHOTO U
YIZIEBOZHOTO OOMEHOB, a Takke MHCTPYMEHTAa/IbHble IIOKa3aTenu,
OTPaKAIOILIVE CTENIEHb BBIPA)KEHHOCTM CTeaTo3a nedeHn. B pesyib-
TaTe TepaINuy ¢ IpYMeHeH)eM aHTpaId YAY4LIINCh CYObeKTVBHbIE
IIOKa3aTe/ly CaMOYYBCTBYS OOJBHBIX, YIbTPACOHOrpaduIecKy MOf-
TBEP>KJIEHO yMEHbIIEHEe Pa3sMePOB IeYeHN Y BbIPAXKEHHOCTH CTea-
to3a. CHmwkenne AJIT Kk OKOHYaAHMIO MCCIENOBAHNMS He OT/AMYaIach
B OCHOBHOIJI 1 KOHTPO/IbHO Irpynnax, Tak e Kak u ACT. Pasnmunsa
yposreit ITTII B rpynmax ObI/I0 3HAYMMBIM, KOMIIIEKC C aHTpasieM
CHIDKAJI YPOBHU 3TOTO pepMeHTa 60ee BBIpaKeHHO. 3HAYMMOe pas-
nu4ye 661710 3apUKCUPOBAHO [JIA ITOKa3aTesell OunnpyouHa 1 TUMO-
JI0BOJ IPOOBL. AHTpasIb 3HAYVMO CHIDKAJI YPOBHY IJIFOKO3BI, 00II[ero
XO7IeCTepO/Ia ¥ TPUITIMLIEPUSIOB B CPAaBHEHNM C ICXO[HBIMU JAHHBI-
MJ, HO 3HaUMMOTO OT/INYMA C TPYIIION KOHTPOJIA He 0OHApy>KeHO.
JocTonHCcTBaMM HaHHON PAabOTHI IO CPAaBHEHUIO C APYIMMU IyO/mu-
KallMAMMY, TOCBALIEHHBIMY KIMHUYECKOMY MCCIENOBAHNIO aHTpald,
ABNIAIOTCA JICIIO/Nb30BAHNME TPYIIIBI KOHTPOJIA M PENOPTUPOBAHME
aBTOpaMI O 6€30ITaCHOCTY TOTO CpeAcTBa. B 0OCHOBHOII rpyIIIIe y Ofi-
HOTO IalJieHTa OTMEYEHO YXYALIEHNE JUCIENTNIECKOTO CUHIPOMA,
KOTOpOe KYIIMPOBATOCh CAaMOCTOATENbHO (15).

B HepaBHeit ctatbe npodeccopa H.B. Xap4yeHko npuBeneHs! pe-
3y/IbTAThI MCCIEOBAHMA AMHAMYKY (PrOPO3UPYIOMINX IIPOLIECCOB B
IIeYeHN C VICIoIb3oBaHyeM TecTa PubpoMakc Nof BIMAHMEM aH-
tpans y 20 maunentos ¢ HACI. Bce 6onbHbIe moy4ann MOHOTe-
panuio aHTpaneM B fgose 1,2 r/cytknu (mmo 0,4 3 pasa). B pesynbrare
NedeHNs HabIoanoch CHIDKEHME YPOBHA CTeaTo3a MedeHn y Io-
[aBJIAIONIEr0 OOJIBIIMHCTBA UCCIEyeMbIX OO/IbHBIX, TPV 9TOM CTa-
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TUCTUYECKN 3HAYMMBIX m3MeHeHui mapamerpoB HACI, ¢ubposa
neveHy, Tecta ActiTest mocie Tepanuy aHTpaneM He 0OHAPY>KEHO.
Haubornee Bpipa)keHHOe CHIDKeHUMe KoadduimeHTa crearo3a Ha-
6/11071a/10Ch Y TeX MAI[MeHTOB, Y KOTOPBIX JI0 JIeUeHN S OIpeNeIA/IC
ctearo3 1 — 2 crenenu. Hekoropas mo3suTuBHAsA JUHAMUKA OIpefe-
JIATIACD TIPY YIBTPACcOHOTpadIiecKoM MCC/IeOBAHNIA: IOTTHOM HOP-
Ma/M3aluy pasMepoB OpraHa yaaaoch HOOUTHCS Y 4 MAIVIEHTOB, Y
12 oy ymenbmmnauch Ha 1 — 2 cm. IlapannenpbHo ¢ yMeHbIIEHNEM
pasMepoB HaOMIOANOCh CHVDKEHME CTEleHV >XMPOBOJ MHQUIb-
TpallMM TKAHM, BBIPAXKEHHBIN CTEATO3 COXPAHANCA Y 7 OONbHBIX,
yMepeHHBIN — Y 9-TH, a y 3 Y4aCTHUKOB HAaO/TIOf[a/IICD ABJICHNSA He-
3HAYNTE/IbHOTO CTeaTo3a IMe4eHU. ABTOPBI OTMeYaloT OIpefeeH-
HBIJl TeNaTONpPOTEKTOPHBIN 9 ¢deKT aHTpasd, OFHAKO 3a0CTPSIOT
BHIUMaHIe Ha TOM, 4TO O0Jiee 3HAYMMBbIX Pe3y/IbTaTOB P TAXKETIOM
HACT M0xHO 65110 61 TOOUTBCA, YBEINYUB AIUTETbHOCTD Tepa-
. Takxke OHM aKIJeHTUPYIOT HEOOXOAMMOCTb KaueCTBEHHOTO JIC-
CIeflOBaHMs aHTPA/Is B PAHJOMU3MPOBAHHBIX I/Ialle60-KOHTPOIN-
POBaHHBIX VICCTeoBaHMsAX (16).

5.5. besonacnocmv

AHTpanp mpepcTaBsieT co00il KOMIUIEKCHOE COefVIHEHMe alio-
MVHNA ¥ Me(deHaMOBOII KJMC/IOTHI, YTO YMEHBIIAeT PUCK BO3HIKHO-
BeHMsI HIOOOYHBIX 9P PeKTOB, CBOVICTBEHHBIX MUTaHAy (17).

JJoKnMHMYecKe MCCIeoBaHNs 3TOrO Mpenapara He MpoJieMOH-
CTPUPOBAIM KaKUX-TMOO pasfpakalolinx, SMOPMOTOKCUIECKUX U
TepPaTOTeHHBIX CBONCTB. Crienduieckoi TOKCMYHOCTY U CHOCOOHO-
CTU K KyMY/IALIMM B OpTaHM3Me TaKk>Ke He ObIIo 0O0Hapy»xeHO (3).

3a BpeMsA KIMHUYECKOTO MCIIO/Ib30BAHMA IpemnapaTa B YKpan-
He JocymapcTtBeHHBIM OKcnepTHbIM LleHTpoM MuHsgpasa u mpo-
M3BOAVTE/IEM AHTPAIA OBUIM HAKOIUIEHBI OIpefie/IeHHbIe JJaHHbIE
0 MOOOYHBIX PeaKUMAX, KOTOpble IPUBEIN K MI3MEHEHNIO PasJie/ioB
«ITobounoe peiicTBue», «IIporuBonokasanus» u «OcobeHHOCTU
npuMeHeHUsA» VIHCTpyKUMM IO MeJUILMHCKOMY IpuMeHeHMIo. Tak,
cornmacHo Bepcun VIHcTpykuum Ha Mapt 2012 roga, aHTpaab MOXKET
BBI3BATh TaKye Hecrenyduyeckye peakuym: cmadocTb, rOIOBOKPY-
JKeHMe, NUCIeNTIYecKyie PacCTpoiicTBa (TOIHOTA, 60/Ib B XXUBOTE,
Auapes), KOTOpbIe IPOXOAAT IOC/Ie OTMEHBI IIpenapaTa, a TakxKe ani-
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Jepruyeckye peakijuy, Kak jerkye TUIA CBIN VN 3YAa, TaK U ce-
pbe3Hble, HaIlpMep, aHTMOHEBPOTIYECKIIT OTeK.

[IpoTuBOMOKa3aHMAMY K NIPUMEHEHNIO AaHTPA/LA, KPOMe «CTaH-
IapTHOV» MHAVMBU/YaNnbHOJ HENepeHOCUMOCTH, ABAITCA Hapylle-
Hye (PYHKIMM ITOYeK ¥ JeTCKUil Bo3pacT jo 4 net. Tak kak mccneno-
BaHMA aHTpasd y 6epeMeHHBIX VI KOPMALIVX >KEeHIIVH He IPOBOM-
JIUCB, TO MCIIONIb30BaHNe IIperapaTa y 9Toil KaTeropuy O0O/IbHbBIX He
pekomeHpyetcs (18).

Eme opna mpo6ieMa 6€30I1acHOCTY UCIIONIb3OBAHNS aHTPAIA 3a-
K/TI0YAeTCS B BOSMOYKHOM Pa3BUTUY ITIOOOYHBIX peaKInil, XapaKTep-
HBIX JI/IS1 €70 COCTABIAIINX — MeeHaAMOBOI KVCTOTHI U /TIOMIHUA.
C 0ofiHOII CTOPOHDI, aHTPA/Ib AB/IAETCA KOOPAMHAILMOHHBIM COeIIHe-
HJIEM 9TUX KOMIIOHEHTOB, I PUCK Pa3BUTISA TAKUX PeaKIUil HUBEIN-
pyeTcs ¥ CTAaHOBUTCA HMYTOXKHO MasibIM. C Apyroit — [1o CUX Iop He
IIPOBEJIEHO KPYIHBIX KIMHNYECKVUX MCC/IeOBAHMII, HAIIpaB/IeHHBIX
Ha M3y4eHye 6e30IIacCHOCTY 3TOTO CPECTBA, a MMeIoIyecs paboThl
BK/IIOYAIOT Majioe KO/IMYeCTBO MAlMeHTOB ¥ B OO/BLIMHCTBE CBOEM
VITHOPUPYIOT STOT aCIIeKT, OTAE/NBbIBAACh «CTAHZAPTHBIMI» PpasaMu
0 XOpollIell IEPEHOCUMOCTIL.

ITo HameMy MHEHUIO, IIPU MICIIOTIb30BaHUY aHTpald BCe XKe Crie-
IyeT COXPaHATDb OIpeeTeHHYI0 HACTOPO)KEHHOCTb B OTHOLIEHNM
pUCKa pasBUTUs NMOOOYHBIX peaKINil, CBOVICTBEHHBIX MedeHaMo-
BOII KMC/oTe 1 amoMyHnio. HamomuuM Bkparie o Hux. Co CTOpOHBI
opranoB JKKT Bo3moxxHO passutie amapen (y 11 — 46% manueH-
TOB) VI, HAIIPOTUB, 3aII0pa, M3XKOTY, MeTeopusMa, 0ojeil B anu-
racTpanbHOil obmacTy. MedeHaMoBasA KNUCIOTa, KaK ¥ HEKOTOpbIE
npyrre HIIBC, cnoco6Ha BeIspiBaTh ractponatun (y go 70% manm-
€HTOB, NPVHVMMAIOIINX CTAHJAPTHbIE JO3bI) U IOBBIIICH)E YPOBHS
TpaHcamuHa3. Co CTOPOHBI JbIXaTeTbHON CUCTEMBbI BO3MOXKHBI JKa-
70OBbI Ha OZBIIIKY, OPOHXOCHA3M, CO CTOPOHBI BBIETUTENIbHOI CH-
CTEeMBI — PacCTPOIICTBA MOYENCITYCKAHNA Pa3HOTO XapaKTepa I pas-
HOJI CTeTIeHV BBIPaXeHHOCT. []/11 MedeHaMOBOJI KIIC/IOTBI OIIVICAHbI
N06OYHbIe peaKlNy, IPOSB/IAIIeCs HapYIIEeHUsAMI KpOBETBOpe-
HUA (TPOMOOIMTO— U JIVIKONEeHNs), 903MHODMINell, HapyIIeH Vs -
MU CBEPTBIBAHNA KPOBH, IIOBBILICHNEM IAaBJIEHNS, OTeKaMU, CTHKO-
nie. Co cropons! ITHC BO3MOXXHBI »Ka/00bI Ha HapYIIeHVs 3PEHUs U
CIyXa, HapYIIeHMs CHA, CTAb0CTh U pasapakuTeIbHOCTD (19).
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[ToTeHIMaNbHBI PUCK BO3HMKHOBEHMA KPOBOTEYEHMA Yy /NI,
NPUHMMAOUIVX ITepopajbHble AHTUKOATyJIAHTbBl — IPOU3BOJHBIE
KyMapyHa B KOMOVHany ¢ MeeHaMOBOI KIC/IOTOI, ObII OIMCaH
emje B 60-x rogax npouutoro Beka (20). Onucano, 4To MepeHaMoBast
KIC/IOTa ClIocoOHa BbIMen[aTh BapdapyH U3 CBsA3Y ¢ 6e/IKaMy, TaKMM
06pa3oM MIX COBMECTHOE IIpYIMeHeHIe He peKoMeHpayeTcs (21).

IIns MedeHaMOBOJ KMC/IOTHI ONMCAHO YCWIEHME CUMITOMOB
IICOpMa3sa, OJHAKO MeXaHN3M Pa3BUTUA TAKOTO OCTIOXKHEHM OCTaeT-
Cs1 HEBBISICHEHHBIM (22).

Hapymenns pa6ors! opranos JKKT, BbIgenmuTenbHOM CUCTEMBI I
KPOBETBOPEHNSI MOTYT YCYTYOUTBCS JeVICTBIEM aTIOMUHUA.

5.6. [lokasamenvHas meduyuna

YunrtbiBasg OTCYyTCTBME KPYIIHBIX M BBICOKOKaY€CTBEHHBIX, C TOY-
KI 3peHNs «MeINLIMHbI, OCHOBAaHHOI Ha [JOKa3aTeIbCTBaX», KINHMU-
YeCKUX VICCIEOBAHMI, a TakKe (QakT OTCYTCTBUA PerucTpanum
aHTpa/sl BO MHOTUX CTPaHaX, TO HE BbI3bIBAET YAAMBJIEHUA U OT-
CyTCTBME Kakoy-mnb6o nmosunyy KokpeiiHOBCKOro coobijecTsa B
oTHOIeHNN 3PPEeKTUBHOCTU U 0€30IIaCHOCTM ero IpUMEHEeHMU .
KokpelitHOBcKkas 6a3a JaHHBIX He COMIEPXKUT HI OTHOTO UCCIeN0Ba-
HUA, B KOTOPOM OBl y4aCTBOBAJI aHTPAJIb.

He mpoBopmaoch MONBITOK CUCTEMATMYECKOro 0630pa, TeM
0oee CONPOBOXKAAEMOTO MeTa-aHA/IN30M, U B YKpamHe. YUUTbI-
Basi HEBBICOKOE METOJO/IOTMYeCKOe KauyeCTBO MMEKINXCs pador,
a TakKe MX AyO/MMpoBaHUe IOJ Pa3HBIMU HAa3BAaHMUAMU B Pa3HbIX
UCTOYHMKaAX (Hampumep, cratby «HacTosee n Oynyiee AHTpans
B JIeYE€HNI HEAJIKOTO/IbHOTO CTeaTorenaTnTa» B xypHane Consilium
Medicum Ne5 2008 roga u cTatbs TexX ke aBTOpoB «COBpeMeHHbIe
IIOZIXO/IbI K JIEYEHNIO HEAJIKOTOJIbHOTO CTEATOTeNaTNTa» B )KypHae
«Cyd4acHa ractpoeHTeposnorisa» Ne3 2009 roga) Ha HaCTOALIUI MO-
MEHT BPEMEHU 3TO NPEeICTaB/IAETCA MaJTOBO3MOKHBIM.
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6.1. Micmopusa npumenenus

Beraus (TpUMeTUITINIINH, OKCHHEB-
PVUH, TPUMETMIAMUHOAIETAT, TPUMETH-
JTaMMHOYKCYCHas Kucnora, TMG) — npo-
M3BOJHOE ITINI{MHA (AMMHOYKCYCHOJT KIC-
NOTHI), obO/Maziatoliee TpeMsi METUIbHBIMU
rpynmamu, KOTopble 06ycIoBInBaT ¢u-
3MOJIOTMYECKYI0 POJIb 3TOTO COENVHEHNA
(cm. puc. 6.1.). beramn mocrymaeT B op-
raHU3M C IUIe, HO MOXXeT CUHTE3UPO-
BaTbhCs de novo U3 XOJIMHA.

Haubonee 6orarel OeTatHOM IIIlIe-
HIYHBlEe OTPYOM, MaKapOHHbIe M3[enus
U Xx/1e0, LINNHAT, caxapHas CBeK/Ia, MO-
penponykrtsl (1,2). KomruectBo 6eranHa,
KOTOpO€ JO/DKHO ITOCTYNATh C NI, 10
HACTOSIIIETO MOMEHTa He OIIpefieNieHO M,
10 MHEHVIO Pa3HbIX aBTOPOB, KO/IeOmeTcs
ot 100 o 300 mr B cyTkH (3).

CuHte3 OetamHa M3 XO/MMHA TIPOTe-
KaeT B OpraHu3Me 4Ye/lOBeKa B I€YEHU
U IIOYKAaX B pesy/nbTaTe ABYX IOC/IENO-
BaTe/lbHBIX peakiuil. [lepBas peakuus
3aKJII0YaeTCsl B MpeBpAllleHN) XOIMHA B
OeTayHa anbleryuy NPYU YYacCTUU MUTO-
XOHJPUATbHOM XOTVHOKCH/A3bl (XOMMH-
[leTU/IPOTe€HA3bl), @ BTOpasi — B IpeBpa-
meHun beTayHa anbuernna B 6etanH Oe-
TaMHAJIbJETU/IIETU[POTE€HA30I1, KOTOpast
IpoTeKaeT KaK B I[UTOIUIa3Me, TaK U B
MUTOXOHIPUSAX (3,4).

Karabonusm 6eramHa B OCHOBHOM
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OCYIIECTB/ISIETCS  LIMHK-3aBUCYMOJ  O€TaHrOMOILVICTeVHMETII-
TpaHcdepasoli, SKCIpeccyss KOTOpol 00paTHO peryampyercs MeTa-
O0onuToM OeTanHa — OUMETVIIUIHOM (5).

C 1952 ropa GeTamH WCIONB3yeTCsA B KOMIUIEKCHOM JIEYEHUM
BPOXK/JICHHOJ TMIIEPrOMOLVICTEMHEMIUN. BbIpaxkeHHass roMomycren-
HeMIA — TsDKe/las [aTo/IOrA, BbI3BaHHASA TeHeTYeCKUM JedeKkTom
CUHTe3a METVOHMHCMHTA3bl VIV LYICTaTUOHUH-P-CUHTa3bl. JTO 3a-
OoneBaHNe OTIMYAETCA IMOpPaKEHMEM CKeJIeTHO-MBIIIEYHOl HepB-
HOJ M COCYRUCTOJ CUCTeM ¥ IPUBOAUT K MHBATUIHOCTY U CMEPTHU
nanyenTta. OmycaHbl TaKkoKe CIy4ay IMIIEPrOMOLVICTeMHEMUN Cpef-
Hell CTENEeHV BBIPRKEHHOCTY, KOTOpas BCTPeYaeTcs B IMOMY/IALAN
3HAUUTETbHO Yallle ¥ CBsI3bIBaeTcs ¢ nmonmmopgusmom rena MTHEFR
(5,10-meTnneHTeTparngpodomaTpenyKTasbl, OHa Xe — METHOHUH-
cMHTa3a). ITo 3ab0eBaHMe OOBIYHO IIPOTEKALT JIerde ¥ aCCOLMUNPY-
eTCs C IOPOKaMM PasBUTHS HEPBHOI U HapyLIeHUAMY QyHKINOHNU-
POBaHNUs BBIJEIUTEIbHON CUCTEMBI (6-9).

Kak remaTonmpoTeKTOpHOE CpeicTBO OeTamH ObUI BIIEpBbIe
paccMoTpeH B cTarbe (paHIy3ckux aBTopoB Savel J. m Leroi E.
1964 ropa, HO 3HAYNTENIbHBIN MHTEPEC K €ro MCIOTb30BAHUIO IIPU
[aTOJIOTMM TIeYeH) BO3HUK TOJIbKO B KOHIle 80-X rofj0B IIOC/Ie Iy-
onmukanuu Barak A.J. ¢ coasr. (10,11). B ottmune ot ageMeTnOHM-
Ha, OeTauH flelieB ¥ CTaOMJIeH IpK BO3/eiicTBMM (HAaKTOPOB BHEII-
HE Cpefpbl.
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Puc. 6.1. Crpykrypa 6eranna (c caitra Pubchem)

B Hacrosee BpeMst 6eTanH BBITyCKaeTCsl KaK B BIJIe MOHOIIpe-
napata (B Poccum u YkpanHe 3aperncTpupoBaH GeTamHa IUTPAT),
TaK M B COCTaBe OMOIOIMYECKM aKTUBHBIX JOOABOK B KOMIIJIEKCE C
BUTAMMHAMU I MUKPO3/IEMEHTAMI.

6.2. DapmakoKkunemuxa

B Hacrosmiee BpeMs B MefMIMHE MCIIONb3YIOTCSA TabIeTHpo-
BaHHble popMmbl OGeTamHa. [Ipy OHOKPATHOM IpVUMEHEHUN IOCTIe
IepOopasbHOro MpueMa Ipemnapar ObICTpO, B TedeHne 15 — 20 mu-
HYT, BCacbIBaeTCsA B TOHKOM KuleyHnke. Crerududecknx 6enKos,
OTBeTCTBeHHBIX 3a BcachiBaHMe OeramHa B JKKT, k HacTosmemy
BpeMeHM He OOHapy>KeHO, OHO OCYIIeCTBIsAETCA Hecmennduye-
CKUMV TPaHCIOPTHBIMU CUCTeMaMu. buopocTynmHocTh OeTamHa
Be/MuKa 1 gocturaet npaktudyeckn 100%. IInkoBasa KoHLeHTpauusa
C_ ., nocruraetcs B Tedenne 50 munyt (T ), mocne yero 6eraun
pacmpefensgeTcss B TKaHM opranmsma. llepmoj momyBbIBefeHUs
T,,, 9TOro CpefcTBa B 3HAYUTENBHON CTENEHU 3aBUCUT OT PEXU-
Ma Tepanuy U cocTaBnaAeT 13 — 14 yacoB Ipu OFHOKPATHOM U IO
30 — 40 u 6oree 4acoB IpM PEryIAPHOM IIOBTOPHOM IPYMEHEHMIL.
OKcKpeTupyercs 6eTauH B Bijie MeTabOMNTOB, B OCHOBHOM — V-
MeTMITINIMHA, ToukaMu. [loyeyHasd skckpenus, TeM He MeHee,
00yC/IOBIMBaeT KIMPEHC TONbKO 4 — 5% Bcell BBeIEHHOTI T03bI Oe-
TayHa, OCTAJIbHOE PACXOMyeTCsl BHYTPUKIETOYHO B MeTabomude-
ckmx peakyusx (5,12,13).

VIMeroTca maHHbBle, YTO 3HAYMTeNbHasA 4YacTb Oeramua (Oonee
98%), monazaonas B IEPBUYHYI0 MOYY, B IPOKCUMA/IbHBIX KaHa/Ib-
1ax peabcopOypyeTcss M CHOBA IOCTYIAET B CUCTEMHBINI KPOBOTOK,
II03TOMY ITpM 3a00J/IeBaHMAX OYEK, KOorja peabcopbuys saTpygHeHa,
ypoBeHb b6eTanHa B mna3Me cHypkaercs (14). Ilogo6Hoe meicTBue Ha
CBIBOPOTOYHbIE KOHIIEHTpaluu OeTanHa HaOMIOJAeTCs MpU caxap-
HOM auabeTe v pu gucnunupemMusx (15,16).

BeTanH ¥ AUMETWITINIMH CIIOCOOHBI KYMY/IMPOBAaTbCS B Opra-
HU3Me BCJIe[ICTBME HACBIIEHNsI MPOLECCOB MeTabonmsMa, pacipe-
JenmeHMsl M 9KCKpeLmu, MHAeKc Kymymsanum (accumulation ratio)
cocTtaBngeT 2,5 — 4,5. bonbiioe KoOmMM4ecTBO 3TUX COEMMHEHUI Ha-
KaIlIMBaeTCs B MO3TOBOIl 4acTy IOYeK, Ifle IPMHMMAET y4acTue B
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perynauuy OCMOTMYECKOrO fapneHusA. CiefyeT OTMETUTD, YTO BBI-
BeleHe OeTayHa TOYKaMyl 3HAYUTE/IbHO BapbypPyeT B 3aBUCHMOCTH
OT OCMOJIAPHOCTM MOYM: B CIy4ae €€ TMIIOTOHMYECKOTO XapaKTepa
10 OTHOILIEHMIO K MeY/UIIPHBIM K/IeTKaM — OeTalH 9KCKpPeTUPYeT-
Cs1, IpU TUIIEPTOHMYECKON MOYe — HaKAI/IMBAETCA B K/IeTKe, IPeJoT-
Bpalljas MOTePI0 MHTPALe/UIIOJIIPHO BOABI (TaM Xe).

Kpome nodex u nedeHu, opraHamy, CIIOCOOHBIMU K KYMY/LALUN
OeTaHa, ABJIAIOTCA Cele3eHKa, KUIIEYHNK VI MY)XCKIe ITOTIOBBIe JKe-
nespl. Kcraty, kietkn Cepronm — eMHCTBEHHbIE, SKCIIPECCUPYIO-
mue MPHK 6eranHromornucrenamermitpancdepassl, KpoMme rerma-
ToruTOB. CuMTaeTCs, 4To 6eTaH OTBETCTBEHEH B SIMYKAX 33 CUHTE3
KpeaTVHa, KOTOPBI BJIMsAET Ha IMOABYDKHOCTD criepMaTo3ouos (17).

Y nmanmeHTOB C I'MIEProOMOLMICTEMHEMMEN ¥ TOMOLVCTENHY-
puell pacnpepeneHMe ¥ 9MUMMUHALMA OeTamHa yCKOpSETCs, 4TO
TpeOyeT M3MEHEHNA peXXMMa Tepaluy ¢ 2-XKpaTHOTO IIpueMa I0
3-xkparHoro (12,13).

6.3. Mexanu3sm Oeticmeust

B Hacrosiiee BpeMs addbekTHBHOCTD OeTanHa mpu 3a60neBaHM-
AX IeYeHU 0ObACHACTCS ero y4acTiieM B COXPaHEeHVM OCMOTIYECKO-
TO IaB/ICHNA, B/IVITHVMEM Ha MeXaHU3M pa3BuUTHA 3¢ PeKkToB MHCYIN-
Ha ¥ y4acCTUEM B peaKUMAX TPaHCMETV/INPOBAHMA.

Teopus, uto Monekynbl OeTarHa O00eCIIEYMBAIOT COXpPaHeHUe
ob6beMa KJIeToK, Obl/la BhICKa3aHa JaBHO, HO HAIIIA CBOE ITOATBEPXK-
TleHVe 9KCIIEPVMMEHTA/IbHO TONIBKO B ITOC/IEfHNE Tofbl. KonneHTpanmsa
OeTayHa BHYTPM KJIETOK 3HAYNMTE/IbHO BbIlIe, 4eM B 11asme (17). be-
TalH IPENATCTBYET BbIXOAY BOMbI U3 KJIETKM, KOIla OCMOIAPHOCTD
MEXKJIETOYHOI XuKocTy nosbimaercs (3). CoxpaHeHue HOpMab-
HOTO TpajiieHTa OCMOTIMYECKOTo JiaB/leHys obecneumBaeT (pyHKIm-
OHMPOBaHJe MeMOPaHHBIX 0€/IKOB (PelenTOPOB, MOHHBIX KaHAJIOB,
crienuIecKIX TPAaHCIIOPTEPOB U IPYTUX), @ TAKOKe IIPOTENHOB, pac-
HOJIOXKEHHBIX BHYTPM KJIeTKU. B 9KcIlepyMeHTax Ha 1ab0paTOpHBIX
KMBOTHBIX U KJIETOYHBIX KY/IbTYpax ObUIO ITOKAa3aHO, YTO yBeyde-
HI€ OCMOJIAPHOCTY MEXK/IE€TOYHOI >XuaKocT! Ha 10 — 15% npuBo-
puT K 7 — 10 KpaTHOMY YCUJIEHUIO SKCIIPECCUM LIMK/IOOKCUTE€HA3bI-2,
nponykuuu npocrarnanunos (E,, D,) n Tpombokcana B, kineTkamn
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Kyndepa, a 6etann cnocoben HuBemuposarb 91 3¢ dexTs! (18,19).

beTanH MO>KeT CUHTE3MpOBaTbCA B K/IETKE U3 XOMHA COIIACHO
OIIVICAHHOJ BBIIIE peaKLMy, a MOXKeT TPaHCIOPTUPOBATbCS M3BHE
npyu nomouy crenygudeckoro 6eranna/TAMK TpaHcriopTHOTO 6€71-
ka (BGT-1) (20). AKTMBHOCTD 3TOTO TPaHCIOPTepa MPAMO, @ AKTUB-
HOCTb 0eTaHroOMOLMCTeVHMeTWITpaHCchepassl 0OpaTHO 3aBUCKT
OT OCMOTIYeCKOro faBnenus (21). Takum o6pasom, py MOBbBILIEHUN
OCMOJIAPHOCTY MEXK/IETOYHON JXMIAKOCTY ¥ COOTBETCTBEHHO IIO-
HVDKEHMI BHYTPYK/IETOYHO, MHTEHCUBHOCTb TPAHCIIOpTa OeTanHa
BHYTpPb KJIETKJ BO3PACTAET, a €0 KaTabo/Iu3M B I10/Ib3y METHOHIHA
YIHETaeTCs, YTO CIOCOOCTBYeT YBeMYEHNIO OeTalHa, COXPaHEHNIO
rOMeOcCTa3a IaB/IeHNs U COXpPaHEHNIO K/IeTOUHBIX QyHKImiT. CrHTe3
OeTamHa U3 XO/MMHA MIPY 3TOM coxpaHseTcs (21).

OmnucanHble 3¢ deKThl XapaKTePHBI /I KIeTOK Pa3HBIX TKaHe
OpraHy3Ma, B TOM YJMCJIe Y TelIaTOLMITOB, XOTs Y BHIPQ)KEHBI B MEHb-
IIIeJi CTeNIeHM 110 CPaBHEHNIO C MeY/ULIPHBIMI KIeTKaMM TTo4eK (3).

Oco0blit MHTepec IpefCcTaBIAeT MEXaHU3M BO3JeICTBIA OeTan-
Ha Ha MeXaHM3MBbI peaM3alyiy OTBeTa KJIETKM Ha HCYINH, TO €CTh
MeTabo/y3M II0K03bl. OKasbIBaeTcs1, OH CTUMyupyeT pocdopumm-
pOBaHMe, TO eCThb aKTUBMPOBaHMe, Oe/IKa-cybcTpara NHCYIMHOBOTO
peuentopa 1 (IRS1) n mporenmnkunasy B (PKB/Akt). 3a cuer peit-
cTBUs OeTanHa Ha 9TH 6enku pakrop Tpanckpunuyy FoxOla nuru-
bupyercs, coorBeTcTBeHHO yMeHbinaercsa cuntes PEPCK (docdoe-
HO/IMMPYBAaTKapOOKCUKIMHA3BI) — OJHOTO U3 KIIYeBbIX (hepMEeHTOB
IJIIOKOHeoreHe3a. TakuMm o6OpasoM, O6eTallH yMeHbIIAeT IIPOW3BOJ-
CTBO HOBBIX MOJIEKYJI ITIOKO3bI. Tak)Ke B 9KCIIepYIMEHTaX yCTaHOBJIe-
HO, YTO CUMHTe3 I7IMKoreHa rmmkoreHcuHTason (GSK), omnsarb-Taku 3a
cueT BO3/lelicTBYA OeTalHa Ha IPOTeMHKNHA3Y B, yBermrunsaerca. To
ecTh OeTalH He TOJIbKO YMEHbIIAeT CUHTe3 IIIOKO3BI, HO U CII0CO0-
CTBYeT ee YTMIN3ALVM, IpeBpalliasi B I/IMKOTreH (22).

Bnusnue 6erarHa Ha IMIMIHBI OOMEH 3aK/II0YaeTCs B aKTVBaA-
IV ¥ BOCCTAaHOB/IeHNMM YpoBHA AM®-akTUBMpyeMOIl IPOTENHKM-
Hasbl (AMPK). Ilocnennss, Baussa Ha MHAKTUBALIMIO all€eTMIKOSH-
3UM-A-KapOOKCIIa3bl, YMEHbIIAET CYHTE3 )XVPHBIX KUCTIOT B Ieye-
unu (22,23).

AddexTpl OeTamHa CBA3BIBAIOT M C €r0 CIIOCOOHOCTBIO yya-
CTBOBATh B PeAKIMAX METWINPOBAHM, O KOTOPBIX yXe HOLPOOHO
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TOBOPUIOCh B pasjiefie, IOCBALIEHHOM S-afleHo3u/I-L-MeTnoHnny
(cm. Bbire). TpUMETHMIITIMIVH Y9aCTBYeT B CMHTE3€ METUOHMHA U3
roMoIVICTerHa (CM. puc. 6.2.), CHIDKasA ero KOHILEHTPAIUIO, OHAKO
3Ta peaKIys, ONOCPeSOBaHHAS IIVIHK-3aBMCYMOI O TaTHIOMOLIVICTe-
VIHMeTUNTPpaHchepasoit U NPOTeKalolas ¢ ydacTueM BuTammta B,
MeHee BbIpakeHa Yy 4e/lloBeKa 1 IIPMMATOB 32 CYeT HE3HAUUTEIbHOTIO
KO/IM4YecTBa 6eTayHa B KJIeTKe I10 CPAaBHEHUIO C JPYTMMY BUAMU JKM-
BOTHBIX, HaIIpMMep, I'PbI3YHOB (24,25). OCHOBHAasI YacTh METMOHMHA
U3 TOMOLIMICTENHA B OpraHM3Me Ye/loBeKa 00pasyeTcs Bce xe B ¢o-
JIATHOM IJVIKJIE TIPY Y9aCTUV MEeTMOHMHCHMHTA3bI, ONNEeBOI KUCIOTHI
u KobanammHa (3,26). Jta peakiyusa yrHeTeHa y /NI C HeOCTaTKOM
¢domara u/vm KobaTaMuHa B INIIE ¥ Y aIKOTOMNKOB (27).

BcnencTBre HemocTaTka 5-MeTmITeTparnfpodosnara, KOTOPBIi
BBICTYTIaeT JOHOPOM METVIbHBIX TPYIII B OTaTHOM LIMKJIE, NIV €T
kodakTopa — KobasmaMuHa, posb OeTanHa B CMHTEe3€ METUOHIHA 1 B
IIOC/Ie[ICTBME aZIleMEeTMOHHA 13 TOMOLVICTEIHA COOTBETCTBEHHO BO3-
pacraert (3,28). 9 dexTs! U MeXaHU3MBI a[[eMETMOHIHA, HATOMHIM,
OBI/IV PaCCMOTPEHBI HAMM B OJHOM 13 IIPEAbIYLIX Pa3/ie/ioB.

MeTHOHUH Auverin
TeTparuapodosar \ /V TJIMLAH
Ankoronb Tleduuur o
25-35 9% | Heduuur ponara e 15-25 %
METMOHMHCHHTA3a I_Pl' ‘“’6“3;“”3 kobanamuua | BeTanHroMonucTenHM
OIEMODQH3M, ermnrpanchepasa
S-meruarerparuapodoiar / sedext rema
MTHFR ,\
?% OeranH
S-a/IcHO3UITOMOLIUCTENH : ToMorucTenH
S-aneHo3un .
rOMOIMCTENH 50 %

ruaposnasa v Hucratnonnn-B-cunrasa
[{ucratnoHuH

Puc. 6.2. MeTab01113M TOMOLIICTENHA 1 POTIb GeTanHa
(06 pacCHEHME B TEKCTE).

Perynsapublii mprem OeTayHa ¥ yBeluMdeHMe KOHIEHTpPALUN
METMOHVHA [O/DKHO MPUBOAUTH K YCUIEHMIO CUHTE3a LUCTEVHA U
[Ty TaTMOHA, KOTOPBIN SABJISIETCSI OCHOBHBIM BHYTPUK/IETOYHBIM aH-
TUOKCUJAHTOM (25). YBennueHne ypoBHs MOC/IEHEr0 HaOMoaeTcs
Ipy Ha3HaYeHUM OONMBIINX 03 OeTamHa 9KCIIePUMEHTATbHBIM JKI-
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BOTHBIM C OCTPBIM X/IOpOGOPM-UHYLNPOBAHHBIM TeIIaTUTOM (29),
OfIHAKO IIPU XPOHMYECKOM ITOPaKEHNM IIeYeHN TaKoro sadexTa oT-
MedeHO He 0b110 (25).

CrenyeT OTMETHTD, YTO IPEAIIONIOKEH O TOM, YTO OeTanH caM
3a CYeT CBOEJ CTPYKTYPbI CIIOCOOEH BIMATH Ha YPOBEHDb aKTUBHBIX
PajyKasoB, ObIIV MOATBEP)K/EHDbI B 9KCIIEPUMEHTAX, OJHAKO MeXa-
HI3M Pa3BUTHA TaKoro 9¢deKxTa OCTaeTcsl He MOTHOCTBIO M3ydeH-
HeIM (30,31). B akcnepumeHTax Ha KaeTouHoil Kynbrype HepG2
OeTalH He yMeHbIIAT M JakKe He3HAUUTE/IbHO YBEIMYMBAI CTUMY-
NMMPOBaHHYyI0 ankoroneM skcnpeccuio CYP2EL, ymenbIan skcnpec-
CHIO TTyTaTUOH-TIEPOKCU/Ia3hl 4 u cynepokcuppucmyrassr 2, HSP_
SESL1, HO cHMXan ypoBHU MaJIOHOBOTO juanbaerupa (32), To ecTb
HapARY C aHTMOKCUAAHTHBIMU 3¢ ekTamMu OeTarH IPOSABIAL U He-
KOTOPYIO IIPOOKCUIAHTHYIO aKTUBHOCTb.

Henb3s HasBaTh MOSUTVMBHBIM BO3JENICTBUE OeTayHa Ha CUHTE3
TaypyHA, YIACTBYIOLIETO B 00€3BPEeXMBAHNMI TOKCUYECKIX >KeTIHBIX
KUCTIOT U BBINOJHAIOIETO, KaK 1 caM OeTalH, QPyHKIMU OCMOJIUTA.
Jleno B TOM, YTO TPUMETWIITIVIVH YTHETAeT PeaKINIO IPeBPaIeHNA
IIVICTeMHA B TAyPMH, YTO CIOCOOCTBYET YBeIMUYEHNIO CHHTe3a [Ty Ta-
TYIOHA VI3 LIVICTEVHA, OJJHAKO, KaK MBI y>Ke YIIOMUHA/IN, TaKoy apdeKT
He Bcerga nmeet Mecto (25).

[Tpn HemocTaTtke SAMe B KjleTKe GeTallH HEIIOCPECTBEHHO y4a-
cTByeT B cuHTe3e ¢ocarupmnxonyaa. OH IOCTaB/IsAeT METUIbHbIE
TPYIIIBI I CUHTe3a Gocdarupmixonua us pochaTnani-sTaHomna-
MUHa I, TAKUM 00pa3oM, yIy4dlLIaeT CTPYKTYpYy U PYHKIY MeMOpaH,
a TaKoKe CrIocoOCcTByeT GOPMMPOBAHNIO INIIONIPOTENAOB (CM. TaKKe
ScceHnyanbable GocHOMMIIBI).

Eme ofHMM Ba>KHBIM MEXaHU3MOM JIe/ICTBYSA OeTalHa CUUTAIOT
ero BJIMSIHNE Ha KOHLIEHTPAIUIO aJleMeTVOHIHA U, CIefJOBAaTeIbHO, Ha
¢epment PEMT 1, 4To IpMBOAUT K yBEIMYEHNIO KOHIIEHTPALVN U
aKTMBHOCTU MHCY/IMHOBOTO pelenTopa (cM. Takxe I7aBy 06 afiemMe-
TUOHUHE), TO €CTh K YMEHbIIEHNIO HCYTITHOPE3VICTEeHTHOCTH Tede-
HOYHOJ TKaHu (22).

B sxcnepumente Powell C.L. ¢ coaBT., 0 KOTOpOM y)Xe YIOMM-
HAJIOCh B pasfiesie, IOCBAIIEHHOM aJleMeTVMOHMHY, OeTalH B J03e
15r/Kr Macchl Te/a IPUBOAWIT K YMEHbBIIEHUIO YPOBHA a/IKOTOMA B
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KpoBu Ha 15%, OZHAKO MeXaHM3MbI Takoro addexra OCcTarOTCSI He
scHbIMM (33). Bo3MOXXHO, 9T0T 9 ekt 00ycIoB/IeH HeIIOCPeCTBEH-
HBIM y4acTyeM OeTayHa B METU/IMPOBAHNUY OIIPefie/IeHHBIX YIaCTKOB
IHK, Ho He/b3s UCKII0UNTB, 4TO OeTanH BospeiicTByet Ha JJHK ono-
CPeIOBaHHO, YBE/INYMBasA KOHIIEHTPAIVIO aJleMeTHOHIHA.

B 3akroueHe 3TOro pasjena OTMETIM, 4TO OeTayH, KaK I MHO-
e Opyrue renarolnpoTeKTOps! (aJleMeTMOHNH, CUIMIMApUH), He pa3
paccMaTpuBaCs KaK NOTEHINMATbHBIN IIPOTUBOOIIYXO/IEBbIN areHT.
B akcriepuMeHTax Ha XMBOTHBIX B MOJe/IN AUITUIHUTPO3AMUH-VH-
LyLMPOBAaHHOTO KaHI[eporeHe3a Tepamys 6eTayHOM CIIocoOCTBOBa-
JIa MEeTW/IMPOBAHMIO IPOMOYTepa MIPOTOOHKOT€HA C-MYyC U IPefioT-
Bpallana nHrubuposaHue plé (6enka cynpeccopa nuukae D-3aBu-
CUMBIX ITIPOTEVHKIHA3), KOTOPBI yITHeTaeT Nponudepannio rernaTo-
1utoB B G1 dase kmerounoro rukia. C 4yeM cBsi3aHbl Takye 3P deKThl
OeTanHa, OCTaeTCs NPeJMETOM M3yYeHMs CIelMaIICTOB. Brickasa-
HBI IIPEIIONIOKEHS, YTO TaKue 3¢ (eKThl pa3BUBAIOTCSA BCICACTBIE
BO3/IeNICTBMA 6eTarHa Ha aHTMOKCUAHTHYIO CYICTeMY KJIeTKM, a TaK-
Xe BCIeicTBUe ero yyactus B Metmnuposannu JJTHK (31).

CregyeT Taxke OTMETUTb, YTO IPOTMBOONYXOJEBBIN 3¢ deKkT
OeTayHa B IPOJIO/DKUTE/IbHBIX KIIMHIYECKNX VI TOMY/IALVIOHHBIX VIC-
CTIe[IOBaHMAX MOKA MOATBEP)K/eH He ObUI. B kpynmHOM ammpeMuorno-
rmdeckoM uccnegosanym Cho E. u gpyrux (n = 39246 mencecrep),
nposefeHHOM B pamkax Nurses Health Study, nsygamicy Bamanme
XONMMHA U 6eTaHa Ha YacTOTY BO3HMKHOBEHNA KOJIOPEKTAIbHOI
aJIeHOMBI. B TO BpeMs Kak IOBBINIIEHHOE COlepKaHye XO/MMHA B IUIIe
YBE/IMYMBAIO PYCK BOSHIKHOBEHIISA OITyX0JIeli TOJICTOTO KMIIeYHNKA,
npreM OeTanHa ero CHIDKAL. YMEHBIIEHNe pUCKa IIPU 3TOM, XOTA 1
OBIIO CTaTUCTUYECKN 3HAYVIMbIM, OKa3a/I0Ch C/IA0BIM J MIMEJIO Helu-
HelHbIT XapakTep (34). HeopHo3HaYHbBIe pe3ynbTaThl OeTanH MOKa-
3aJI ¥ BO BIIVAHUY Ha PYICK BOSHMKHOBEHA paKa MOJIOYHOI JKe/Ie3bl:
ec/I/l B OJTHOM MCCTIefOBAHNI, IIPOBENEHHOM Cpey KeHIIVH B MOCT-
MeHoIay3e, 6eTayH He B/VUI Ha YacTOTY AUArHOCTUPOBAHYS STOIO
OHKOJIOTMYecKOoro 3aboneBanys (35), To BO BTOPOM, IIPOBEAEHHOM B
paMKax KPyIIHOTO 3NMAEMIOJIOTYecKoro uccnegosanys Long Island
Breast Cancer Study Project, 6eTanH 10303aBICHMMO yMeHBIIIAT KaK
00IIYI0 CMEPTHOCTD, TaK ¥ CMEPTHOCTD, aCCOLMVPOBAHHYIO C PAKOM
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MOJIOYHO >keye3n (1).

[TogdyepkHeM, 4TO OOHAPY>KeHHbIE MEXXBUIOBbIE P3Ny B pe-
TY/IMPOBaHMM U 9KCIIpeccuy (epMEeHTOB, IPYHMMAOIUX yYacTue B
MeTtabonuaMe 6eTanHa, IOPOI MOTYT HOCUTh PasHOHAIIpPaBJIeHHBII
xapakrep (36). [lToaToMy pe3ynbTaTsl 9KCIIEPUMEHTOB, IPOBEeHHbBIX
Ha )XIBOTHBIX, He BCEI7Ia MOTYT OBITh 9KCTPAIIO/IVPOBAHBI Ha YeTIoBe-
Ka, 4TO, BIIPOYeM, CIIPABE/INBO i B OTHOLICHNN PYTUX TeKapCTBEeH-
HBIX CPEJICTB.

6.4. [lannvie KTuHU4eCKUX UCCIe008aHUL

HeankoronpHas )XnpoBas 60/1e3Hb IedYeHN

bBeramn paccmarpuBaeTcsi KaK TelaTOIPOTEKTOPHOE JIeKap-
CTBEHHOE CpefcTBO, 3¢ (PeKTUBHOE IIpU JIEYEHNM HeaTKOTOIbHOM
XXMPOBOJ 00JIe3HNU IeYeHN, KOTOpasi, HAIOMHMM, B HAaCTOsIee Bpe-
M paccMaTpMBaeTCs KaK COCTaBHAs YacTb MeTabONMN4YecKOro CHH-
npoMa. B To 5xe BpeMs pe3y/IbTaThl UCCIIeSOBAHMIT OeTauHa IPY 9TON
IIaTOJIOTUY IPOTUBOPEYNBEL

OpnHO 13 TepBBIX PAHZOMM3VPOBAHHBIX IBOVHBIX C/IETIBIX I/IAIle-
60-KOHTPONMMPOBAHHBIX VICC/IEOBAHMI ObIIO TpoBeieHo B 2000 roxy
Miglio E. (n=191, 96 yenosek B rpymmne n3ydeHus u 95 — B rpymie
KOHTpO/Is1). BocbMumecsynas Tepamms 6eTalHOM COIIPOBOXKAA-
Jach Ha3HAuYeHMeM AMITAHOTAMNUHA IMIOKypOHATa U HUKOTMHAMM-
fa ackopb6ara. ABTOpoM Ha0/II0fanoch yaydlieHne OMoXMMIIecKnx
(AJIT, ACT) u conorpadpmuecknx napamerpon (okono 25%), nsyde-
Hyle MOP(OJIOTNY ITe4eHOYHO TKaHU He rposopn (37).

PanpoMusnpoBaHHOe ITane60-KOHTPOINPOBAHHOE VCCIIeNOBa-
Hue Abdelmalek M.E. u coaBTOpOB, KOTOpOe Ha CETOIHS OCTAETCs
CaMBIM KPYIHBIM uccrnefoBanueM sddexros 6eramna npu HACI,
XOTh ¥ IIOKA3aJI0 3HAYMMOE YBe/INYeHNe ChIBOPOTOYHOTO YPOBHA
METMOHVHA U afileMeTHOHNHA, & TaKXKe BBIPA)XEHHOCTb CTeaTo3a B
OuornraTax, He CMOIJIO IIOATBEPANUTD MTO3UTUBHOE BIMsAHME OeTarHa
Ha CcTeleHb (pubpo3a mpyu >XMPOBOIL OONIE3HN MEYEHNU 1 Ha YPOBHU
TOMOLMCTEVHA, JIeNTVHA ¥ aAMIIOHeKTMHA. Majo Toro, y HEKOToO-
PbIX HauyeHTOB (5 4eloBeK), MOMyYalomux OeTalH, HaOIIORANIOCh
yXypleHre Mopdosorny rnedeHy u ycunenue ¢uobposa Ha 1 6amwt n
Oonee. YMeHblIeHVe YPOBHS TPaHCAMJHA3 B IPYIIIe ICYCHUA He OT-
NIMYaoch OT TPYHIBI IUIanebo. B aTtoMm mccnenoBanny mpuHUManu
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y4acTye 55 MaIMeHTOB C IMCTOJIOTMYECKM IOATBEPXKAEHHBIM Jya-
THO30M HEaJIKOTOJIbHOTO CTEaTOreNaTTa, MCCIeOBaHNe 3aKOHIMIIO
35 yenoBek (17 — 6etant, 18 — mnaie60), 6ONbIIMHCTBO BHIOBIBIINX
OTKa3a/IMCh WM GBIV VICKTTIOUEHBI 110 IIPMYMHE PasBUTIA TOOOYHBIX
peaxiuii 6etanna (38).

YnomsaHnyTas paboTa OIpoBepraeT pe3yabTaThl IMIOTHO-
TO VICCNIE[JOBAHNUsA TOJI >Ke I'PYIIbI YYEHbIX, IOJIy4eHHbIE paHee, B
2001 rogmy (39). B aToit paboTe aBTOpBI OTMeYaIyu yAy4IleHNe TU-
CTOJIOTMYECKMX ¥ OMOXMMUIYECKUX ITOKasaTeNlell, HO Majoe KOJu-
4ecTBO ManyeHToB (n=10, 3 BBIOBUIO U3 MCCIETOBAHMN) CEPbE3HO
OTpaHMYMBAET €€ [JeHHOCTb.

B mpocnektnBHOM koroptHoMm uccrnegoBanuy Mukherjee S. n
COaBT., KOTOpoe npoBoannoch ¢ 2003 o 2006 rox, 35 mayueHTOB C
HeaJIKOTO/IbHBIM CTeaTOrenaTToM NpyHuMany 10 r 6etanHa aBax-
Ibl B CYTKM Ha IpOTsOKeHuu 12 mMecaues. VI3 23 yemoBeK, OKOHYMB-
mux nedeHne (5 0TKasanoch, 7 OKas3amich TONEPAHTHBI K OeTanHy),
y 62,9% HOpManu30BajCA UK YIy4IIN/ICA YPOBEHb TPaHCAMMHA3, Y
57,1% B 6uomnrarax IeYeH) YMEHDIIVINCh IPOSABICHNA CTeaTo3a, ¥
60% — yMeHBIIMINCh IPU3HAKY BOCIANeHNs 1 Y 62,9% — ¢ubposa.
Bimanue 6eTanHa Ha ypOBeHb TOMOLIMCTEVHA BCIEACTBYIE MajION BbI-
OOpKM 0Ka3a/0Ch MO3UTUBHBIM (57%), HO CTAaTUCTUIECKU He 3HAYU-
MbIM (p>0,05) (40,41).

PykoBOACTBYSCh COOOpaXKEeHUAMU O TOM, YTO OeTayH MOKa3ajl
ce6s1 9pPeKTUBHBIM CPEACTBOM B JIeUEHNM XKUPOBOI O0/Ie3Hu, psi-
JIOM JICCIIefioBaTenell ObUIO MPOBENEHO M3y4eHNe 9TOrO CPefCTBa Y
IALMeHTOB C KapAMOJIOTMYEeCKOil IaTojorueil. B kauecTBe Mapke-
pa addexTuBHOCTH OeTamHa MCIONH30BAIM KOHIIEHTPAL[MIO TOMO-
IVICTeVHa. DTO OIPaBJAHO IIO ABYM IpuuymHaM. IlepBas — 6GeTamH
y4acTByeT B MeTabo/M3Me FOMOLMCTENHA 1 IIPeBpallaeT ero B Me-
TMOHJVH, BTOpasi — IUIEPrOMOIVICTENHEMIA KaK CUMIITOM ABJIAETCS
dakTOpOM puCKa pasBUTYUS TAKUX OCIOXXHEHUI COCYAMCTHIX 3a00-
JIeBaHUI, KaK TpoMO03 ITyOOKMX BeH HIVDKHUX KOHEYHOCTel, VMH-
dapKT MMoKapaa, MHCYIbT U JAPYIUX, & TaK)Ke HEBPOTOTMYECKUX U
ICUXmMIeckux 3abonesanmii (9,42-45).

Tak kak 9 PeKTUBHOCTD IeNaTONPOTEKTOPOB B JIe4eHNUM 3a00-
JIeBaHMII CepfieuHO-COCYAMCTON CUCTEMBI He ABJIACTCA IpPefMeTOM
00CY>XIIeHVsI B paMKaX JaHHOU pPabOTbI, MBI OTPaHMYMMCS JIMIIb
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YIIOMUHaHUEM IOJOOHBIX VICC/IEOBAHMII I KOPOTKUM U3JIOXKEHUEM
VIX OCHOBHBIX pe3ynbraToB. B mccnenopanuax Holm ¢ coaBr., mpose-
neHHbIX y 500 1 10700 OTHOCUTENIBHO 3[J0POBBIX Y€IOBEK, YPOBEHD
OeTayHa 3Ha4MMO 0OPAaTHO KOPpPEINpPOBaJl C yPOBHEM IIIA3MEHHOTO
TOMOLIVICTEVHA, BBI3BAHHOTO IIPMEMOM FOMOLIVICTEVHA VTN a/IEMETH -
OHJHA, 0COOEHHO B IpyIIax ¢ epuuToM $HonmeBoi KICIOThI U KO-
6anaMuua (46,47).

B pesynpraTe ananmusa anker 1960 y4acTHMKOB M3BECTHOTO Kap-
AMororaM KoroptHoro uccneposannsa Framingham Offspring Study
OBbIIO BBISICHEHO, YTO YPOBEHD IIPUHIMAEMOTo ¢ Iuielt betanHa 06-
PaTHO KOppEeNIMpOBaJI C YPOBHEM TOMOLMCTENHA I1a3Mbl. 1Ipu sTom
0COOEHHO BBIP)XEHO Y JINII, IPMHMMAIOMINX A/IKOTO/Nb, WIN Y TeX,
4bsI [IMieTa COleprKaia HU3Koe KOMn4ecTBO (HommeBoit KIUCIOTHI (48).

CrpaBemuBo OyfieT OTMETUTD, YTO TaKasA B3aMOCBA3b He Oblia
HOITBEPKZI€HA B JPYTUX MeHee KPYIHBIX MCCefoBaHmAxX (5,16,49).

6.5. besonacnocmo

bBerans, kak u moboe Jpyroe eKapcTBEHHOE CPENCTBO, CIIOCO-
OeH BBI3bIBATD a//IEPIUYeCcKyie peaKLMy, XOTs 4aCTOTa UX BO3HUKHO-
BEHJIA OCTACTCS HEM3YUEHHOIL.

MHorye aBTOpBI JOCTYIHBIX HaM CTaTeil OTMEYAIOT BBICOKYIO
6e3omacHOCTD 6eTanHa, OJHAKO, HATIOMHVM, YTO B CAMOM KPYIIHOM
uccnenoBannn 6eranna npu HACI (38), 601pIIMHCTBO HaLMiEHTOB
rpymIiel 6eTayHa BBIOBUIO IMEHHO IO IIPMYMHE Pa3BUTHA FACTPOVH-
TECTMHA/IbHBIX TOOOYHBIX peaKINil — TOIIHOTHI, PBOTBI, METEOPU3-
Ma 1 guapen (33% npoTtus 9% B rpymie Iwane6o).

Tak Kak B MeMILMHe VICHO/Nb3yeTcs OeTarHa LUTPAT, CIefyeT
IIOMHUTb O BO3MOXXKHOM 3 ¢eKTe 3amenaynBanus Mouu. Ilpu co-
BMECTHOM JICITO/Ib30BaHMY OeTayHa I IIpelaparoB, PeXie BCEro aHTH-
OMOTMKOB, YyBCTBUTE/IbHBIX K M3MeHeHu0 pH Mouy, CTONT IpMHIMATh
BO BHVIMaHVe BO3MO>KHOE yMEHBbIIIeHVIe aKTUBHOCTY OC/IEHIX.

6.6. [loxazamenvras meouuuna

AHanM3 OCTYIHBIX MICTOYHMKOB KOKPEVHOBCKOIT 06a3bI JAHHBIX
IIOKa3bIBaeT, YTO OeTalH HECKO/IbKO pa3 CTAHOBMJ/ICS 0O'EKTOM BHMU-
MaHs aBTOPOB CUCTEMaTNYeCKIX 0030pOB.
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TomomycrenHeMus

OnvH M3 HMX HOCBSIEH IPUMEHEHUIO PasHbIX JIeKapCTBEH-
HBIX CPEJICTB, CHIDKAMOIVX YPOBHU TOMOILMCTEVHA Y IAIVIEHTOB C
3aboneBanuAMu nepudepndeckux aprepuit. O630p O6bUI MpOBeneH
B 2002 n nepecmorpeH B 2006 rony. ABTOpaM He yHanoch oOHapy-
JKUTb KaKMX-TMOO KadyeCTBEHHBIX MCCIIETOBAHMII C 6eTaHOM, KOTO-
pble 6bUIV 6bI 3aBepILIEHBI VIV IIPOJO/DKAINCh Ha MOMEHT HaIlMCaHs
u nepecMoTpa 0630pa. COOTBETCTBEHHO, KAKOTO-M1MO0 3aK/TIOYeHNS
0 11e/1eCO0OPasHOCTM IpYMeHeHus1 OeTaMHa y TaKuX MalMeHTOB
cmenaHo He 6b110 (50).

HeankoronbHblii cTeaTorenaTut

B xadecTBe OJHOTrO M3 aHTMOKCUAAHTOB, BO3MOXHO 3 (eKTIB-
HBIX TPV HEaJIKOTO/IbHOM CTeaTorelaTuTe U APYrux Gopmax XMpo-
BOII 60/1e3HY IIedeH), GeTalH BBICTYIINI OO'beKTOM U3ydeHMs CUCTe-
Matudeckoro o63opa Lirussi E ¢ coaBt. Tonbko ynoMsHyTOe BbILie
uccnepoanye Miglio (37) oTBeyano KpuTepusaM BKIIOYeHMsI. ABTO-
pbI 0630pa He CMOI/IN ITOATBEPANUTD MM OIPOBEPrHYTh 3P PeKTUB-
HOCTb IIPMMEHEHNs aHTMOKCHUIAHTOB, B TOM 4yIC/le OeTalHa, Y mammu-
€HTOB C XXMPOBOI1 60/1e3Hblo eyenn (51).

Vsy4yenue a¢pdexToB OGeTamHa NPy HEAIKOTOIBHON >XMPOBOI
00/Ie3HM TeYeHN Y HeaJKOTOIbHOM CTeaTOrelaTTe ObIIO 3asB/IeHO
B KOKPEJIHOBCKOM CHCTeMaTH4IeCKOM 0030pe ¢ MeTa-aHa/lIn30M, BbI-
nonHeHHoM Angelico E. ¢ coaBT., 0fHaKO HU OJHO 13 IPOBEJEHHbIX K
MOMEHTY COCTaB/IeHMs 0030pa VICC/IeOBaHMII OeTallHa He COOTBET-
CTBOBAJIO KpUTepUAM BKII0YeHN (52).

B mocrynHoit HaMm nuTeparype M 6asaxX JAaHHBIX MEIVILIMHCKIX
VICCTIEOBAHMIT OOHAPYXUTh KaKye-mnubo Apyrue cucTeMaTudecKye
0630psI 3¢ ekTnBHOCTH 1 He30macHOCTH OeTanHa KaK TemaTonpo-
TEKTOpPa, CONPOBOX/jaeMble MeTa-aHa/IN30M WM ke 0e3 Hero, He
yranoch. CyliecTByeT JOCTATOYHO OOJIbIIOe KOMUIECTBO 0030PHBIX
crareil, HOCBSIIEHHBIX Pa3HBIM aclleKTaM MCIIO/Nb30BaHNs OeTanHa
IIpY [eYeHOYHOI NTAaTOJIOTUY, KOTOPBIe, OHAKO, He OT/INYAIOTCS CH-
CTeMaTHYEeCKIM TTOAXOTOM.

Ha namr B3Iiaf, Takoe OTCYTCTBME Ka4eCTBEHHBIX 0030pOB 3a-
KOHOMEPHO 1 JIOTMYHO, TaK KaK KOJTMYECTBO BBICOKOKAYeCTBEHHBIX
UCCIeqOBaHUI HE3HAUYNTEIbHO.
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MABA 7

budenpar

7.1. Ucmopus npumenenus

budennar (6udenmnpnkapboxcunar,
BDD mmu DDB) Tak ke, Kak 1 OMIIMKIION,
0 KOTOPOM peub IOMJeT fajee, sIBIAeTCA
CUHTETMYeCKMM IPOU3BOJHBIM CIIEL[-
¢$uueckoro KOMIIOHEHTa KUTANCKOTO JIN-
MOHHUKa — JIMTHaHa musanapuna C. bu-
(deHaT MOXXHO CUUTaTh INpeRLIeCTBEH-
HMKOM OMIVIK/IONA, OHM MMEIOT CXOXKee
XMMIYECKOe CTPOEHVE VM MMEHHO K-
Hudeckue adpdextsr DDB B cBoe BpeMms
HOJIBUI/IM KUTAVICKMX YYEHBIX K IOVICKY
0oree aKTMBHBIX COENVHEHMII NTOTOOHO
CTPYKTYpHI (cM. puc. 7.1.).

Puc. 7.1. Crpykrypa 6udennara
(c caitra Pubchem)

B Hacrosmiee Bpems Oudenpar uc-
HOJIb3YeTCS TOTbKO B HEKOTOPBIX CTPaHAX
Asvm (Kuraii, IOxnas Kopes, BperHam,
[Takucrasn, VIHgoHe3ms1) 1 apabCckoro mupa
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(Erumert). M3 crpan CHI oH 3apeructpuposaH Tonbko B KasaxcraHe (Ha
MOMEHT HaIlVICAaH!A TAHHOI ITIaBbI).

[TokasaHusiMu K Ha3HaueHMI0 6udeHmaTa B TeX CTpaHax, Ife
OH IIpOLIeJI IPOLeAYPY TOCYIapCTBEHHON PETUCTPALINN, ABIAITCA
XpoHM4ecKne BupycHble renatutsl B u C, Tokcudeckne, B TOM 4uc-
Jie ¥ a/IKOTOJIbHbIE, TIOPaYKEeHN s TIeYeH .

7.2. PapmaxoKkunemuxa

HecmoTps Ha mmpoxoe mcnonb3oBaHue 6udengara B Asuu,
ero (papMaKOKMHeTMYeCKIe ITapaMeTphl OCTAIOTCA 4O KOHIA HEN3-
y4eHHbIMI. budenpaT ncnonpsyerca nepopanbHo. Konnenrpanusa
npemnapara B IJIa3Me KPOBU IIOC/Ie IIPMEMA eTo per os HeBenuka. Ile-
puop nonysbiBefienusa DDB Bapbupyer B npepenax 2 — 3 4acoB.
Mertabonuam 6udeHmara IpoTekaeT B HECKOJIBKO 3TAIOB IIpen-
MYIL[eCTBEHHO IIyTeM JeMeTUIN3aluM U OTILeI/IeHNA aIKMIbHOI
TPYIIIBI B MUKPOCOMAX II€YeHN U C ydacTueM uutoxpomoB CYP3A4
nu CYP1A2. HesHaumrenbHass 4YacTb BTOPUYHBIX MeTaOONIUTOB
DDB o6pasyerca u npu nomoryu nzopepmenta CYP2C9 (1).

Takum o6pasom, mpy Ha3HaYeHNM OudeHgaTa yIUTHIBATh PUCK
ero (apMaKOKMHETNYECKOTO B3aVMOJEVICTBUA C APYIVMMM JIeKap-
CTBEHHBIMM CPELCTBaMMU, KOTOpPble MeTAa00NMM3UPYIOTCSI TEMU Ke
dbepmenTamu, HeobxomuMmo (1-3).

7.3. Mexanu3m oeticmeust

Mexanusm peiictBusa DDB ocraerca u, yunTbiBas 1nosBieHne
ero aHajora — OUIIMKIIONA, CKOpee BCEro, OCTAHeTCSA HeM3ydeH-
HbIM B JeTanax. IIpenmonaraercsa, 4To JaHHOe JIeKapCTBEHHOE
cpefcTBO O6najzaeT aHTMOKCUAAHTHBIM 3G @eKTOM U BIMseT Ha
CMHTe3 ITTyTaTMOHAa B MUTOXOHJpUAX remaronurtos (4-8). Omo-
CpefoBaHHO, Yepe3 cucTeMmy rayratmona, DDB BospeiicTByer Ha
BHYTPUK/IETOUHBII roMeocTas Kanpius, cuute3 JTHK u 6mokupy-
eT mpoueccs arontosa (9) (Wang C. 2008). budenpar ycunnsaer
CMHTe3 6e/IKa 1 IIMKOTeHa B rellaTOLUTaxX U CIIoCOo0eH MHAYLNPO-
BaTh aKTUBHOCTb (ePMEHTOB CHCTEMBI IuToXpoMa P450, mpexae
Bcero — CYP3A4 (1,10).

Brio Takke npepmonoxeno, 4to DDB criocoben ctumynnpo-
BaTb CMHTe3 COOCTBEHHOTO MHTep(depOoHa B TeIaTOLUTAX U IPAMO
yrHEeTaTh pelIMKanuio Bupyca remaruta B (11). 9ToT MexaHmsMm,
110 MHEHMIO HEKOTOPBIX YYEHbIX, COMHUTE/IEH, TaK KaK ONMCAH [/
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KoMOMHanuy O6udenmaTa u aMaHTaAMHA U He ObUT MOATBEPXKIEH
B HEKOTOPBIX KIMHMYECKNX pabOTax CHIDKEHMEM YPOBHSA BUpYC-
ot [JHK (12).

Pap uccnemoBarerneit paccMarpuBaetr 6udeHaaT Kak IOTEeHIM-
aJIbHBIN IPOTUBOOIIYXO/IEBbIN are’T. B akcnepuMenTax in vitro Ha
KY/IbTypax pakoBbIX KneTok (nmuauu MCF-7/Adr, KBv200, Bel7402
Y Jpyrux) ObII IPOJEeMOHCTPUMPOBAH IPOANONTOTUYECKMIl 3¢-
(deKT, CBA3AHHBIN CO CTUMY/ALMENl aKTUBHOCTM Kacmasbl-3, a
TaKXXe CIOCOOHOCTb OudeHaTa MpefoTBpaIlaTh pa3BUTIE Pe3u-
CTEHTHOCTH K LJMTOCTaTMKAM — BUHKPUCTVHY, JJOKCOPYOULIVMHY U
nakaurakceny (13-15).

7.4. [lannvte uccnedosanuii

PesynbraTel mcciemoBaHuA OudeHpara, MOMyYeHHbIE Kak
K/IMHUYECKM, TaK U B Pa3HBIX 9KCIEPUMEHTAIbHBIX MOJE/IAX, KO-
CTaTO4YHO mpoTuBopeurBbl. Hanmpumep, B paborax Wassfy A. A.
(2011) (16), Megahed H.A. (2010) (17), Abdel-Salam O.M.E.
(2007) (18), Lee (1996) (19), Akbar (1998) (20), Kim (2000) (21)
Y Jpyrux ObUIM IPOZEMOHCTPUPOBAHBI, B TOM YVCJIE U TMCTONIO-
TMYeCKY, BbIpa)KeHHbIE NPOTUBOBOCIAINTEIbHbIE M aHTUPUOPO-
tideckne 3¢dexTs O6MPeHgaTa NpU TOKCUYECKUX HNOPAKEHMIX
IIeYeH, AJIKOTOJTbHOM U HeaJIKOTOJIbHOM CTeaTOTrelnaTuTe, XpOHN-
YeCKMX BUPYCHBIX IellaTUTax.

Opyrue wuccnegosatenu (12,22-24) mopBepramT IM0og00HYIO
3¢ PeKTMBHOCTD COMHEHUIO, TaK KaK VM He Y[aloCch 0OHAPY>KUTb
KaKMX-/11M00 MO3UTVBHBIX M3MEHEHNI B MOP(OIOIY TIeYeHN NIPH
HasHadeHuy DDB B pasnm4HbIX MOAENAX TOKCUMYECKOTO IOpaXe-
HJIA 9TOTO OpraHa.

Knnundeckne uccnemoBanns 6udengara, mpoBemseHHbIe B OC-
HoBHOM B Kurae, Kopee u Erunre, nokasanu, 4To 3TOT npemnapar,
Ha3HaYeHHBIN B TeYEHMe IBYX Hefle/b 1 6oriee, CIIOcO0eH BbIpajkeH-
Ho cHKatb ypoBHU AJIT, a tarxoke ACT, 6unupyOnHa 1 1e109HO
docdarassl y nmanueHToB ¢ BUpycHbIMU renatutamu B n C, npas-
Ia, HOCHAeNHUX — 3HAYMTENbHO B MeHbIIIel cTenenu, (16,20,25-27).
VmeroTcs TakKe faHHbIe, yTO ypoBeHb AJIT nocne repanuu DDB B
TeYeHIe MOIyrofja BO3BPAIAeTCsA K CBOMM IpeALIeCTBYOIUM JIe-
YyeHNIo 3HaueHuaM (12).
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BripaxxenHoe BnusHMe 6udennara Ha yposenb AJIT u Henpo-
JIOJDKUTENBHOCTD TaKoro addexra (0K0/mo 26 Hefenb), OTCYTCTBYE
HOJIOXXUTENbHBIX MOP(}OIOrndecKux Npu3HakoB nmossonniao Huber
R. chopmMynmpoBaTh TMIOTE3y CEEKTUBHOIO YTHETEHMS CUHTe3a
u/wmn perpapauuu AJIT 6udenmaTom, KoTopas B IIOC/IefHee Bpe-
M HOATBEPKAeTCA MCCIeJOBAHNAMY Ha KY/IbTypaX Ie4eHOIHbIX
Kn1eToK (8,12,28,29).

ITo mHenuro Huber R., DDB He cTouT HasHayaTb IALlMEHTaAM C
BUPYCHBIMM TeIIaTUTaMM, TakK Kak akTuBHOCTh AJIT mpu atux 3abo-
JIeBaHMAX UI'PAeT VCKIIOYNTETHHO AVArHOCTUYECKYIO U IIPOTHOCTH-
YeCKyI0 pO/M ¥ He OTpakKaeT peanbHYI0 3P eKTUBHOCTD JIeUeHNs,
a TIpY UCIIONb30BaHNM «K/IACCHYECKOI» IIPOTMBOBYPYCHO TepaIINIL,
AJIT-cHwKarolye penapaTsl, TO eCTb 6udeHar, 3aTPyAHAT OLjeH-
Ky ee apdexruBHOCTH. KpoMe TOro, HOpManmsanusa 3TOro Mapkepa
MO>KeT BBECTH IALIMEHTOB B 3a0/Ty>KeHe, IPUHYAUTD UX K Hapyle-
HVI0 KOMITTA€HCA VI TIPEKPaIeHNI0 STUONATOI€HETNIeCKOTO Jieve-
HVIS U, XOTsI OBI TO/IBKO II09TOMY, HadHa4YeH1e 6udeHsaTa TOIbKO Ay
Hopmanm3sanuu AJIT HeaTmyHOo 1 onacHo (9,12).

Kaxk y>e oTme4anoch Bblllle, IPOTUBOBUPYCHBIN 3 deKT 61-
dbeHmaTa TakXKe AB/ISAETCS HeOKa3aHHBIM. B HeKoTOpbIX paborax,
Hanpumep, B uccnegopanum Cui S. 1 cOaBTOPOB y MaIMEHTOB C
XPOHUYECKMM BMPYCHBIM TemaTutoM B (26), Takoit addekT Obi1
npofeMoHCTpypoBaH. COINTaCHO JaHHBIM 3TUX aBTOPOB, IOC/IE
MeCSYHOTO Kypca Tepanuy 6udenparom yposerb AJIT cHwpkan-
s ;0 OOBIUHBIX IOKasareseii y 70% mainueHToB, MapKepsl HBeAg,
HBeAb 1 HBV DNA HopMmanu3oBanuch (Mcyesu 1y MosBUINCH)
y 44,4%, 29,3%, 38,5% OO/NbHBIX COOTBETCTBEHHO. B npyrux pabo-
TaX TaKOTO BBIPA)XEHHOTO IPOTMBOBMPYCHOro 3dpdexra mgocTur-
HYTb He yanoch (12).

7.5. Besonacnocmov

MHorue aBTOpHI OTETHHO ITOJYEPKUBAIOT BLICOKYIO Oe3omac-
HOCTb OudeHpaTa, KOTOpas NPOSBIAETCA OTHOCUTEIBHO MajIoi
4aCcTOTOV MOOOYHBIX peakuuii. VI3 omMcaHHBIX B TUTEpaType pe-
aKIMil ClaefyeT OTMETUTb IOABJIEHME KOXKHBIX CBINEN, TOIIHOTY,
notepio anmetnuta (30). DDB, xak u fpyrue mmusaHgpuHbl, 3a C4ET
YCWIEHVSI CUHTe3a TPUIIMLEPUJOB 00ajjaeT IpOoaTepOreHHbIM
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apdexrom (31). Kpome TOro, B muTepaType OMMCAHBI CIy4an Je-
KapCTBEHHOTO IIOpakeHus nedeHu camuM 6udenpgarom (32,33). He
CTOUT TpeHebperatb U BEPOSITHBIM B3aMMOJEICTBUEM ITOTO IIpe-
mapaTa C JPYTrUMMU JIeKapCTBEHHBIMU CPECTBAMM, K HACTOSIIEMY
BpeMeHU y)Ke [eTaJIbHO M3ydeHa KIMHUYeCKas 3HaYMMOCTDb B3au-
MojelicTBusA 6udeHmaTa U IUCKIOCIOpKHA A, a TakxKe 6udeHaara
u TanmuHonona (34,35).

7.6. [lokasamenvHas meouyuna

Kak 9T0 moKa3aHO B I/IaBe, MOCBSAIEHHON OMIMKIONY, CaMu
pa3paboOTUYMKM 9TUX ABYX IIperaparoB IPU3HAIOT 3aMETHO MEHb-
myoo 3ppexTnBHOCTD OudeHaTa B CpaBHEHUN CO CBOMM COBpe-
MEHHBIM aHAJIOTOM.

[TpuHMMas Bo BHMMaHMeE TOT PaKT, YTO 9P PeKTUBHOCTD OUIM-
KJIO/Ia TPV XPOHMYECKIX BUPYCHBIX relaTuTax Obl/ia He6e30CHOBa-
TEJIbHO NOJBEPrHYTa COMHEHNI0 B 0030pax KokpeilHOBCKOro co-
obmiecTBa (CM. COOTBETCTBYIOLMII pasfen), Bpsy i oT budennara
MOYXHO OXXIJaTh O0Jiee 3HaUMMBIX pe3ynpTaToB. ClefyeT cKasaTb,
4T0 3(pPeKTUBHOCTD camoro 6udeHgara npu 3aboneBaHMIX Mede-
HY BIUIOTh O HACTOSIET0 BPeMEeH) He CTAaHOBM/IACH NPEeAMETOM
U3y4eHNs crenyuanucron lemato-bunmapuoii rpynnel KokpeitHOB-
CKOro coobiectBa. TobKO OXHAXX/BI OH YOCTOM/ICS YIIOMUHAHWSA
— B KPUTUYECKOM 0030pe, IOCBALIEHHOM OUIMKIIONY, B KOTOPOM
aBTOPBI MOABEPI/NM KPUTUKE M[EI0 NPOBENEHNs CPaBHUTEIbHBIX
uccaenoBaHmuil bunnknona ¢ 6udengarom, obmafaoIINM HeOKa-
3aHHBIM 9pPexToM (36).
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8.1. Ucmopusa npumenenus

BUuMKIONn ABNAETCA OTHOCUTETHHO
HOBBIM T€lIaTONPOTEKTOPOM He TONIbKO B
crpanax CHI, Ho n Bo Bcem mupe. B na-
yasie 70-x rogos 20 Beka B Kurae 6b110
KJIMHIYECKU U 9KCIIEPYIMEHTA/ILHO OTMe-
YeHO, YTO IIOfIbl KUTACKOTO TMMOHHM-
Ka (Schisandra chinensis) — pactenus ce-
MeJICTBa MarHOJIMEBbIX, M3laBHA IpYMe-
HAEMOI'O B HETPAAULIVIOHHOV BOCTOYHOM
MeJuIHe KaK TOHU3MpYIollee CPefiCTBO,
MOTyT OBbITb 3G (EKTUBHBI IIPU JT€IEHUN
HaIeHTOB C BUPYCHBIM I'ellaTUTOM TUIIA
B u mpy HEeKOTOPBIX XMMIYECKNX MHTOK-
CMKAIMAX, HaIpuMep, IapaleTaMoIoM
(1,2). anpHelne UCCIeTOBaHMs IOKA-
3a/mu, 4TO NaHHBIN 9P (deKT pa3BuBaeTCA
IpeVMYLIeCTBEHHO 3a CYeT [elICTBUA
crienudu4Ieckoro KOMIIOHEHTA JIMMOH-
HUKa — nurHaHa mm3angpuHa C. Tak kak
CMHTe3 3TOTO BellecTBa B 1ab0paTopuax
okasascs 6e3ycleurHsM, To pabora Xu-
MIKOB COCPeJOTOYM/IACh Ha IOUCKe 3¢-
($eKTMBHOTO aHa/IOTa 3TOTO COeAVHEHNA.

CunresupoBaHHbll B Havane 80-x
rofioB muMeTun-4, 4’ -guMeTKocu-5, 6, 5,
6’-nuMeTIIeH nuokcubudennn-2, 2’-nu-
kap6okcunat (6bugenpat, DDB), o koTo-
POM pedb IONAET B COOTBETCTBYIOIIEN
I7IaBe, IOKasajn [OCTaTOYHYI 3ddek-
TUBHOCTb TIpM IOpPaXKEHMAX IIeYeHU B
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9KCIIePMMEHTAX Ha XMBOTHBIX 1 ObIJI peKOMEH/IOBAH /1A Ja/IbHell -
mero KaymHu4eckoro nsydenusa. C 1983 roga 6udeHpar mmpoko
ucnonb3oBascs B Kurae u psage soctounsix ctpal (Kopes, Erumer,
HalpuMep) I JedeHNs IAlMeHTOB C BUPYCHBIM TemaTuToM B.
HecmoTps Ha TO, 4TO Tepamus mpemnapaToM Obiia 6e30macHoit, 3¢ -
($eKTMBHOCTD TAKOTO JIeYEHN A 0Ka3alach HEYOB/IETBOPUTE/IbHOIL.
Bbuonocrynnocts DDB 6b11a HEBBICOKOI, @ COOCTBEHHAsI IPOTUBO-
BMPYCHasl aKTMBHOCTb OKa3anach cnaboi (3).

Vi3ydeHme 3aBMCUMOCTU TeIaTONPOTEKTOPHO! U IIPOTUBO-
BUPYCHOJ AaKTMBHOCTU B 3aBUICHMOCTM OT IIOJIOKEHMS XUMU4Ye-
CKMX pajuKanoB B cTpyKrype DDB mpuseno x cumHTE3y HOBOTO
IPOV3BOJHOTO 3TON MOJEKY/Ibl — OUIUKIONy (Bu3.4,4’-AMMeTOK-
cn-5,6,5,6'— 6uc (MeTMAeH-AUOKCH) — 2 — TUAPOKCUMETUT —
2’ — meTtokcukapbouunbudennn) (cm. puc. 8.1.).

Puc. 8.1. Crpykrypa 6unukiona (¢ caitta Pubchem)

B nacrosmiee Bpems OuMuMkIon 3apeructpuponaH B Kurae,
BretHame, Ykpaune, Kazaxcrane, Y36exucrane. B Poccuiickoit @e-
fgepauyy rpenapar Ipouenypy perucrpanun He 3aBepIin.

8.2. Papmaxoxunemuxa

[TpoBeneHHbIe papMaKOKMHETNYECKIE UCCTIETOBAHUA HA XKIU-
BOTHBIX ITOKa3a/M, YTO OMIMK/ION HOCTATOYHO OBICTPO BCAChIBa-
etca B JKKT, nmoce nepopanbHOro mpueMa oH 0OHapyX1BaeTcs B
nnasme Kposu 4epes 15 munyT. Ilpucyrcreue numm B JKKT ysenn-
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YyBaeT KOJMYECTBO BCACBIBAEMOTO JIEKAPCTBA U, TAKUM 00pasoM,
IIOBbIIIAET €ro KOHLeHTpauuio B KpoBu. OObeM pacrpepeneHns
npernapara 0OJBIION, OMIMKION OOHAPYXKXMBAETCA B TKAHAX IIe-
YEeHMU, JIETKUX, ITI0YEK, MO3Ta, CKEJIETHOV MYCKY/IaTYPbl U XUPOBON
TKaHU. MaKkcuMajbHble KOHI[eHTPaly TeKapCTBEHHOTI'O CPeficTBa
B IJIa3Me MOCTUTAIOTCA B TedeHMe 1,8 94acoB, B medyeHM — 4 4aCOB.

CreneHb cBsA3bIBaHUSA ¢ OenKkaMy — 0Koo 78%.

Merabonn3M OMLMKIIONA IPOTEKAeT C yIaCTVEM peaKIMil Imep-
BOI1 (pa3el 1 06pa3oBaHMeM HEAKTUBHBIX MeTa00TUTOB — 4" 1 4 TU-
nApokcubunykiona (4). B HacTosmee BpeMs U3BECTHO, YTO OUIN-
KJIO/I MOXKET yTHETaTh aKTMBHOCTD nuToxpomoB CYP2C u CYP2D,
naaynuposatb CYP2E1. @apMaKoKMHeTMY€CKOEe B3aMIMOJIeliCTBIE
OMLMKIIONA C JPYTUMU JIeKapCTBEHHBIMU CpPeICTBaMM, MeTabou-
supyomumucs ¢ ygactueM nuroxpomos CYP3A, CYP1A2, CYP2E1
u CYP2C, BO3MOXHO ¥ 3aBUCUT OT KOHKpeTHOTO mpemnaparta (5,6).
VccnenoBanus, MOCBSAIIEHHbIE BIUAHUIO OMLIMK/IONA HA CHCTEMBbI
MeTabonMM3Ma, NpoJjo/DKAIOTCA 1 B HacTosAIee BpeMs (7).

Buuukaon BBIBOAMTCA HpeuMyIieCTBeHHO ¢ KamoMm (30%),
B MeHbleil creneHu Mouoi (1,3%) um, KpaiiHe Majo, >XelTubio
(0,03%) (3,8).

8.3. Mexanu3m oeticmeéus

OKCIepUMEHTBI, IPOBefieHHble YueHbIMM VIHcTUTYTAa Martepus
Mepuka Axkagemun Megunnackux Hayk Kuras Ha Mogenn yTuHo-
ro remaTnTa ¥ Ha Ky/JIbType KJIeTOK IellaToLe/UTI/IAPHO KapIHO-
MBI, ITOKa3aJjIy, YTO OULMKIION 06/1afjaeT IPOTUBOBUPYCHOI aKTB-
HOCTBIO, He CBSI3aHHOI, OIHAKO, C IIPSMBIM YTHeTEHUEM BUPYCHO
IOHK-nommepassr (9). MHOroo6emaommnmMn 0Ka3aninuch 1 pe3yib-
TaThl 9KCIEPVMEHTOB, B KOTOPBIX M3y4YajMCh IPOTEKTUBHBIE 3(-
¢dexThl OMIVKIIONA NPV IOPaKeHUN IIeYeHM YeTBIPEXXIOPUCTHIM
yriepopoM, D-rajakTo3aMnHOM U IapaleTaMosoM, a TaKe IIpu
MOJIe/IIPOBAHUY ayTOMMMYHHOTO TrematuTa (MOJeIb C MCHIOIb30-
BaHueM BLDK unn Corynebacterium parvum B KOMOMHAIIVMN C /U-
nomonucaxapuuom u 6e3 Hero) (10-14).

[IpoBenieHHBIE KUTAMCKVMM CIIENUa/IVICTAaMU  JJOKIVHUYECKIe
TOKCUKOJIOTMYECKVe MCCIeNOBaHUsA He OOHapyXWwm y OMIMKIONa
COOCTBEHHOI CIeIPIIecKOil TOKCUIHOCTI (MyTareHHOJ, TepaTo-
TeHHOI u Apyrumu), a LD, 6M1MK/10/1a peBbIlIaeT 5 I/KT Macchl Terna,
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YTO ITO3BO/ISIET OTHECTM €T0 K MA/JIOTOKCUYHBIM CoeuHeHNAM (15).

Cunraercs, 4TO OUIMKIION peanns3yeT CBOU IO3UTUBHBIE (-
(deKThl HOCPECTBOM CIEAYIOIINX MEXaHI3MOB:

CTumynsanus cuHTe3a 6enKa B remaTOLNUTaX, B TOM 4YKC/IE U
6enkoB Tertosoro moka HSP 70/27, koTopble IPpUMHUMAIOT y4acTue
B pery/IALuNU IpoLlecCOB BOCIATIeHN U aronTosa (3,16);

CBsA3bIBaHMe CBOOOIHBIX pafiNiKaOB, YIaCTBYIOLIVIX B IPOIeC-
cax MepeKMUCHOTO OKUCIeHUs TunuoB (3,16);

[TpepynpexzeHue IOBPEXAEHNS MUTOXOH/IPUI TeNaTOLVITOB,
HOBBIIIEHNe TEKYIeCTU UX MeMOpaH, MPersiTCTBIE BHICBOOOXKe-
Huto u3 Hux ACT n nuroxpoma C (11);

Ymenbpmenne sxkcnpeccuu marpuanoii PHK Fas/FasL n nnTep-
depoHa-anbga, YTO MPUBOAUT K YTHETEHUIO IIpOIjecca aIloIlTo3a
rematoutos (17);

YMeHblLIeHMe NPOAYKIUY MHAYLMOETbHON CUHTA3bl OKCUJA
azora u akTuBHOCTHU sijepHoro ¢akropa NF-kB B makpodarax, 3a
CYeT Yero OKa3bIBaeTCs IIPOTMBOBOCIANNTENbHOE feiicTBue (18);

YrHeTeHMe B KJIeTKaX IIeYeHN CUHTe3a POCTOBOro gaxropa
TGF-a, KoTOpBIil IPMHUMAaET y4acTue B Ipoleccax Gpuodposuposa-
uus (19,20).

B mocnenHme rofbl MOABUINCH PabOTHI, TOCBSAIIEHHBIE U3yYe-
HUIO aHTUKaHIeporeHHoro addekra 6unuknona. Tak, B uccueno-
BaHMAX in Vitro 6bIIa IPOXEMOHCTPUPOBAHA CIOCOOHOCTD Iperna-
para cTuMyupoBaTh AuddepeHINPOBKY KIETOK relaTOKapIHO-
Mbl yenoBeka (muHuy HepG2 m Bel-7402), nmpenynpexxparb cTu-
MY/IMPOBAHHYIO 3-MeTUIXONMaHTpeHoM u 12-O-TeTpamekaHOWII-
dopbon-13-aneratoM TpaHCHOPMALNIO SMUTETUATBHBIX KIETOK
nedyeHn Kppic WB-F344 (21). B akcriepuMeHTax in vivo OUIMKIION
HpeRynpexpian KaHleporeHes, MHUIMMPOBAHHBIN IVSTUIHUTPO-
3aMUHOM U TOfjiep>kuBaeMblit hpeHobapoburtamom (7).

8.4. Jlannvie KnuHuuecKux uccied08aHuii

BonpIroe KOMM4ecTBO YCIENIHbIX 9KCIEPUMEHTOB Ha y1abopa-
TOPHBIX KMBOTHBIX IIOCTY>KI/IO OCHOBAHMEM [I/IA pa3pelleHNs pe-
rynsaTopHbiM opraHoM KHP mccmegoBanys OMIMKIONa B KIMHMKe.
IIpoBenenHbie B KOHILe 90-Xx — Hadane 2000-X rofjoB UCCIefOBaHUA
HepBOIi 1 BTOPOIT (a3bl MOATBEPANIN JaHHbIE, IOTyYeHHbIE B 9KC-
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IepUMEHTaX.

BupycHble renaTnTe

VccnepoBanus Tpetbeil gasbl (MyIbTUILEHTPOBBIE, PaHOMMI-
3MpOBaHHbBIE) y MAIVIEHTOB C BUPYCHBIM FemaTUTOM B mokasanmu,
4TO OMIMKJION B CpPaBHEHNUM C IIpelaparoM CpaBHEHN:A, a B Ka-
yecTBe TakoBoro Obu1 BbiOpaH DDB, 3Haummo cHmkaeT ypoBHM
AJIT u ACT 1o cpaBHEHMIO C UCXOAHBIM YpoBHeM (y 53,5% 1 48,7%
IaIlJIEeHTOB COOTBETCTBEHHO) ¥ CIIOCOOCTBYeT UX COXPAaHEHNIO B
TedyeHMe 3 MecsleB mocie npekpamenns nedenns (40,2% n 48,7%
6onpHbBIX). TeM He MeHee, T0Ka3aTh IIPENMYIECTBA OUIVKIIONA TI0
CHIDKEHMIO YPOBHA TpaHcaMmHas nepeg DDB ne ypanocs.

bBonee 3HaYMMBIil pe3y/nIbTaT OB IIOTyYeH IIPU UCCIETOBAHNMN
IVIHAMMKJ MapKepoB BuUpycHoro rematuta B — HBsAg, HBeAg u
HBV-DNA (JHK). B rpynne manmueHTOB, NIpMHUMAOIINX OUIN-
KJI071, Tocrie 6 MecsineB Tepanuy HBeAg u HBV-DNA He 651111 06-
HapyxeHbl y 20,8% u 39% mannueHTOB COOTBETCTBEHHO, Y 15,6%
Obutu BbIsiBIeHbl aHTUTena aHTu-HBe. Yepes 12 Hemenb mocne
3aBeplIeHNs Tepanuy OUIVMK/IOIOM IOFOOHBIe ITOKa3aTenu Map-
KepoB ObM oOHapy>xeHbl Yy 29%, 45,7% u 20,8% uccinenyembix
COOTBETCTBEHHO. [[MHaMIMKa 3TIX e II0Ka3aTeseil B IPyIIIe CpaB-
HeHMs oKasajmach cxoxelr (15,2%, 37,7% u 9,4% ImanneHToB K MO-
MEHTY 3aBeplieHusA uccnegopannsa u 21%, 38,4% u 14,5% uepes
12 Hepenb MocCie OKOHYaHMs Tepanuu). Pasnmmume mexpy omim-
kionoMm u DDB (mapkeper HBeAg n antn-HBe) okasanoch cratu-
CTMYECKY 3HAYMMBIM TOJIBKO I TPYIIBI IIALMIEHTOB, B KOTOPOI
AJIT 6pna M3Ha4Ya/IbHO IOBBIIIEHA B 5 1 6ojlee pa3 IO CpaBHe-
HUIO C HOPMOII M TOJBKO JIs IOKasaTesell, M3MepsieMbIX uepes
3 Mecsla IOCTe OKOHYAHMA JledeHuA. [IMHaMyKa CyObeKTMBHBIX
CUMIITOMOB, TaKMX KaK C/1ab0CTh, aHOpeKcus, 6onn B o6macTu me-
YeHU U Jp. 3aMeTHO CHIDKajIach B o0eux rpymnnax. Yacrora mo6ou-
HBIX peaKLMiT Tak)Xe ObIIa HeBbICOKA: 1 CTy4ail ChINM M TOIIHOTHI
B TpyIlIle OMIMKIONA MPOTUB 4 (CBIIDb M TOIIHOTA — 1 IAI[MeHT,
TOJIBKO CBINb — 2 MaljieHTa, IOTeps allleTUTa ¥ TOIHOTa — 1 ma-
nyeHT) (22). ABTOpBI MCCIEeSOBaHNA Ha OCHOBAHMM ITOTyYE€HHbIX
Pe3y/IbTaTOB Cie/Ia/IN BBIBOJ, YTO OMIIVKIION MPOSBIsAET OObIIYI0
IPOTUBOBUPYCHYI0 aKTUBHOCTH YeM DDB, 6e3onacen u apdextu-
BeH Yy MAL[MIeHTOB C BUPYCHBIM I'ellaTUTOM B U BBICOKMM ypOBHEM
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TpaHCaMIHA3.

Eme ogHO nccenoBanme TpeTbell $aspl ¢ MepeKpeCcTHBIM IM-
3aiTHOM OBIJIO ITOCBSAIEHO M3Y4eHNI0 9P PeKTUBHOCTI OUIMKIIONA
y manueHToB ¢ BUpycHbIM renatutoM C (23). [IpoBeieHHOE B Hava-
ne 2000-X roioB, OHO BK/IK04aj0 Bcero 39 naumeHTos: 20 npuHMMa-
v 6unyKiIon, 19 — muane6o B TedeHne 3 MecsIeB, OCTe IIepeKpe-
CTa MAIVEeHTbI IIePBOJL IPYIIIbI IIPOJO/DKIIN JIedeHNe OUIVIKIIONOM
B TOM JX€ JJO3MPOBKeE ellle 3 MecAla, a MalMIieHTbl BTOPOJ T'PYIIIIbI
Havya/Iy TePANNIO STUM IpelapaToM, KOTopas IpOLo/IKaaach 6 Me-
canes. OLeHNBaMNCh KIVMHIYECKIe CMIITOMBI, IIOKa3aTeny QpyHK-
nun nedenn, Mmapkepel HCV RNA (PHK) u anti-HCV. PesynbraTs
3TOTO MCCIENOBAaHNUA IOKa3aay, YTO Tepanus OMLIMKIONOM IIpu-
BOANT K 3HauMMoMYy cHIDKeHNI0 AJIT 1mo cpaBHEHUIO C MICXOTHBIM
ypoBHeM u rpymmnoi miane6o. K okoHYaHuIo Tepanum OUIMKIO-
JIOM HOpMa/lM3aluu 3TOTO IOKa3aTesd YAAI0Ch JOCTNYD y 25 ma-
nueHToB (64%), ogHaKo Yepe3 3 MecAIa HOpMaabHble ypoBHM AJIT
OTMeYeHBI TONBKO Y 19 denoBek (49%). Y maumeHTOB 006€MX IpyIn
nocjie jiedyeHys OMIIMK/IONOM HAOTIOfanach perpeccusa KIMHN4Ye-
cknux cumnroMoB. HCV RNA okasazcsa oTpuiaTe/IbHBIM TONTBKO Y
5 MalMEeHTOB, 1PV 5TOM TO/IbKO Y 2 3TOT II0Ka3aTe/Ib OCTaBaJICA He-
TaTUBHBIM B TeueHNe 3 MeCsAIeB I10C/Ie OKOHYAHUS TePAIINI, YTO He
ABNIAETCA CTATUCTMYECKV 3HAYMMBIM pe3y/lIbTaToM. besomacHOCTDb
OMLMKIIOa Obl/Ia TOATBEPXKAEHA 11 B 9TOM UCCIELOBAHMUI.

Tem He MeHee, pe3yIbTaTOB MCCIENOBAaHMIT TpeTbell (aspl
0Ka3aJI0Ch HOCTATOYHO I perynaropHoro opraHa Kuras (China
FDA) pis Toro, 4To6Bl pa3pennTh IPOU3BOACTBO U MPOJAXKy 6u-
nukaona B crpaHe. [locne ero permcrpauny ObLI NPOBefeH P
KJIMHMYEeCKUX VICCTIeRoBaHmI (YeTBepTast dasa), pe3y/nbTaTbl KOTO-
PBIX KPAaTKO IIPEACTaB/IeHbI HIKE.

2064 manyeHTa, BK/I0Yad IOAPOCTKOB B Bo3pacTe 12 — 17 ner
(150 yenoBek), ¢ BUPYCHBIM renaTuToM B O6b1n o6beKTamMu mccie-
noBaHMs 3 PeKTUBHOCTU 1 Oe3omacHoCTH Ouimkiona. Pesynbra-
THI JAHHOJ pabOTBI MOATBEPANIN CIOCOOHOCTD Ipenapara HOp-
Ma/lM30BaTh YPOBHM TPAaHCAMIHA3 U OINpPEe/IeHHYI IPOTUBOBU-
PYCHYIO aKTVBHOCTD, 60/1ee BBIPa)KEHHYIO Y MAIL[MIEHTOB C BBICOKIMM
ypoBHeM AJIT (6omee 5 HOpM) U Y IaleHTOB MOJIOZIOTO BO3pacTa
(12 — 17 net). B cpenHeM HOpManu3anuy ypoBHA BUPYCHBIX Map-
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KepOB YalI0Ch I0OUTBCA Y YeTBEPTH NALMEHTOB (3).

Eme omHO McciefoBaHMe KUTAMCKUX aBTOPOB IOJTBEPANIIO
BBIBOJBI IPYTUX JICCIeoBaTesNell 06 aKTUBHOCTY OMIVIK/IONA B OT-
HOIIEHUN BUpyca rematnta B u ompexennio, 4T0 6MIMKION IpoO-
AB/IsIeT K0303aBUCUMBIN 3 dekT (24). B To e Bpems 24-Hefenb-
HOe CpaBHUTEIbHOE UCCIenoBanye 3¢ PpeKTUBHOCTY OUIMKIIONA C
oudennarom y 407 manyueHToOB C BUPYCHBIM renaTUToOM B, KcTarn,
eIMHCTBEHHOE IpU3HaHHOe KOKpellHOBCKMM COO6IecTBOM Kak
BBICOKOKaueCTBEHHOE (CM. HIDKe), He BBISIBU/IO KaKMUX-TMOO Mpen-
MYIIeCTB OMIMKIIONA TIepef IpernapaToM CpaBHEHUs HI B 4aCTOTe
HOpMajM3alyy TPaHCAaMIUHA3, HY BO BIMAHNUM Ha YPOBHM BMpPYC-
HBIX MapKepos (22).

ViccnemoBanus 4eTBepToil (as3bl y HAIMEHTOB C BUPYCHBIM Te-
natutoM C 6bUIM MeHee MHOTOYMCIEHHBI 11 BK/TI0o4aau 100 yemoBek
C TaHHBIM 3a00/eBaHMeM. Pe3ynbraThl OLleHMBANINCh MOCIe 6 Me-
CSIYHOTO Kypca 6unmknona (25-50 Mr Tpykasl B geHb). Hopmanu-
sanyy Kak AJIT, tak u ACT yganoch focTurayThb y 31,5% yyacTHu-
KoB, 1ipu 9ToM AJIT mokasana 6oee BbIpaKeHHYIO YyBCTBUTE/Ib-
HOCTb K Tepanuu 6unuknonom (54% nannentosn), ueM ACT (38%).
Y 18% OONbHBIX IO OKOHYAHUM MCCIENOBaHMA M y 22% depes
3 Mecs1ia TIOC/Ie 3aBeplIeHNA Kypca Tepaluin yaanoch JOCTUTHYTh
BbIpa)XKeHHOro cHbKeHMsa Mapkepa HCV-RNA, omnpepensemoro
npu nomouu IIIIP, 4To Mo3BOMMIO aBTOPpAaM TOBOPUTH O IIOTHON
3NMVMUHALVY BYPYCa Y 9TUX MauyeHToB (25). MHoroo6emaromne
pesy/IbTaThl y 9TON Kareropuu 60nbHBIX 6bUtn nonyders: Guo Q.
¢ coaBTopamu u Sun J.M. (26,27).

B mocnepHeit paboTe OMIMK/ION UCTIONbB30BAJICS B KOMOMHAL[AK
¢ pubaBupuHOM u 4actora HopMmanmsanuu AJIT mocturana 76%
HalMeHToB, a orcyTcTBuA Mapkepa HCV-RNA ypamocy gocrtur-
HYTb y 43% 6onbHbIX. C/leflyeT OTMETHUTb, YTO JAHHOE UCCTIeN0Ba-
Hyle 6BIIO HEMHOTOYVICJIEHHBIM M BK/TI0YAjI0 21 yeloBeKa ¢ BUpYc-
HbIM renaTuToM C 1 50 4eloBeK TPYIIIbl KOHTPOJIA.

3HauuTeIbHOE KOMYECTBO PabOT OBIZIO IOCBSAIIEHO BOIPOCY
3¢ PeKTUBHOCTY OMIMKIIONA B KOMOVHAIIVIV C IIPOTUBOBUPYCHBI-
MU CpeAcTBaMu — aMUBYANHOM (28-32) u agedoBupom (33-37),
a Taxke mpenaparamu nHrepdepona-a (38,39). Kak 6s110 moxa-
3aHO B 3TUX UNUCCIAEOOBaHMAX, KOM6MHaHMH JTaMUBYAVHA VUIN afe-
¢doBupa, MM npenaparoB MHTepdepoHa-o ¢ OULNKIONOM SABJIA-
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eTcst 6onee 9 PeKTUBHOI 10 CpaBHEHUIO C MOHOTEpANMel STUMU
JIeKapCTBEHHBIMI CPeICTBaMI, KaK B I/IaHe BIVMSIHUS Ha YPOBHU
TpaHCaMMHa3, TaK U Ha YPOBEHb peIIMKaluu Bupyca. VIHTepec-
HO, 4TO OMIIMKIION IOKa3aa CHOCOOHOCTh IPeAOTBpAIlaTh HOSB-
JIeHNe Pe3UCTEHTHBIX K namMuByguHy YMDD mramMmoB Bupyca
rematura B (40).

Kuraiickue yueHble He 060N CBOMM BHMMAaHIEM U BOIIPOC
BIMSIHUA OMLMKIIONIA Ha TIpolecchl prOpo3MpoBaHNs TeYeHOTHO
TKauu (41-43). XoTd Takue ucCaenoBaHmus ObIIM HEMHOTOYICIIEH -
HBIMI U ONIEPMPOBAIN B OCHOBHOM OMOXMMMYECKMMM MapKepaMu
¢ubpo3a, TaKMMU KaK TMajypoOHOBas KUC/IOTA, TaMWHWH, KOJJIa-
reHel 1, 3 u 4 TUIIOB M APYTMMM, OHU IIOKAa3ajay CTaTUCTUYECKNU
3HAYNMMOe MHTUONPYIOliee BO3/EICTBIE OUIIMKIIONA Ha IIPOIeCCHI
¢ubposuposanus. B psapge pador nogobHbIt 3¢ dexT Ob1 fomON-
HUTENIbHO TOATBepXKZeH ¢ momoibio Y3U (43) wnn 6uoncun me-
yeHu (41,42). TlonydyeHHble pe3ynbTaThl MOATBEPXKAAIT LaHHBIE,
[O/TyY€HHbIE B 9KCIIEPUMEHTATbHBIX paboTax.

VIMeeTcsi ompefeNeHHBIl ONBIT IPUMEHEHUs OMLMKIONA U B
YKkpauHe, OZHAKO YKpPamMHCKUe WMCCIAELOBAHUS HOCHUIN IIPEUMY-
I[eCTBEHHO HAOIOfaTe/IbHBIN XapaKTep ¥ BK/IIOYAIOT B cebs onu-
CaHMsI OT/e/IbHBIX KIMHUYECKNX C/ydaeB M MCCIAESOBAHMUs TUIIA
«CITy4ali-KOHTPOIb» (44,45).

8.5. be3onacnocmo

[TpakTuyecku BO Bcex paboTax, MOCBSAIEHHBIX U3y4YeHUIO O1-
LIVK/IONa, OTMEYAeTCs €ro YAOB/IETBOPUTE/NbHAas 0e30IacHOCTb.
OmnucaHbl ¥ BHECEHBI B VIHCTPYKIMIO 110 MeJULITHCKOMY IIpYMEeHe-
HUIO CJIefiyIolye MOOOYHbIe peaKI[My ITOTO IperapaTa: roJ0BHas
0071b, KOXKHasI ChIIb, TOIOBOKPY>KeHNE, TOIHOTA, METEOPU3M, Ha-
PYILIEHVS CHA, TPAH3UTOPHAsI TUIIepOMINPYOHEMNsI, TUIIEPIINKe-
M, IOBBIIIEHVEe YPOBHS KpeaTVHIHA U, PeJKO, HapyIIeHNs TeMOo-
1moasa — jeiko— u Tpombonuronenus (15,22,23,46).

[oBopst 0 OMIMKI/IONE, Heb3sl HE YIOMSHYTb M Pe3y/IbTaThl
pabor Pan S.Y. et al. (2000, 2002, 2006 roff0B), B KOTOPBIX OBIIO
MIOKAa3aHO, YTO IIM3AH/PUHBI Y POJCTBEHHbIE M COEAMHEHMNS 10-
303aBUCHMO YCUIMBAIOT CHTE3 TPUITIUIIEPUIOB B IIEYeHU U CIIO-
COOHBI BBI3BIBATh IMIepTpUranepugeMuio. Ilo Bceit BUgUMOCTH,
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3TOT HpOaTepOreHHbIN 3P HeKT, KOTOPDI MOKHO PaClieHUTD TOMb-
KO KaK HeTaTUBHBII, AB/ISAETCS Knacc-crnennduaecknm (47-49).

[IpuHuMas BO BHUMaHMe OTPAHMYEHHBIN OMBIT MPUMEHEHUs
OMLMKIIONA Y HeTell, HOXWIbIX IManueHToB (crapure 70 et) u Oe-
PEMEHHBIX WM KOPMSIINX YKEHIMH, Ipenapar He PeKOMEHIOBaH
K IIpUeMy 3TUMM KaTeropusamu 60npHbIX. ClefyeT OTMETUTD, YTO
paboThI, MOCBALeHHbIEe N3YYeHNI0 9P DEKTUBHOCTY U 6e30I1acHO-
CTV OUIVIKTIONA Y [ieTeil, BCe XKe CYLIeCTBYIOT, XOTs UX, ¥ C HaMI B
3TOM COITIACHBI I Apyrue nccnegosatenu (50), kpaliHe Mano. ABTO-
PBI 9TUX MCCAELOBAHMIT TUIIA «CIIY4Yaii-KOHTPOJIb» MOKa3aau, YTO
3¢ PexTUBHOCTD U 6€30MacHOCTH Mpemnapara B IeTCKOM BO3pacTe
COIIOCTaBMMBI C TaKOBOJ Y B3pocibix (51,52). Eme pas xouercs 3a-
OCTPUTH BHMMAaHME HA TOM, YTO HMOTHOIL[€HHBIX KIMHUYECKUX KC-
cnenoBaHmit 9 HeKTUBHOCTY 1 6€30MaCHOCTY OVMIVIKIIONA Y AeTell
He IPOBOJMIOCH, OITOMY /r00asi MONBITKA TAKOTO Ha3HAYEHWSI
OyzeT IpOTUBOPEYNTD VIHCTPYKLIMM.

8.6. Jlokazamenvnas meouuuna

MHorouncnenHble paboTbl, IOCBAICHHbIE U3Y4YeHNI0 3 Pek-
TUBHOCTY OMIMKIIONA y NAIMEeHTOB C XPOHWYECKMMM BUPYCHBIMMI
reraTUTaMy ¥ coOO0IaoNe O XOPOLINX pe3yabTaTax TaKoil Tepa-
I, He MOI/IM OCTaThCs BHE BHMMaHuA [enaro-bunmapnoii rpymn-
el KokpelTHOBCKOTO coob1ecTBa.

XpoHnYecKue BUPYCHbIE TelIaTUThI

CyurecTByeT JBa CUCTEMAaTNYeCKNX 0630pa, OTyO/IMKOBaHHBIE
B 2006 1 06HOB/IeHHBIX B 2009 TOAY COTPYIHMKAMM 3TO I'PYIIILL.
[TepBslit mocBseH 3G PeKTUBHOCTY OUIMKIIONA Y MALMEHTOB C
BUPYCHBIM rematuToM B (53), BTOpoil — ¢ BUPYCHBIM IelIaTUTOM
C (54). Kak B mepBoM, Tak 1 BO BTOPOM CjIy4ae, aBTOPbI KOKpeli-
HOBCKJX 0030pOB CMOITIM OOHAPY>XUTh TOIBKO IO OJHOI pabdo-
Te, OTBevalollell BceM TpeOOBaHUAM JOKa3aTeTbHON MeJUIVHEL
9TO paboOTbI, BHIIIONHEHHBIE TIOf, PyKOBOACTBOM Yao B 2002 roxy
(22,23). K coxxaneHnio, BBIBOIBI CUCTEeMaTHYeCKNX 0030pOB He
CMOITIM NOATBEPAUTD MM ONPOBEPTHYTH 3asABIEHUA KUTAMCKUX
uccnegoBatesneit 06 apdeKTUBHOCTY OUIMKIIONA.

ITpexxpne Bcero, aTO CBA3aHO C HMU3KUM KadyeCTBOM KJIMHMYE-
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CKVIX VICCTIEJOBaHMI, I/ OOBIIMHCTBA U3 KOTOPBIX XapaKTePHO
HapylIeHMe IPOLeAyPhl PAHAOMU3ALUNI U «OC/IeIUIeHNA». Bo-BTO-
PBIX, 3aMeYaloT aBTOPBI 0630pOB, MM He Y[alI0Ch 0OHAPYKUTD VIC-
CTIEIOBAHUI, B KOTOPBIX OMIMKIION CpaBHUBAETCA C IUIane6o mim
OTCYTCTBMEM BMeIIaTe/lbCTBA. Tak)Ke OTCYTCTBYIOT pabOTBhI, IIpo-
BeJleHHbIE Ha JO/DKHOM METOMIOJIOTMYECKOM YPOBHE, B KOTOPBIX
MOHOTepanusi OMIMKIONOM CpaBHMBANach OBl C MEX/YHApOLHO
OPMHATHIMU METOJJaMV Tepamnuy renatuta B, To ecTs rpymma 6umu-
KJIO/Ia C TPYIIION IaMUBYANHA, MHTepdepoHa u apyrux JIC, a He ¢
KOMOVHaIVAMY OMIVIK/IONA M 9TUX npemnaparoB. HacTtopaxupaer
aBTOPOB KOKPEIHOBCKMX 0030POB U OTCYTCTBME VLU Ke Hef0CTa-
TOYHOE KOJIMYECTBO JJAaHHBIX O MOOOYHBIX peaKIMAX OMIMKIIONA B
pAnme crTareit.

HamomuuM, 4to s OO/NBIIMHCTBA KUTANCKUX paboT, Kak
BIIpOYEM, U IJIA OT€YeCTBEHHBIX, XapaKTepHa M30bITOUHAs Ty6/Iu-
Kal[/s NO3UTVBHBIX Pe3y/IbTaTOB UCCIENOBAHNUI, YTO IPUBOANUT K
HEeBEePHOJI OLjeHKe TepaIeBTIYeCcKol 9 PeKTUBHOCTH JIeKapCTBEH-
HOTO cpeficTBa (Tak Has3bIBaeMas positive results publication bias).
ITpoBenennoe B 2002 rogy uccneposanue J. Liu m M. Yang moka-
3aj10, 4T0 92% ony6nmuKoBaHHBIX B Kutae pa6ot, koTopbie ObIIn
HOCBSAIEHBI BOIIPOCY 3G (PEeKTMBHOCTY CPEACTB KUTANCKOI HAPOJ-
HOJl MeJVIIIVIHBI Y IMAaLMeHTOB C BUPYCHBIMM TeHAaTUTaMU U JIET/IN
B OCHOBY K/IMHMYECKMX PeKOMEH/ALMII, COOOIaIN O IIO3UTUBHBIX
pesynbrarax (55).

[To mHeHuio crennanuctoB KokpeitHOBCKOTO coo0miecTBa,
perucTpanusa 3Toro JeKapCcTBEHHOTro cpefcTsa B Kurtae u gpyrux
CTpaHax OKasajach IPeX/IeBPEeMEeHHOI, TaK KaK OVIIVIK/ION HYX/ja-
eTcA B 601ee Tof,pOOHOM M3YYEHMN B BUJIe IPOBEIEHNA BBICOKOKA-
4eCTBEHHBIX PAHLOMU3VMPOBAHHBIX VICCIEOBAHUIA.
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9.1. cmopus npumeHeHus

[munuppusuH TpPOM3BOANUTCA IIpU
IOMOIIM BOJSHOTO OSKCTPAarvMpOBaHMA
U3 KOPHA COJIOAKM TOJIOMN, OHA >Ke ITIaj-
kasg (Glycyrrhiza glabra), win conop-
kn ypanbckoit (Glycyrrhiza uralensis)
— MHOTOJIETHETO pacTeHUs ceMelicTBa
0060BBIX, PacCIpPOCTPaHEHHOTO B A3nuu,
Bocrounoit u HOxHoit EBpome. Jleue6-
Hble CBOJICTBA COJIOAKM XOPOIIO W3-
BeCTHBI co BpeMeH [IpeBHero Erunra un
Puma. Vicmonbdyemass B KMUTANICKON Me-
munuHe 6omee 5000 mer, comomka BXO-
AUT B COCTaB IPOMMCEN I JIeYeHN
3a00/IeBaHMIT JIBIXaTEeJIbHOM CUCTEMBI,
00/1eBOM CHHJApPOME, NIMXOpajKe U JAp.
Kpome rnunuppusnsa (TpUTepeHOBOTO
CaIlOHMHA), KOPEHb COJIOAKU COJEePKUT
a¢upHBIe Mac/a, BUTAMIHBI, KYMapUHBI,
¢dmaBaHOMARI U Apyrue coeguHeHudA. Ilo
maHHbIM A.A. Pa60koHb, comonka (Jxcan
Kao) — nambornee 4acTo yrnomMmHaemoe
pacTeHMe B pelenTax TPaUIVOHHON
KUTaCKON MeguiuHbl (1).

ImunuppusMH 1O XMMUYECKON
cTpykType (cM. puc. 9.1.) mpeacTaBisaeT
co00J1 KalbleBO-KaaueBylo CO/Mb ITIU-
LUPPU3NHOBON KUC/IOTBI, AaIIMKOHOM
KOTOpPOJ SIBIAETCA IIUIVPPETUHOBAS
KIC/IOTa. YITIeBOAHAsA YacTb INIMLMPPU-
3VHa INIpeJICTaBIeHa ABYMs MOJIEKY/IaMuU
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[IIOKYPOHOBOJ KUCIOTHL. [MMIMppusnHOBasg KUCIOTAa CXORHA IO
CTPOEHMIO CO CTEPOUTHBIMYM TOPMOHAaMU, B YaCTHOCTM C (peHaH-
TPEHOBOJI YaCThI0 CTEPONJIOB, YTO MOXKET OOBACHUTD CXOJHBIE CO
CTEpOUTHBIMY IIpelapaTaMyl HEKOTOpble IOOOYHBbIE peakIuu I
P OMOXXUTENbHBIX 3 dexToB (1,2).

VIHTepec K 3TOMY IIpenapaTy KaK relaToIpOTeKTOPY MOSBUIICA
B cTpaHax 3anagHol EBponbl B cepepuue 50-x rogoB 20-ro Beka
(3-5), HO HamboIbIIee pacIPOCTPaHEHNe ININLUPPUNH TTOTYYUIT
B CcTpaHax Asuu, npexsue Bcero — B fAnonun (6,7). Hu B Ykpan-
He, HU B Poccuiickonn Pepepanum MOHOIpenaparbl NMULUPPUSK-
Ha Ha MOMEHT HANMCAHMA 3TOTO pasfiesa He 3aperucTpUpOBaHBI,
OTe4eCcTBEHHbBIE Bpa4yll Ha3HAYaIOT 3TO CPEACTBO TOIHKO B KOMOU-
HalluM C ApyruMu remaronporekropamu. I[Ipenmapar Stronger Neo-
Minophagen C sAmoHCKOro IpOM3BOACTBA, MOXKanyii, Hambosee
9aCcTO YIIOMUHAEMBIil B CTAaTbAX, ITOCBALIEHHBIX TeMaTOTPOIHBIM
s dexram conopxy, n3 crpan CHI 3aperucTprupoBaH moka TOIbKO
B Y30eKkucTase.

Puc. 9.1. Crpykrypa rmnnuppusuta (c caitra Pubchem)

AKTyaZIbHOCTb [€Ta/IbHOTO M3y4YeHM: MO3UTUBHBIX U HeraTUB-
HBIX 3} (HeKTOB IKCTPAKTa CONOAKM U €ro aKTVMBHOTO KOMIIOHEHTa
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— DIMLUPPU3VHA, 00YC/IOB/IEHA ellle U BeCbMa IIVPOKMM VX VICHIONb-
30BaHMEM B IUILEBOI, KOCMETUYECKOI ¥ TabaYHOI IIPOMBIIIIEHHO-
ctu (1,8-10). ITocnepmuss, KCTaT, sIBIAETCA BELYLIVMM OTpeOuTe/IeM
conopku 1 ee mpousBopHbix B CIIIA, 3akymnas /11 apoMaTu3anym cu-
rap, curapet u Tpybo4Horo rabaka Kak MUHMMYM B /iBa pa3a 6osblie
coIpbs (50 — 90% oT Bcero o6'beMa IIpofaBaeMoil COTOMKN), YeM IIN-
meBas win papmaneBTudeckas orpacisb (11).

9.2. DapmaxoKunemuxa

dapMaKOKMHETNKAa MOHOIIPENapaToOB IINIIVPPU3NHA JOCTATOY-
HO XOpOUIO M3y4eHa U OTIMYAEeTCA OT TAKOBOJ BOJHOTO 3KCTPAKTa
COJIOIKY, KOTOPBI/I KpOMe CaMOTO ITIMIVIPPU3VHA COIEPXKUT U APY-
rye OMOIOrMYecKyl aKTYBHbIe BellecTBa. Cpefy CII0XKHOCTEN, COIyT-
CTBYIOIIVX M3Y4eHNIO papMaKOKVHETUKI IJINIIVIPPU3NHA Y 9KCTPaK-
Ta COMIOAKY, IVIABHBIMM, TTOXKAJTYJl, ABJIIIOTCS HEOAVMHAKOBBIN COCTAB
VICCTIElyeMOT0 9KCTPAKTa, 3aBUCALINIL OT THUIIA PACTEHNUS, €T0 IPOIC-
XOXKZAEHMs, KIMMaT4eCKuX (akTOpOB U APYTUX yCIOBUI (CM. Tak-
Ke pasfiesl 0 CYIMMapyHe), MeKBU/JOBbIe pasnnyysi GaKTOpPOB, BIIN-
AIOIVX Ha (papMaKOKMHETHKY, HabmofaeMble, HAIIpUMep, Y pasHbIX
BUJIOB KMBOTHBIX, @ TaKXXe 00bsICHseMble papMaKOreHeTNYeCKIMU
0COOEHHOCTSIMU HEKOTOPBIX 9THOCOB (12,13).

BuomocTyIHOCTD HeM3MEHEHHOTO IIMLMPPU3NHA TIOCTIe IIepo-
paJIbHOTO IIpyeMa KpajlHe HU3Ka — ero ChIBOPOTOYHbIE KOHIIEHTpa-
VIV CTAHOBSITCS OTIpefie/IsIeMbIMY TOJIBKO ITOCTIE TIpyieMa KpajiHe BbI-
cokmx o3 npemapara (100 — 1600 mr/kr macce Tena) (14-16).

[TnkoBble KOHLIEHTpALy IIMLMPPU3NHA, OIpefie/seMble IO
IIALMPPETUHOBOJ KUCIOTe, HUKe U HACTYIAIOT II03>Ke II0 BpeMeH!
IIpY MCIOTB30BAHMM IKCTPAKTA COJIOJKM, HO HE MOHOIIPENapaToB
B 9KBMBa/NEHTHOI fode. T IMIMIMPPUsMHA 3aBUCUT OT HPUHATON
1o3bl — npu npueme 200 Mr rannUppusnHa OHO cocTaBndeT 10 ga-
coB, 500 Mr nmpenapara — 3 4aca, 1500 Mr — 4 gaca, 4TO CBUJETE/b-
CTBYeT O NMMUTMPOBAHUY IPOLECCOB BCACBIBaHMA U OMOTpaHC-
dbopmanum, o KOTOpHIX peub moriziet Aanee (17). Takke u maomagp
nox kpuoit koHueHTpanyyu (AUC) a1 MoHOnpenapaToB Oosblire
npubnu3uTenbHo B 2,5 pasa (18-20). Takoe pasnuune B dpapmako-
KMHETUKe MEXIY OUMIIEHHBIM [JINIVPPU3VTHOM Y IJIUIVIPPU3VTHOM
KaK COCTaBHOJ YacCTbIO C/IOKHOTO 9KCTPAKTa MOXKeT ObITh 00bsic-
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HEHO TO/IbKO Ha/IM4YyeM JPYTUX aKTUBHBIX KOMIIOHEHTOB KOPHS CO-
N0AKN. VI3BeCTHO, YTO ITOCTIEHIIE CIIOCOOHBI YCUIVBATb BBIfIE/ICHIIE
YKeT4Y, 3aMef/IATh IaCCaXK COREPXKMMOTO II0 XKeTYAKY 1 abcopOIyio
rmnyppusnHa B knmeyHuke (11,19,21). K coxxanenuio, KOHKpeT-
HbIe XVIMIYEeCKVe COeVHEH, BBI3bIBAIOINE TIepeUulCIIeHHbIe 3¢-
deKTHI, K HaCTOAIeMYy BpeMeH) He OIIpefie/IeHbl.

A6copbuyss aKTMBHOTO KOMIIOHEHTA COMOAKM HEBO3MOXKHA
0e3 yyacTus KuiedHoi ¢opsl (cMm. puc. 9.2.). B Hacrosee Bpe-
Ms UAEHTUPULIMPOBAHO HECKOIBKO LITAMMOB OaKTepuii (CTpenTo-
KOKKM, PyMMHOKOKKY, HEIIATOT€HHbIe KJIOCTPUAVN, 6aKTepONIbI 1
HEKOTOpBbIe Ipyrue 3y0aKTepui), KOTOpble BCIEACTBYE aKTUBHOCTHI
Opucymeil UM [-ITIIOKYPOHUAA3bl CHOCOOHBI TUAPOIN3UPOBATDH
IIMLMPPU3VH. B pesynpraTe TaKOro mpecucTeMHOro MeTabonmsma
o6pasyeTcs IMUMPPETNHOBAS KIUC/IOTA VIV IPOMEXYTOYHBIN Me-
Tab0mUT — 3[3-MOHOITIOKYPOHMI-18B-IMNIMppeTHOBAsA KUCTIOTA,
KOTOPBIII BIIOC/TIEICTBUY TUAPOIN3UPYETCS ONATh-TaKy 4O IINIVP-
peTrHOBOI KUCAOTHL. [Toc/meqHsst M BbI3bIBAET NMPUCYIIE COMOAKE
dapmakonornyeckue 3¢p@eKTs, B TOM YMC/Ie Y IelaTONpPOTEKTUB-
HbIT (22-25). MHoOrue aBTOpBI CBSI3BIBAIOT Pa3BUTHE IICEBJOANb-
JIOCTEpOHM3MAa — CEPbe3HOro M060YHOro addekra rMUUUppUNHa
(cM. HIDKe), MIMEHHO C IONAaJalolell B CUCTEMHYI0 LVPKY/IALMIO
3B-MOHOITIOKYpOHII- 1 8- TIMIMPPETUHOBOI KUCTOTO (26).

3HaveHne 6aKTepuit B MeTaboIM3Me IIMLMPPU3MHA OBIIO IPO-
JIEMOHCTPUPOBAHO B SKCIIEPMMEHTAaX Ha JIMIIEHHBIX KUIIETHON
MUKpodopsl kpbicax. He3aBucuMo oT 03Bl BBEIEHHOIO Iperna-
para B IUTa3Me KPOBM TaKUX >KMBOTHBIX He OIIpefie/iAeTCs HU caM
IIMIVPPU3NH, HY IINIUPpPEeTHOBAsA KucnoTa (24,27).

Takum obpaszom, Ha papMaKOKMHETUKY IIMIVPPU3NHA 3HAUMN-
TENIbHO B/IMsIET Ha/MYMe ¥ aKTUBHOCTb COOTBETCTBYIOIel KIIIIey-
HOIl MUKpPOGIOpHL. VIMEHHO MHAVBUAYAIbHBIMU Pa3INdMsIMU B
KO/IMYeCTBEHHOM COOTHOUIEHMM 9TUX OaKTepuil MOTYT OBITh 00b-
SCHEeHBI HabJTI0faeMble CCIeN0BATeNAMY pas3ndns B GpapMaKOKM-
HeTuKe, Metabonusme 1 3G PeKTUBHOCTYU MperapaToB IMUIUPPU-
3uHa (11). 9TOT PaKT HEOOXOAUMO YINTHIBATH U IPY COBMECTHOM
HasHauYeHNV [JIVIVIPPU3NMHA M JIEKaPCTBEHHBIX CPeICTB, BO3MEN-
CTBYIOILINX Ha (/IOPY KUIIETHNKA, TIPEX/ie BCeT0 — aHTUOMOTHKOB.
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Pyuc. 9.2. IlpecucreMHblil MeTab0MM3M IIULYPPU3VHA
B JKKT uyenoseka (1o Isbrucker 2006 ¢ usmen. (11)).

B akcnepuMeHTax Ha )XMBOTHBIX ObLIO IPO/IEMOHCTPUPOBAHO,
4TO IS DIMLIMPPETVHOBON KUCIOTHI XapaKTepHa SHTepOrelaTy-
Jyeckas UMPKYIALMS: 4acThb IpelnapaTa, MedeHHas pajjliOaKTVB-
HBIM M30TOIIOM (TpUTHIL), peabcopbupoBanach B KUIIEYHUKE I 110-
BTOPHO BBIZIE/IANACD C Kemublo (14, 29 n 31% uepes 6, 24 u 48 qacos
COOTBETCTBEHHO). Tak Kak B Ile4eHU IMMLIMPPETHHOBAs KUCIOTA
MeTaboMM3nupyeTca IyTeM KOHDBIoranyy (ITIOKypOHUPOBAHUA U
cynbdarupoBannsa) ¢ obpasoBaHUEeM CIEAYIOMNX MeTabOoIUTOB:
18B-rmunuppetun-30-rnokypornaa, 18B-rmunuppernn-3-O-ro-
KypoHupaa u 18B-rmunupperun-3-O-cynbdarta, To moCaeHNE, 110-
najjas B KUIIEYHMK, 3aHOBO IOJBEPralOTCs JeKOHBIOTVPOBAHMUIO
dbepmeHTaMy kumeyHbIX 6akTepmit (11,25,28).

Hannune sHTeporemaTmdeckoil NUPKYIALIVY IINLVPPU3NHA
IOATBEP>KJAeTCA Y MHOTOIVKOBBIM XapaKTepOM KpUBOJ «IIjIas-
MeHHasl KOHIIEHTPALUsl — BPeMsi», eC/IN Y 3OPOBBIX ZOOPOBOJIb-
L[eB I10C/Ie OJJHOKPATHOTO Ipyema 225 MTI INIMUMPPU3MHA IIEPBbIN
UK KOHILIeHTpauuy Habmopaercs: yepe3 10 wacoB (mmasmeHHast
KOHIIEHTPAlVs IJIMIVPPETUHOBON KICTOTHL — 1MI/MJI), TO BTOPOI
Yl TPETHIL, COOTBETCTBEHHO, Yepe3 30 1 50 yacos (0,2 u 0,1 mr/m).
OKCKpeuys IIMIVPPU3NHA IIOCTEe OLHOKPATHOTO IIePOPaTbHOTO
mpuemMa, TakuM 00pa3oM, MOXKeT IIPOJO/DKATbCSA B TedeHue He-
CKONBKMX AHelt (29). VInbekumoHHble GOPMBI IIUIVIPPU3UHA T10-
cne Metabonuama P-D-IIOKypOHN/a30if aKTUBHOIO KOMIIOHEHTA
B IledyeHM 1 0Opa3oBaHus 3-MOHOITIIOKYpOHMI-18B-runuppern-
HOBOJI KMC/IOTBI TaK)Ke IOJBEPraloTCsA SHTEpOrenaTndecKoi nup-
KY/IALMU BCIECTBYE HAJIMYMs IPAKTUIEeCKM eIV HCTBEHHOTO Iy TH
snumuHanuu (12,13).

OmnucanHas 0co6eHHOCTh (HapMaKOKMHETUKY ITIMLMPPU3KHA
JOJDKHA YYMUTBIBATbCA NPV Ha3HAYCHMM M M3YYEHUM IIpeIapaToB
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CONIOJIKM ¥ IOTOMY, YTO PELMPKYIALNA [JINIVMPPU3NHA 3aBUCUT He
TOJIbKO OT aKTMBHOCTY MUKPO(]IOPEI, 0 Y4eM TOBOPUJIOCH BbIIlIE, HO
Y YaCTOTHI IpyeMa V1Y, XapaKTepa IPUHIMaeMOoil efibl, pyHKI-
OHAJIPHOTO COCTOSHMA JKeTYHOTO my3bips (11,13,25).

XoTs1 MeTabonu3M ITIMLMPPU3NHA, COITIACHO COBPEMEHHBIM
NAaHHBIM, He CBA3aH C peaKUMAMMU OKMUC/IEHUA-BOCCTAHOBJIEHNS,
ero B/IMSAHNE Ha aKTUBHOCTb pepMeHTOB IepBOIl (pasbl He MCKIIIO-
qyaeTcA. Kak 1 BO MHOTOM Jpyrom, 4To KacaeTcs ITIMLVPPU3NHA,
JlaHHBIE O €ro BO3IeNCTBUY Ha (pepMEHTH MeTabonmM3Ma OTINda-
I0TCSI IPOTUBOPEYNBOCTBIO. B akcriepumenTanpHoi pabote Pandit
S. M COaBTOPOB 3KCTPAKT COMOAKM UM, B MEHbIIEN CTENeHMU, ININ-
LUPPU3VH HE3HAYUTETbHO YIHETAINM aKTUBHOCTb M30(QEepMEHTOB
CYP2D6 n CYP3A4. K1MHNYeCKyI0 3HAYMMOCTb TaKO€ BO3Jeil-
CTBUE MOXXET IIPUOOpeCcTy Mpy UCIONb30BaHNM KOMOMHAIMIL 9KC-
TpaKTa COJIOAKY C APYTMMY MHIMOUTOpaMU YKa3aHHBIX (epMeH-
T0B (30). VIHrnbupyiouee BIMAHNE ITINIVPPETHOBOI KMCIOTHI HA
aktuBHOCTb CYP3A4 Hanwio cBoe nmoprBep)x/ieHne 1 B paboTe moj
pykosoxctBom Li H.Y. (31). Yruerenne CYP3A4 mpopemoHCcTpu-
POBaHO TaKXXe ISl 9KCTPaKTa comopku kutaiickoit (G. uralensis),
OIIHAaKO OOBACHAETCA aKTMBHOCTBIO APYIMX KOMIIOHEHTOB 3TOTO
pacrenus (32).

B skcnepumeHTanbHbIX padorax Paolini 6pUmM HOCTUTHYTHI
Cllefiyloliyie pe3yabTaThl: IMULUPpuUsuH B fose 240 u 480 Mr/kr
BHYTpPb B TedeHre 4 n 10 mHeil MpuMBOAMI K MHAYKUMM U30dep-
mentoB CYP3A2, CYP3A1, CYP2B1 nu CYP2B9, CYP1A2, CYP1A1
n CYP2A1, CYP2Cl1, a taxxe 16-B-TecTOCTEpOHTUAPOKCUIASEI.
OpHOKpaTHOe BBeJeHME NPV 3TOM He OKa3bIBaJl0 KaKOro-anbo
B/IVISIHMS Ha aKTMBHOCTb MMKPOCOMAJIbHBIX (PepPMEHTOB, YTO IIO-
3BOIMJIO aBTOPOM IPUITU K BBIBOAY, YTO MIMEHHO MHOTOKpAT-
HOCTb Ha3HaueHMA BBICOKVX [03 IMIMIVPPU3VHA CIIOCOOHA MHAY-
UpOBaTh ykazaHHble pepMeHTH! (33,34). VMinpykumsa CYP3A4, Ho
e CYP2C19, 6bi1a mokasa”a B uccnemosauum Tu J.H. ¢ coaBrT.,
IPOBEJIeHHOM Ha 3JOPOBBIX HOOPOBO/IBIIAX, YTO NPOTUBOPEUNT
[IAaHHBIM IIPEAIIeCTBYIOIUX UCCaefoBaHmit (35).

[MuuuppernHoBasA KMUCIOTAa BBIBOAUTCA NPEUMYIECTBEHHO
C K€TYbl0, 3HaUY€HME IIOYEYHOTO IYyTU IKCKPELUM MMHMMAIbHO
(oxomo 2% BBemeHHOI Ho3bI) (28). IloaTomy cocTosiHMe meue-
HJ, aKTVBHOCTDb IPOTEKAIOLIero B Heil MeTabonn3Ma Iunuppe-
TUHOBOJ KMC/IOTbI, MOXKET 3HAaUYMTE/NIbHO CHMXATb IJIA3MEHHDIN
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KJIMPEHC 3TOTO JIEKaPCTBEHHOTO CPEfCTBA, YTO OBIIO MPOLEMOH-
CTPUPOBAHO B MUCC/IEJOBAHMUAX KIMPEHCa IpenapaTroB IIULUP-
pusnHa y nanueHToB ¢ HCV-undexnueit 1 uuppos3om nedeHun
(11,13,25).

[ImunuppeTnHOBas KUCNIOTa B 3KCIIEPMMEHTAX Ha KpbIcax IIO-
Ka3ajaa CIOCOOHOCTh HMPOHMKATh 4Yepe3 IUIAl[eHTapHbIN Oapbep.
Y caMoOK, MONMydYarIuX IIULUPPU3MHOBYI0 KUCIOTY B J03e
100 mr/kr/cyTku ¢ 13-ro gHA 6epeMeHHOCTM, KOHIIEHTPAaIuy 3TO-
ro coequHeHUA B MJjIa3Me Ijioma cocTaBmnau 5, 18 m 32 mr/mn Ha
17,19 u 21 meHb coOTBETCTBEHHO (36).

[TpoHukaeT IMMIUPPU3YH U Yepe3 PYroii TMCTOreMaTUdeCKIii
6appep — rematosnedannyeckui (37). Ham He ypmanoch obHapy-
JKUTD KaKne-n1100 TaHHble O IPOHUKHOBEHUN [JINIUPPU3NHA I €TO
IPOM3BOJIHBIX B IPyJJHOE MOJIOKO.

9.3. Mexanu3sm Oeiicmeus

HecmoTpsi Ha 6Goree 4eM INONTYBEKOBYI0 MCTOPUIO M3y4YeHUs
IIMIVIPPU3MHA €T0 MeXaHM3M JIeNICTBUSA BCe ellle OCTaeTCs He Ipo-
SCHEHHBIM B eTanAX. B mccmemoBaHusAX in vitro u B 9KCIIepUMEH-
TAJIbHBIX MOJE/SIX Ha )KMBOTHBIX ITMIVPPU3YUH [TOKa3an cebst Kak
3 bexTUBHBIT aHTUMOKCUAAHT (CKaBEHXXep CBOOOJHBIX pajuKa-
70B). 3a CYeT AaHTMOKCUILAHTHOTO JIEVICTBUS B LINTO30JI€ TeIaTOL M-
TOB OH CTaOMIM3MPYeT MeMOpaHy U CHIDKAeT ee IPOHUI[AeMOCTb,
B TOM 4ucse u s BupuoHoB (38,39). [IpegorBpaias paspyuieHne
MeMOpaH MMTOXOHAPUI pajMKanaMy, IIMLUPPUSUH OIOKMpyeT
BBICBOOOXIeHNe IuToxpoMa C 1 MOCTIERYIOIIYIO 32 3TUM aKTHU-
Bal[MI0 Kaclaspl-3, 3alyCKaIeil MMpoIlecc amolTo3a renaTonura
(40). Taxke 9TOT mpemapar B 9KCHEPUMEHTAX C MCIOIb30BaHNEM
nunononucaxapusa/D-rajakrosaMnHa okasancs crnocobeH 6710-
KJMPOBATD AIIOITO3 ¥ 110 KAaCIIa30HEe3aBMICUMOMY Iy TH, CTUMY/IVIPO-
BAaHHOMY IIPOBOCII/INTE/IbHBIM MHTEPIeIKNHOM-18 (41).

ImunyppusuH o61afaeT NIPOTUBOBUPYCHBIMU CBOMICTBAMH, OH
CIIOCOOCTBYET ITMKO3WIMPOBAHNIO V1 CUATVPOBAHNIO IOBEPXHOCT-
HOTrO aHTuUreHa Bupyca remarura B (HBsAg), uto mpuBogur x ero
3ajiep)KKe B amnnapate [ob/Ku, 3a c4eT MHIMOMPOBAHNS IIPOTENH-
K1Ha3bpl P 6mokupyer mponecchl GochopunmnpoBaHNs BUPYCHBIX
6enkoB B mHMUUMPOBaHHOM remaronnute. Kpome Toro, rmmnunppu-
3MH CTUMYIMPYeT BBIpAOOTKY MHTepdepoHa-raMma, C IOCIeAy-
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Iolleil akTUBanyeil Makpogparos u B-mumdonnrtos, yBenuunbaer
aKTUBHOCTD IuToTOKCMYeckux NK-mumoonurtos (42-45).

[IpoTuBOBUpPYCHAasE aKTMBHOCTb IIMLIVPPU3VHA He3aBUCH-
MO OT BUJIa CBIPbs, U3 KOTOpPOTo OH Obl1 nonydeH — Glycyrrhiza
glabra v Glycyrrhiza uralensis, 6b1a IPOJEMOHCTPUpPOBAaHa B
3KCIIEpUMMEHTAX in Vitro NI CAeAYIUINX TUIIOB BUPYCOB: BUPYC
SmuiureitHa-bappa, poTaBUpychl, BUPYyC AMOHCKOTO 9HLedannra,
Bupyc renarura B, rematura C, quroMeraaoBupyc, KOpOHaBUPYC
SARS, BUY, rpunmna u ppyrue (42,46,47). BsanmopeiicTByeT nu
IIVIVIPPU3UH HENOCPEeACTBEHHO C HYKJIEVHOBBIMU KUCIOTAMU
BOOOIIle ¥ BUPYCOB B YaCTHOCTY, B HACTOsLIee BpeMsl He M3BeCT-
HO, TaK KaK MHTUMHbIe MeXaHU3Mbl 3TUX IIPOI[ECCOB TOITHKO Ha-
yany u3ydarbcs (48,49).

Xopo1io 13BecTHa CIIOCOOHOCTD ITIUIVPPU3NHA OIOKMPOBATH
11B-ruppokcucTeponiernjporeHasy — QepMeHT, OTBETCTBEH-
HBI/l 3a MeTaboMM3M Koprtusona. HakomneHue mocaefHero mpu-
BOJUT K YCWJICHWIO ¥ HPOJOHTMPOBAHNIO IIPOTMBOBOCHA/INTE/Ib-
HOro 3(pdekTa, XapaKTepPHOTO /IS BCeX IMTIOKOKOPTUKONUAOB (12).
CTpyKTypHOe CXOACTBO ITIMIMPPU3NHA C I[TIOKOKOPTUKOUJAMMU
MOXET OOBACHUTDH CIIOCOOHOCTDH €r0 BBICOKUX N103 BO3JEICTBO-
BaTh Ha aKTMBHOCTDb JIMIIOKOPTVHA M YTHETATDh CBA3AHHYIO C 9TUM
aKTUBHOCTb docdonumaspl A, — KI04eBOro GepMeHTa CHHTe3a
MeAMaTOPOB BOCIA/eH)sI — IPOCTAINAHAVHOB, IPOCTALVK/IVHOB,
neiikoTpueHoB (43,45). ViMeroTcs cBefleHMsI O HEMOCPENCTBEHHOM
B3aMIMOJIEVICTBUM IIMLVMPPU3NHA U ITIIOKOKOPTUKOMIHBIX pelel-
TopoB (50). Tak>xe MMEITCS JOKa3aTe/IbCTBA TOTO, YTO IJIULUPPH-
3MH c1ocobeH 6moknpoBath akTUBHOCTh NF-kB mo peuenrop-ne-
3aBucumomy myTu (51).

B HeKOTOPBIX 9KCIIepUMEHTaNIbHBIX paboTax ObUIa IPOJEMOH-
CTpUpOBaHa CIIOCOOHOCTb IMMUMPPU3UHA YTHETATh elle OJVH
KJII04eBOJ (pepMeHT BOCHa/leHMsT — LMKIOOKCUTeHa3y 2-T0 TuIa
(52). ImunuppusuH BAMsAeT Ha BOCHANUTEIbHBIN OTBET, CTUMY-
NUPYsT CMHTE3 IPOTMBOBOCIAIUTENbHBIX [IUTOKMHOB (HampuMep,
IL-10, IL-2, IL-12) m yruerass 9KCIIpeCcCUI0 MPOBOCIAINUTENIbHbBIX
(IL-8, IL-1P3, TNF-a) (53-55). B nmocnenHee BpeMsi aKTMBHO U3Y-
YaeTcs POLIeCC BAVSHIA INIMIUPPU3IHA Ha TEKYIeCThb 1 apXUTeK-
TOHUKY K/IETOYHBIX MEMOpPaH U BO3MOXXHAsI POJIb TOTO sIB/IEHNS B
peannsanuu BocnaneHus (56).
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Jeong u Kim B cBoeit paboTe 0O0HAPY>XWIN, YTO IIULUPPETH-
HOBasl KNCJIOTA, BO3/IENICTBYA Ha 9KCIPECCUIO sAflepHOro (pakTopa
NF-xB, ycunusana aktuBHOCTh NO-cuHTa3pl n npopgykuuo NO
B Makpodarax (57).

[TpotuBodMOpoTHYECKast aKTUBHOCTD 9KCTPAKTA COTIOKM 00'b-
ACHACTCSA CHOCOOHOCTDBIO €T0 KOMIIOHEHTOB — IIMLMPPU3NHA U TN~
LIVIPPUSMHOBOJ KMC/IOTHI — IOZAB/IATD 9KCIIPECCHIO F'eHa KOJUIareHa
1-ro Tuma, kotopas 6su1a n3ydena Moro T. ¢ coaBTOpamu Ha 9KcIIe-
PUIMEHTA/IbHON MOJIe/M IeYeHOYHOTo (pubposa y mprmeit (58).

9.4. [latHvle KTUHUYECKUX UCCTIE006aAHUTL

XpoHNYecKne BUPYCHbIE reNaTuThl

Vcnonb3oBaHue IMUUMPpU3MHA IPU XPOHUYECKMX TelaTuTax
usydaeTcs ¢ cepefuubl 50-x rogoB. K coxxaneHuro, 60IbIINHCTBO
VICCTIEIOBAHNII, NIPOBEJIEHHBIX 0 Pa3pabOTKM NPUHINIIOB JIOKa-
3aTe/IbHOM MeAMILVHBI, OTINYAITCA HU3KUM METOJO/IOTMYECKUM
YPOBHEM, a JaHHbIE COBPEMEHHDBIX MCC/IEJOBAHMUI OKa3blBAIOTCA
IPOTUBOPEYNBBIMI.

11 nedeHMsA XpOHMYECKOrO Tremarurta B rmmuuppusmH uc-
nonb3yT B Anonun ¢ 1977 roga, B Kurae — ¢ 1984, Ho Konuye-
CTBO MCCTIEJOBAHMIA, TIOCBALEHHBIX er0 9GP eKTUBHOCTHU IPK ITOM
3a00/IeBaHMM KpaliHe HeBEe/MNKO, @ BBIBOJIBI X — IIPOTUBOPEYNBHI.
[TpakTuyecku Ko BceM paboTaM MOKHO BBICKa3aTb 3aMeYaHMNs
II0 Ka4eCTBY IIPOBENEHNUA MCC/IEOBAHNA — HEMHOTOYMC/IEHHOCTD
TPYII, OTCYTCTBUE IIalle00-KOHTPOJISA, HapylIeHNUe IPOLeRYpbl
paHpomusanuyu win ocnermnenus (59). VMccnegosanue Hayashi n
KOJJIET BK/IK0OYa/JO TONbKO 17 MalMeHTOB ¢ BUPYCHBIM IelaTUTOM
B, Tepanusa MHDbEKIMOHHBIM IMUIMPPU3MHOM IIPUBeJa K CEPOKOH-
Bepcuu y 3 maumueHTos, a y 10 — cumkenuo HBeAg no He ompe-
mensieMbIx ypoBHeil (60). B Hecnemom mccnmegoBanun Xianshi n
COAaBTOPOB MOHOTE€pANusA INIMLVUPPUSNHOM IpUBeEIa K CHIDKEHUIO
KOHIIeHTpauuy nosepxHoctHoro anturena (HBsAg) no He ompe-
HenAeMbIX 3HaYeHUM Y 9 u3 17 mauueHTOB ONbITHO I'PYIIIbI IIPO-
TUB OTCYTCTBMS KaKUX-/11OO0 M3MEHEeHNII B IpymnIe KOHTpons (61).
HampoTus, B 60/mee cOBpeMeHHOM paHIOMU3MPOBAHHOM MCCIIe-
OOBaHUM, KOTOpO€ BK/IYa/NO 25 MalMEeHTOB ¢ Luppo3oMm u 14 ¢
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XPOHMYECKNMM aKTUBHBIM T'€IIaTUTOM, Y/Ia/I0Ch JOCTUTHYTh TOIbKO
CTaTUCTUYECKY He3HAYMMOTO OMOXMMMYECKOTO OTBeTa (CHVDKEeHMe
TpaHCaMIHa3), a BAUAHNE IMINIMppusnHa Ha knnpeHc HBV, gacto-
Ty OCJIOXKHEHUII IIPPO3a ¥ BBDKMBAEMOCTb OTCYTCTBOBAO (62).

KonmnyecTBO KaueCTBEHHBIX — C TOYKM 3pEHMA JOKa3aTEIbHO
MeUIMHB — UCcCcaefoBaHuil 9Qp(eKTUBHOCTY IMULUPPUBUHA Y
OONIBHBIX C BUPYCHBIM renatuToM C Tak)Ke HEBEIVKO, 9TU JCCIIe-
NOBaHMA BK/IIOYAIOT HE3HAYUTEIbHOE KOMMYECTBO MALIVIEHTOB U,
OIIAITb-TaKM, HIPOTUBOPEUYNBHI B CBOMX BBIBOJAX (2,43,44,63).

B nBoitHOM cienoM mane60-KOHTPONIMPOBAHHOM pPaHOMM-
3MPOBAHHOM MCCI€JOBAaHMM TPYIIbl MCCIEN0BaTeNeN MOJ PyKo-
BOJCTBOM van Rossum 57 manueHToB, He OTBETUBIINX Ha TEPAINIO
uHTep(epOHOM M pUOABMPUHOM, IONydYanu TePANNIo IJIULPPU-
3MHOM B Pa3HbIX JJ03aX BHYTPMBEHHO TPVK/bI B HEJE/TI0 Ha IPOTS-
KeHuu MecsAna. Tombko B TpyIie BBICOKMX 703 (240 Mr mpemapara
Stronger Neo-Minophagen C) oTme4anoch 3HauMMOe CHVDKEHME
ypoBHa AJIT, KOTOpBIit, OfHAKO, BO3Bpallancsa K CBOUM Ipeflle-
CTBYIOIIVM JIeYE€HUIO 3HAaUYE€HMAM Cpa3y IOC/ie OTMEHbI IMULUPPU-
3uHa (13). He yganoch ZOCTUTHYTH CTOMIKOTO U 3HAYMMOTO BUPYCO-
JIOTMYEeCKOTO ¥ OMOXMMMYECKOTO OTBETA B OTKPBITOM C Iapajieib-
HBIMM Tpynmamu ucciaegosanun Tsubota A., B KoTopoM MHBEKIN-
OHHBIJ IMMUMPPU3NH MCIIONb30BANCA KaK B BUJE MOHOTEpAINN,
TaK U B KOMOVHALINY C YPCOREOKCUXO/IeBOI KICIOTON (64).

HanpoTus, 3aBucuMoe OT [03bl IMMUMPPU3NHA CHIDKEHMNE
AJIT 6BIIO NPOJAEMOHCTPUPOBAHO ¥ B MCCIELOBAHMM TPYILIBI
STIOHCKMX YYeHBIX 107 pykoBozpcTBoM Miyake K. B nem cratuctu-
4eCKM 3Ha4MMble JJaHHbIE YAA/IOCh IIOMYYNUTh IOC/IE 12-HelenbHOTO
Kypca e4eHNs NalMeHTOB ¢ BUPYCHBIM renatuToM C nmpemnaparoM
I ppu3suHa B fo3e 100 Mr BHYTpUBEHHO 3 pasa B Hefienio (65).

He Tonpko BBICOKME AO03bl I NJINTEIBHOCTD T€pallnN, HO 1 Ya-
CTOTa BBEJEHMA IperapaTroB IMIMLIVPPU3MHA MMeeT 3HaueHue B
CHIDKEHIM OMOXMMMIYECKMX MapKepoB remarurta. B kauecTse mpu-
Mepa IPOAEMOHCTPUPYEM pe3ynbTarbl mccnegopanma Orient H.,
IIpOBeJleHHOEe € yyacTueM 117 manmeHTOB ¢ BUPYCHBIM IelaTuToOM
C. Bce manmeHnThl, BK/IIOUYEHHbIE B 3TO MCCIENOBaHNE, MMeNN 1-11
T€HOTUII BUPYCa, BBICOKYIO BUPYCHYIO Harpy3Ky 1 He OTBETVIN Ha
KOMOVHMPOBaHHYIO Tepanuio «uHTepdepoH + pmbaBupuu». Bce
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nanueHTsl nonydanu raunuppusuH (Stronger Neo-Minophagen
C) B 1o3e 200 Mr 6 pa3 B HeIeI0 Ha TPOTSHKEHNUN OFHOTO MeCsAIa.
72 genoBeka (61,5%), «OTBETUBIINX» CTATUCTUYECKM 3HAYMMbBIM
cHIbKeHueM ypoBHA AJIT, paHZOMM3MPOBAaHHO pacIpefenyan
II0 TpeM I'PyIIIaM: Ta )K€ [J03a INIMLVPPU3MHA Ha3Havyamach 6, 3 u
1 pa3 B HeJle/I0 Ha MPOTsKeHNUN 22 Hefenb. K MOMeHTY OKOHYaHUA
tTepanuu npuemaemoie yposHu AJIT ormevanuch y 60% uemoBek
nepBoM Ipymnsl, 24% 1 9% — BO BTOPOI I TPEThEN COOTBETCTBEH-
HO. 3Ha4YMMOTO BO3JeCTBYA TMMLIVPPU3MHA HA TUCTONOTMYECKYIO
KapTUHY B Ile4eH) He 0OHAPY>KeHO HU B OJHOII rpymiie (66).

B HelaBHEM 1I€CTMMECAYHOM PaHIOMU3MPOBAHHOM MY/IBTUIIEH-
TpoBOM Mccriefiopanun y 131 nanuenta ¢ petbuM Tunom HCV kom-
OuHaumsa ruyppusuHa (250 mr) ¢ nateppeponom-a2b (3 mima ME),
XOTb UM BBI3bIBajla MEHbIIee KOMMYECTBO JIEVKOIEHMII M aHEMMI],
II0Ka3aJla 3HAYMMO XYAUIYI0 3P ¢eKTUBHOCTD, OLleHUBAEMYIO 110 BU-
PYCHOIT HarpysKe, 10 CpaBHEHNIO C KOMOMHaIMelt uHTepdepoHa-a2b
(3 mmH ME) n pubaBupuna (1 r/cyTKu). BeipakeHHOTO CHIDKeHUA
BUPYCHOJ HAarpys3ku B TpyNIe ITULVPPU3MHA YHAIOCh NOCTUYD y
46.9% maLMeHToB, a B rpymIe pubaBupruHa — y 65,7% (p = 0,03) (67).

B nByx 6ormee paHHMX MCC/IEOBAaHMAX y MAIVIEHTOB C BUPYC-
HbIM rermatutoM C rmuuppusut (40 M npenapara Stronger Neo-
Minophagen C) Tak)e He CMOT IPOJIeMOHCTPUPOBATH JIYYILIETO BI-
PYCOJIOrMYeCcKOro OTBeTa II0 CPaBHEHMIO ¢ nHTepdepoHoM-a (68,69).

Omnpepenennble HafleXXbl HA OKOHYATE/IbHOE IPOACHEHNE CU-
Tyaluy C BAMAHVEM IMMIVIPPU3NHA IO CPAaBHEHMIO C MHTepdepo-
HOTepamnuel Ha TedeHue ¥ MCXof BupycHoro remaruta C (dactora
PasBUTHA IUPPO3a U IelaToLe/UII0IAPHON KapLIMHOMBI) He OIIpaB-
Janmuch, Tak kak muccnepoBanne SCH-54031, koropoe ObII0 mpum-
3BaHO PEUINTbh ITY IPoOIEeMy, OBIIO JOCPOYHO MPEKpaIIeHo U3-3a
MaJjioil BOB/IEYEHHOCTM IALIVIEHTOB M CIOXXHOCTEN TEXHUYECKOTO
xapakrepa. ITomyuyennoie B SCH-54031 nmaHHble MHTEpPIpETUPO-
BaTb KOPPEKTHO HEBO3MOXXHO (2,70).

YuuteiBasg TOT (PaKT, YTO MOHOIIpeNapaTsl IMNLIVPPU3NHA
He 3aperucTpuposaHbl Bo MHorux crpaHax CHI, onpenenennsbii
VHTEpeC MOXKET HpPeACTaB/IATh MuccaefoBaHue 3¢ PeKTUBHOCTU
KOMOVHAUVV IJIMIOUPPU3MHA M 3CCEHUMANbHbIX Qocdomunu-
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noB (mpemnapar «®ocdornus») y manmentoB ¢ HCV-ungexumerr.
B 2011 ropy 61 OyOIMKOBaHbI IIpefiBapUTe/IbHbIE JAHHbBIE OT-
KPBITOTO PaHZOMU3MPOBAHHOTO MccaenoBanua «OpuoH», B KO-
TopoM 80 manmeHToB ¢ BUPYCcHBIM remarutoM C (40 ¢ 1-M Tunom
reHoTuna, 40 — co 2-mM u 3-m) nony4anu MHTEpHEPOHOTEPANINIO
(nHTepdepon a2b) n pubaBupuH. [TauyeHTH NEPBOIL IPYNIIBI O-
HOTHUTE/IBHO IIO/TyYany KOMOVHALNIO «ITULUPpU3UH + poconu-
nuas» — 4 Hefleny MHbEKUMOHHO Iepesi NHTep(depoHOM 1 pubaBu-
puHOM, 4 Heflenu mapasnenbHo ¢ HuMu u 44 u 20 Heflennb BHYTPb B
3aBYICUMOCTM OT THIA Bupyca (1-blit u 2-0if ¢ 3-UM COOTBETCTBEH-
HOo). Oxasanoch, uro nedenne PocdormmpoMm B mose 2,5 rpam-
Ma/5 pa3 B HeJenlo, MpefUIecTBYIOLlee CTAHAAPTHON Tepanuiu,
OpPUBOAUT K 3HAYMMOMY CHIDKeHMI0 TpaHcamuHas (AJIT, ACT) n
rammarnytamunrpancnentugasel. Orcyrcreue HCV-RNA uepes
4 Hepmenu ObIZI0 3aPUKCUPOBAHO y 3 Ye/IOBEK B TPYIIe C IMUINP-
pusnHoM-dochonmumupamn nporus 0 B rpynme cpaBHeHus. Vic-
crefloBaHye He 3aBeplIeHO0, ¥ OKOHYATelbHble Pe3y/nbTaThbl, BKIIO-
yawouye Mopdonornyeckyo oneHky 3¢pPeKTuBHOCTU, HA MOMEHT
HaIVICAaHU TOV I/IaBbI He ONyOMMKoBaHbI (71).

Bnyanme rmiuppusHa Ha 9acTOTY Pa3BUTIA TeIIaTOLeTUTIONAP-
HOJI KapIJMHOMBI Tak>Ke aKTVBHO M3Yy4a/loCch B KIMHUYECKUX pabo-
tax. Hampumep, B nccneposanum H. Kumada jymrenpable mEbeKIINN
IIMLMPPU3NHA Y IAIVIEHTOB € renatutoM tuna C, He OTBETUBIINX Ha
CTAQH[JApPTHYIO Tepalyio NerVIMPOBAHHBIM MHTep(EpOHOM, YMEHb-
IIa/IM PUCK Pa3BUTHSI TeNATOLe/UTIONISIPHON KapIMHOMBI (72).

AnmoHcKkoe peTpoCIeKTBHOE KOTOPTHOE JMICCIEeNOBaHMe, IPO-
BefilenHoe lkeda ¢ coaBropamm B 2005 ropy y 1249 manmeHTOB C
MHTepPepOH-Pe3VCTEeHTHBIM BUPYCHBIM remmatuToM C 1 BBICOKUMMI
sHayeHusaMu AJIT, koTopsle, kak OBUIO TOKA3aHO paHee, aCCOILUNI-
pytoTcs ¢ 6oee BBICOKMM PUCKOM Pa3BUTHA IeNATOLE/UIIOAPHON
KapuuHoMmbl (73,74), mokasasno, YTO BHYTPUBEHHBbIE WMHBEKIUA
IIMIVMPPU3NHA (IIMTEeTbHOE, MHTePMUTTHUPYIOLIee JIedyeHye) 3Ha-
YYMO CHIDKAIOT YacTOTY Pa3BUTHUA 9TON ONYXO/IM IedeHNu. ABTO-
PBL UCCIeNOBaHNA OTMeYaloT 3(pPeKTUBHOCTD IIUMIVPPU3NHA U Y
HAIVIeHTOB C BBIPQKEHHBIM I[UPPO30OM IIeYeHU, KOT/Ia MHTepdepo-
HOTepamnus MOXXeT OKa3aTbCs ONACHOJ IO NMpUYMHE BBICOKON 4Ya-
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CTOTBI OCTIO)KHEHUII — IEPUTOHNUTA, KPOBOTEUEH NI, THEBMOHUY U
npyrux (6). K HemocTraTkaM 3Toit pabOTBl MOXKHO OTHECTV HEOIIpe-
JIe/IeHHOCTb aBTOPOB OTHOCUTEIbHO HEOOXOMMBIX /ISl ZOCTVDKe-
HIA N0R06HOTro 3¢ deKTa KOHKPETHBIX JO3MPOBOK 3TOTO I'eNaTo-
IIPOTEKTOpA M JUTUTETbHOCTY TePaIL.

OcTpble remaTnThl

He no xoHIla ompepe/neHHOI OCTaeTcs pOb INIMLMPPU3NHA
y HalMeHTOB ¢ ocTppiMM (popmamu remaruta. B HeaBHeM ¥cC-
crnepoBaHuy Yasui S. ¢ coaBTOpamu 6Obly1a IPOAEMOHCTPUPOBAHA
3¢ PeKTUBHOCTD Ha3HAYEHNS] MHBEKI[MOHHOTO IMUIVPPU3UHA Y
IaIeHTOB C ayTOMMMYHHBIM TelmaTuToM. PaHHee HasHadeHMe
3TOTO JIEKAPCTBEHHOTO CPEACTBA IIPM OCTPOM JebioTe ayTouM-
MYHHOTO IIpollecca BBIPaXK€HHO CHIDKaeT aKTUMBHOCTb AJIT n
IpeJoTBpaliaeT IPOrpeccupoBaHye 9TOr0 TPO3HOrO 3aboseBa-
HUS, CMEPTHOCTb OT QYIbMUHAHTHBIX popM KoToporo B Smo-
Hun npessimraer 80% (cormacHo manubelM Fujiwara K. n coasro-
poB, 2008 (75)). ViHTepecHO, 4TO MOHOTEpanus INMIUUVPPUINHOM
B 9TOM NCCIIEJOBAaHMM OKasajaach fake Oojee YCIEIIHON, 4eM
KOMOWHAIVA IIMIVPPU3NHA U KOPTUKOCTEPOUTOB, CINTAIOMIVIX-
€Sl «KJTACCUYECKUMU» CPefCTBAMM Tepalyy IPY ayTOMMMYHHOM
renatute (7). K HemocraTrkaM JJaHHOJ pabOTbI MOKHO OTHECTU
HEMHOTOYJIC/IEHHOCTDb I'PYII ManyeHToB (17 YeloBeK momydan
IpemnapaTr IMMOVpPpU3NHA U 14 — KOMOVHVPOBAHHYIO TepaInio)
Y OTCYTCTBUE JJAaHHBIX OTHOCUTENBHO 3¢ PEeKTUBHOCTU Tepamuu
ITIOKOKOPTUKONUiaMu 0e3 IINIYppu3IHa.

B 6onee panHeit nuguiickoi pabore Tandon A. coob1anoch o
BBICOKOI 3 PeKTUBHOCTU ITIMIVPPU3NHA Y MALMEHTOB C BUPYC-
HBIM remaTuToM E — Kak TSKemoll, Tak U CpefiHeTsKeIoi (OopMbI
(76). BppK1MBaeMOCTb HMAI[MEeHTOB C MOJOCTPOil GOPMOI IeYeHOd-
HOJI HeJOCTATOYHOCTY, He3aBMCUMO OT TUOJIOTMM, IIOf BIVSAHU-
eM IIMIVPPU3MHA YBeIU4MBanach u B uccnegoanuy Acharya S.
(77). Kak oTMe4aloT HEKOTOpbIe MCCIeoBaTe/I 000CHOBAHHOCTH
HasHaYeHVs ITMLMPPUSUHA Y MALMEHTOB C OCTPbIMM I'ellaTUTaMI,
HanpuMmep Yasui S., paloHaIbHOCTD €r0 UCIIONb30BAHMS BCe ellle
MO>KET CUMTAThCSA HemoKasaHHoi (7).
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AnkoronbHasg 60/1e3Hb IeYEHN

KonnuectBo nccnengoBanmit 3¢ppeKTMBHOCTY IMUIMPPUSUHA Y
HalJMeHTOB-a/IKOTO/IMKOB HMYTOXHO Maso. [loaToMy KpaiiHe 3Ha-
4YMOl sIBJIsAeTCA paboTa poccmitckux mccnepoBareneii Hukurnna
C.I. n xormner, mocBsAIeHHAs VICCIENOBAHNIO [TIVIVIPPU3NH-COIEP-
JKallero rperapara y alyeHTOB C XpOHMYECKIIM aJIKOTOJIbHBIM re-
natutoM. B aToit pabore 106 manyeHTaM ¢ aJIKOTO/IbHOI 00/1e3HbI0
HeYeHY, PaHZOMU3JMPOBAHHO PACIpefie/leHHbIM Ha [iBe IPYIIbl —
ONBITHYI0 ¥ KOHTPOJbHYI0, HasHauamu npemnapar «Pocdormms»
(koMOVMHALMA 3CCEHLMANTBHBIX GOCHONMIMAOB U TPUHATPUEBOI
COMYU TIMLMPPU3NHA) BHYTPUBEHHO 2,5 TpaMMa IBXKIBI B HEMIEITI0
W Mnane6o Ha MPOTKEHUM 52 Hefelnb C MOCTAeAYIOWM Tofo-
BBIM IleprofioM HabmopeHusa. O6s513aTeIbHBIM YC/IOBJEM SBJIATIOCH
BO3/lepKaHMe OT IIpyieMa a/lIKoro/iA. B pesynbraTe medeHus y manu-
€HTOB OIBITHOJ TPYIIIBI yAAa/I0Ch JOCTUTHYTH BBIPQXXEHHOTO CHU-
JKeHMsI aKTMBHOCTYU TpaHCaMMHa3, Ounupybuna n yposus TNF-a
(3HaUMMOCTD pasnmuuus ¢ KoHTporeM — p < 0,01). ViHTepecHoi
HaXOJIKOJ JaHHOTO VICC/IEOBAHYIA AB/IAETCA YMEHbIICHNE YPOBHE
peuyiNBOB a/lKOrO/MN3Ma B ONIBITHOM rpymme (55% mportus 33%)
(78). K coxxanenuo, B JaHHOI paboTe UCIIOIBb30Ba/ICSA He MOHOIIPe-
mapart, Tak Kak TaKoBOTro B Poccyuy He 3aperucTpupoBaHoO, a KOM-
OuHanus ringuppusuHa u Gochonnunumos, BO3HeicTBIE KOTOPBIX
B OT/Ie/IbHOJ TPYIIe He M3y4anoch, YTO HECKONbKO CHIDKAeT ee
LIEHHOCTD IJIA CYXZieHuA 00 o dexTe MMEeHHO IINLUPPU3IHA.

HeankoronpHas )xupoBas 60ne3Hb HeYeHN

KommuectBo mccnegoBauuii 9¢pGeKTUBHOCTY INMLNPPU3NHA
IpU HeajKOTOJIbHOM CTeaTo3e KpalilHe He3HauuTelbHO. VI3 kim-
HUYECKMX PaboT BBICOKOTO KayecTBa C/IefyeT OTMETUTh HeZaBHO
omybnukoBaHHy0 pabory Ali Akbar Hajiaghamohammadi ¢ co-
aBropamn (79). B paHzoMu3upoBaHHOM JBOJIHOM CJIEIIOM IIIalle-
60-KOHTPOIMPOBAHHOM UCCIEOBAHNY, BK/TIOYaBIIEM 66 Mal[/eH-
toB ¢ HAJKBII (2 rpynimsl), olleHMBaIN aKTUBHOCTb TPaHCAMIHA3,
AMHAMUKY uHAeKca Maccel Tena (JIMT) m panuble coHorpadmm.
OKCTPaKT COMOAKY BOTHBIN (2 rpaMMa OJjIH pa3 B CYTKU B TeYeHEe
2 MecslLeB) CTATUCTUIECK 3HAYMMO YMEHbIIa/I aKTUBHOCTD TPaH-
CaMIHa3, HO He MHJEeKca MacChl TeJla, a TAK)XKe He BV Ha JaHHbIe
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YIBTPa3BYKOBOrO MCClIefoBaHuA. TakuM o6pa3oM, 3aKIOYaIOT
aBTOPBI, [IS pelIeHMs BOIPOCa O I[e1eCO0O0PasHOCTH VICIIOIb30-
Bauusa cononku mns nedenns HAYKBII HeoOXxomuMBbl JaibHeIne
VICCTIEIOBAHMA C OLIeHKOII Mopdosnoruy nederu (79).

[lo mony4eHus pesynbTaToB TaKUX pabOT MCIIOIb30BaHNUE [TIN-
LVppU3VHA B KIMHMKE BPAJ, /1M OIIPaBIaHHO.

JlekapcTBeHHbIE IOPAKEHNS NEYEeHN

Bnusanue rmnnyppusnHa Ha Te4eHue 1IeKapCTBEHHBIX ITOpaKe-
HUJI [IeYeH, XOTb 1 IIPeCTaB/IseT CO60i OO0 IPAKTUYeCKII
VHTepeC, M3Y4eHO HEeJOCTATOYHO. BONbIIMHCTBO paboT, MOCBA-
IIEHHBIX JAHHOMY aCIeKTy MCIIONb30BAHMA 9KCTPAKTA CONMOAKI 1
ITUMLVPPU3NHA, XapaKTePU3YIOTCA HU3KMM KauyeCTBEHHBIM ypPOB-
HeM. Hanpumep, npm msydeHum BoIpoca Tepanuy IOPaKEeHUI
IIeYeHM IPOTUBOTYOEPKYIe3HBIMU CPEACTBAMYU, KOTOPbIE XOPOIIO
U3BECTHBI CBOEJI IelaTOTOKCMYHOCTDhIO, Liu Q. ¢ coaBTOpamu 06-
Hapy>XIJI BCErO 4 CTaTby, OCBAILEHHBIE XCIIOIb30BAHNIO ITINLIP-
pU3MHA IpY 3TOJ MATONOTUM, HU OfHA M3 KOTOPbIX He OTBevasa
COBpEMEHHBIM TpeOOBaHNUAM JOKa3aTe/NTbHOM MeUIVHEIL, 4TO CHe-
JIaJIo HEBO3MOYKHBIM BBIBOJ O ero apdexkTuBnoctu (80).

9.5. besonacnocmo

[MUuuppusnH, KaK U oCTajbHbIe IeKapCTBEHHBIE CPEAiCTBA, He
ABNAETCS abCOMIOTHO Oe3omacHbIM IpermaparoM. COIIacCHO JlaH-
HbIM, uMewomumca B pacnopsbkennu C.M. Tkaua u C.B. OxoBu-
TOTO, 4aCTOTa MOOOYHBIX 9P PeKTOB IMUIMPPUSUHA B PA3TNIHBIX
KIVHIYECKUX VICCIeoBaHyAX focTuraeT 20%, TO eCTh pasBUBaeT-
Cs1 'y KaXJIoro mAToro mamueHra (45,63). amee OyayT paccmorpe-
HBI OCHOBHbIE IOOOYHBIE peaKLN IMULMPPUSUHA.

Kak y>xe 6bUI0 yKa3aHO, IIMIMPPUSNH 32 CYET MHIMOMPOBAHNA
11B-rUapOKCUCTEPONANETAPOreHasbl YTHeTaeT KaTabonmsM KOpTH-
3071a B II€YEHU, YTO IPUBOAUT K YBEINYEHUIO €r0 YPOBHA B KPOBI,
CBSI3aHHOII C 9TVUM 3aJiep>KKe COJIV U BOJIBI, IMIIOKA/IVIEMIH Y apTepH-
azmpHOI runepTeHsun (2). CrtocoOHOCTD COMOLKY YBETNYNBATh BbIPa-
0OTKY a/Ib[JOCTEPOHa B HA/IIOYEYHMKAX (IICEBIOAIBJOCTEPOHN3M) U
IPUBOJUTD K OTeKaM (6) MOXeT ChIrpaTb KpUTUUYECKYIO POJIb Y IaIy-
€HTOB C XpPOHMYECKMMM 3a00/IeBaHVAMY IIeYeHN, ITOYeK U ceppua. s
KYIMPOBAaHMA peakuun rcespoanbpocreponnsma C.B. OxoButeii n
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Ip. TpeyIaraloT UCIONb30BaTb HEBLICOKME O3Bl CIIVPOHOIAKTOHA
(50 — 100 mr) 3a JieHb 1O 1 Yepe3 [eHb MOC/Ie UHBEKIUN [TNLUPPU-
3MH-cofiepyKallero npemnapara (45). [laHHbIl MeTox TPOMUIAKTUKA B
HacToAIee BpeEMA OTPa>XEH B MHCTPYKHMM 110 MQHI/IHI/IHCKOMY Ipume-
HeHuIo poccuiickoro npenapara «®ocdornmus-PopTe».

PasBuBarmasica oj BANAHNMEM IINLUPPU3VHA ITUITOKATMeMUA
MOXXeT IIPUBOAUTD K TAaKMM, ONVMCAHHBIM B JINTEPAType, TPO3HBIM
n060YHBIM 3¢ (PeKTaM KaK TaXUKAPANS «TUIA MIPYIT» U OCTAHOB-
ka ceppua (81,82). Takum 06pa3oM, IPOBOAUTD MOHUTOPUHT ChI-
BOPOTOYHOI'O YPOBHS Kajus Yy HAaIMeHTOB C 3a00/leBaHUAMMA IIe-
YeHV U Tepamyell INIMIVPPU3NHOM PAaLMOHAIBHO ¥ B OTHOLICHUN
NpeRyNpeXAeHNA Pa3BUTHUA HETATVBHOIO BIVAHMA JIeYeHUA Ha
CepAeYHO-COCYAUCTYIO CUCTEMY.

VHTepecHbIT (aKT — KONMMYECTBO KapAMOBACKYISPHBIX OC-
JIO)KHEHWI TIMIVPPU3VHA CPAaBHUMO C TAaKOBBIMM Y M3BECTHBIX
CBOEJT KapAMOTOKCMYHOCTBIO IIpenaparoB akoHnuTa (6opia) u ade-
npsr (83).

Boganen H. ¢ coaBTopami 610 HOACYNTAHO, YTO OTHOCUTETb-
HO 6€30I1acHOI B OTHOLIEHN] Pa3BUTUs apTepUaNbHOI IMIIePTEH-
3UM 10301 conmopku Asnderca 10 — 30 rpaMM B IeHb, 4YTO PaBHO
9,5 MT I/IMIMPPETUHOBOI KMCIOTHI — aIr/IMKOHA ITIMIuppusnHa (9).
9TV 3HAUYeHMA HECKO/IbKO HIDKe TeX, YTO OBIIM OIpeeNeHbl KakK
0e3omacHble Ha cocTosBIIeMcs B 2005 roxy coopanuu JECFA (Joint
FAO/WHO Expert Committee on Food Additives — O6bennnen-
HBIII 9KCIIEPTHBINI KOMUTET 110 HUIIEeBBIM Job6aBKaM BcemupHOit
OpraHM3aluy 3ApaBoOXpaHeHUs U IIpOLOBONBCTBEHHON M Ceb-
ckoxossiictBeHHON opranmsanun OOH) — 100 Mr B cyTku s
B3pocyoro 4enoseka. IIpaBaa, B ceoem pemennn skcrneptsl JECFA
HOJYePKMUBAIN, YTO pa3BUTHe HeOMaronpusATHHIX 3¢ deKkToB rm-
LUppU3VHA BO3MOXHO U IIpu ynorpebneHuy 6onee HU3KUX [103
(84), uto u 6pI70 TOKa3aHO Boganen H. u xomneramn.

Y4uThIBas BHICOKOE COfep)KaHMe INMULIMPPU3NHA, 6ojee MOoo-
BJHBI MOJIEKY/IIPHOI MacChl KOTOPOTO MPUXOAUTCS Ha IINIIppe-
TUHOBYIO KUC/IOTY, B papmakonornyeckux npenaparax (Pocgor-
nmuB Karcynel — 35 mr, @ocornus-Popre — 65 mr, Pocdornus
mnsa nabekunit — 200 mr, Crponrep Heo-Munogaren C — 40 mr)
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MeIpabOTHUKM HOJKHBI ObITh OCTOPOXKHBI B OTHOLIEHMM PUCKA
PasBUTHU apTepUaTbHON IUIIEPTEH3UH Y AL MeHTOB, IOTYYaOINX
3TU TIeKapCTBa.

C ucnonp3oBaHueM IMULVPPU3NHA Y HEKOTOPBIX OOJNBbHBIX
CBA3BIBAIOT VI BOSHVMKHOBEHIE CUHAPOMA MCIe3HOBEHN S KeTIHBIX
IIPOTOKOB, /11 KOTOPOTO XapaKTepHO Nporpeccupyloliee paspy-
IIeHVie BHYTPUIIEYEHOYHBIX JXETUHBIX IyTeil M pasBUTHE XOJIec-
Tasa (43).

Emte ogauM HexxenaTenbHbIM 3G (HEKTOM INIMLMPPU3IHA SBIIS-
eTCsI BO3MOXKHOE, TaK KaK PU3HAETCsI He BCEMU MCCTIeL0BaTesIMU
3TOI MPO6IeMBI, yTHETEHE CUHTEe3a TeCTOCTEPOHA 3a CYeT CTPYK-
TYPHOTO CXOZICTBA aIINKOHA Y CTEPOUHBIX TOPMOHOB (85-87). Ha
Hall B3IJIAM, PUCK BO3SHUKHOBeHM: fgaHHOU IIP po/mxeH mpuHu-
MaTbCs BO BHUMaHMe JIeYaIl MU BpadaMu.

YnoMsiHyTas BbIIIe CIIOCOOHOCTD INIMIVPPETUHOBON KUCIOTHI
IIPOHNMKATh 4Yepe3 IUIalleHTapHBII O6apbep ¥ BO3MOXKHOE TepaTo-
reHHO€ [IeVICTBYe He MOIM OCTAaThbCsl 0e3 BHMMAaHMUsI TOKCUKOTIO-
ros. IIpoBefeHHbIe Ha 4 BMIAaX M/IEKONMTAOIMX (MBIIIN, KPBICH,
XOMSAK) VM KPOJIMKY) SKCIIEPMMEHTBHI ITOKa3aay IpOTUBOPEYNBbIe
pesynbpraTbl: B uccaepnoBaHuAXx FDA TepaToreHHOro BIMAHUA
IIMLMppU3UHA He oTMedeHO (88); B sAmoHcKoil pabore Itami ¢ co-
aBTOpaMM B OJHOJ Y3 ONBITHBIX Ipynm (fosa IMMIUppU3NHA —
80 mr/kr) Habmoganack fedopMalysl MOYEYHON JIOXaHKM, B JIBYX
apyrux rpynmnax (400 m 2000 MI/Kr) — CTaTUCTUYECKM 3HAUYMMOE
yMeHbIlIeHVe TeMIIOB Habopa Macchl OepeMeHHBIX caMok (89);
Mantovani u kosnneru, XoTs U He cCHenanut OJHO3HAYHOTO BBIBO-
la 0 TepPaTOTeHHOCTU IMULUMPPU3NHA, OOHAPYXWIn fedopMarun
CKejleTa, MpeXKJe BCero TPYAMHBI, I aHOMA/IUM PA3BUTHUS TIOYEK Y
KMBOTHBIX, TpuHMMaBiuXx 100 u 200 MI/Kr Macchl Tesla 3TOr0O CO-
egyHeHuA (90). B y>xe ynomsanyroit pabore Hundertmark S. 65110
00Hapy>keHO 3HAa4YMMOe BIMAHME IJIMIVPPETUHOBOI KIUCIOTBHL Ha
CMHTe3 cyppaKTaHTa B JIETKUX IIIOfia, KOTOPOE, OJJHAKO, He ITOBJIN-
710 HA CMEPTHOCTDb IOTOMCTBa (36).

Knnundeckne uccienoBanms, MpoBeeHHbIE C yUacTeM Oepe-
MEHHBIX JKeHIIVH, He BBIABIIN CXOXVX T€PAaTOTeHHBIX 3¢ (eKToB
y denoBeka (91), HO IMOKas3anM, 4TO CONOJKA YBEIMYMBAET PUCK
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HIpeXeBpeMEeHHbIX POJoB B 2 — 3 pasa. DTy JaHHbIe OBIIN MOTY-
YeHbl B KPYITHBIX MONY/IALVIOHHBIX VICCTELOBAHNAX, BKIIOYABIINX
1049 u 95 >xeH1uH, npoxxuBawuux B Guunaagun (92,93).

B oOTHOCUTENTPHO HeJaBHEM WCCIIEJOBAaHUU CIIELMA/IIICTOB
OnunHOYprckoro 1 XenbCMHKCKOTO YHUBEPCUTETOB OBIIO JOKa3aHO
10303aBVICMMOE BIIMHIE TOTPeOIeHNA CONOAKY OepeMeHHbIMI Ha
pasBUTME NCUXOKOTHUTVBHBIX PacCTPONCTB (paccTpoiicTBa BHU-
MaHVsA U OOLIeHNs], arpeCcCUBHOE IIOBefieHNe) Y eTeil B OyAyIeM.
3HAYMMBI YPOBEHD MOTPEOIeHNS COMOAKN MaTePsIMI, 110 JaHHBIM
3TUX aBTOPOB, coctasysieT 500 m 6onee mr/Henento (94). JanHble
HeraTuBHble 9P eKThbl INUIVPPU3NHA CXOJHBI C TAKOBBIMU IJIIO-
KOKOPTUKOW/IOB J CBA3BIBAIOT VX C MHIMOMPYIOIIVM BIVAHMEM Ha
aKTUBHOCTH 2-TO THIIA 11B-rl/mpOKCMCTepommermnporeﬂasbl —
IUTalleHTapHOTO (pepMeHTa, peOTBPAIAOIIero BO3eICTBIE Ma-
TEePUHCKOTO KOPTU30/Ia Ha MO3T IIJIOJIA, BO3MOXKHOI COOCTBEHHOII
THIOKOKOPTI/IKOI/II[-HOHO6HOI7[ AKTUMBHOCTbBIO U B/IMAHUEM T/INLNP-
pM3MHa Ha apTepuasbHOE faBjeHMe. BipodeM, TOYHbIE MEXaHN3-
MBI 9TUX ABJICHWIT 10 KOHI]A He M3y4eHsI (94,95).

HeraTuBHOe BO3JeliCTBUE COMOAKY Ha HEPBHYIO CHCTEMY dUe-
JIoBeKa OBUIO ONMMCAHO U [0 yKa3aHHOI Bbiue paborsl Ridikkonen
K., ogHako co0611an0ch 0 APyrux MoOOYHBIX peaKINAX — ITapaju-
Je, IIpexo/AllleM HapyIIeHN) 3peHMs, TOT0OBHOI 607y, HO He pac-
cTpoiicTBax mcuxmkiu (12).

Y4uUTBIBasA OTCYTCTBYE KAKMX-/TMOO HaHHBIX O IPOHUKHOBEHUN
IIMIVPPU3NHA B TPYJHOE MOJIOKO, €TO BIMSAHUYM HAa HOBOPOXMIEH-
HBIX U JleTeN 1o 12 jeT, mpenapaThl €ero cojiepKaliye peryaarop-
HBIMM OpraHamm Poccum m YKpamHbl He PeKOMEHAYIOTCS K IIpU-
MEHEHMIO B YKa3aHHbIe IePIOJbI )KM3HY Ye/loBeKa. DTO MHEHNe He
paspengeTcsa HeKOTOPBIMM 3apyOeXHBIMY aBTOpaMM, Hampumep S.
Mills n K. Bone, KoTOpble CUMUTAIOT, YTO IIpenapaTsl COMOAKY B He-
BBICOKVX J03aX MOTYT Ha3Ha4aTbCsA KOPMALIMM MaTepsAM, TaK Kak
HeTaTUBHbIe 3 PeKThI TeYeH A, ONMCAHHbIE B TUTEPAType, pa3Bu-
BaJICh BCJIE[ICTBYIE ITpUeMa OYeHb 601bpImX 103 (96).

OmnpepeieHHOEe KIMHUYECKOEe 3HAa4YeHME MMeeT HeTaTUBHOE
BIVSTHUE 3KCTPAaKTa COMOAKM ¥ IJIMIVPPU3NHA HAa MBIIIEYHYIO
cucrteMy. B nmreparype ommcaHBl ClIy4ay pasBUTUA MbILIed-
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HOJI Cc1aboCTy, MUONATUM, MUOIIOOMHYpUM ¥ faxke pabmpomu-
0/1¥3a, Pa3BUBIIMXCS BCIEACTBYE IIpYeMa 9TUX JIeKapCTBEHHBIX
cpencts (97,98).

Tak xak HO}IY‘-IeHHI)Ie AaHHbI€ O BIVMAHUN ITIULHVIPPpU3VHA Ha aK-
TUBHOCTD 130(pepPMEHTOB [[UTOXPOMa IIPOTUBOPEYMBHI U, IO BCEIl
BUIVIMOCTH, UMEIOT MECTO TO/IBKO IPY JINTETbHOM IIpieMe Kpaii-
He BBICOKMX JI03, BCE J)XKe HEeOOXOAVMMO COXPAHATH OIpeIeTeHHYIO
HACTOPOXKEHHOCTH MPU Ha3HAYEHUV KOMOMHAIMIT TIUIMPPU3UNHA
KaK C IOTEHLMAJIbHBIMU MHAYKTOpPAMM, TaK M C MHIUOUTOpaMu
atux pepmeHTOB, npexae Bcero — CYP3A (30,32-34).

B nuteparype omycaHbI ClIefyIolye 3HA4YMMble B3aVMOJeEN-
CTBUS DJIMIMPPU3NHA: C IJIMKO3UJJAMU CEHHBI, IepOparbHBIMU
KOHTpAL[eNTVBAMM ¥ JPYTMMU JIEKapCTBEHHBIMU CpefiCTBAMU
(cm. Tabmuny 9.1.).

Tabnuya 9.1.
HekoTopbie neKapcTBeHHbIE B3aUMOAECTBIA
IIAIPPU3VHA U IP. HIPOU3BOJHBIX IKCTPAKTA COMOTKY

JlekapcTBeHHOE HUcTounuk

CpeacTBo

Bapdapun DKCTPaKT KATAHCKOH COIOIKHI Mu et al., 2006 (99)
(G. Uralensis) yBenmauBaeT
KIMPEHC BapdapuHa y KpbIC.

ITepopanbubie YBenn4HuBaeTCs pUCK Bernardi M. et al.,

KOHTPALICITHBEI pa3BUTHI TOOOYHBIX PEeaKIIUi 1994 (100)
TIULAPPETUHOBON KUCIIOTHI De Klerk G.J. et al.,
(THITOKATMEMHSI, OTEKH, 1997 (101)
TUICPTCH3HSA).

ITapaneramon OKCTPaKT COJIOAKH U Moon A., 1996 (102)

IIALUPPU3UH y KPBIC
YCHIIMBAIIN TJIFOKYPOHUPOBAHUE
napaneTaMmolia i €ro SKCKpenuto

CeHHa, HATpUS KoMITOHEHTHI CEHHBI Mizuhara Y. et al.,
MTUKOCYIb(aT 3HAYUTEIEHO YTHETAIOT 2005 (103)

U Apyrue BCAChIBaHUE MIULUPPETUHOBOM Goto E. et al., 2005
ciaOuTebHbIC KHCITOTHI, cHmkaroT ee AUC (104)

u C_ . Harpus makocymbdar
MOXET YTHETaTh PECUCTEMHBII
MeTa0OoJIN3M IHIUPPU3UHA.
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IIpodommcenue mabnuyot 9.1.
1 2 3
I'mrokoKOpTHKOH B ImumuppeTrHOBas KHCIOTa Teelucksingh S. et al.,
(TMAPOKOPTH30H, 3aMeIsIa KIMPEHC 1990 (105)
MIPETHA30JIOH, NpeaHn30I0Ha, yBennunsana ero  Chen MLF. et al., 1991
JIeKCaMEeTa30H AUC 1 nUKOBBIE KOHIICHTPAIIHH, (106)
u 1p.) MOTEHIMPOBaa 3G HEKTHI
TH/IPOKOPTH30HA
Jurokcun VBenuueHue pucka pa3BUTHUS Mills S., Bone K.
MOOOYHBIX PEAKIMIA TUTOKCHHA 2004 (96)
BCJIE/ICTBHE I'HITIOKATUEMHUH.
VBenuueHue rmia3MeHHbIX
KOHIEHTPALUH JUTOKCHHA.
Juyperuku VBenuueHne pucka pazBUTHs Mills S., Bone K.
(TeTneBbIe U THITOKATMEMUH U TIOOOTHBIX 2004 (96)
THA3HUTHBIC) peakuui ¢ Hel CBA3aHHBIX
AHTHTHIEpTEH- CHmxenne 3(ppEeKTUBHOCTH Stockley’s
3UBHBIE THIIOTEH3UBHBIX CPEIICTB Herbal Medicines
JIeKapCTBEHHbIE BCIIE/ICTBHE 33/IepKKH uAKocTH  Interactions ,
cpencTBa 1071 BIMSIHUEM DIIULUPPU3HHA 2009 (107)
[penapars! xenesa Conozka yBenuuHBaeT Stockley’s
a0CcopOIHIo JKeIe3a U ero Herbal Medicines
KOHIIEHTPAIMIO B KPOBH Y KPEIC Interactions ,
2009 (107)
MeTtpoHnma3on VYrHeTeHne peakuu THAPOIIH3a He J.X., 2001 (108)
B KOMOMHAIINH UIUppu3nHa 10 abcopbupyemoit — Stockley’s
C AMOKCHIWJUTHHOM  (pOPMBI — TITHIIHPPETHHOBON Herbal Medicines
WIIN KUCJIOTHI BCJIEICTBUE BIUSHUS Interactions ,
KIapUTPOMHUIITHOM Ha MEKPO(IOPY KUIICYHIKA. 2009 (107)
OddexT HEMPOTOMKNUTENBHBIN
U MCYE3aeT NPHU ATUTETBHOM
IpHeMe NIHIUPPU3NHA
[uvetumma Bo3MOXHO yMeHBIIICHNE He J.X., 2001 (108)

AUC nmnuppeTHHOBON KUCIOTHI
Ha 42%

Stockley’s
Herbal Medicines
Interactions ,
2009 (107)
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9.6. JlokazamenvHas meOuuuHa

HecmoTpsi Ha 60/bIIOE KONMMYECTBO MCCIemoBaHMil addek-
TUBHOCTHU U 0€30IIaCHOCTY NpenapaToB COMOAKY M IJIMLVIPPU3NHA
IIPY TTATOJIOT MM TeIIaTOOM/IMAPHON CUCTEMBI CaMI 110 cebe IINIup-
PU3MH M BOJHBIN 3KCTPAKT COMOJKM JO IOCTEJHET0O BPEMEHM He
ypoctayBanuch BHuUMaHuA KokperliHoBckoil Iemaro-bunmapnoii
TPYIIIBL.

B 2011 rogy ObuIM OmyOnIMKOBaHBI IPOTOKONMBI ABYX OyAy-
IMX VCC/IeOBAHNIL, ITOCBSAIIEHHBIX CpaBHEHUIO 3Q(EeKTUBHOCTH
IIMIVIPPU3MHA Y IPOTUBOBUPYCHBIX cpencTB npu HBV-mupex-
1y U 9pPeKTUBHOCTM INIMIMPPU3NHA IIPU ITOI >Ke MATONIOTUN
(109,110). B mocnepHeit pabote npepnonaraeTcs CpaBHUTD a9 dek-
TUBHOCTb Pa3HBIX COJEN INIMIVMPPU3VMHA — aMMOHMEBOI, HaTpue-
BOI 1 gpyrux. K MOMeHTy HanmcaHum 3TOro pasjesna, pe3yabTaThl
3TUX 0630pOB OIyO/IMKOBAHBI ellle He ObIIN.

Eme pas HeoOXofuMO HAaIOMHUTb O KpaiiHe KPUTUIECKOM
OTHOIIEHUYM MHOIMX €BPOIENCKUX, fa M KUTANCKUX, IOCIelOBa-
Teslell JoKa3aTe/IbHOM MeIMIVHBI K KIMHUYeCKUM paboTaMm, Ipo-
BemeHHbIM B Kntae (80,111). KpaitHe HM3KOe KaueCTBO KIMHUYe-
cKux uccnepoBannit rmuyppusuza us KHP, ¢ geranpusim paszbo-
POM Ka)XkKJIOTO HefJ0CTaTKa 00CY)XXIaeTCs B 3aMeyaTe/IbHOI CTaThbe
Zheng M.H. ¢ coaBTOopamu. ABTOpbHI IOJYEPKMBAIOT CIeAyOIINe
KPUTHUYECKYe MOMEHTBI 3TUX pabOT: OTCYTCTBUE PaHOMM3ALVN
BOOOIIe VN IIPOBEfieHNIe PAHOMU3AIVIY C HAPYLUIEHUAMMI, OTCYT-
CTBME VIV HEKAaYe€CTBEHHOE «OCJIEI/IEHNE» MICCIEN0BAHNIA, Helpa-
BIUJIPHOE IVIAHMPOBAaHME M MaTeMaTH4eCKM HEKOPPEKTHOE YMCIIO
YY4aCTHMKOB B TPYIIIaX, HE IO3BOJIAKOLIEE IPOBEJEHE KaueCTBEH-
HOTO CTaTMCTUYECKOTO aHa/lN3a, OTCYTCTBME ONMCAHUI NPUYMH
MCK/IIOYEHN MTAlMEeHTOB U3 MCCIenoBaHma 1 Tak ganee (112).
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10.1. Mcmopus npumenenus

[nyraprua  (L-rmyrammn  L-apru-
HUH) — Ipemapar, pa3pabOTaHHBIN
TPYIION YKPaWMHCKUX YYEHBIX IIOf Py-
koBonmcTBOoM AmHatonua Illemna B 1993
I. B mabopaTopun (HpuU3MKO-XMMMUIECKIX
nporeccoB locymapcTBeHHOTO Hayd-
HOTO IIeHTpa JIEKAPCTBEHHBIX CPEJCTB
(r. XapbKoB).

[IproputeT B [a/NbHENINEM K/IN-
HUYECKOM ¥3ydeHUM 9P EKTUBHOCTH
[IyTaprHa HPUHAIIEKNUT JIyTaHCKOM
U XapbKOBCKOJl IIKOTAaM I'aCTPOIHTEPO-
JIOTOB IIOJI PYKOBOACTBOM Ipodeccopa
®ponoa B.M. u mpodeccopa babaxa
O.4..

ITpodeccop Pponos B.M. B cBOeM
foKnafie Ha KoHQepeHumm «JJoctimke-
HIA Y IEPCIIEeKTUBBI MCIIONb30BAHNA OT-
e4eCTBEHHOIo Ipernapara [yrapruH B
K/IMHVKEe BHYTPEeHHUX 00JIe3Hel», KOTO-
pas cocrosanach B 2005 rogy B XapbKoBe,
yKasaj, 4TO IepBble CepuM Ipemapara
BOIIIM B MPAKTUKY MHQEKINOHUCTOB
emte B 1996 rogy, HO MMPOKOE KAMHUYE-
CKOe IIpVYMeHeHMe TIyTapriH Hallles 110-
CJle BCIIBIIIKM BYPYCHOTO TemaTuta A B
Cyxoponbcke JIyranckoit o6mactu B 2003

roxy (1).

10.2. Papmakokunemuxa
dapmakoOKMHeTNYECKNE O0COOEHHO-
CTU I'/TyTapTHa M3Yy4€Hbl HEAOCTATOYHO.
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VmeroTcst coob1ennst 06 MHAYKLMU TIyTapTUHOM HEKOTOPBIX MU-
KPOCOMA/IbHBIX (PEPMEHTOB MeYeHN — HAeMeTUIa3 U TUPOKCHUIA3
(2). Ha ppiHKe mpemapaT JOCTYIIeH Kak B ¢popMe /I MHBEKINI,
TaK 1 B GOpMax Ji/Is IepOpaIbHOTO IpUMeHeHN A (TabneTKy, cale).

10.3. Mexanusm oeticmeus

MexaHW3M [eiiCTBMS IITyTaprMHA U3Y4YEeH HEJOCTATOYHO, MMe-
IOL[MeCs] B HACTOsAIee BpeMsi TUIIOTE3bl €r0 BAMSIHMUS Ha MATOJIO-
TMYecKue MPOoIlecchl B MeyeHy (aHTUOKCU/JAHTHAS, IIACTUYeCKas,
9HepreTNYecKas U Jpyrue) He TUIIeHb HEKOTOPBIX HEZOCTATKOB I
npotuBopeunit (3).

dapmakonorndeckue 3¢ eKThl ITyTapruHa CBI3bIBAIOT, IIpe-
XKIle BCEro, C ero BAMsSHUEM Ha MPOLeCCH MEPEKUCHOTO OKUCIe-
HuA. BxopAmias B cocTaB IIyTapriHa aMUHOKMCIOTA L-apruHuH
ABIsIeTCS CybcTpaToM i oOpasoBaHMs LUUTPY/UIMHA M OKCUAA
asota (NO), KOTOpBIIi B OIIpe/ie/IeHHBIX YCIOBUAX M B KOJIMYECTBE
0/113KOM K (U3MOIOIMYeCKOMY MOXET OKa3bIBaTh aHTMOKCY/IAHT-
Hblll 9ddekt. Takke mM3BecTHa CIIOCOOHOCTH L-aprmHmHa MHAY-
nupoBatbh NO-cuHTasdy (4-7). VIHakTMBamusa cynepoKcuZaHMOHA
OKCHIOM a30Ta IPUBOJUT K YMEHBIIEHNUIO [TOBPEXeHNs Oe/NKOB,
HYKJIEHOBBIX KVC/IOT M JIMINJOB B T€NaTOLUTE ¥ MOXKET BBICTY-
[aTh K/II0YE€BBIM 3BEHOM IPOIIeCcCcOB feToKcukaium (8). Cam okcup
a3oTa y/Iy4llaeT MUKPOIMPKY/IALNIO, CIIOCOOCTBYET YMEHBIICHNIO
CMHYCOMJA/bHOTO CONPOTUBIIEHSI, YCTPAaHEHNIO BEHO3HOTO CTas3a
B CIICTeMe MOPTaIbHON BEHbI, CHI)KAEeT MPOSIBIEHNS TIOPTATbHOII
runeprensun (7,9).

[lIyTaMMHOBast KMCIOTA, OHA XKe TIyTaMaT, HOTeHIMNPYeT aH-
TUOKCH/JAaHTHBIE CBOICTBA ApPTMHIHA 33 CYeT COOCTBEHHOI aHTUOK-
CUIAHTHOM akTUBHOCTY (10) U cTUMynMpyeT 0OpasoBaHMe OKCHU/A
a30Ta U3 apruHNHA. TOYHBIl MOJIEKY/ISAPHBI MEXaHW3M TaKOTO I10-
TEeHIIVPOBAaHNsA B HacToslee BpeMs HeusBecteH (11). [myrammuuo-
Basi KICIIOTa TaKXXe CIIOCOOHA HEMOCPENCTBEHHO B3aMMOIECTBO-
BaTb C aMMIaKOM, obpasys rinyramut (12), aTor npouecc Hanubo-
jiee BBIP@KEH B KJI€TKaX MBIIIEYHON TKaHM M aCTPOLUTAX MO3Tra
(cM. TaxoKke paspen, HOCBSIIEHHbII OPHUTIHA aclIapTary).

[myTamar, BXOASIMIT B COCTAB IJIyTapriHa, y4acTBYeT B IPO-
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Ieccax CMHTe3a OCHOBHOT'O BHYTPMK/IETOYHOTO aHTMOKCUIAHTA
— rayraruoHa. IIpeBpalleHne nLyucTeMHa B ITTyTaMUJILUCTENH,
KOTOPBIIT BIIOC/IEACTBUY MeTabOM3NPyeTCs B IIIYyTaTUOH, IIPOTe-
KaeT C yJyacTVeM IITyTaMaTIMCTeVH/INTa3bl ¥ IITyTamMaTta (CM. puc.
4.3.). HegocraTok rinyramara B KJIeTKe MOXKeT IPUBECTH K fedu-
IUTY TIyTaTMOHA ¥ CHVDKEHMIO aKTMBHOCTU aHTMOKCUJAHTHOI
3aIINTHL.

TecHad B3aMMOCBA3b OKCH/Ia a30Ta U IPOLIECCOB IEePEKMCHO-
TO OKUC/IEHNUS JINNNJOB, @ TAaKXKe aHTMOKCU/JAHTHO 3alUTBI, TIOf
BIMAHMEM Tepalyy ITyTApTMHOM B PAa3HBIX MOJE/AX IaTONOTUN
neyeHM ObITa IPOJLEMOHCTPUPOBAHA B 9KCIIEPUMEHTA/IbHOI pabo-
Te TepHOIOIBbCKNUX papMakonoroB — npodeccopa I[Tocoxosoii E.A.
u eé Koyer. B cepum aKCIIepuMeHTOB ObIJIO YCTAHOBJIEHO, YTO NPU
OCTPOJ LVPKYIATOPHO-TEMUYECKON TUIIOKCUY, OOYCIOBIEHHON
KPOBOIIOTEPEI, OCTPOIl UM XPOHMYECKOM IeMUYECKON TUIIOKCUU
(maransagun CO), XpOHMYECKOV T'MIOKCHYECKOW Iynoxkcum (Mo-
Ienb NpeObIBaHMA B 3aMKHYTOM IIPOCTPAHCTBE), CTPEITO30TOL M-
HOBOM caxapHoM jinabere, octpom nopaxxenun nevenut CCl, u npu
UIIeMIYeCKN-pernepdy3NOHHOM IOPAXEHNN B MeYeH) ITyTapTUH
CYIIeCTBEHHO yMEeHbIIa/ IIPOLeCChl NMUINUAHON IepOKCUAAINN
(ruppomepexnceit munupoB u npogykros TBK), ycunmsan aktus-
HOCTb aHTUMOKCKAAHTHOMN cucteMbl (COJ] u IIyTaToH) 1 HOpMa-
NMM3UPOBAT COfepKaHNe HUTPUT-aHMoHa (13).

C #pyroit CTOPOHBI, XOPOIIO U3BECTHA ¥ IPOOKCUAAHTHAS aK-
TUBHOCTb NO: CIIOCOOHOCTD MHUIMPOBATDH IPOLIECCHl MePeKIC-
HOTO OKNCIIEHUA U €0 CTUMYIUpYIolllee BIMSHNE Ha IPOLeCChl
aIlONTO3a IIeYeHOYHBIX K/IeTOK, B YaCTHOCTY — 3Be3/[4aThIX K/IeTOK
(5,14,15).

Hacropaxupaomummu MOXHO Ha3BaTb BbiBOAbl H.A. Pbika-
710, KOTOPBIl B 3KCIEPUMEHTe C MHYIVPOBAaHHBIM YeThIPEXXJIO-
PUCTBIM YITIEPOJIOM I'elIaTUTOM OOHAPY>KIUJI, YTO ITTyTapIyuH, B OT-
mM4ye OT APYTUX IellaTONpPOTEeKTOPOB (CHIMMapuHa, OMIMKIIONa,
acceHIMaNbHBIX GocHonmmnmuoB u APyrux), yBenudmusaer ¢par-
meHTanuio JHK B remaronure u CTUMYIMpPYeT allolTO3, YTO MO-
KeT IPUBECTY K YMEHbIIEHNIO MacChl ITAPEeHXVMMBI OpraHa 1, BIIO-
CIIeRCTBUM, K Gpubpo3y. ABTOp IpefocTeperaeT OT HEOCTOPOXXHOTO
UICTIONb30BAHMSA ITTyTapTHA B TeMIATOOTMYeCKOI MPaKTHKe U CBS-
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3bIBaeT Takoi a(peKT nmpemapara ¢ €ro CHOCOOHOCTHIO BBICTYIIATh
B Ka4yecTBe loHaTopa a3oTa (16).

AuTnToKcHyeckuit a¢pdekT rayrapruHa o0yC/IOBIeH KaK ero
BIMSAHNEM Ha IIPOIeCChl NMEePeKMCHOTO OKVICIEHMs, TaK U HeIlo-
CPeCTBEHHBIM CTUMYIMPYOIMM BIMSAHUEM Ha Kapbamowmndoc-
daTcuHTa3y — KII04eBOV (EepMEHT CUHTe3a MOYEBVHBI, a TAKXKe
Iy TAMMHCUHTA3y — pepMeHT, OTBEYAIOINII 3a PeaKINI0 B3aMO-
[eVICTBYIA aMMUaKa ¥ IIyTaMWHOBOJ KJMC/IOTHI. L-aprMHuH Taxoke
IPMHMMAET y4acTye B CHTe3e MOYEBUHBI, 3 apTMHIHA IIOf BO3-
IleViCTBMEM apryHa3bl 06pasyercs L-opHUTUH U, COOCTBEHHO, MO-
yepuHa (3,17,18).

Cnoco6HOCTh L-apruHmHa CTUMYIMpPOBAaTh CUHTe3 OelKka XO-
pOLIO M3BeCTHA. DTa aMUHOKIC/IOTA YBEIMYMBAET COlep>KaHue I10-
JIMaMUHOB — CIIEpMMHA ¥ CIEPMUJIVHA, VHAYIVPYOIUX IIpoIlec-
Cbl TPAHCKPUIILMY HYKIEMHOBBIX KUCIOT M «COOPKY» pubocom, a
TaKXXe YBe/INYMBaeT BHYTPUKIETOYHOE COIEepP>KaHUA MOHOB KajIu4,
crumynupys Na*-K*-AT®-azy (19). B skcnepumMenTax Taxoke 6bl1a
IPOLEMOHCTPMPOBAHA CIIOCOOHOCTh ITIyTaprMHa 3HAYMMO YBe-
TNYYBaTh BHYTPUK/IETOUHYI0 KOHLEHTpauuio KpeatmHpocdara,
BBICTYTIAOIETO B POV MCTOYHMKA SHEPTUU I KIETKU. DTOT 3-
(deKT CBA3BIBAIOT CO CIOCOOHOCTBIO APIYHIHA TOCTABIATD AMUIVH
UL CMHTe3a TayHUTO/NIMMOHHON KUCIOTBI, YIaCTBYIOLIeH B Kpea-
TUHUHOBOM IIuKIe (3,12).

AHTNGUOPOTUYECKYI0 AKTMBHOCTb INyTapruMHa, HaIpuUMep,
IpM alKOTOJIBHOM LMppO3e CBS3bIBAIOT C YrHETEHMEM CUHTe3a
KOJUIareHa M IIMKO3aMWHOIINMKAHOB, yCU/IEHNEM IPOAYKIUH IIPO-
TEOIINKAHOB ¥ yBeMYeHVEM KOJUIAT€HONMUTUYECKOI aKTVBHOCTHI
wiasMpel KpoBu. OnucanHble 3PpPeKTbl MOryT OBITH 0OBCHEHBI
yIydlIeHyeM MUKPOLUVPKY/IALMA B I€4€HOYHOI TKaHY U yCTpaHe-
HIEeM TUIIOKCHUM — OFHOTO 113 GaKTOPOB, IPOBOLMPYIOLIVX Pa3Bu-
THEe COeNMHNUTENbHON TKauu (20).

BnmsaHue riryTapruHa Ha Iponeccsl aTepuduKanmm XonecTepo-
J1a MOXKET YaCTUIHO 00yCIOBUTH 3P (PeKTUBHOCTD ITOTO Ipernapa-
Ta IIPU HeaJIKOrOJIbHOM cTearoremnarose (21).

B yxe ynommuaBmeiicsi pabore Xyxiauuoit O.C., kpome BO3-
IeVICTBYA ITTyTapriiHa Ha 0OMeH COeIVIHUTEIbHO TKaHM, OblIa 00-
Hapy>keHa CIIOCOOHOCTb 3TOTO COEAMHEHWs yIrHeTaTh HEKOHTPO-
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NMPYeMbIIl IPOTeONIN3, Ha0II0JaeMblil y IallIeHTOB C XPOHNYECKN-
MU TelaTUTaMM, OfHAKO 3HAYMMOCTb TaKOT'O BO3/IECTBNUA IIOKA He
ompeneneHa (20).

Omnpepnenennas ponb B pa3BuTuy 3pPeKToB INTyTapriuHa, 0Co-
O€HHO IIpY JINTENIbHBIX MHTOKCUKALVAX TSOKEIBIMU MeTa/l/IaMIu,
MOXXeT IpPMHAJJIeKATh BOCCTAHOBICHUIO CTPYKTYPbI U PYyHKI[MI
KJIETOK CIMI3MCTOI 00OJIOYKYM KUIIEYHMKA, KOTOpOe ObLIO Impofe-
MOHCTPMPOBAHO JJI 3TOTO IIpenapara B MOPOIOrMYeCcKIX IKCIIe-
PUMEHTAaX Ha IpbI3yHax (22). 3HaueHMe Takoro sapdexra B 1e4eHNN
3ab0eBaHMIT IeYeHM MTOKa ellje HesACHO.

B 3ax/mo4yeHne sTOro pasjena OTMETUM, YTO Ha CETONHSA MMe-
10TCsA MOpoIoTrndecKne OKa3aTeIbCTBa CTUMYINPYIOIIETO BIIN-
AHMS DIyTapryHa Ha CUHTe3 Oe/lKa M IVIMKOTeHa B relaTOLVTaX,
IIOTy4eHHbIe y KPBIC C TepONLIN-MHAYIVPOBAaHHBIM TOKCHYECKIM
HOpa)keHUeM Ne4YeHY, TOPAKEeHNN TeTPax/IOPMETaHOM U B JPYTUX
9KCIepUMEHTATbHBIX Mofiensx (23,24). VimenoTcs paboThl, B KOTO-
PBIX IIOKA3aHO yIy4lleHNue IOKasaTesell CBA3bIBaoIIell QyHKINN
CBIBOPOTOYHOTO a/bOyMIHA, HAIIpUMep, IpY TOKCUIECKOM Iopa-
JKEHUN TIeYeHU TUapasuHoM (25).

B cBs3M ¢ BbIlIecKasaHHBIM 00/IbIIIOE 3HAYEHNE IPUOOpeTaroT
BBIJIe/IAIONIIECS U3 OOIIero 4ycia UCCIeROBAHNUI C TIO3UTYBHBIMU
I TIyTapruHa pesynbratamu padorst I[Lb. Kymuuanda u O.M. Jenb-
110BOM ¢ coaBTopamu 2012 roga. ABTopamu Mopdonorndecku go-
Ka3aHo, 4TO IIpY Opa>keHuu nedeHu nectuuugom 2,4-11 (14 gueit,
nepopanbHOe BBefleHNe IIeCTULN/A IPOBOAVIIN Yepes IeHb) I ero
KOPpeKIUU TIyTapruHOM (OHOBPEMEHHBIN eXXETHEBHBIN IpyeM
C MeCTULIMOM Ha MpOTsDKeHun 14 mHell, 3aTeM BBe[EHME Ha IIPO-
TSOKEHNMM 2 Hefle/lb) Yepe3 MecAI IOC/ie IpeKpalleHMs Teparun
Iy TApPTMHOM HOPMaIM3alyy CTPYKTYPBI IIeYeHN He IIPOUCXOAUT,
XOTS TO3UTMBHBIE M3MEHEH) Ha IPOTSHKEHMM IIEpBOTO MecAla
oTMevanuch (26,27).

MopdomeTprueckne MCCIeNOBAHNA Ha KYIbType KIeTOK
HepG2, nposenennnie Bomuuk M.B. n JIporosos K.B., mokasa-
JIM, YTO NMPOTEKTOPHAs aKTMBHOCTH IIyTapTMHA IIPYU MOPA>KeHUN
TeaTOLMTOB TETPALVKINHOM IpPEBbIIIAET TaKOBYI0 KOMOWMHa-
nuy a"HTpand (CM. I71aBy 00 aHTpase) M JequTuHa (CM. I71aBy 06
acceHIManbHBIX (pocommnupiax) u cpaBHUMA C AKTUBHOCTHIO
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cunuMapusa (28). DToit XKe TPYIIIOi NCCIefoBaTeell Ha KIeTod-
HoMl KynbType HepG2 panee yxe ObUIO NPOZEMOHCTPUPOBAHO
yBelIn4YeHe BbKMBAEMOCTY TeNaTOLUTOB MO/ AeliCTBYEM TeHTa-
munuHa (29).

Tem He MeHee, MeXaHU3Mbl Te€NATONPOTEKTOPHOIO MEiCTBUA
IJIyTapruHa, He CBSI3aHHbIE C ero BAMAHMEM Ha CMHTe3 aMMUaKa I
OKCI/Ia 230Ta, OCTAIOTCA HEJOCTATOUYHO M3Y4eHHBbIMM.

10.4. [launvie ktuHUYeCcKUX

U IKCnepUMeHMaIbHBIX UCCIe008AHULE

K coxaneHnio, KommuecTBO KIVMHUYECKUX, JIa U IKCIEPUMEH-
Ta/IbHBIX, VICC/IENOBAHNII, MTOCBSAIIEHHBIX M3Y4eHUI0 6e30MacHOCTI
1 3¢ HeKTUBHOCTU ITIyTapryHa Ipy 3a00/IeBaHMAX TIeYeHM, KpaliHe
HeBBICOKO. K HacTosAIIeMy MOMEHTY B JOCTYIIHOI HaM JIUTEpaType u
97IEKTPOHHBIX 6a3axX JaHHBIX Mbl He OOHAPY>KV/IM HY OTHOTO MCTVH-
HO PaHIOMM3VPOBAHHOIO MCCIENOBaHV, NOCBALIEHHOTO BOIIPOCY
VICIIO/Ib30BAHYS [Ty TapIHA IIPY TOJ VIV MHOJ [IaTOIOTUM BOOOIIe.

[Tpu aHanmse JOCTYIHBIX paboT obOpaijaeT Ha ce6s1 BHMMaHNe
00JIbIIOe KOMMYECTBO CTATell, B KOTOPBIX 00CYKAaTcs 3G deKThI
IJIyTaprMHa B CAMBIX HEOXKVJIAHHBIX /I TeIaTOIPOTEKTOpA CUTYa-
nuax. [myTaprus, HamoMHNM, TO3UIIMOHMPOBAJICA Ha YKPAMHCKOM
PBIHKE IIPOM3BOANTEIEM IIPEX/ie BCEro KaK TeaTOTPOITHBIN U aH-
TUTOKCUYECKNII Tpenapat, 3pPeKTUBHBII y NI ¢ 3a00/IeBaHUAMNI
nedeHu. [IpepcraBienne o rryTapriuHe Kak 00 yHMBepCaJIbHOM aH-
TUTOKCHYECKOM IIperapare, IOKa3aHHOM MPU IPaKTUIECKH TI060M
THUIIe MHTOKCUKaLMM (TaK Ha3bIBaeMOM CHHJIpOME SHJJOT€HHOI Me-
tTabonmnyueckoit mHTokcukanuu (30,31)), pa3BUIOCh OTHOCUTENTHHO
HeJaBHO — ¢ cepenuHubl 2000-X rofoB.

CyjecTByeT 60bIIOe KOMNYECTBO paboT, B KOTOPBIX Ha3Ha-
YeHJe IIyTapTMHa MOXKeT ObITh OIPaBIaHO He IOpaXKeHNeM Iede-
HU VTN JKeTYeBBIBOMAIIEN CUCTEMBI, a, CKOpee, COIyTCTBYIOIUM
CHHJIJPOMOM MeTabo/MMN4YecKoil MHTOKCUKALMK, XOTS B IIPeNcTaB-
JICHHOM HIDKe CIIVICKe MOXXHO BCTPETUTHh HO30JIOTUMM, MHTOKCUKA-
L€l He CONPOBOXAAIINECH.

Hanpumep, nHTepec uccnenoBareneil 6b1 HalpaB/IeH Ha U3Y-
qyeHre 9 PEeKTUBHOCTY INTyTapryHa I ero BIMSIHUA Ha:

e BOIPOCHI perysiiuy MeTabonmsMa ¥ KPOBOCHAOXEHVSI KOPBI
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TOJIOBHOTO MO3Ta KPBIC B 3aBUCUMOCTH OT MeTeocuTyanuu (32);

o (usuyeckue cBOVICTBA KOCTHOI TKaHY, MOPPOPYHKINOHAIID-
Hble MI3MEHEeHM A B HaJIIOYeYHNKAX U COfiep)KaHMe KAl B ChbI-
BOPOTKE KPbIC IIPY BO3AeicTBMUY runeprpasutanum (33-35);

e HEBPOJIOTMYECKMIT CTATyC, MUIMUIHBIN OOMeH, apTepuaabHOe
JlaBJIeH)e ¥ TI0Ka3aTelu ROIIUIeporpaduy COCy[0OB MO3ra y
XKeNIe3HOJOPOXHUKOB (36). [Ipuuem B 3T0i1 paboTe M3y4anoch
BO3JIelICTBUe MHTAIALMIT (?) TIyTapruHa B KOMIUIEKCE C Ba-
KYyM-Tepamnmeil I CAHATOPHO-KYPOPTHBIM JIeYeHIEM;

e aKyIIepCcKMe ¥ IepMHaTa/JbHble OCIOKHEHUA IpK Ipes-
KaMIcuy 6epeMeHHBIX (37);

e perpecc KIMHMYECKUX CUMIITOMOB IIPU XPOHUYECKOM AYOfe-
Hute (sic!) y mereit (sic!) (38);

e IIOKa3aTesy IEepPeKMCHOTO OKJC/IEHNA Y )KEHIIVH C PaKOM Tela
matku (39);

e TIPOAYKINIO OKCHJA a30Ta ¥ €T0 MeTabOoIN3M Y JieTeil C OCTPOit
KpalnyBHULEI pa3/IMYHON CTENIEHY BbIPAXKEHHOCTH 1 C Pa3HOO-
OpasHOII COITyTCTBYIOII N TATONIOTHel, BKII0Yas BHEOOIbHIY-
HYI0 THeBMOHMIO (40). BrusHme royTapruia B KOMOMHALMK C
apTUIIOKA-9KCTPAKTOM Ha BBIpaXXeHHOCTD Iporeccos [10JI n
KOHI[EHTPALNIO «CPeIHNX MOJIEKY/I» M3y4aIoCh ¥ Y B3POCIIBIX
MAIMeHTOB ¢ ajjieprofepmarodamu (41);

e M3MeHeHMe HecreluduIecKyX IIoKa3aTe/nel MMMYHUTETa y I1a-
I[VI€EHTOB C CUHJPOMOM XPOHUYECKOI yCTanocTu (42).

e V3MeHeHN IOKa3aTeslell K/IETOYHOTO UMMYHNUTETA Y XKEHIIH
¢ 000CTpeHUsAMI XPOHUYECKOTO CaTbIIMHTO0POpUTa XITaMMU-
anitHoM aTvonoruu. CpaBHUBAIOCh BIMAHNE KOMOMHAIVIN
DIyTapruHa u nuknodepoHa (B OFHOI IpyIIe) B CPAaBHEHUMN
c nedeHueM Oe3 MHTepdepoHa M IIyTapruHa (KOHTPOIbHAsA
rpymnna) (43);

« mokasarenu I1IOJI u cuHTe3/MeTabOMM3M OKCMAA a30Ta IIpU
nrabeTndyeckoil HeppoIaTuy U yMepeHHOI apTepuaTbHOI I'-
nepreHsuu (44);

¢ TIOKa3aTenu JTUIUFHOTO U yIeBofgHoro oomeHa, I10JI, metabo-
JIM3M a30Ta y MaleHTOB ¢ XPOHMYECKOI CepHeYHON HeloCTa-
TOYHOCTBIO, M3OBITOUHO MacCOJI Tela M apTepuajIbHOM TUIep-
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TeHsuei (45).

BbIPA)KEHHOCTb IPOIECCOB MEPEKMCHOIO OKMCIEHN U COCTO-
SHUEe aHTUOKCUJAHTHON 3allUThI, COIEepKaHNe «CPelHUX MO-
NeKy/lI» U ylydllleHMe KIMHUYECKON KapTHUHBI IOAPOCTKOB C
COMAaTU3VMPOBAHHBIMU JIENIPECCUBHBIMI paccTporicTBamu (46).
nokasarenu ¢aronuTapHO aKTMBHOCTU MaKpoQaros y IOJ-
pocTkos ¢ OPBJI Ha ¢oHe cTaHmapTHOTO neveHus (47).
comep>xanyue 6omb6esnHa, cybctaHuuy P, Ba30aKTMBHOTO MH-
TEeCTUHAAbHOTO MHenTujaa, kacmas 1, 3 u 8, sCD95, sFas-L u
sCD117, ¢pubponexktuna, sVCAM-1 u sE-cenextuHna mpu pas-
HBIX TUIIAX BEreTOCOCYAUCTON AucToHuu. Vsydanoch Bo3peit-
CTBUE KOMOMHALMM ITTyTapriHa 1 9pO1cona, a Tak)ke MOHOTe-
panuy yKasaHHBIMU IIpelapaTaMy B JoOaBIeHNe K «CTaHapT-
HoIT Tepanuu» (48,49).

HOPMa/lIM3aLNI0 ANepHOTO MH/IeKCA U MHIeKCa XpOMaTu3alun
U yMeHbIIeHNe MOp(oIorn4ecKky M3MeHEeHHBIX Afiep HellTpo-
¢unoB nepudepnudeckoit KpOBU y MALMEHTOB C XPOHUYECKOI
CepieYHOIT HeJOCTaTOYHOCThIO (50).

nokasarenu IIOJI M aHTMOKCHUIAHTHO 3alUTHI, COfEpKaHUe
«CpeJHMX MOJIEKY/» B T/1agMe u copiep>xanne NO, B TKaHM Te-
YeH! JTA00PaTOPHBIX KPBIC IIPU MOJENIMPOBAHUN OCTPOTrO Iie-
putonnta (51).

(GYHKIVMOHA/IBHBIN IOYEeYHBIN pe3epB y HMAIMEeHTOB C JOOpo-
Ka4eCTBEHHOI TMIepIUIasyell NpefcTaTeIbHOM JXKelne3bl U pe-
Ha/IbHOU AMCQYHKUVEI Tepef OepaTBHBIM BMELIaTe/IbCTBOM
B KadyecTBe HepponporekTopa (52).

CopepxaHue ypoBHA «CpeSHUX MOJIeKyn», npopykros I1OJI,

yMEHbIIEH)E MPONO/LDKUTENBHOCTY IICUXOTUYECKOTO COCTOSIHUA Y
HAIVIEHTOB C aJIKOTOIbHBIM JIe/IPYEM U OCTPBIM MH(EKIVOHHBIM
nporueccoM. B aroit pabote, kpome anTuncuxorukos, HIIBC, npo-
TUBOBVIPYCHBIX U IIPOTVBOMMKPOOHBIX IIperapaToB, MCIOIb30Ba-
N peaMOepyH, «IeTOKCULVPYOIMII KOKTeIb» U3 5 IpernapaToB
(CM. MCTOYHMK), ITTyTapTUH U SHTEpOoCcopbeHTsI (53).

Crout nu YIIOMIMHATh O TOM, 9YTO BO BCE€X YIIOMAHYTBIX pa60—

TaX, 3a MCK/I04YeHneM 6onbuieil yacTy padorsl Kpuuyn LI. (48), ma
M HOPaKTUYECKM BO BCEX OCTA/NbHBIX, MOCBSIIEHHBIX [TyTaprUHY,



User
Выделение

User
Выделение

User
Записка
тавтология


[naea 10. MMyTapruH

189

OH NposABMJ cebs Kak KpaliHe 9 (deKTUBHBIN 1 abCOMOTHO 6e30-
IIACHBIII NTpenapat?

Ha stom ¢one pepnkme coobujernss 06 3p¢deKTuBHOCTH TIIy-
TapryuHa KOHKPETHO IPY MaTOJOTUY IeYeH) NMpuobpeTanT 60ib-
lIee 3HaYEHME a)Ke HECMOTPS Ha HEBBICOKOE C TOYKY 3peHUs HO0-
Ka3aTe/lbHOJ MeJUIMHBI KadyecTBO (OONBIIMHCTBO MCCIefOBaHNI
IIPOBEJIEHO II0 CXeMe «C/Tydall — KOHTPOJIb» C HeaJleKBaTHBIMU Me-
TOJAMI CTATUCTIYECKON 0OpabOTKM U HEKOPPEKTHBIM pacHpene-
JIeHVeM NalYIeHTOB 10 IPYIIaM MCC/IeJOBAHMA).

OTAenpbHOTO YIIOMMHAHMA 3aC/Ty>KMBaeT IMKI paboT, IMOCBA-
I[eHHBIX MCIOTb30BAHNIO IIyTaprMHA NIPY TOKCUIECKOM IIOpaKe-
HIY IIeYeHY PasHBIMU XMMUYEeCKMMH 3/1eMeHTaMu. Tak, B akcrepu-
MEHTaX Ha KpbICaX IJIyTapriH yYMEHbIIAJI IPOsIB/IEHNS IIepeKUCHO-
O OKJC/IEHNA TVIN/OB, TIO3UTUBHO BV HAa CMHTE3 TeMOIIo0MHa
u 0OMeH a30Ta, GYHKUMM MMMYHHOJ CHCTeMbI, CHIDKAJI COepiKa-
HJle B TKaHM II€YEHM CBUHILA, KafIMUA I HOPMa/IM30Ba/l 6MOXUMU-
yeckye 1mokasatenu 3goposbs nedenn (AJIT, ACT, ITTII, nakrat-
perupporenasy, lIJ®) B nepudepuyeckoit kposu (54-57).

Cpeny KIMHIYECKUX PabOT, TOCBALIEHHBIX 9TOV IIpo6IeMe, BHI-
MaHus 3acnyxuaer pabora M.®. Credaniok u C.C. PygkoBckoii.
B uccnemoBanme Obumu BKIO4YeHbI 30 IAIMEHTOB C TOKCUYECKUM
TeIaTUTOM, KaK COIPOBOXKHAIOUIVMCA NOpaKeHUeM IoYeK (HeTs-
JKemast XpOHM4YecKast 60/e3Hb Mmovek, mueoHeppuT), Tak u 6e3 Hero
(o 15 genosek). ITopakeHne medeHn ObIIO BBI3BAHO pasHOOOpas-
HBIMJ TOKCUYECKVMIY areHTaMM: CypporaTaMy aaKOTOJIfA, KeIThIM
dochopom, mecTMMAAMY, PACTBOPUTEAMYU U JIEKAPCTBEHHBIMU
cpenctBamu (6e3 yTOYHeHM KaKMMM MMEHHO). [JIyTapruH B cpas-
HeHNM ¢ npenapaToM KoHTpoms (DPJI) npusoau k 6omee 6bICTPO-
MY perpeccy CUMIITOMOB MHTOKCYUKAIVMM, aCTEHNYECKOIo ¥ acTe-
HOHEBPOTMYECKOIO CHHIPOMOB, YMEHBIIA/N IPORO/DKUATENBHOCTD
IIepMOJia XKENITYXM, CHIDKA/I aKTUBHOCTb TPaHCAMMHA3 Y IIO3UTUBHO
B/IVATI HA COCTOSAHME PepMEeHTOB aHTMOKCcUAaHTHOI 3amuThl (COJI,
IJIIOTATVOHPERYKTa3hl ¥ IEPOKCUIA3bI), YMEHbIIIAT KOHILEHTPALINIO
npopykToB I[TOJI. ABTOpBI CYMTAIOT ITTyTapruH Oojiee Ienecoobpas-
HBIM KOMIIOHEHTOM [IeTOKCHKAIVIOHHBIX CXeM, VICIIO/Ib3yeMbIX IIPU
TOKCUMYECKUX remnarurax, yeM IDJI (58).

B nccnepoBanuu ConomenHuk A.O. 1 fp. 60/IbHBIE C BUPYCHBIM
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rermaTUToOM A Hapsjy ¢ 6a31MCHOI 1 1e3MHTOKCUKAIVIOHHOJ Teparnu-
eit (6e3 yrouHeHus KoHKpeTHbIX JIC) momyyany jedeHne TIyTapru-
HOM (B/B, KarenbHO 110 5 M1 40% pacTBopa — 5 gHelt, motoM 0,5 T Tpu
pasa B fieHb B TedeHye 10 gHell BHYTPb). VccenoBaHue IpoBeeHo ¢
ydactieM 30 IManyeHToB, pasMep U COCTAB IPYIIIbl KOHTPO/IA B CTa-
The He yKa3aH. ¥ IaI[JIeHTOB OIIbITHOJ I'PYIIIbl HA0/II0a/Iach TyYIas
[MHAMUKA KIVMHIYeCKON CMMIITOMATHKY (CTaboCcTu, OTCYTCTBUA all-
HEeTNTA, TeIIaATOMETa/INY, TOUTHOTBI, )KeNTYXM U Xonypun). Cre=qcTn-
JecKasl 3HAYMMOCTDb TAKOTO pas/Inyys (BendyHa p) O,'E[HaKObI}'Ia
ykasaHa. [locyie Tepanum riyTaprmHoM aBTOPbl OTMETM/IN 3HAYMMOE
yMeHbIeHye aktuBHOCTH AJIT, KOHIIeHTpanuy 6MIMpPyONHOB U I10-
KasaTesisi TUMOJIOBOI Ipo6sI (59).

9¢deKTUBHOCTD ITTyTapryHa y NaljMeHTOB C XPOHNYECKUM ajl-
KOTO/IbHBIM TelIaTUTOM M3y4anaachb B HECKONbKMX JOCTYIHBIX HaM
paborax. B uccnegopanum Hepoiit A.B. 157 manueHTOB C anko-
TO/IbHBIM TeNaTUTOM OBbIIM pasjie/ieHbl Ha I'PYIIIIBI, B KOTOPBIX Ha-
3HAYa/IMCh IJyTapIUH WV er0 KOMOMHAIVY C CUIMMAapUHOM VN
acceHUMaNbHbIMU Poconunuaamm. Bbito BeIsICHEHO, 4TO KOMOU-
Hanus rayTapruia ¢ 9PJI u ¢ cunumapuHoM 1o cBoeit apdekTuB-
HOCTM IIPEBOCXOAUT MOHOTEPAINIo TIOOBIM M3 YKa3aHHBIX BBILIE
npenapatos (60).

B npyroit paboTe TOJI ke IPYIIIIBI YY€HBIX [Ty TapruH (3 rpaMma
B CYTKM BHYTPUBEHHO 3 JiHs, 3aTeM 10 0,75 T BHYTPb 4 Hefjennn) Ha-
3HayvascA 28 ManyeHTaM ¢ XpOHMYECKMM aJIKOTO/IbHBIM r€laTUTOM.
B pesynbrare nedeHus O6bUIO OTMEYEHO 3HAYMTE/NIbHOE YMEHbIIIe-
Hue CyObeKTUBHONM ¥ KIMHMYECKON CYMIITOMATUKM, YBeINdeHe
aKTMBHOCT) aprMHa3bl KPOBY, OPHUTUHIEKApOOKCUIA3hl, XapaK-
Tepusywolneil 6eTKOBOCMHTeTNYeCKYI0 PyHKUMo medeHu, AJIT u
KOHIIeHTpauyy ounupy6buHa (21). IIpu aToM, Kak 0OTMe4aloT caMmu
aBTOpBI paboThl, MOC/Ie 1 MecsAna Tepammy IIYTAaprMHOM MM He
YAAI0Ch JOCTUTHYTH ITOKa3aTesieil HOPMBI, B CBA3Y C YeM ObIIIO pe-
KOMEH/IOBaHO IIPOJO/DKATh TEPANMI0 3TUM JI€KaPCTBEHHBIM CPeJ-
CTBOM KaK MUHUMYM ellle 2-3 Mecslia.

B sxcnepumentanpHoit pabore Ckupak 3.C. y 6enbix nabopa-
TOPHBIX KPBIC Ha MOJIENIM OCTPOTO aJKOTOJIbHOTO MOpakKeHNUsA Iie-
4eHy ObUIO ITOKa3aHO, YTO IJIyTAprUH yAydllaeT IoKasareau Ou-
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mMpy6OnHa, 6€TKOBOCMHTETUYECKON (PYHKINY NTe4YeHM, YMEHbIIaeT
BbIpaXeHHOCTD mpoueccoB [1OJI (61). XoTsa aHanu3 mokasasn cra-
TUCTUYECKYIO 3HAYMMOCTD TAKUX M3MEHEHUII JI/Is BCeX M3ydaeMbIX
IapaMeTpoOB, 32 UCKITI0YEHNEM TYMOIOBOJ MpOObI, OTMETUM, UTO
BbIOpaHHBIE aBTOPAMM CTaTUCTUYeCKue MeTobl (t-TecT CThIofeH-
Ta) HE COOTBETCTBYET MOJEIV SKCIIepMMeHTa (HEeCKOIbKO I'PYIIIL,
TpeOYIIMX MHOXXeCTBEHHOTO CpPaBHEHM:A) M IPUTONEH TONbKO
I BBIOOPOK C NapaMeTPUYeCKUM paclpefeneHneM ¥ CpaBHU-
MOIJi JiUCIIepcHeit, oIpesieieHyie KOTOPhIX He IPOBOAMIOCH. ITa,
IOXKalyii, caMas paclpOCTpaHeHHas OlMOKa B OTeYeCTBEHHBIX
KIMHUYECKUX U 3KCIePUMEHTATbHBIX MCCIEIOBAHNAX HMPUBOLUT
K OIIMOOYHOMY BBIBOAY O HAIMYUM PA3INYMI IIPU UX pearbHOM
OTCYTCTBUN.

B pa6ote VMruarenko I.A. nccnenoBanoch BAUAHNE Ty Tapri-
Ha ¥ KOMIIJIEKCA 3KCTPAaKTa apTUIIOKA C BUTaMMHAMIU Ha COCTO-
siHYle MMYHHOJ CHCTeMBI, 6MOXMMIYecKye [ToKa3aTeny U Kiu-
HUYECKYI0 CUMIITOMATUKY 38 MalMEHTOB CO CT€ATO30M II€YEHU U
XPOHUYECKVM HEeKaJIbKY/IE3HBIM XONELUCTUTOM. ABTOpOM OblIa
OTMeuYeHa HOpMaju3alus ypOBHA LUPKYIMPYIOUMX MMMYHHBIX
KOMII/IEKCOB. YMeHbIIeH)e aKTMBHOCTYM TpPaHCaMIMHa3, KOHI[EH-
Tpanuu 6unupyOnHa, menodHoit pocdaTaspl, HOpMATU3ALNA 110-
Kas3aTesell 0CaJOYHBIX NP00, TaKXKe KaK JM YMEHbIIEHVEe CPOKOB
IpeObIBaHMA B CTAIlMOHApE [IeKIApUPYIOTCA, HO He MOAKpPeIIi-
I0TCSI KAKMMU-TNO0 JAaHHBIMM, ITOABEPTHYTBIMY CTATUCTIYECKON
obpaboTke (62).

Ta >xe KOMOMHAIVIA «ITTyTapPIYH + aPTUIIOKA-9KCTPAKT» MCCIIe-
moBajach U B HeflaBHeit pabote O.5. babaka ¢ coaBTOopamn y manmu-
€HTOB C XPOHMYECKMM HeKa/nbKyné3HbM xonenyucturom u HACL.
Pa6oTa BkIouana 43 manyeHTa B OCHOBHOII rpymne u 32 — B IpyII-
e CpaBHEHMA. ABTOPBI OOHApYXWIM YIydlleHue KIVHUYEeCKON
KapTUHBI 3a601eBaHNA ¥ QYHKIMOHAIBHOTO COCTOSHNUA IIeYEHN,
YTO TO3BO/INJIO M TOBOPUTb O HOCTVDKEHUY KIVHUKO-OMOXUMM-
Jyeckoit pemMuccyn. Takke MccefoBaTey KOHCTaTUPOBaIN 3HAUN-
MOe CHJVDKeHJe KOHIIEHTPAaIVV «CPeSHUX MOJIEKY/I», KOHEYHBIX U
npoMeXyToyHbIX popyktoB [IOJI. Takum o6pasom, 3aK/IHOYAIOT
aBTOPBI pabOTHI, BK/IIOUEHNE TTyTapriHA 1 apTUIIOKA-3KCTPAKTa B
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KoMIieKc nedeHud nanyeHToB ¢ HACI n XpoHM4YecKuM HEKaIbKY-
JIEé3HBIM XOJIENMCTUTOM MOKHO CUMTATh IIaTOT€HETUYECKN 0O00CHO-
BaHHBIM, KIIMTHUYECKU 11e/1eCO00pasHbIM U MePCIeKTUBHBIM (63).

YnydiieHne KIMHNYECKOV KapTUHBI U yBeINY€HMEe AKTUBHOCTH
KaTajaasbl X CYNEPOKCUAVCMYTA3bl Y 72 ALMIEHTOB C OKMPEHMEM
VI XpPOHMYECKMM HEKa/TbKYNE3HBIM XONEUVCTUTOM IIPU MCIIOIb30-
BaHMM IIyTaprMHA M apTUXOjla OTMeYanoch B uccnegoBanum Ko-
HoHOBa B.H., KoTOopblil mpumiesn K BbIBOAY, YTO Ha3Ha4YeHME TAKOM
KOMOMHANuy y 0603HaYeHHOJ KaTeropuy IaIVIeHTOB SABJIAETCS
KJIMHUYECKU 1iesiecoo0pasHbIM (64,65).

B pa6ote Jlemmuckoro T.II. ryTapriua B KOMOMHAIY C pacTy-
Te/IbHBIM IIpelapaToM aHEMMHOM, COCTaB KOTOPOro aBTOpaMMU He
PpacKpbIBaeTCs, CHUXKA/T BBIPAKEHHOCTb NMEePEKNCHOIO0 OKMUC/IeHUA
U CTEIeHb IeMOJIN3a 3PUTPOUUTOB Y 89 OepeMeHHBIX MaIeHTOK
C TemaToOV/IMAapHOI MAaTOJIOTMEN U >Kele30epUIITHO aHeMMeIl.
KpoMe ykasaHHBIX IpenapaToB, BCe BK/IYEHHBIE B JCC/IENOBa-
Hue 0OJIbHbIE MOJy4Yany «CTaHAApTHOe ledeHye». YTo BXOAMUIO B
COCTaB «CTAaHJAPTHON» Tepaluy, JJid YUTATeNA CTATbU OCTAeTCA
HEeM3BECTHBIM, TaK)Xe KaK BBIPa)XEHHOCTb ¥ XapaKTep MaTONOIUu
nevyenu (66).

CHIDKeHMe BBIPA)XEHHOCTY MePEeKMCHOTIO OKUCIEHNA TUINIOB
HOJ] BJIVSIHMEM IJIyTapryHa, HO y)Ke B KOMOMHAIMK C JTM30PMOM
(mucThbs KMyOHMKY, TpaBa 3Bepo6osi, KOpeHb bapbapuca, TUCTbs
KpanuBBbl U [PyTyie KOMIIOHEHTHI), OTMeYasach y HaIl[eHTOB C pa-
KoM roptanmu B uccnegoBanuu [Iumukosa O.K., yTo Moxer, 1o
MHEHMIO aBTOPA, C/IY>KUTb JOKa3aTeJIbCTBOM YMEHbIIEHN A T€IaTo-
TOKCMYHOCTY XuMuoTtepanuu (67).

ITo3Bo/IbTE Ha 3TOM OCTAaHOBUTHCA. [l MHTEpeCyOIMXCA — B
Tabmuie 10.1. MBI IpUBeNIM KpaTKye CBeJleHNs O Apyrux paboTax, B
KOTOPBIX MCCIEIOBAICA INTyTAPTUH U XOTh KOCBEHHO, HO 3aTPOHY-
TBI IPOOJIEMBI TepANIMM IenaToOMIMapHON NaTONMOTUN. DTU UCCTIe-
JoBaHUsA ObUIM BBIOpAaHBI HAMM CNy4YailHO ¥, Ha HAlll B3IJIAZL, OHU
JIOCTAaTOYHO SIBHO NPEJCTaBIAIOT Ka4eCTBEHHbI yPOBEHb U Hay4-
HyI0 6a3y McCIe[oBaHMIl 9TOTO Iperapara.
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10.5. besonacnocmo

JlaHHbBIE TT0 6€30IIaCHOCTY MCIIONIb30BAHNUA ITTyTapTruHa IIpef-
CTaB/IeHbl B CIELMATM3VMPOBAHHON MEUIIMHCKON JUTepaType
KpaliHe HeJOoCTaTo4HO. Ilokamyii, 4yTh /1M He eAMHCTBEHHBIM
VICTOYHMKOM O Ha/JIM4YMMU Y TJIyTaprHa TOKCUYECKUX CBOVICTB U
crienuduIecKux MOOOYHBIX peakumil Avngercsa VIHCTpyKIuA 1o
MeAVIVHCKOMY MCIIOTIb30BAHNIO 9TOTO IIpenapara.

bBe3ycoBHO, aMMHOKVC/IOTHAs HPUPOMAa ITOTO COENMHEHUSA
He IIpeojaraeT BO3SHUKHOBEHMs KaKMUX-TMO0 TOKCUYIECKUX I10-
BpexxjieHuii. Ho B To ke BpeMs U He MCKIIOYAeT VX, IPUMEPOM
TOMY MOXXET IIOCTY>XUTb OOCY)X/I€HHBIII paHee afleHO3UIMETIO-
HUH (CM. BbIlIE).

CornacHo VIHCTPYKIIUY IO MeUILMHCKOMY IIPUMEHEHUIO TTy-
TapryHa, B IPOIecce ero JOKINHUYIECKOTO M3YYeHUs crenyudude-
CKOTO 9MOPMOTOKCHYECKOT0, TOHA/JOTOKCIYECKOTO ¥ MyTareHHOTO
BO3JIeICTBIUA BBIABIEHO He OBLIO.

YTBep)KIeHue HeKOTOPbIX aBTOpOB (Hampumep, Tper sikeBudY
3.M. u ap. (47)) 0 HeCIOCOOHOCTY ITTyTapryHa BbI3bIBATD aJI/IEPIN-
YecKue peaKluy BpsJ 1M COOTBETCTBYET HEVCTBUTEIBHOCTU. DTO
NOATBEP)K/JaeTCA HAIMYMeM YKa3aHMs O PYCKe Pa3BUTHA KpalyB-
Hunpl u oreka KBunke (ceppesHas IIP, Tak Kak yrpoxaer >XM3HU
6onpHOro) B VHcTpykuun. Cpeay Apyrux mOOOYHBIX SIBIEHUIL,
BO3HJMKHOBEHVE KOTOPBIX BO3SMOXKHO B IIpOIiecce Tepanuy IyTap-
TMHOM, B 3TOM OQUIaJTbHOM JJOKYMEHTE YIIOMAHYTbI: BBIPa)KeH-
Has C/aboCTh, OJBILIKA, 3arpyAMHHAsA 00/b, 03HOO, HapylleHNe
pMUTMa ceppilia B BUJie MEpLATeIbHON apUTMNUY, a IIpU Hepefo3u-
POBKe — aTPMOBEHTPUKY/ISAPHbIE 6/10Ka/[bl, TAXUKAPAVS, CHIDKEHE
apTepuanbHOTO JJaBJIeHNs, TpeMop, pasButue ¢redura u oTeKa B
MecTe BBefleHMs1. BO3MOXXHO pa3BuTMe HapylleHUi oOMeHa Kasus.
C 0CTOPOXXHOCTBIO MCIIONIb30BATD ITTyTAPTUH PEKOMEH/[yeTCs y Ia-
LIMEHTOB C TNXOPAJKOIL, ICUX03aMM, TSDKENION TOYeYHOI HefjoCTa-
TOYHOCTBIO (80).

VIHTepecHO, YTO COIZIAaCHO MHCTPYKIVY IO IIPUMEHEHNIO Ipe-
napara o6pasua 2012 roga, 6€30IacHOCTD Iy TapTMHA B IETCKOM 1
MO POCTKOBOM BO3pacTe, a Takxe B I u II Tpumectpe 6epemenHo-
CTV M B IIePUOJ, TAKTALIVM, U3y4eHa He Obi1a. [loaTomy, TOo OTHOCH-
TETIbHO 0O0JIbIIOEe KOMNYECTBO paboT, IPOBEEHHBIX Y OepeMeHHbIX
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IalVIEHTOK, IIOfPE==XOB U JleTell, 0 KOTOPBIX YIIOMSHYTO B IIPe/bl-
RYIUX pasjenax ;QIeTCH IpYMEpPOM MCIIONTb30BAHNA IJTyTapTUHA
oftf-label u B mpakTuyeckoit gesATenbHOCTY OyfeT IMOfBEpraTh Ia-
IIVIEHTOB PYUCKY JUIS XKU3HM 1 3TOPOBbS TPV COMHUTENIbHOI MOTb3€
JIe4EeHNSL.

JJaHHBIX O BO3MOXXHOM BJIVAHMM IJIyTapr¥Ha Ha BHUMaHUe
IAIVIeHTOB I CKOPOCTb peaKIly, COIIacHO VIHCTpyKIuu fjis He-
KOTOPBIX JIEKAPCTBEHHBIX (HOpM O0OCYX[aeMoro Ipemapara, Jio
HacTos1ero MmoMenTa Het (80). B To >xe Bpems, cpeiyt TOOOYHBIX
peaxInil, BOSHUKHOBEHE KOTOPBIX, XOTb ¥ Pe[JKO, HO BO3MOXHO,
yKa3aHbl: TPeMOp, c11aboCTh, TOIOBOKpY>XeHMe. [lanHble 3¢pPeKThI
CBSI3aHBI C MEXaHM3MOM JIeVICTBUA [ITyTaMaTa, KOTOPbII OTHOCUT-
Cs1 K IIpefiCTaBUTEIAM KJIacca TaK Ha3blBaeMBIX «BO30Y>K/JAIOLINX
aMMHOKMCIOT». CBA3BIBaHME ITTyTaMaTa co ClienuduIecKuMu pe-
ILIeNITOpaMyl HellpOHOB IMPUBOAUT K uX B0o30Oyxaenuio (81). IToa-
TOMY Ha3HadeHUe 3TOr0 CpeACcTBa MaIyeHTaM, paboTa KOTOPBIX
TpeOyeT NpUHATHSA OBICTPBIX PEIIeHNIT 11/ VIV IOBBIIIEHHOTO BHU-
MaHus (modepsl, Bpauu, NMUIOTH, aBUAJUCIETYePbl U ApPYyTrue)
OrpaHNMYEHO.

MHdpopManua 0 BO3MOKHOM JIEKAPCTBEHHOM B3aVMMOJeli-
CTBUY IJIyTapriHa C APYTYMY IpernapaTaMy TaK>Ke MasofOCTYIIHA.
[IprHMMasA BO BHMMaHNE BO3MOXHOE CTUMY/IMPOBaHIe IIpenapa-
TOM BBIPaOOTKYM MHCYINMHA, A/ NPOGUIAKTUKY PAa3BUTHS TUIIOT-
NIMKEMUYECKNX COCTOAHMIL CTIeflyeT COOM0aTh OCTOPOXKHOCTD IIpU
ero Ha3Ha4YeHUM MAlVIeHTaM C CaXapHbIM [juabeToM, KaK IIpUHU-
MaloIIVM MHCYINH, TaK U MCIOIb3YIIIMM IIepopaTbHbIe caXxapo-
CHIDKamoIye npenaparsl. AMuHo¢puunH (9ypmwummH) criocobeH
HOTEHLMMPOBATh 3TOT 3¢ PekT rmyrapruHa (80).

Y 60/bHBIX € M3OBITOYHON IPOAYKIMEN TOPMOHA pocTa (aKpo-
MerajusA) VUIN Y TeX MAIIeHTOB, Te4eHe KOTOPBIX TpeOyeT Ha3Ha-
YeHNs aHaJIOTOB COMATOTPOINHA, ITyTapTUH, BCTIEACTBIE CTUMY-
JIAIVY CUHTE3a 9TOTO TOPMOHA, Tak)Ke Ha3HAYaeTCsA C OCTOPOXXHO-
cThi0 (TaMm Ke).

MHCTpyKIVA 110 MEANLIMHCKOMY IIPMMEHEHNIO IIperapara mpe-
[oCTeperaeT, YTO INyTApTMH YCUIMBAeT aHTMATperaHTHOe Heii-
crBue gunupupgamona u apyrux JIC ¢ aHamormyHbeIM 3ddexTom,
YTO MO>KET IPUBECTY K Pa3BUTHIO KPOBOTEUEHMII (TaM xe).
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[nmytaprun crnocob6eH ocCmabiATh TepaleBTUYECKUil 3¢ddexT
[UTOCTATUKOB, B YaCTHOCTY BMHOTACTUHA, YTO HEOOXOAUMO yUIu-
TBHIBATH [IPU UX COBMECTHOM Ha3HAYE€HUU OHKOTOTMIECKUM TAIl-
eHTaM (TaMm Ke).

10.6. [IoxazamenvHas meduuuna

Kak u 14 gpyrux ore4ecTBEHHbIX NIPENapaToB, IS [Ty Tapru-
Ha XapaKTepHO ciefjylolllee AABJeHNe: JOCTaTOYHOE HaIn4le 9KCIIe-
PUMEHTa/NTbHBIX PAbOT PV HUYTOKHOM KOMIECTBE KIMHNYECKNX
UCCIeJOBAHNII, TPOBENEHHBIX C MCIOJAb30BAaHMEM IIPMHLNIIOB
JloKa3aTe/IbHOI MeguUuHbl. HaM He yianoch 0OHapy>XUTb paH[O-
MU3VIPOBAHHBIX WMV CJIENBIX, MV IIale60-KOHTPONIMPOBAHHBIX
VICCTIEIOBAHNII, IOCBSAIEHHBIX U3y4eHMI0 9 PeKTUBHOCTI U Oes-
OIIaCHOCTM 3TOro mpenapara. [losToMy oTcyTcTBME CICTeMaTHye-
CKUX 0030POB 1 MeTa-aHaAN30B, BHIIOJTHEHHBIX B YKPAuHe U, TEM
Ooree 3a py6exXxoM, He BbI3bIBAET YVBJICHMS.

Vcnionp3oBaHme IayTapruHa B IPAKTUYECKON MEATENbHOCTU
Bpayda 0a3upyeTcs MCKIYNTENTbHO Ha OIBITE M COOTBETCTBYIONIUX
PEKOMEeHIanMAX MCCIeoBaTeNnell, B TOM 4MC/le aBTOPUTETHBIX, a
TaK>Ke Ha OCHOBAaHMM KIVHUYECKNX Y 9KCIIEpUMEHTaTbHBIX paboT
HEJOCTaTOYHOTO KayeCTBa U C BECbMa HEBBICOKMM YPOBHEM JOKa-
3aTeIbHOCTIU.
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NMABA 11

L-opautun L-acnmaprar

11.1. icmopus npumeneHus

L-opuntur L-acmaprar (opHuTNHA
acmaprart, JIOJIA, LOLA) — crabuapHas
KOMOMHAIVA OBYX 3aMEHVMMBIX aMMHO-
KICIOT, NPUHMMAIIINX AaKTUBHOE yda-
CTHe B MeTaboIM3Me aMMMaKa 1 ero mpe-
BpalljeH!) B MOYEBIUHY, a TAK)XXe MeTabo-
nu3Me rryTaMmuHa (cM. puc. 11.1.).

Pucynoxk 11.1. CTpyKkTypa MO/exy-
1l L-opHntrHa-L-acnapara
(c caitra PubChem)

Vi3yueHre aMMHOKNCIOT KaK TUIIO-
aMMOHMEMIYECKNX areHTOB Hadaloch B
50-x rogax mpouuroro Beka. Hambomee
BBIp)XeHHBIM 9P P eKTOM cpeny BHIOpaH-
HBIX PasHBIMU JICC/IE[OBATE/IAMI COENY-
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HeHUI1 ob6maganmu L-aprunmy, L-tryramar n L-acnaprar. B xonue
50-x ropos, nocne nyonukanuu pabot F Salvatore (1), B koTopbix
ObLIO IOKa3aHO MmoTeHUuupoBaHue sddekra L-acmaprata L-op-
HUTWHOM, B TOM 4MCJIE€ U C MCIIOJIb30BAHMEM 9KCIIEPUMEHTATbHBIX
Mojie/ieil ¢ YeThIPeXXJIOPUCTBIM YITIEPOLOM, MHTEpeC UCCaefoBaTe-
Jeit 0OpaTUIICA MUMEHHO K 9TOJ KOMOMHAIIMY aMVHOKUCTIOT (2).

C ofHOI1 CTOPOHBI, OPHUTMHA acIapTaT HeIb3s Ha3BaTb IIpe-
IapaToM, 3aIMIIAOIMM KIETK) MeYeHV ¥ CIIOCOOCTBYIOMVIM ee
pereHepanuim, To eCTh rellaToIPOTEKTOPOM, CKOpee — OH Liepebpo-
IIPOTEKTOp, MpemapaT, 3aMellaolMil HeKOTopble QYHKINM Iede-
Hu. C Apyroil CTOPOHBI, OPHUTHMHA acHapTaT BK/IIOYEH B CIMCOK
renaToTponHbix cpencts B ATC knaccudmkanun (3), n B pamkax
3TON pabOTBI ero He/lb3sl OCTaBUTh Oe3 BHUMaHMsA. Clenyer Tak-
K€ OTMETUTD, YTO OPHUTMHA acIapTaT JJO CUX IIOp He 3aperucTpu-
poBaH B CIIIA 1 HeKOTOpBIX cTpaHax EBpoIbl Kak IeKapCTBEHHOE
CPefCTBO, XOTs NMNIIeBble J0OaBKM, COleprKaIlye STV aMIHOKIIC-
JIOTBI, ZOCTYIIHBI IPAKTUYECKNM BO BCeX CTPaHax.

11.2. Papmakokunemuxa

[TpemapaTsl, cofepskalyue OpHUTIHA acapTaT MOTYT MCIIOJb-
30BaThCs IEPOPAJIBHO B BUJie TPAHY/IATA, @ TaK)Ke MHPY3MOHHO B
dopme pactBopa (4,5). [Tocne BBemeHNs mpemnapar JUCCOLUNPYET
Ha OPHUTMH 1 acmaprar (5).

[Tpu ucronb3oBaHMM OPHUTHHA acllapTaTa BHYTPb, OH aKTUB-
HO BCAChIBAETCS SMUTEINEM TOHKOTO KMIIEYHNKA, 10 CUCTEME BO-
POTHOJI BeHBI JOCTUTAET IeYeHU U IOABepraeTcsi MeTabomusMy B
MUTOXOHJPUSIX HEPUTOPTATBHBIX KIETOK (6).

E1te oHOM ccTeMOI, MPUHMMAIOILEN aKTMBHOE Y4acTHE B Me-
TabonM3Me aMMmaKa, siBjsieTcss Mpimiednas cuctema. LOLA ¢ To-
KOM KPOBMU IIOIIaJlaeT B MUOLIUTHI, @ TAK)Ke CIIOCOOEH NMPOHMKATD
Jyepes reMatosHIedanueckuit 6apbep (4).

VccnenoBanme ¢papMaKOKMHETUYECKUX ITOKasaTenell A op-
HUTHUHA aclapTara OC/IOXKHIETCS TeM (AaKTOM, 4TO 00e KUCTOTHI
SBJISIIOTCS 3aMEHVMBIMU, TO €CTh CUHTE3UPYIOTCS B opranusme (7).
VIx mma3MeHHBle KOHIIEHTpPALUMy M3HA4Ya/JbHO He PAaBHbI HY/IIO U
3aBUCAT OT OONBLIOrO KommyecTBa (HakTOpPOB (Macchl, XapakTepa
IMINY M TaK fajee).
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OcHoBHbIe papMaKOKMHETHIECKIe TapaMeTPbl 00enx aMIHO-
KICJIOT, COCTAB/IAIIINX Npenapar, olnpefie/IeHHbIe IS Iepopab-
Hot popMmbl (3 T rpaHy/IATa) Y 3OPOBBIX TOOPOBOJIBIIEB, CIEYIO-
Iiye: BpeMs HOCTVDKEHVSI MaKCUMaTbHO KOHIIEHTPALIMM IeVICTBY-
tomero Bemectsa B Kposu (T ) — okorno 1 yaca, nmepuost momyBbl-
sefienus (T, ) — 4 u 5 vacos (g acnaprara 6osnblie), 06beM pac-
npepenenns (V,) — 8 — 9 vacos (6onbiue g opautuHa). Kpupas
3aBUCUMOCTH KOHI[EHTPAIUU OT BPEMEHU, COI/IACHO JaHHBIM TOTO
JKe MCCIeOBaHNs, MeeT OJHOIKOBBII XapaKTep, TO eCTh HaH-
HBIX, CBU/IETE/IbCTBYIONUIMX O HA/IMYNM SHTEPOTeNaTdecKon Lup-
KY/ALMA JJIsI OPHUTHMHA aclaprara, He oOHapyxeHo (7). Crenyet
OTMETUTh, YTO B VIHCTPYKUMM 1O MEJUIMHCKOMY HPUMEHEHUIO
OpPHUTMHA acnapraTa yKasaH 0o/ee KOPOTKMII IIepPIOJ, TOTyBbIBe-
nenus (T, )) — 0,3 — 0,4 vaca (5).

BBemeHHBIIT Ipenapar BCTyNaeT B IIPOLieCChl MeTabomm3Ma, Ho
HEKOTOpas ero 4acThb, pa3Mep KOTOPOIL 3aBUCUT OT MHOTUX (aKTO-
POB, 9KCKpeTupyercs noukamn (5).

11.3. Mexanusm Oeticmeus

Mexanusm peiictBus npemapara LOLA o6ycnosnen ero co-
CTaB/IAIOLUIMMY — OPHUTUHOM U aCIIapTaTOM.

OCHOBHBIM MeXaHU3MOM [IeMICTBUA 5K30T€HHOTO OPHUTMHA
CUNTAETCSA BOCIIOJIHEHNE BHYTPUKIETOYHBIX 3aIIACOB STOM aMu-
HOKVICJIOTBI, KOTOpasi SIBJISIeTCS MeTabO/MUTOM B I[MK/Ie 0Opa3oBa-
Hust moueBuHbI (1ukie Kpebca — lenseneiira) (8) (cm. puc. 11.2.).
CornacHo JaHHBIM MHOTUX MCCIefoBaTenein okono 80% aMMumaka
MeTabOoMM3UPYeTCsA B OPHUTIHOBOM LIMKIIe, IIPOTEKAIOlleM B remna-
TouuTax (6).

9TOT MeXaHM3M, B OCHOBHOM, 1 00YC/IOBIMBAET KIMHNYECKOER
IpMMeHEeHNMe JJaHHOTO IIpelapaTa, Befjb VMMEHHO MHTOKCUKAIA
aMMIAKOM SIBJISIETCS, €C/IM HE eqUHCTBEHHBIM, TO OJHMM U3 I/IaB-
HBIX ITaTOTeHeTNYeCKMX (PAaKTOPOB IeYEeHOYHOI SHIledanonatun
(4). OHa IpMBOAUT K HAPYUIEHNMAM TPAHCIOPTA HENTPATbHBIX I
apoOMaTNYeCKNMX aMUHOKIUC/IOT Yepe3 reMaTosHuedannyeckuin 6a-
pbep, YTO, B CBOIO O4Yepeflb BbI3bIBAET HApYyLIEHMEe CUHTe3a Hell-
POTPaHCMUTTEPOB (IIpeXe BCEro, KaTeXOJTaMUHOB — CEPOTOHM-
Ha U IONaMJHA), yBe/IMYeHNe CUHTe3a TaK Ha3bIBAEMBIX «JIO>KHBIX
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MeguaTopoB» (OKTOmaMuHa u (QEeHWISTWIAMMHA), YMEHbIIaeT
IIPOHMKHOBEHIE NPeJIIeCTBEHHNKOB OKCIa a30Ta (OPHUTMHA U
aprMHNHA), BBI3BIBAET JHEPreTUYeCKMil AedUIUT MO3ra 3a cCdeT
yMEeHbIIeHN TPAHCIIOPTA ITI0KO3bI ¥ KpeaTHHa, B3aMMOJIeliCTBYeT
¢ TAMK-peuenropamu, crioco6CTByeT nepepaclpefie/ieHNio Kpo-
BOTOKA B II0JIb3Y IIOAKOPKOBBIX CTPYKTYp (9-11). YcuneHHbIT aMm-
MUIaKOM MeTabo/113M ITyTaMaTa ¥ HaKOIJICHe ITTyTaMIHa B K/IeT-
KaX IJIMJA — aCTPOLMTAX, KOTOPbIe cOCTABNAIT 30% Macchl KOpPbI
MO3ra U ABISIOTCA equHCTBeHHbIMU KineTKamu B ITHC, criocoOHBbI-
MU MeTabo/nMM3MpOBaTh aMMUAK, IPUBOAUT K UX HAOYXaHMIO, YTO
K/IVTHIYECKY TIPOSIBIISACTCS CUMIITOMaMy sHIedanonaty (11).

Mg*" + CO, + H,0
AMMHaK Kap6amonidocdar
Kap6amonndocharcunrerasza

OpHHUTHH HUTPYJUTHH
P J OpnutunakapbamounTpanchepasza L a Py

2+

Aprunaza Aprunuzo- | Mg
MoueBnna €<— + cykiuHar- | +
Ca” wm Mn** cunteTasa | Acmaprar

ADFP[HP[HOCyKLIHHaTIII/Ia3a
ApruHuna \L Lr ApPrUHUHOCYKIIMHAT }
dymapat

Pucynok 11.2. O6pa3oBaHye MOYEBMHBI 13 aMMIaKa
B OPHUTMHOBOM IJMIKJIE.

[ L-opuutun-L-acnaprat ]

OpHUTHHAMHHO-
AMMHak
TpaHcdepasa
MbIsL, ras (7))
\ TnyramuHcHHTa3a (MBILIIBL, TIIHS)

[ ['myramar 2 I'mytamun ]

le
J<

T'nyramunasa (KMIICYHKK, TOYKH, MEYCHb)

AMMHAK

Pucynox 11.3. Ytunusanus ammuaxa ¢ yaactuem LOLA
B L{MKjIe MeTabonmmnsMa rrytamara (1o Jalan u Lee (12)).
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JlomoTHNTETPHO, OPHUTVH SABJIAETCS AKTUBATOPOM TPaHCKap-
6amonnassl u kapbamoundocdarcunrerassr (10) (cm. puc. 11.2.),
a y4acTye OPHUTMHA M aclapTaTa B OPHUTMHOBOM ILIVIKJIe, COIPSI-
JKeHHOM ¢ nukiaoM Kpebca, IpuBOAUT K YBETMYEHMIO IPOYKIMN
AT (2,6).

Kpome TOro, sTOT npenapar y4acTByeT B CUHTe3e INTyTaMIHa
B MblmieyHoV TKauu (13) u, Bo3moxxHo, B IIHC (cm. puc. 11.3.).
OnHAaKo HEKOTOpbIe MCCIEOBATEeIM CYMTAIT 3TOT MEXaHM3M
peitctBusa JIOJIA Gecnone3HbIM, U Jake BPeHBIM, IPUINCHIBAs
obpasyromuieMycst Iy TaMIHY POIb «TPOSIHCKOTO KOoHsi» (12). [eit-
CTBUTEIIbHO, B OHOM J3 NVIJIOTHBIX MCCIeLOBAHNI I'PYIIIIBI y4ue-
HBIX 13 JIOH[JOHa Ha3HaYeHVe OPHUTVHA aclapTaTa IIPUBOAWIIO K
peuyuBYy TUIepaMMOHNEMIY, KOTOPBIl OHM OOBACHUIN aKTUB-
HOCTBIO ITyTaMyHa3bl. C 1enbio n3beraHns 9Toit mpo6aeMbl ObITIO
PEeKOMEHJ0BAaHO KOMOMHMPOBATb OPHUTMH C (eHMIALeTaToM,
IpeBpaIjaloNM ITyTaMuH B ¢eHmnanervnrnyramut. [locnen-
HUIl [IOJiBEPTaeTCsl 9KCKPeIuu U He JJOCTYIIeH [eNCTBUIO IIyTa-
MuHa3bl. [IpegBapuTenbHble 9KCIIEPUMEHTHI HOATBEPKAAIT 3Ty
runotesy (12,14,15).

JMeloTcsa [oKasaTeNnbCcTBa aHAO0MNYECKOTO BO3MENICTBUA Op-
HUTVHA Ha MbInbl. CuMTaeTCs, YTO 9TO COCAMHEHNE CTUMY/IN-
pyeT cuHTe3 Oe/ka B CKeJIeTHBIX MbIIIax. [JaHHblil 3¢ PeKT Bo3-
MO>XHO HCIIOJIb30BAaTh B TE€PANMU OHKOMOIMYECKUX 3a00JIeBaHMI
wm BUY-undekuy, a Takke y)e JaBHO UCIONb3YeTCA B CIIOPTe
(7,16). B onybnukoBanHoM 6omee 10 et Hasag o63ope Kleef R. u
Scheller A. mMeHHO cTMMYyIAIMEl CMHTe3a 6€MKa 060CHOBBIBATIOCH
JVICIIO/Ib30BaHMe OPHUTMHA acllapTaTa B OHKOJIOTMM Y ITAaLlM€HTOB,
KOTOpBIe IIOTYYaIOT Ty4eBYIO TePAINIO, HUTOCTATUKY UM AHTUTY-
6epkynesHble cpencTaa (17).

Cy1jecTByeT IPOTMBOPEUYNBbIe JaHHbIE O CTUMYIISLIUI OPHMU-
TVHOM BBIpAaOOTKM MHCY/IMHA ¥ cOMaToTponnHa. Ecimu ogHu aBTO-
PBI CBUETENBCTBYIOT O Hamunuy Takoro addekra (18), To gpyrue
YKa3bIBAIOT Ha ero oTcyTcTBue (19).

OTgmenbHO paccMaTpUBaeTCA POJIb aCIapTaTa Kak IMIOCTABIINKA
OCHOBBI JI/Is1 CMHTe3a apTMHIHA, KOTOPOMY KaK pa3 HPUIINMCBIBAIOT
CIIOCOOHOCTD CTUMYIMPOBATb MHCY/IMHA M cOMaToTpomnuHa (20).
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Kpome ykazannoro Bbime yyactuss LOLA B o6e3BpexxuBannm
aMMMaKa, MHOTYe aBTOPBI YKa3bIBAIOT Ha CIIOCOOHOCTb KOMITIOHEH-
TOB 9TOTO CPeACTBA BIMATh Ha OMOCHHTE3 HYKJIEVHOBBIX KICIIOT.
HaHHbIe 3(1)(1)6KTI)I CBA3bIBAIOT, B TOM 49MCJIE, NI C YBEIMYEHNEM IIPO-
RYKLMU IOIMAaMIHOB — CIIEPMIHA M CIlepMujuHa (6).

11.4. [lannvie KaunHuveckux uccie008aHuil

Hamnbonee n3BeCTHBIM IOKa3aHMEM K MCIIOIb30BAaHUIO OPHU-
TUHA acmapTaTa sBseTCs dHIedaaonaTrs pasHOl CTEIeHU BBI-
PaXXEHHOCTH, OCIOXHAIAs TeYyeHMe IeYeHOYHON HefoCTaTo4-
HoCTM (Tak HaspIBaeMas NedeHo4Has sHIedanonatus). CormacHO
ITaHHBIM HEKOTOPBIX MICCTIEOBATENIEN, 3TO OCTIOKHEHIE Pa3BUBAET-
cs1y 6omee 80% malMeHTOB C UPPO30OM IIeYEHM, XapaKTePU3yeTCs
OBICTPBIM MIPOTPECCUPOBAHMEM JIO BBIPAXKEHHBIX POPM 1 aCCOLUU-
pyeTcs c yMeHbIlleHueM BbDKMBaeMocTu (21,22).

K Ipyrum KIMHMYeCKUM COCTOSHMAM, IPU KOTOPBIX HaOMoza-
eTCs POCT KOHI[EHTpalNy aMMMaKa B KPOBU M IIPU KOTOPBIX WC-
IO/Ib30BaHMe I'MII0OAMMOHVEMIYECKUX CPEJCTB MaTOTeHeTUYeCKN
000CHOBaHHO, OTHOCATCS OTPABJICHNS Pa3HBIMU COERVHEHNSIMU
(HampuMep, aJIKOTOJIeM, IICUXOTPOITHBIMI CPEfICTBAMI 1 IPYTVIMU
coenuHenusamu) (23).

Ileuenounas anuedanonamus

KonmmuectBo mccnenoBanmit 9¢pPeKTUBHOCTY OPHUTMHA ac-
napTaTa B CHVDKEHUM YPOBHSA 9H/JOTEHHOTO aMMMaKa Y MAI[MIeHTOB
C IeYeHOYHOI 3HIedaonaTueil 1 UUPPO3OM IeYeHU HOCTATOY-
HO Benmuko. Cpeny ONmMCaHMII KIMHMYECKMUX CIy4daeB, IKCIEpU-
MEHTA/IbHBIX ¥ HEKOHTPOIUPYEMbIX KIMHUYECKUX MCCIeJOBAHNI
MOXXHO yHOoMAHYTb paboTsl Ndraha S. n Simadibrata M. (24), Ong
J.P. c coaBr. (25), Rose C. c coaBr. (26), lllynpnexosoii }0.0. c coasr.
(27), v MHOTME IpyTHe, B TOM YUCJIe ¥ OTeYeCTBEeHHbIe paboThI (28).
OpHako uccneoBaHNil, MPOBeeHHbIX HAa BBICOKOM KaueCTBEHHOM
yPOBHE IO-TIpeXXHEMY He MHOTO.

Cpeny TakMX MCCIefOBaHNI MOKHO OTMETUTD pa60Ty 1993 roga
Staedt U. ¢ coaBTOopamu. B atom [iBoiTHOM cenioM, Iane60-KOH-
TPOIMPOBAaHHOM UCCIIEJOBAaHUN C IEPEKPECTHBIM IM3AITHOM M3y4a-
nach 3¢ dekTUBHOCTD Tpex Ao3upoBok JIOJIA (5, 20 n 40 r/cyTkn),
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npyu ucnonb3osanuy 3Toro JIC BHyTpuBeHHo. KommdecTBo manm-
€HTOB B Ipymmax ObU1o HeBenmmko (n = 10), meyeHo4Has sHIle(aIo-
naTys OblTa BeIpaXkeHa c1abo (cTemeHb 2 U MeHee), a TUIIePaMMOHM -
eMuell cuuTany rmokasarenyu 6onee 70 MMmonb/n. B otinune ot nta-
11e60, ITOCTIIpaHVa/IbHOE yBeIMYeHe KOHIIEHTPA[uyl aMMOHVA B
KPOBMU [0303aBUCUMO YMeHbIlIai0Cch Ipu ucnonb3osanuy JIOJIA, a
B IpYIIIe MAIVIEHTOB, KOTOpbIM BBOAMN 40 1 aToro JIC, yBennueHne
KOHIIEHTpaluy aMMMaka Boobie He Habmoganu (29). Takum 06-
pasoM, OTMeYaI0T KPUTUKY 9TOIl PabOThI, KIMHNYECKY 3HAYVMMBIiL
TeparneBTIYecKnit 3 eKT 65U ZOCTUTHYT TOIBKO MPY UCIONTb30Ba-
HIY BBICOKOJI 03Bl OPHMUTHMHA acmapTata (30).

B npyrom, 6onee mosgHem u 60oree kauectBeHHOM (JADAD 5)
nBoriHOM cnenioM PIIKM (n = 126 yenoBek), MpOBENEeHHOM IIO
pykoBogpctBoM Kircheis G. (1997), uccnegopanu 3¢ dekTMBHOCTD
20 r JIOJIA B/B y MallueHTOB C IMPPO30M II€YEHN AJIKOTOIBHOTO U
BJMPYCHOTO TeHe3a, a TAK)Xe IIPPO30M, 9THOIOTUIO KOTOPOTO yCTa-
HOBUTD He Y/Jall0Ch, I MUHMMAIbHOI [1e4eHOYHON dHIjedanonaru-
eir. Ha 7-11 jenp nmocie Havana nHQY3Mit OpHUTHHA acrapraTa OblI
OOHapy>XeH CTaTUCTUYECKM 3HAYMMBIN TI'MIIOAMMOHUEMMYeCKUI
a¢p ek, KOTOPBINT ObII 60ee BbIpaXKeH Yy HAIMIEHTOB C 9HIeda-
nomnatueir 1 u 2 crenenu. Takxke uccaemoBaTensaMu ObIJIO OTMeYe-
HO CTaTUCTUYECKM 3HAYMMOeE y/IydllleHye IOoKasaresell ICuxoMe-
Tpudecknux TectoB NCT-A (Numerical Connection Test) Bo Bcex
HoArpynnax, rae ucnonb3oBanca JIOJIA u ICMXMYECKOTO COCTOSA-
Hus (tect Mental status grade) (Tonbko B rpynmax HaiyeHTOB C
sHnedanonaTueir 1 u 2), pasHUIpl B MoKaszarensx uHpekca PSE
(Portosystemic Encephalopathy Index) o6napysxeno He 65110 (31).

B mpyrom kauecTBEHHOM JICC/IEJOBAHVY, IIPOBELEHHOM T'PYII-
noit Stauch n onmy6nmkoBanHOM B 1998 ropny, uccnegosann apdex-
TUBHOCTb IIEpOPAIbHOTO IpMMeHeHNus 18 I OpHUTHHA acapTara y
34 MauMeHTOB C UPPO30M Pa3INIHOTO FeHe3a, COIPOBOXK/IaeMbIM
TUIepaMMOHMEMUeNl ¥ He4eHOYHON SHIjedanonatueil — MUHU-
MaJIbHOJI VI/IM BBIP@>KEHHOI CTAaOMIbHOI. 32 YeloBeKa COCTAaBVIIN
rpynny mrane6o. Yepes 2 Hepgenu tepanuu B rpymme JIOJIA otme-
4yeH 0oJiee BBIP@>KEHHBIN U OBICTPHI 9P (eKT CHUKEHNS CBIBOPO-
TOYHOJ KOHLIEHTPALMY aMMMaKa, KOTOPbII COIPOBOXK/IAICA yay4-
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meHueM nokasareneit Tecta NCT-A. IIpu sTom B rpynme nauues-
TOB C BBIP@)KEHHOII dHIledajonaTuell yaydlleHne ICUXIYecKOro
3JJ0pPOBbs 0Ka3aoch O6onee 3aMeTHBIM (32).

B paH/0MU3MPOBAaHHOM JBOJIHOM CJIEIIOM MICCIIEIOBAHNM C IIe-
PEeKpeCcTHBIM [I13aliHOM, KoTopoe npoBenu Rees C.J. u ip., BHyTpu-
BeHHbIe MHQY3MM 5 T OPHUTHMHA acllapTaTa MalyieHTaM C IYIPPO30M
(mpemMyILIeCTBEHHO a/lKOTOTbHBIM) IOCIe Harpyskm 20 T riayTa-
MIHA YMeHbIIA/IN YPOBEHb aMMMaKa TOIbKO B IPYIIIIe, B KOTOPOIL
He IIPOBOAMIOCH TPAHCIOTYIIPHOE BHYTPUIIEYEHOYHOE ITOPTOCU-
CTEeMHOe LIYHTMpOBaHue. Y MalMeHTOB C IVPPO3OM U NPOBEfieH-
HOJI ollepanyeit CTaTUCTIYeCKy 3HAYMMOT0 OT/INYUA OOHAPYKUTD
He y[ja/I0Ch. ABTOpaMy He ObIJIO BBISB/ICHO ¥ CYIIEeCTBEHHBIX OT/IN-
it mokasaresneit tectoB NCT-A u CRT (Patients’ choice reaction
time). AHanu3 s/meKTposHIedaTOrpaMM ITALVEHTOB TAKXe He I0-
kaszan npeumyiects LOLA mnepen mmane6o. Crefyer OTMETHTD,
YTO B JaHHOI paboTe 3dPeKT OpHUTUHA aclapTaTa OLEHMUBAICA
y 60/bHBIX 6e3 sHIjedanonaTuy, a Harpy3Ka IJTyTaMIHOM He IpU-
BOAVIA K HAPYIIEHNIO IICUXMYeCKNX QYHKIVI BO BCeX TPYIIIAX, 3a
VICK/TIOUEHVEM I'PYIIIbI TalMeHTOB 0e3 IIYHTVPOBAHNMs, TOTyYalo-
wux mwiane6o (33). B cucremarnyeckom o63ope Soarez, 0 KOTOpOM
pedb MONMJET HIDKe, uccnenoBanne Rees C.]. momy4mno HEBBICOKYIO
oueHky (JADAD 2) 3a HM3koe MeTofjosIorndeckoe kauectso (30).

KpaiiHe MHTepeCHBIMM SB/ISAIOTCA Pe3y/IbTaThl HEMEIIKOTO IN-
notHoro uccnepoBanus Hass H.G. u xomer, B KoTopoM 3¢ QeKThI
JIOJIA m3ydanu c MOMOILbI0 MAaTHUTHOPE30HAHCHOM CIIEKTPOCKO-
. B 3Ty paboTy 6bUI10 BK/IIOYEHO TONTBKO 6 IAIMEHTOB C LNUPPO-
30M 1 9HIledaonaTyeil, y KOTOPhIX OIpefe/isiii MO3TOBOJ MeTabo-
m3m Mmo-uHosurona (ml), xommua (Cho) u rryrammua/rnyramara
(Glx) mo u mocye 6-TUIHEBHOTO Kypca Tepanuy OpHUTIHA aclap-
taToM (20 1 B/B). JleueHye IpUBeIO K 3HAYMMOMY YBETMYEHUIO MH-
nexca Cho/Cr 1 He3HaYMMOMY CHVDKEHMIO VI3Ha4a/lIbHO BBICOKOTO
cootHomenusa Glx/Cr. TlonydeHHble IO3UTVMBHbBIE JaHHbBIE ObIIN
IIOITBEPKAEHBI pe3ynbTaTaMy Icuxomerpudeckyuoro tecta NCT-A
Yl YMeHbIIeHVeM YPOBHA aMMuaka B KpoBu (34). CBs3b MeTabo/u3-
Ma [JTyTaMIHa/T/TyTaMaTa B MO3Te ¥ YPOBHA aMMMaKa B KPOBH, TaK-
Ke KaK ¥ yIydlIeH)e 3TUX IT0Ka3aTesell 1of] BAUAHNEeM OPHUTIHA
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acrapata (40 r B/B, 10 5 r/4ac), 6pUIa IPOAEMOHCTPUPOBAHA C I10-
MOIIBIO TOTO >Ke MEeTOJja M APYIMMM UccaegoBarenamu (35).

Taxke TO/IOXKUTEe/NIbHOE BJIMAHME OPHUTMHA aclaprara
(20 r B/B) Ha ypOBeHb aMMUaKa U MEHTA/IbHBIN CTATyC OBIJIO OT-
Me4YeHO B ITAKMCTAaHCKOM PaHIOMU3VPOBAHHOM I/Iale60-KOHTPO-
nupoBaHHOM uccinefoBanuu Ahmad I. u coaBt., mpoBegeHHOM
B 2008 roxy (36).

B pabore KuTaiicKux crnenmaaucToB moj pykoBopctsoM Chen
M.E, B KOoTOpYI0 ObI/IM BK/TIOYEHBI 85 GONBHBIX C LIUPPO3OM U IH-
nedanonaruei, 10 OKOHYaHUY NHPY3noHHOI Tepanyy LOLA Tak-
)Ke OTMeYasu yMeHbllIeHle YPOBHA aMMIaKa KPOBY U ylIy4dllleHNe
OMoXMMMYeCKUX MoKasarenei (anbOyMIH, TpaHCAMIHA3bI, 00T
Oumpy6uH) B cpaBHeHuN ¢ mwianebdo (37).

Cpeny Haubosee 9acTO IUTUPYEMBIX B OT€UeCTBEHHON CIelN-
aM3MPOBAHHON JIUTEpaType MCCAeJOBAHUII MOXXHO BBIJEIUTD
paboTy, BBHINOTHEHHYIO IO pyKoBoAcTBoM Ipronrpaipd K. n
Jlam6epT-Baymanu V.. 10 uccnenosanme 6110 mposesieHo B ep-
MaHUM ¥ BK/II04ano 1167 601bHBIX C pasHbIMY 3a00/IeBaHNMAMIU I1e-
4yeHu. B rpynne nanuenTos ¢ uupposom npumenenne LOLA npu-
Be/I0 K YMeHbIIEHNIO YPOBHA TpaHcamuHas (okomo 35%) u I'TTII
(Ha 50%), yny4IIeHNIo KIMHNYECKOi KapTUHBI (38).

Cpeny HeflaBHUX pabOT — MCCIeOBaHMe T'ellaTONOTOB M3 I'o-
crmrana yHusepcuteTta Ara Xas (r. Kapaun, [lakucran). B atom
PITKJM 120 manmeHTOB ¢ LMPPO3OM, IOydYalollyie CTaHJAPTHYIO
Tepanuio JAKTYI0301 ¥ METPOHMA30/I0M, OBIIM pacIpefie/eHbl
B 2 rpynnsl — JIOJIA u nmnane6o. B rpynime nanyueHTOB, KOTOPBIM
HIpPOBOAVIINCH MHQY3UM OpHUTMHA acnaprara (20 r/cyTku, 3 fHA),
OTMEYaJIOCh yMEHbIIIEeHJe YPOBHA aMMUaKa, AJUTEIbHOCTH IIpe-
ObIBaHNA B CTallMOHape M, Ipy Hannyuy sHuedanomatvy 11 cre-
neHu u 6onee, ynyumenne pesynabratoB Tecta NCT-A. B rpymme
HAIMEeHTOB C IePBOIl CTEIEeHbIO IeYeHOYHOIT dHIedanonaTun 3¢-
($eKTMBHOCTD JIeYeHUs VICCTIEeAYeMbIM IpelapaToM, OlleHMBaeMas
no Tecty NCT-A, okaszanach cpaBHUMA C I1ane6o, 4TO COracyer-
Csl € pe3y/IbTaTaMu IPYIUX MccnepoBanmii (39).

[TosutuBHble pe3ynpraThl HasHaueHus LOLA, ognako, Obuin
HONTy4YeHbl He BO BCeX MCCIAeNOBaHMAX. Tak, B IBOIHOM CIIeIIOM
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PITIKN rpymmbr Acharya S.K., koTopoe 6bI710 ImpoOBefeHO ¢ yda-
CTVME€M TAILMeHTOB C OCTPOJi IeYeHOYHON HeJOCTaTOYHOCTHIO
(n = 201), 2¢¢deKTUBHOCTp Tepanuy OPHUTHMHA aACHAPTATOM
(30 r/cyTkM) okaszamach CpaBHMMA C TaKoBoii IUtanebo. B pabore
OLICHVMBA/IV BBIPAXEHHOCTD 9HIedasonaTuy, BpeMs BO3BpaIleHNA
B CO3HAHJE, BBDKVBAEMOCTD (IINTEIbHOCTD), YACTOTY OC/IOKHEHUI
(moye4yHass HEJOCTATOYHOCTD, CYLOPOTM) M CMEPTHOCTb. YPOBEHb
aMMuaka B KPOBMU OfJIHAKOBO CHIDKA/ICS B 00eux rpymmax (10).

Oco6blil MHTEpeC MPEeCTABIAIOT KINHNYECKIE NCCTIeLOBAHNS
LOLA, B KOTOpBIX cpaBHUBaIACh 3QPEKTUBHOCTD ITOTO CPEfCTBA
C APYTMMM IIpeIapaTaMi, YICIIO/Ib3yeMbIMU BpadyaMI IIPY JIeYeHN
IIeYeHOYHO 3HIedanonatuu. B ofHOM M3 IepBHIX UCCIEHOBa-
HUI TOJ00HOTO JiM3aiiHa, KOTOpoe ObIIO MpOBefeHO B Mekcuke,
20 maIVeHTOB ¢ LVIPPO30M PA3HON ITUOIOTMH, SHIledanmonaTuen
¥ TUIIepaMMOHMeMuelt ObUIM paHZOMU3MPOBAHBI Ha [IBE IPYIIIIbI —
C MCIIO/Ib30BaHMeM J1aKTyno3bl (30 — 60 MyI/cyTKM cupomna, copep-
xaigero 67 r/100 M) u opHUTHHA acnaprata (9 — 18 r/cyTku 1e-
popanbpHo). [Mnoammonnemundeckuit apdexT HabII0aNCA B 00enx
TPYIIIAX, O/fHAKO YIy4IlIeHVe IICUXNIeCKNX PYHKLMIT (aCTEPUKCIC,
NCT-A), a Takxe sH1edarorpaMM oKasaaoch 6onee 3HAYMMbIM B
rpyIllie OpHUTHHA acnapTara (13).

Cpeny CpaBHUTENIBHBIX MCCIELOBAHMII TUIIOAMMOHMEMMYe-
ckux cpenctB u LOLA crout ormernuth pabory Mittal ¢ coasr.
2011 ropma. Ananus 3-xmecAa4Horo sedenus 160 maymueHToB ¢ LUp-
pPO30OM U MUHMMAJIbHOI 3HIedanonaTyeil mokasam 3¢pdexTus-
HocThb JIOJIA, cpaBHMMYIO C IaKTY/1030i1 U Tpo6uoTuKamu (40).

B ernmeTckoM IIpoOCIeKTMBHOM 00CepBaIlIOHHOM MCCIeJOBAHNMN
Ashoor n gp., 540 manyeHTOB C UMPPO3OM Pa3TUIHON ITUOTOTUMN,
npeumyiiecTBeHHO BupycHoit (81% — HCV), n medeHOYHOI 9H-
nedanomatneit (I — IV cremeneii), moctynusive B OT/elIeHNe VH-
TEHCUBHOJI Tepammy, ObUIM pasfie/ieHbl Ha 4 TPYIIB: CTaHZAPTHOE
nedeHne (MHQY3MOHHBIE PACTBOPBI, JTAKTY/IO3a M METPOHNAA30II),
CTaH/IapTHOe JieYeHVe U IHbEKI[MOHHbIe Pa3BeTBIEHHOLEIIOYeIHbIE
AMMHOKMC/IOTHI (JIeMI{MH, U30/MeINH 1 Ba/IVH), CTaH/[apTHasl Tepa-
ms + LOLA (20 — 40 Mr/cyTku B/B), CTaHZApTHas Tepamus + KO-
pOoTKolerioYeuHble aMMHOKUCIOTH + LOLA. 3HaunMble pe3ynbTaThl
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OBV IIOTYYeHBl Y HMALMeHTOB 4-J1 TPYIIIBl: yMeHbIIEH)e BpeMeHN
npeObIBaHMs B OTAENIEHNN, 60/lee ObICTPOEe BOCCTAHOBJIEHNME TICUXM-
YeCcKMX (YHKIUI M CHIDKEHME CMEePTHOCTY. YMEHbIIeHMe YPOBH:A
aMMMaKa B I'pyIIIax 2u 4, TO €CTb B I'PYIIIIAX, B KOTOPBIX MICIIO/Ib30Ba-
M MH'BEKIIVY Pa3BeTBIEHHOIEIIOYeYHbIX aMMHOKUCIOT (branched-
chain aminoacids, BCA, BCAA), oka3anoch 3HaunMee, 4eM B TpyII-
IIaX CTaHAAPTHOV Tepanuu 1 «cTaHgapTHoe nedenne + LOLA» (41).

Boobie ucronp3oBaHue KOMOMHAILMII KOPOTKOLIEIIOYEUHBIX
aMUHOKMCIIOT C OPHUTMHA acIapTaTOM CUMTAeTCsA BecbMa IIep-
CIIEKTVBHBIM MeTOJ0M (papMaKO/IOTMYeCKOI KOPPEKINY IeYeHOoY -
Holt sHIjedanonarun. [laHHbIe IPUBEIEHHOTO BhIIIe VICC/Ie[OBAHA
Ashoor u fip. emje pas IOATBEPAVIIN Pe3yIbTaThl MCCIETOBAHMUIT
Abdo-Francis n coast. 2010 roza (42), a Tak)Xe MOATBEPAUIIN TIpe-
VIMYILECTBO 3TO KOMOVMHALVUY Tepef Tepanueil ¢ UCIOTb30BaHM-
eM JIaKTYJIO3bl, YTO OBIZIO NMPOJIEMOHCTPUPOBAHO paHee B APYIUX
UCCIEeN0BAHMAX.

B nccnegoBanum ykpanHckux aBropos — Hukonosa B.B. u ip.,
uHoysnonHas tepanua JIOJIA (10 r/cyTkm) cpaBHMBaNach C Mc-
nonb3oBanueM ODJI u riryraprunHa. B pesynbrare npoBefeHHOIO
CPaBHUTE/IbHOTO aHa/AM3a OPHUTMHA aCMApTaT MOKa3aa IpeuMy-
IIeCTBO B YIYYLIEHUV KIMHWYECKOV KapTUHBI SHIledanonaTuim,
yMeHBbILIEHUY YPOBHEN TpaHCaMIHa3, 00111ero 6uanpyomHa, aMMu-
aka, moueBuHbL, [11P (18). CrnepyeT OTMETUTD HU3KOE METOJOJIOT Y-
YeCcKoe Ka4eCTBO JaHHO paboThl, XapaKTepHOe /A OOJIbIIMHCTBA
OTeYeCTBEHHDBIX MCCIeSOBaHMIA.

Takke 3fecp cielyeT OTMeTUTb, YTO MeTa-aHa/NIM3bl, IPOBe-
neHHble crennanucramu KokpeilHOBCkoro cooOuiecTBa, He IOJ-
TBEPAUIN TepaneBTrdeckol a¢ppextusHoctu BCAA, makTynoss n
ATOHMCTOB OOIIAaMMHOBBIX PELCIITOPOB Y IIALIMEHTOB C Ie4YeHOYHOI
sunedanonatueir (43-46). IloaToMy pesynbTaThl CpaBHUTENIbHBIX
VICCIIEIOBAHMIL XOTb M BaXKHbI, HO MIMEIOT MeHblllee 3Ha4eHMe, YeM
paboThI, B KOTOPBIX MCIOTb30BaM I1ane6o (47).

Xponuuecxue 2enamumot

/I3BecTHO, 4TO UMPPO3 MEYEHU U COIYTCTBYIONAS ero (PIUHAIb-
HBIM CTafiusAM SHIedanonaTus sApaAeTcs 4dacTbiM yucxopom HCV,
HBV u pgpyrux BMPYCHBIX MHQEKIVI, MO3TOMY JCIOTb30BaHME
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JIOJIA y mauueHTOB € 3TMMM HO3OJOTMAMM ¥ COOTBETCTBYIOUIMMMU
OCJIOXKHEHVSIMU JJO/DKHO OBITH onpasiaHo. K coxxanenuio, uccneno-
BaHMI1 BBICOKOTO KayeCTBa, TOCBAILIEHHbIX BIMAHNIO 3TOTO IIpernapa-
Ta Ha Te4eHe rernaTuTa 6e3 sHuedamonarny, HaMyu He OOHAPY>KEHO.
OTMeTNM, YTO B IOAABJIAIOIIEM OOIBUIMHCTBE IPOLUTIPOBAHHBIX
BBIIIE PabOT LMPPO3 IeyeHN ObUI BHI3BAH U BUPYCAMM TeIIaTUTOB.

Taxoke cnenyer 3aMeTUTD, YTO B y)Ke YIIOMMHABLIEMCS OTKPBI-
ToMm uccnenosannu Iprourpaiipd K. u Jlambepr-baymann V. kypc
tepanuyu LOLA npusen x sHaunmomy ymenbiienuio AJIT, ACT n
ITTII y manueHTOB ¢ XpOHMYeCKuMM renatutamiu (38).

HAJKBII

B ykpaumHckoMm oTKpbiTOM uccnegosanunm ConoBbeBoit [LA.,
npoBefieHHOM c ydacTueM 65 manueHtoB ¢ HACI, 4-xHenenbHas
tepanua npemapatom LOLA (3 r 3 p/cytkm) cmocobcTBOBana
YMEHBIIEHNIO B3y THs KMBOTA I HOPMAIN3aLNM TaKUX OMOXMMM-
yeckyx napametpos, Kak AJIT, ACT, I'TTII, 6unupy6us, xomecte-
PVH ¥ TpUrIUIepupsl (6).

[TonoxxutenbHoe BO3JEICTBIE OPHUTMHA acllapTaTa Ha aKTYUB-
HocTb TpaHcamuHas u I'TTII npu HAJKBII Hamo cBoe nopTBepix-
nenue u B uccnenoBanunu [prourpaidd K. (38).

B 0630pe ITanpkuBa B.J., ony6nukoBanuom B 2012 ropy, pac-
CMaTpuBanach NpobaeMa 11e1ecooOpasHOCTY Ha3HAYEHVSI OPHUTH -
Ha acliapraTa MalyeHTaM C CaXapHbIM AMa0eToM, I, C/IefloBaTe/Ib-
HO, HEAJIKOTOJIbHOI >XMpPOBOIl 6one3Hpr0 meyeHyu. Ommpasch Ha
JaHHbIE 9KCII€PYMEHTAaTbHBIX MICCTIEJOBAHNI I HEKOTOPBIX KIMHMI-
yeckux pabor aBTop o6ocHoBas BmodeHue JIOJIA B cxemy nede-
HIsA 9TOTO 3ab0meBanus (20).

/lexapcmeennvie noparceHus neveHu

XoTA Takoe MOKa3aHMe K NPUMEHEHNIO He COIEepKUTCA B MH-
CTPyKIuM mo mnpumeHeHuwoo npemnapatos JIOJIA, pykoBOACTBY-
ACh JAaHHBIMIU O MeXaHM3Max JIeJICTBMA 9TOTO COefMHEHNA, OBIIO
IPEJIIONIOXKEHO, YTO €ro BK/IIOYEHME B CXEMbl TEPAIUU MOXKET
npefynpeuTh TeKapCTBEHHOE NOpa)KeHMe Me4eHM WMIM OKa3aThb
ne4e6HbI 3¢ deKT mpu ucnonb3oBaHun remarorokcuyecknx JIC.
B orpmenenun xummnorepanuu remobmactosos POHLI nmenn H. H.
bnoxmnua PAMH B cXxeMbl MHT€HCUBHOJ Te€panuy Ipy pa3BUBLIEN -
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Csl TIeYeHOYHO-K/IETOYHOI HEJOCTAaTOYHOCTM ObII BK/IIOYEH IIpe-
mapar, COflep>Kaluii OpHUTUHA acmaprar. B mccrenoBanme 6b110
BK/IIOYEHO 44 MalyeHTa ¢ reMo0/1acTo3aMy, CONPOBOXK/AIOIMNI-
CsA TI€YE€HOYHO-KIETOYHOV HEJOCTAaTOYHOCTBIO U II€YEHOYHOI 9H-
nedanonarueii. Vicnonpzosaune JIOJIA npuBoanio Kk HopManusa-
UM PUTMa CHA, YMEHDbIIEHUIO THEBHON COHNMMBOCTH, yAyYLUIEHNIO
HNaMATY, YMEHbIIEHNIO NPU3HAKOB acTeHuu. Co CTOPOHBI remna-
TOOV/IMAPHON CUCTEMBl OTMeYajyl yMeHbIlIeHNe OMOXMMMIYeCKIX
MapkepoB (Tpancammuas, ITTII, III®, 6unmnpybuHoB), a Takxe
npoTpoM6UHOBOro BpeMeHM. OTMedeHbl IO3UTUBHBIE CABUTY B
cucteMme rayTaruoHa. OTJeNTbHO aBTOPhI OTMEYAIOT yMEHbIIEHNE
4acTOTHI I3MEHEHNA IIPOTOKOJIOB JiedueHMsA reMo6macTo3oB. Ilomy-
YEeHHbIe pe3y/IbTaThl IPUBE/N K pa3paboTKe cXeMbl IPO(UIaKTUKN
HOpa)XKeHNUs NeYeHN IIVTOCTATUKaMM, ObIJIO BBICKa3aHO NPeJIoNo-
JKeHJe, YTO IOf0OHas cXeMa HMpYMEHEH)s OpHUTHHA aclapTara
MOJKeT OKa3aTbCs IOJIE3HON M B MPO(UIAKTUKE JTeKapCTBEHHBIX
HOpaKeHUI IIeYeH) B peaHVMAalMIOHHOI TpaKkTuKe (48).

AnkozonvHas 60/1e3Hb neueHu

B yKpamHCKOM OTKpPBITOM HEPAaH[JOMU3MPOBAHHOM MCCTIELO-
Banun Conosbesoint I.A. u Ksauenrwk E.JI. B rpynne nanmueHToB ¢
aJIKOTOJIbHBIM TrenaTuToM (n = 35) 610 0OHAPYXKEHO, YTO OpPHU-
TUHa acraprar (3 rpaMma 1o 3 p/cyTku, 4 Hefenn) cnocoO6CTByeT
YMEHBUIEHNIO BBIPAXEHHOCTU KIMHNYECKNX CUMIITOMOB, 0COOeH-
HO B3[JyTUS KMBOTA, a TAK>Ke ITO3UTHBHO B/IMIET HA YPOBHU O610-
XMMWYeCKNX MapKepoB (TpaHcamuuassl, [TTII, 6unupy6un, tpur-
NUIEePU/bI, HO He XonecTepuHa) (6).

B pa6ote VBanen H.H. u coaBr. (n = 60), npoBefeHHOI B
HHII Hapxonoruu M3CP P®, msyuanu TepameBTHYecKyo 3¢-
$exkTUBHOCTD U 6e30macHOCTb mpuMeHeHus mpemnapata JIOJIA B
KOMIUIEKCHOM JIeYeHVY AJIKOTOJIbHOM 3aBUCUMOCTU. Bce 60nmbHbIE
CTpaJjaiil aJIKOTOIbHOI 3aBUCUMOCThI0 cpepHelt (II) u KoHedyHOI
(IT-II1, IIT) crapuu, y HUX HabOnromancs abCTUHEHTHBIN CUHPOMOM
CPelHeil U TSDKENOW CTeleHM BBIPaKeHHOCTH, aJKOTONMbHas 6o-
ne3Hb nedenn. Co croponsl THC oTMeuasncsa cToiikoe aMHecTnYe-
CKO€ pacCTpONCTBO (9HILedanomaTns Ierkoi U CpefHell CTeIeHN).
Jlo3a opHuTMHa acnapraTta coctaBmia 10 r B/B B mepuope abctu-
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HEHI MU U 6—9 I BHYTPb B nocrabctuHeHTOM nepuoge. Hanboree
BBIP@KEHHOE [eJICTBME J3y4aeMOro Ipemapara oOHapy>XeHO BO
BIVISIHUM Ha ACTEHUYECKYIO VM aCTeHONENPeCcCUBHYI CUMITOMATH -
Ky, OTMe4ach HooTpomHble 3¢ dextsr JIO/IA (49).

OmpaeneHus ncuxomponHvimMu cpedcmeamu

Ha ocHOBaHmmM psaga sSKCIepUMMEHTANbHBIX ¥ KIMHUYECKUX
VICCTIEJOBAHWI, POCCUIICKMMM TOKCUKOJIOTaMy OBIIO BBICKA3aHO
IpeAIoIOXKe e, YTO HapylleHue CMHTe3a S9HAOTeHHOTO aMMMua-
Ka UTpaeT K/I0YEBYI0 POIb B Pa3BUTUM SHITOTOKCUKO3a, KOTOPBIN
HaOoaeTcs y NalyeHTOB, TOCTPaJaBIINX BCIeACTBUE IPUMEHe-
HJIA ICUXOTPOIIHBIX BelllecTB (1e4e6HOTr0, CaMOCTOATEIbHOTO VN
KPUMMMHAJIBHOTO), IIPEeXJie BCero, 6apouTypaToB 1 6eH30A1Ma3enu-
HOB, a Takxke ankorons (50,51).

UccnepoBanusa Ocranenko 10.H. c coaBropamu, a Takxe CiroH-
puHa [I.I. u ero Komer, moKasaam, 4TO UCIONb30BaHNE OPHUTIHA
acrapraTa B KOMIIIEKCHON Je3MHTOKCUKAIL[MIOHHOJ Tepammm aj-
KOTOJIBHOTO IeMUPYs, KPYUMMHAJIBHOTO OTPAaBIEHNS KI03aIMHOM,
OCTpPOTO OTpaB/lIeHUs OeH30[Ma3eNnHaMy CIIOCOOCTBYeT YMeHb-
IIEHVI0 CPOKOB IpeObIBaHMA MALMIeHTOB B peaHMMAIVIOHHOM OT-
IelIeHNM, COKPAIIEHNI0 CPOKOB MOCTIVDKEHMA IICUXOTOTMYECKOTO
KoM OpTa 1 BOCCTAHOBJICHNIO KOTHUTUBHBIX QyHKIMI (23,52,53).

B nccnegosanun bytposa A.B. m bopucosa A.I0. undysun
OPHUTMHA acllapaTa BKIOYaaM B KOMIUIEKC Tepanuy OONbHBIX C
OCTPOJ XMPYPTUEYKOJI MATONOTHEN U aJIKOTO/IbHBIM JienupueM. B
rpymnmne tepanuu JIOJIA ormewanu 6oree CIIOKOHOE IIOBeJeHME
0OJIbHBIX, paHHee KYyIVpPOBaHME CYMIITOMOB Je/MVpPUs, YMEHbIIe-
HYle TOTpeO/IeHNsI CeJaTUBHBIX CPeACTB, 60/Iee IOMHOE 1M CKOpOe
BOCCTaHOBJIEHNE KOTHUTMBHBIX (QYHKUMIT (BHUMAaHMSA, HaMATH,
OpMeHTAIU! BO BpeMeHU ¥ IPOCTPAHCTBE), YTO IPUBEIO K YMEHb-
IIEHNIO CPOKOB NpebbIBaHNA B cTanuoHape (54).

11.5. besonacnocmo

bBesomacHOCTb OpHMTHHA acnapraTa OblIa M3y4eHa B PaHHUX
9KCIIePUMEHTATbHBIX TOKCUKOIOTMYEeCKIX VICCIEOBaHVAX, HATIPU-
mep nccneposanun Shioya A. et al. (2). LD, , cormacno nomyden-
HBIM UM pe3y/lIbTaTaM, IIPY BHYTPUBEHHOM BBEJEHMM COCTaBUIIA
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Oornee 2 r/Kr, a IpK APYIUX MyTAX — Oonee 5 I/KT (OIBIT IPOBefeH
Ha KpBICaXx).

ITo MHeHMIO 6ONBUIMHCTBA UCCIEOBaTeNel, TOOOYHbIE peak-
UM OPHUTMHA aclapTara JOCTaTOYHbI penku. Ham He ymamocp
OOHAPY>XNUTb KIVHNYECKUX JICCIEOBaHNI, KOHKPETHO HaIlpaB-
JICHHBIX Ha M3y4YeH)e 0e30IIaCHOCTY 9TOTO CPeICTBA, KaK U VCCIe-
JIOBaHUII, IOCBSAIEHHBIX M3YYEHNIO PUCKA BO3HIKHOBEHM JIeKap-
CTBEHHDIX B3a/IMOJEVICTBUIL.

Ecnmn cnegoBarbs mHpoOpManuy, npefcrapaeHHoi B VIHCTpyK-
Uy 1o MepuimMHCKOMY npuMmeHeHno LOLA, a Takke CKyJHBIM
JIaHHBIM O 0e30MacHOCTV B KIMHUYECKMX WCCIENOBAHUAX, TO
MOXXHO CZe/aTh BBIBOJ, YTO Hambosee 4acTBIMU OC/IOKHEHVAMU
dapMakoTepanuy ABIAIOTCA a/UIeprUdecKye ChIIM, a TaKXe Kpart-
KOBpEMEeHHas TOUTHOTa 1 pBoTa (5).

CornacHO GaHHBIM MHOCTPAHHBIX aBTOPOB, OPHUTUH MOXET
IPUBECTU K PasBUTHUIO AMapey Haxke NPV ero BHYTPUBEHHOM MC-
nonb3oBaHuu. [Ipy 3TOM pUCK pasBUTHUSA ITOTO OCIOKHEHMsSI BBI-
pacTaeTr Ipu MCIOIb30BAHUY BBICOKUX 103 (20 r opHUTHHA). Bo3-
MOXXHO TIOsIBJIEHNE XKa00 Ha cracTuyeckue 601u B 0671acTy Xu-
Bora (16,55).

OTHOCUTE/IBHO WCIIO/Nb30BAaHMs IIpelapaTa B OCOOBIX IPyII-
nax (6epeMeHHble, KOPMsIIIME >KEHIMHBI, JIeTV) PEeKOMEH/YeTCs
ClIefiyIolilee: HECMOTPsI Ha OTCYTCTBUE HETaTMBHBIX JJAaHHBIX, JC-
nonb3oBaTh JIOJIA y TakMX HAIVIEHTOB C/IE[yeT C OCTOPOXKHOCTHIO
U TOJIBKO TIOCJIe TIATE/NTbHOI OL[eHKM JIeYalyiM BpadyoM II0/Ib3bI I
puckos (5).

Y HanyeHTOB C IOYEYHON HeOCTaTOYHOCThIO (YPOBEHD IJIas-
MEHHOTO KpeaTuHMHa Oonee 30 Mr/m) HeoOXopguMma KOPpPeKIVs
nosbl JIOJTA (11).

[Tpn ucnonp3oBaHuM NHQPY3MOHHOTO PacTBOPA MMEETCS PUCK
pasButuA QapmaneBTIYecKoro B3ammopeiicTBua. OpHUTMHA ac-
napTaT He PeKOMEH/YeTCSA COBMENIaTh B OJHOM VH(QY3MOHHOM
pacTBOpe ¢ NeHNIWUIMHaMY, ButamuHoM K, pudamnunmuom, me-
npo6amMaroM, AyasenaMoM, BUHKaMUHOM, THOIIEHTA/JIOM HaTpusd,
KioMeTuasonoM (5).
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11.6. [lokazamenvuas meouyuna

OpHKTMHA acmapTaT HECKONbKO pa3 CTAaHOBWICS IIPELIMETOB
MHTepeca CIelNaCTOB JOKa3aTeIbHOI MeIIVHBL. 3a IOCTIeHEe
rofbl OBUIO OIYOIMKOBAHO HECKOIBKO CHCTEMATMYeCKNX 0030poB
(c meTa-aHanmu3aMu 1 6e3 HIX), B KOTOPBIX pacCMaTpyUBajach Mpo-
onema apPextuBHOCTN U 6e3omacHoCcTM JIOJIA y nanyeHTos ¢ Ie-
JeHOYHOI SHIledanonaTmeil.

Omny6nukoanHas B 2000 rony B Buje pestoMe pabora Delcker
A.M. 1 COaBTOPOB MOXET CUMUTATHCS OFHUM U3 IIEPBBIX CUCTEMa-
TUYECKUX 0030pOB C MeTa-aHA/IN30M, IPOBELEHHBIM C IIe/IbI0 BBI-
sICHeHus LenecoobpasHocTu ucnonbzopauusa JIOJIA y nanyeHToB
¢ meyeHo4HoIT aHLedanomnarneit. CornacHo JaHHBIM KPaTKOTO pe-
310Me COO0IIIeHNsI, CIeTAHHOTO Ha KOH@epeHI M (IIOTHOTEKCTOBAs
CTaThs ONYOIMKOBaHA He OBIIA), 9TOT MperapaT MOXKeT YAY4IINTh
KJIMHNYeCcKoe TedeHne sHedanonatun (56).

Yepes 6 neT mocne mybOnukanyyu pesiome o63opa Delcker
A.M. n coaBropoB B PUIMINNHCKOM >XYpHaje IacTPOIHTEPO-
norun (Philippine Journal of Gastroenterology) (57) u aBTopm-
tetHoM JKypHane Tactposnreponormm u lematomormm (Journal
of Gastroenterology & Hepatology) (58) 6b11m ony61MKOBaHBbI Te-
31C U MOoMHOTeKcToBasA crarbsa Pilar L. m Mercado R., mocssen-
Hble KPUTUYECKOJ OL[eHKe PaHJOMU3VPOBAHHBIX JCCIEfOBaHUI
3¢ }eKTBHOCTM OPHUTKMHA acmapTaTa y Hal}MeHTOB C IUPPO3OM
HeYeH!, HEeVHIYLMPOBAHHON TUIIEPAMMOHNEMUE U eYeHOYHOI
sunedanonarueit. [JanHas pabora npeacTasiseT coO60i cucTeMaTn-
4eCKIIT 0030p MCCIe[OBAHNIL, IIPOBEIEHHBIX B FOJaX, Oy O/IIKOBaH-
HBIX 1 BHeceHHBIX B 6a3pl jaHHbix MEDLINE, Pubmed, Medscape,
Science Direct m Cochrane Library Documents n compoBoxgaercs
MeTa-aHaIM30M. ABTOpaMyu OblIM OTOOpaHBI 3 pabOTHI, COOTBET-
CTBYIOIUX KPUTEPUSIM BK/IIOUEHNsI, ITO YIOMSIHYTble paHee MCCIe-
poBanus Kircheis G. ¢ coasr. (31), Stauch S. ¢ coasr. (32) u Chen
¢ coaBrT. (37). O0b1ee KoMMuecTBO MALMEHTOB COCTAaBUIIO 227 4Yeno-
BeK CO CTemeHbio 1upposa A un B (mo Yaing-IIs0). PesynbraTsr Me-
Ta-aHa/aM3a IMoKasamy, 4To ucnonb3oBanne JIOJIA craTtmctmyeckn
3HAYMMO B/IMAET TOJIBKO Ha IICUXMYECKUII CTATYC IMalMeHTOB, HO He
YpPOBEHb aMMMaKa, 1 He Ha nokasarenu uHpekca PSE. Cpenu nepno-
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CTaTKOB 9TOJl PabOTHI MOXKHO BBIIENUTH ClIeAyIomye: Oobluas re-
TEPOTeHHOCTb I'PYIII, HeOOJIbIIOe KOMMYeCTBO MAIVIEeHTOB, pas3Has
METOJIO/IOTUS NPOBEEHN MCCNefoBaHMil. B BbIBO#ax cBOEM CTa-
T Pilar L. 1 Mercado R. ykasbIBaloT, 4T0, HECMOTPs Ha OTCYTCTBYE
6/1aroNpMATHOTO BO3/IEVICTBIA OPHUTMHA acllapTaTa Ha ITOKa3aTe/n
KOHI[eHTpalluy aMMMaKa 1 nujekca PSE, ymyuiienne MeHTanbHOTO
3[JOpPOBbs YK€ AAB/IAETCA 3HAUMMBIM Pe3yIbTaTOM Y PEKOMEHAYIOT
ucnonb3oBanye LOLA B KIMHMYECKOI MPAKTHUKE.

B 2008 ropy mccnegosarenamu Yuan W, Jing L. U gpyrumu
n3 KoxkpeitHosckoit Temaro-bunmaphoit rpynnel 6su1 ony6mmko-
BaH IIPOTOKOJI CYICTeMaTN4eckoro o63opa «L-opanTnH-L-acmaprar
npu revdeHoYHOI sHnedanomaTum» (59), ogHako ata pabora Tak u
He Obl/Ia 3aBepIIeHAa HA MOMEHT HaIlVICAHU JaHHOI ITTaBBbI.

CrepyeT yIOMAHYTb CUCTEeMaTUYeCKUil 0030p OpasmMIbCKux
UCCIeoBaTesnell, B KOTOpOM OBUT IIPOBeJieH aHa/lIN3 PaHIOMU3U-
POBAHHBIX, JBOMHBIX C/IEINbIX, I/Ial[e60-KOHTPOMNPOBAHHBIX VIC-
C/IeloBaHMIi, ONyO/NIMKOBAaHHBIX B mepuof 1966 — 2006 rr. B 6a3zax
nanubix LILACS, SciELO, MEDLINE, PubMed u peectpe xnuuu-
qyecKMX uccnenoBannit KokpertHockoro coobuectsa. Kpurepusam
BK/IIOYEHMsI COOTBETCTBOBANM 4 pabOThI, YIIOMAHYThIE B TaHHON
[71aBe, a MMeHHO: ncciaenosannud Rees C.J. ¢ coast. 2000 roma (33),
Stauch S. ¢ coaBrt. 1998 ropma (32), Kircheis G. ¢ coasrt. 1997 roma
(31) u pabora Staedt U. 1993 ropma (29). Kpuruuecknit aHanus
IoKasaj, 4To B cpaBHeHuu ¢ mwrane6o LOLA yMmeHbImaeT moxa-
3are/b IMIIEPAaMMOHUEMIY Y MALMEHTOB C IIeYeHOYHOII dHIeda-
JonaTyeil, OfHaKO yOefNTe/bHBIX JOKa3aTe/lbCTB BBIPAXKEHHOTO
OarONpMATHOTO BIMAHMSA Ha TedeHMe SHIledaonaTUM y 9TOrO
JIC HeT. ABTOpBI 0630pa CBA3BIBAIOT 3TO C HEOOTBIINM KOIMYe-
CTBOM IIallYIEHTOB, KOTOpble OBUIV BOBJIEYEHBI B KIMHUYECKUE
VICCTIEOBAHMA, KOPOTKIM IIepMOJOM HAOIOeHM, a TAKXKe C He-
JIOCTATOYHBIM METOHOIOTMYECKNM Ka4eCTBOM HEKOTOPBIX padoT
(2 u3 4 oTobpanHbIx) (30).

B cucremarnueckoM 0630pe 11 MeTa-aHau3e TOTO XKe TOfja, BbI-
Io/JIHEHHOM Jiang Q. 1 KojteramMmu, KOTOPbI BK/IIOYa/l JaHHbIE 3-X
PITKM (13,31,32), 6pU10 IpOIEeMOHCTpUpPOBaHO, uTo LOLA B cpaB-
HEeHUU C IIane6o yrydiraeT KIMHUKY HIedanonaTuy (oneHkKa 1o
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VICYUE3HOBEHMIO KJIMHUYECKNX CUMIITOMOB, IIOHVDKEHUIO 3HAUeHUI
MHJIEKCOB Icuxmyueckoro 3goposbs u/wmm PSE). Anmanus B mop-
IPyIIax IOKas3al, 4YTO CTATUCTUYECKV 3HauMMblil 3¢ ekt opHu-
TUHA acllapTaTa OIpefensieTCs TONbKO Y MalMeHTOB C KIMHIUYECKN
BbIpakeHHOIT aHLledanomarneit I — II (p = 0,0007), a B moxrpyme
IAlVIEHTOB C CYOK/IMHMYEeCKON SHIjedasonarue’l TaKoil 3Hauu-
MocTH He oOHapyxeHo (p = 0,23). [IpyHuMas BO BHUMaHMKeE, YTO
0e30I1aCHOCTb Tepalyuy He MeHee Ba)KHA, 4eM ee 9 PeKTUBHOCTD,
aBTOPBI 0030pa OT/[e/IPHO MIPOAHATIM3UPOBAIN PUCK PA3BUTHS T10-
6ounbix peakuuit LOLA u He BbIaBMIM MHGOPMAL[UU O Pa3BUTUN
Cepbe3HBIX OCTIOKHeHUI ¢papmakoTepanuu (47).

Bo Bpewms 3aBepuieHUs JaHHOTO pasfgena MoHorpadum ObIIO
OIly0/IMKOBAaHO pe3loMe HOBOTO CUCTEMATH4YecKoro o6sopa u Me-
Ta-aHa/MM3a, IOCBAIIEHHBIX Bompocy s¢dextuBnoctu JIOIA
y MalueHTOB ¢ L¥Uppo3oM U sHuedanonarreii. B pabory 6Obu10
BKJIIOUEHO 8 myOnmKaiyii (n manyueHToB = 646), mpecTaBIeHHbIX
B OCHOBHBIX 0a3ax HaHHBbIX wuccrenoBanmit. OpHUTMHA acmapTar
nokasasn ce6s apeKTUBHBIM CPeACTBOM JIedeHsI 9HIedaIonaTum
He3aBUCYMO OT ee CTafui. BpIIo emje pas HoKa3aHO, YTO Ipera-
par 9¢deKTUBHO yMeHbIIaeT YPOBEHb aMMUaKa B KpOBY, KpaliHe
penxo BbidbiBaeT [IP. OfHaKoO pasHUIIBI B CMEPTHOCTM MAI[MeHTOB
rpynnst JIOJIA n nnane60/0TCyTCTBMS Tepanuyl IpOeMOHCTPU-
poBaHo He 6b110 (60).

JlaHHBIe YHOMAHYTBIX B 9TOM pasfiesie MCCAeJOBaHNUII II0-pa3-
HOMY OILIEHMBAIOTCS CHeIManiCcTaMy B pasHBIX cTpaHax. Heko-
TOpble MpodeccroHaIbHbIe COO0IIEeCTBA O CUX MOP He CYUTAIOT
uMelrecs [I0Ka3aTelbCTBa 3P(EKTUBHOCTU OCTATOUYHBIMU
I BKIIOYEHMSI B HAlMOHAJIbHble CTAaHAApThl Tepamuu. [Jpyrue,
Hanpumep, Kopeiickoe 0011ecTBO 10 M3y4YeHUIO IeYeHU, BKIIIO-
9N peKoMeHpanuy 1o HasHadeHuio JIOJIA maumeHTaM C Lup-
po3oM ¥ sHIedanonaTieil B CBOM KIMHWYECKNE PYKOBOJCTBA,
XOTS M aKLEHTUPYIOT BHMMaHVe Bpada Ha HElOCTaTOYHOCTb UH-
dopmanyy 06 3¢pPeKTUBHOCTU 3TOrO CpeAcTBa (YpOBEHb JJOKa-
sarenbHOCTN B2 — «OTHOCuTeNnbHasA yOemMTeNbHOCTb HOKa3a-
TenbcTB») (61).




226

Yactb 2

10.

11.

12.

13.

14.

15.

CnmcoK ncnonb30BaHHOMN TNTEPATYPbI

Salvatore F, Cimino F, Dayello Caracciolo M, Cittadini D. Mechanism of the
protection by L-Ornithine-L- Aspartate mixture and by L-Arginine in ammonia
intoxication. Arch. Biochem. Biophys. 1964 Sep;107:499-503.

Shioya A, Kuraishi K, Kakimoto M, Tamama Y. Pharmacological study on
L-Ornithine L-Aspartate. Jpn. J. Pharmacol. 1964 Jun;14:201-14.

WHO Collaborating Centre for Drug Statistics Methodology, Norwegian
Institute of Public Health. ATC-DDD index 2013 [Internet]. ATC-DDD
classification. 2013. Available from: http://www.whocc.no/atc_ddd_index/
Riggio O, Ridola L, Pasquale C. Hepatic encephalopathy therapy: An overview.
World J Gastrointest Pharmacol Ther. 2010;1(2):54-63.

HoBiguuk mikapcpkux 3aco6iB [Internet]. Kwuis: [epkaBuuit ExcreprHmit
Llentp MinicTepcTBa OXOpOoHM 370poB A Ykpainm; 2012. Available from:
http://pharma-center.kiev.ua

ConosbeBa I'A, Kpauentok EJI. Tema-Mep1i B 1edeHNM aKOTOIbHOTO U Heasl-
KOro/bHOro creatorernaruta. Jliku Ykpainu. 2011;(7(153)):64-70.

Kowalski P, Bieniecki M. Pharmacokinetics and bioavailability study of
l-ornithine-l-aspartate in healthy volunteers—A comparative study of two oral
formulations. Journal of Pharmaceutical and Biomedical Analysis. 2006 Jun
7;41(3):1061-4.

Cesepun EC, editor. Broxumus: Yue6. s Bysos. 2nd ed. Mocksa: I90-
TAP-Menmna; 2004.

Skowronska M, Albrecht J. Alterations of Blood Brain Barrier Function in
Hyperammonemia: An Overview. Neurotox Res. 2012 Feb;21(2):236-44.
Acharya SK, Bhatia V, Sreenivas V, Khanal S, Panda SK. Efficacy of L-ornithine
L-aspartate in acute liver failure: a double-blind, randomized, placebo-
controlled study. Gastroenterology. 2009 Jun;136(7):2159-68.

Cash WJ, McConville P, McDermott E, McCormick PA, Callender ME,
McDougall NI. Current concepts in the assessment and treatment of hepatic
encephalopathy. QJM. 2010 Jan;103(1):9-16.

Jalan R, Lee WM. Treatment of hyperammonemia in liver failure: a tale of two
enzymes. Gastroenterology. 2009 Jun;136(7):2048-51.

Poo JL, Goéngora J, Sanchez-Avila F, Aguilar-Castillo S, Garcia-Ramos G,
Ferndndez-Zertuche M, et al. Efficacy of oral L-ornithine-L-aspartate in
cirrhotic patients with hyperammonemic hepatic encephalopathy. Results of a
randomized, lactulose-controlled study. Ann Hepatol. 2006 Dec;5(4):281-8.
Jalan R, Wright G, Davies NA, Hodges SJ. L-Ornithine phenylacetate (OP):
a novel treatment for hyperammonemia and hepatic encephalopathy. Med.
Hypotheses. 2007;69(5):1064-9.

Davies NA, Wright G, Ytrebe LM, Stadlbauer V, Fuskevag O-M, Zwingmann
C, et al. L-ornithine and phenylacetate synergistically produce sustained




[Maea 11. L-opH1TWH L-acnaptar 227

reduction in ammonia and brain water in cirrhotic rats. Hepatology.
2009 Jul;50(1):155-64.

16. Bucci LR, Hickson JF Jr, Wolinsky I, Pivarnik JM. Ornithine supplementation
and insulin release in bodybuilders. Int ] Sport Nutr. 1992 Sep;2(3):287-91.

17. Kleef R, Scheller A. L-ornithine aspartate — a rationale for its use in
combination with chemotherapy, radiation, and hyperthermia in oncology.
Forsch Komplementarmed. 1999 Aug;6(4):216.

18. Hukonos BB, Hynsra AH, Kosanesa EA. ¢ ¢exrusrocts L-opunruna-L-ac-
maprara B KOMIUIEKCHOM JIeYeHNUN MTe4eHOYHOI dHIjedanmonaTyn. Meaniaa
HEOTNOXHBIX cocTogumit. 2011;(6(37)):65-9.

19. Fogelholm GM, Naveri HK, Kiilavuori KT, Harkonen MH. Low-dose amino
acid supplementation: no effects on serum human growth hormone and insulin
in male weightlifters. Int ] Sport Nutr. 1993;(3):290-7.

20. ITampkis BI. CyvacHi MO>XMBOCTI Kopeknii QyHKI[iOHaIbHOrO CTaHY IeYiH-
KI Y XBOPYX Ha I[yKPOBMUII fjiabeT i3 BUKOpucTaHHAM npemnapary lema-Mepiy
(L-Opuitun-L-Acnaprar). Me>XAYHapOIHBI 3HTOKPUHOIOTMYECKUIT >Kyp-
Haz. 2012;(5 (45)):10-6.

21. Quero JC, Schalm SW. Subclinical hepatic encephalopathy. Semin Liver Dis.
1996;(16):321-8.

22. Ortiz M, Jacas C, Cordoba J. Minimal hepatic encephalopathy: diagnosis, clinical
significance and recommendations. ] Hepatol. 2005;(42 (Suppl.1)):545-S53.

23. Cmonpun 1T, Anexnosnuu AB, ViBanos Bb, JIusanos AC, Any4yun BB. ®apma-
KOJIOTMYecKast KOPPEKIVs IUIepaMMOHMEMIH TIPU KPYMIHAIbHBIX OTpaBJIe-
Hyax knosanaom. WWW.MEDLINE.RU. 2010;11:518-25.

24. Ndraha S, Simadibrata M. Normal protein diet and L-ornithine-L-aspartate for
hepatic encephalopathy. Acta Med Indones. 2010 Jul;42(3):158-61.

25. Ong JP, Oehler G, Kriiger-Jansen C, Lambert-Baumann J, Younossi ZM. Oral
L-ornithine-L-aspartate improves health-related quality of life in cirrhotic
patients with hepatic encephalopathy: an open-label, prospective, multicentre
observational study. Clin Drug Investig. 2011;31(4):213-20.

26. Rose C, Michalak A, Pannunzio P, Therrien G, Quack G, Kircheis G, et al.
L-ornithine-L-aspartate in experimental portal-systemic encephalopathy:
therapeutic efficacy and mechanism of action. Metab Brain Dis.
1998 Jun;13(2):147-57.

27. Hlynpnexosa F0O. HeankoronbHast >kupoBas 60/1e3Hb IeYeHMN: TaTOTeHes, IU-
arHoCTHKa, neyeHne. apmarexa. 2007;(6(141)):48-53.

28. Pasuble aBTOpBI. MecTo npemnapara lerna-Mepij B nedeHnu 3a60/1eBaHMil Iede-
Hu. Jliku Ykpaiun. 2009;(6 (132)).

29. Staedt U, Leweling H, Gladisch R, Kortsik C, Hagmiiller E, Holm E. Effects of
ornithine aspartate on plasma ammonia and plasma amino acids in patients
with cirrhosis. A double-blind, randomized study using a four-fold crossover
design. J. Hepatol. 1993 Nov;19(3):424-30.




228

Yactb 2

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42,

Soarez PC, Oliveira A, Padovan J, Parise ER, Ferraz MB. A critical analysis of
studies assessing L-ornithine-L-aspartate (LOLA) in hepatic encephalopathy
treatment. Arq Gastroenterol. 2009;46(3):241-7.

Kircheis G, Nilius R, Held C, Berndt H, Buchner M, Gortelmeyer R, et al.
Therapeutic efficacy of L-ornithine-L-aspartate infusions in patients with
cirrhosis and hepatic encephalopathy: results of a placebo-controlled, double-
blind study. Hepatology. 1997 Jun;25(6):1351-60.

Stauch S, Kircheis G, Adler G, Beckh K, Ditschuneit H, Gortelmeyer R, et al.
Oral L-ornithine-L-aspartate therapy of chronic hepatic encephalopathy: results
of a placebo-controlled double-blind study. J. Hepatol. 1998 May;28(5):856-64.
Rees CJ, Oppong K, Al Mardini H, Hudson M, Record CO. Effect of L-ornithine-
L-aspartate on patients with and without TIPS undergoing glutamine challenge:
a double blind, placebo controlled trial. Gut. 2000 Oct;47(4):571-4.

Hass HG, Nagele T, Seeger U, Hosl E Gregor M, Kaiser S. [Detection of
subclinical and overt hepatic encephalopathy and treatment control after
L-ornithine-L-aspartate medication by magnetic resonance spectroscopy ((1)
H-MRS)]. Z Gastroenterol. 2005 Apr;43(4):373-8.

Delcker A, Turowski B, Mihm U, Raab P, Rusch O, Pilatus U, et al. Proton
MR spectroscopy of neurometabolites in hepatic encephalopathy during
L-ornithine-L-aspartate treatment--results of a pilot study. Metab Brain Dis.
2002 Jun;17(2):103-11.

Ahmad I, Khan AA, Alam A, Dilshad A, Butt AK, Shafqat F, et al. L-ornithine-
L-aspartate infusion eflicacy in hepatic encephalopathy. ] Coll Physicians Surg
Pak. 2008 Nov;18(11):684-7.

Chen M, Li R, Chen C, Gao X. [Therapeutic effect of L-ornithine-L-aspartate
on liver cirrhosis complicated by hepatic encephalopathy]. Di Yi Jun Yi Da Xue
Xue Bao. 2005 Jun;25(6):718-9, 722.

Ipronrpaitpd K, Jlambepr-Baymann V. dddexrusHocts rpanyn L-opHu-
TUH-L-acnaprara Ipu yiedeHny XpoHUIecKnx 3abomeBanuit nevenn. Pesyb-
TaThl 06cIenoBanuA 1167 60/IbHBIX B pa3HBIX eHTpax. Cy4acHa racTpoeHTe-
pororis. 2008;(2(40)):26-33.

Abid S, Jafri W, Mumtaz K, Islam M, Abbas Z, Shah HA, et al. Efficacy of
L-ornithine-L-aspartate as an adjuvant therapy in cirrhotic patients with
hepatic encephalopathy. ] Coll Physicians Surg Pak. 2011 Nov;21(11):666-71.
Mittal VV, Sharma BC, Sharma P, Sarin SK. A randomized controlled
trial comparing lactulose, probiotics, and L-ornithine L-aspartate in
treatment of minimal hepatic encephalopathy. Eur J Gastroenterol Hepatol.
2011 Aug;23(8):725-32.

Ashoor M, Wahab E, Elshafey M, Afifi A. Precipitating Factors and Hospital
Outcome of Hepatic Encephalopathy in Cirrhotic Patients at Tertiary Centre in
Egypt. ] Am Sci. 2012;8(9):344-52.

Abdo-Francis JM, Pérez-Hernandez JL, Hinojosa-Ruiz A, Hernandez-Vasquez
JR. Use of L-ornitin L-aspartate (LOLA) reduces time of hospital stay in patients
with hepatic encephalopathy. Rev Gastroenterol Mex. 2010;75(2):135-41.




Mmasa 11. L-opHWTuH L-acnaptat 229

43. Als-Nielsen B, Koretz RL, Kjaergard LL, Gluud C. Branched-chain amino acids
for hepatic encephalopathy. Cochrane Database Syst Rev. 2003;(2):CD001939.

44. Als-Nielsen B, Gluud LL, Gluud C. Nonabsorbable disaccharides for hepatic
encephalopathy. Cochrane Database Syst Rev. 2004;(2):CD003044.

45. Als-Nielsen B, Gluud LL, Gluud C. Dopaminergic agonists for hepatic
encephalopathy. Cochrane Database Syst Rev. 2004;(4):CD003047.

46. Naylor CD, O'Rourke K, Detsky AS, Baker JP. Parenteral nutrition with
branched-chain amino acids in hepatic encephalopathy. A meta-analysis.
Gastroenterology. 1989 Oct;97(4):1033-42.

47. Jiang Q, Jiang X-H, Zheng M-H, Chen Y-P. L-Ornithine-l-aspartate in the
management of hepatic encephalopathy: a meta-analysis. J. Gastroenterol.
Hepatol. 2009 Jan;24(1):9-14.

48. Jlapmonosa BB, Topoxanckas II. Ilepcrextusbl nmpumeHenus lema-Mepiy
(L-opuutuH-L-acnaprar) mig npouIakTUKM M JIe4eHMs JIEKapCTBEHHOTO
nopaxeHus nedenn. dpdexrupHasa papMaKoTepanys B OHKOIOTUY, TeMaTo-
norvn u paguonornu. 2009;(3):10-8.

49. Viamen HH, BwumuumxoBa MA, UVsomuna TA. L-oprurtus-L-acmaprat
(Temma-Mep11) B KOMIUIGKCHOII Teparmy 60/IbHBIX € 3aBUCUMOCTBIO OT aJIKOTO-
7s1. Bompocs! HapKOIOrMy: Hay4HO-TIpakTIdeckuit >xypHait. 2008;(1):18-30.

50. Permiox BJI. KuneTyka 3HIOTeHHOTO aMMMaka IIpM OTPaBIEHMAX BellecTBa-
MI CeaTMBHO-TUITHOTUYECKOrO AECTBUS; POIb €8 HapyLIeHNIT B (POPMIPOBa-
HUM JIeTAJIBHOTO MCXOfa [aBToped. ayc. JOKT. Mep. Hayk]. [CankT-Iletepbypr]:
Cankr-ITetep6yprckuit MEIVIIIMHCKII YHUBEPCHUTET M. akaf,. [Tapmosa; 2008.

51. E.A. Kocenko, I0.I. Kamunckuii. KneTounple MeXaHM3Mbl TOKCMYHOCTH aM-
muaka. Cankr-Ilerep6ypr: VMsgarenncrso JIKV; 2008.

52. Ocranenxo IOH, J/IuBanos AC, ViBanos Bb, Anexnosuy AB. O dexTnBHOCTD
npenapara lerma-Mepl] B KOMIUIEKCHOT TepaIyi aJIKOronbHoro femupus. Ho-
BOCTJ aHECTE3MOIOTUY U PeaHuMauy (MeUIIMHA KPUTUIECKUX COCTOSHUI):
nupopmaronuslit coopank. M., BUHUTH PAH. 2005;(3):37-9.

53. Ocranenxko IOH, VBanos BB, Anexnosuu AB, J/IuBanos AC. [nnepammonme-
MU3I IIPY OCTPBIX OTPABJIEHVSIX IICUXOTPOIHBIMI CPEACTBAMI ¥ BO3SMOXKHOCTb
eé xoppexkunn. Consilium medicum. 2006;8(7):10-3.

54. byrpos AB, bopucos AIO. OnbIT npumenenns: npemnapara «lerna Mepu» B 7e-
4YeHVM OOIBHBIX C OCTPOIL XMPYPrUYecKOIl IaTONIOI Ve, OC/IOXKHEHHOI pasBy-
TVIeM aJIKOTOJIBHOTO fenupusa. HoBOCTY aHeCTe3Momorny u peaHnMaToNOr M.
2006;(3):68-71.

55. Grimble GK. Adverse Gastrointestinal Effects of Arginine and Related Amino
Acids. J. Nutr. 2007;(137):1693S-1701S.

56. Delcker A, Jalan R, Comes G. L-ornithine-L-aspartate vs placebo in the
treatment of hepatic encephalopathy: a meta-analysis of randomised placebo-
controlled trials using individual data. Hepatology. 2000;32(4 Part 2):310A.




230

Yactb 2

57.

58.

59.

60.

61.

Pilar L, Mercado R. L-ornithine aspartate among cirrhotic patients with
hepatic encephalopathy: does it make a difference? Phil ] of Gastroenterology.
2006;2(2):87-94.

Pilar L, Mercado R. L-ornithine aspartate among cirrhotic patients with
hepatic encephalopathy: does it make a difference? J. Gastroenterol. Hepatol.
2006;21(Suppl.1):41A.

Yuan W, Li ], Xu L, Zhang M, Lu Z, Feng S, et al. L-ornithine-L-aspartate
for hepatic encephalopathy. In: The Cochrane Collaboration, Li J, editors.
Cochrane Database of Systematic Reviews [Internet]. Chichester, UK: John
Wiley & Sons, Ltd; 2008 [cited 2013 Jul 4]. p. CD007344. Available from:
http://doi.wiley.com/10.1002/14651858.CD007344

Bai M, Yang Z, Qi X, Fan D, Han G. L-ornithine-L-aspartate for Hepatic
Encephalopathy in Patients with Cirrhosis: A Meta-analysis of Randomized
Controlled Trials. ] Gastroenterol Hepatol. 2013 Feb;(Epub ahead of print).
Suk KT, Baik SK, Yoon JH, Cheong JY, Paik YH, Lee CH, et al. Revision and
update on clinical practice guideline for liver cirrhosis. Korean ] Hepatol.
2012 Mar;18(1):1-21.




NMABA 12

Cunumapus

12.1. MUcmopus
MPUMEHEHUS....... 231

12.2. ®apmako-
KUHemuka........... 234

12.3. MexaHu3m
oelicmeus........... 236

12.4. [laHHbIe
KIMUHUYECKUX
uccredosaHud....242

12.5. beso-
nacHocme........... 258
12.6. [Joka-
3amersibHasi
MeOulyuHa........... 262

12.1. Ucmopus npumenenus

CunumapuH — 3TO KOMIUIEKCHBIN IIperapar, Ko-
TOPBIII COREPXKUT cMech 0M0(IaBaHOUIOB CEMSAH IIAT-
Hucroit pacropornum (Silybum marianum), M3BeCTHON
TaKXXe KaK YepTOIIOJIOX MOJIOYHBIN, MapbUH TaTapHMK,
KOJTIIOYHUK, TaTapHUK cepeOpucTbii. Pacropomma ot-
HOCUTCA K CeMeNCTBY CIOXHOIBETHBIX Asteraceae
(Compositae) M OT APYrMX BUJOB YEPTOIO/IOXA OT/IN-
qaeTcs OONBUIMM pasMepOM U BBIPRXKEHHBIMU Oe/IbIMU
npoxmikamu (mATHaMy) Ha mucThsax. [lo mpencrasie-
HUIO CPeTHEBEKOBBIX aBTOPOB OHU NPEICTAB/IAIOT MOJIO-
KO CBATOM JieBbl Mapuu, oTCIofia 1 IpOMU3O0LIIO JIATYH-
ckoe HasBaHme pacteHus — Silybum marianum (nat.),
Milk thistle (anrt.) n yeprononox monouHslit (1).

[lepBble yHOMMHAHUA O JIEKAPCTBEHHOM IIpMMEHe-
HUY 3TOTO PAacTeHMs OTHOCATCS K TPyAaM JApeBHerpe-
yeckoro Bpaya TeodpacTa, 3aTeM 3KCTPaKT pacTOpOII-
MM PAcCMATPUBAICA KaK CPeACTBO, IIOMOTramomye Ipu
yKycax AOBUTBIX 3Meit ([Jnmockopup), ¥ Kak XOmepeTuk
(Ilmmawnit Crapmmit). PekomeHpanmm 1mo nmpyuMeHEHUIO
pacTopoIIIN TPy YyMe, 3a060/IeBaHNAX IIeYeH, Ce/le3eH-
KI VI IPYTUX OPraHOB MOXKHO Hall TV B KHUTax bproHdern-
ca, Marnonyca, boxa u Ipyrux cpefHeBeKOBbIX yYEHbBIX
(1-3). B EBpone XVIII-XIX Beka 3TaHONOBBII 3KCTPAKT
CeMsH 9TOTO pacTeHMs, U3BECTHBIN Kak MUKCTypa Paj-
Maxepa, CTajl OYeHb HOMY/IAPHBIM CPeCTBOM JI€4eHM
«pacCTPOJICTB TIeYeHN U cene3eHK» (4). 1949 rox mpu-
HATO CYNTATD «TOJJOM POX/IEHsI» CYIMMapyHa Kak ou-
I[VIaJIBHOTO JIEKapCTBEHHOTO CPeicTBA. TOTYKOM K 9TOMY
coObITHIO TTOCTY X1y uccnegoBanus O. Mariepa ¢ coasT.
u O. Difxyiepa ¢ COaBT., IPOBEECHHbIE HEMEIKO (GpMOi
Madaus (5).
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lo 1984 ropga Ha popuHe cunuMMapuHa — B lepMaHum oH OT-
HocwiIcs K penentypusM JIC, B HacToslee BpeMs IepopajbHas
¢dbopma cunmmapuHa OTHycKaeTcs 6e3 pelenTa, a MHbEKIVOHHAsS
¢dopma (Jleranon-SIL) BHeceHa B criucKy opdaHHBIX IpeapaToB 1
JUISL €T0 TIOKYIIKY TpebyeTcs peLenT.

CunmuMmapyH IpefcTaBisieT coboil cMech raBaHOUOB CUINON-
HuHa (A u B), cunukpucruna, cunuauanmsa, nusocunnovumnza (A u B),
M30CWIMKPUCTVHA U TakcudomHa (6,7). Hanbonee akTMBHBIM KOM-
HOHEHTOM CWIMMapyHa, OOYC/IOBIMBAIOLIVM €r0 TepareBTUYeCKYIo
aKTVBHOCTD, SIBISIETCS CHIMOVHMH. PONIb OCTa/lbHBIX KOMIIOHEHTOB
9KCTpPAaKTa PACTOPOIILIN OCTAeTCA MajousydeHHou (cM. puc.12.1.)
(8). B cyxom akcTpakTe ceMsH pacTOpOIIIN KpoMe CHIMIMapyHa CO-
Jilep>KaTCsl KBepLeTVH U pas/InyHble CTepobl. JINCThbs pacToponim B
(dbapmMareBTIKe He MCIIONIb3YIOTCS, TaK KaK COfiepyKaT allUTeHNH, JIIo-
TEONNH U 6eTa-CUTOCTEPOIT, HO He cumuMapuH (9).
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Puc. 12.1. OcHOBHbIE KOMITIOHEHTBI CHIMMapUHA
(IIpencTaBIeHO COflepXKMMOe IBYX XeMOpac pacToponum — 6eso-
u nypnypHouseTtkoBoit) (o exatuxunoit A.C., 2009 (8)).
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CornacHO JaHHBIM HEKOTOPBIX aBTOPOB, KOHLIEHTpALMs CU-
MMOVHVMHA B 9KCTPAKTe PACTOPOIIIIN 3aBUCUT OT reorpaduyeckux
(MecTO MPOMCXOXAEHMS ChIPhA), papMalleBTIYeCKUX (METOIBI 9KC-
TPaKLNMY, IeKapCTBeHHas popma) u papMakonornyeckux pakrTo-
poB. B To BpeMms Kak copepyxaHye CUIMONHMHA ¥ IPOU3BOAUTEIEN
u3 3anagHoii EBpomnsl cocrasnser nopAaka 50 — 60% npenapara, a
Y HEKOTOPBIX U 60s1blie, y OONBLUIMHCTBA IPeNapaToB, IPOU3BeeH-
HbIX B BocTouyHOI EBpore, KOHIIeHTpaIuA CUIMOMHIHA MOXKET CO-
CTaB/IATh TONBKO 20%, a TakcudonnHa (HeaKTMBHOTO KOMIIOHEHTA)
pocturatb 8% u 6omnee (cMm. puc.12.2.) (8,10). K.D. Flora ormeuaer,
YTO COflep)KaHMe aKTMBHOTO KOMIIOHeHTa (BooO11e Bcex ¢raBaHO-
UJIOB) PAacTOPOIIIN B XUAKNUX popMax (dam, OTBAphI) pefKo Ipe-
Bpimraet 10%, u, IpakTU4ecKy, He OKa3bIBaeT KAaKOro-aubo mosu-
TUBHOTO B/IVSHUA B OpraHusMe nanyenTa (11).
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Puc. 12.2. CopeprkaHue OCHOBHBIX KOMIIOHEHTOB CIIMMAapVHA B
CeMeHaxX PacTOPOIIIIN U3 Pa3HbIX reorpaduaeckux pernoHos (10)
(MatBees u gp. 2010)

Crnenyer OTMETUTD, YTO B HACTOsAIlee BpeMsA KOINYeCTBEHHOe
onpenenenue cunumaputna B CIIIA n EBpomne npoBojAT MeTO0M
BBICOKO9(PeKTUBHOI XUAKOCTHON xpomarorpadum (BIKX).
CunumapyH IeKapCTBEHHBIX CPeCTB IPOM3BOACTBa CTpaH EBpo-
nerickoro Corsa ¢ 2001 roga onpefensieTcss 3TUM, 60nee TOYHBIM,
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METOJIOM, ¥ MMEHHO OH pernaMeHTHpoBaH Espomnerickoinn ®apma-
Komeeyl KaK eIVMHCTBEHHBIN [/I KOMMYECTBEHHOTO OIpeeIeHus
CUNMMMapuHa. YCTapeBllMe METOAMUKM OIpefe/eHNs KOHIEHTpa-
UM aKTMBHOT'O KOMIIOHeHTa (peakums ¢ 2,4-FUHUTPOGEHUIIN-
[Ipa3fHOM, HAIIpMMep), BCe ellle HaXO[ALecd Ha BOOPY>KEHUN
npoussopureneit Bocrounoit EBponbl, CHI, cTtpan Asum yacro
IPUBOAAT K 3aBBIIICHHON OIleHKe COflep)KaHusA (HIaBOITMKAHOB.
[Tpuyem pasHMIja MOXET COCTaBIAThH OT 1,5 1o 2 pas. Hanpumep,
[pake FeHEPUYECKOTO CUIMMAapUHA, IPOU3BOAMMOro B BocTouHoI
EBpomne, cogepkauiee 35 MI CMIMMapyUHAa, ONIPEENIEeMOTO yCTapeB-
el METORMKOI, COOTBETCTBYeT TabyneTke 22,5 MI CUIMMapuHa,
OIIpeJie/IsIEMOT0 C IOMOIIbI0 BBICOKOI()(EKTUBHOM KUTKOCTHOM
xpomarorpadun (12). Takum o6pa3om, ogHa TabneTka CUIMMapK-
Ha npousBogutensa us Eppomnerickoro Cowsa, KOTOPbIN COBEPIKUT
35 MI OCHOBHOT'O KOMIIOHEHTA, TO €CTh CMJIMOMHNHA, OIpefesnse-
MOTO BBICOKO9((EKTUBHOI >KUIKOCTHOV XpOMaTOrpaduy, MoXeT
cofiepXaThb Ha 12,5 MI akTMBHOJI cCyOcTaHIuu 60Nblile, 4eM FeHepu-
YeCKUM Ipernapar ¢ 35 MI' CUIMMapUHa, ONPeeNAeMOro yCTapeB-
VMU METOJAMMA.

Eme pa3 Heo6X0OMMO HATIOMHUTB, YTO COIIACHO JAHHBIM MHO-
CTPAaHHBIX TACTPOIHTEPOIOTOB U IeNaTO/IOTOB, CUAMMAaPUH SABJIA-
eTcsA Hanboree MONY/IAPHBIM CPEACTBOM CaMOJIeUeHM I MallJIeHTOB
c 3a607eBaHMAMY II€YEeHN, O YeM Ooree MogpoOHO TOBOPUIOCH B
IepBOJl YacTy JaHHON MoHorpaduu (13,14).

12.2. Papmakokunemuxa

dapmMakOKMHETHYECKME WUCCIEeNOBaHNA CUIMOMHMHA KaK OC-
HOBHOTO KOMITOHEHTa CHM/IMMapuHa (Ha MpuMepe OPUTHMHATBHOTO
cunuMmapuHa — «Jleranona» Rottapahrm/Madaus) nokasanu, 4to
Yy MCHBITYEeMBIX IIOC/Ie IpyeMa BHYTpPb NMKOBas KOHIIEHTpaIusd
5TOTO BellecTBa B TIasMme (C_ ) OCTUTAeTCA B TeyeHue 2 Yacos,
a mepuon nonysbiBenenus (T, ) coctaBnser 6 acos (11). 75% cu-
MUOVHNHA HAaXOHATCS B IIa3Me B CBsI3aHHOI ¢ Oenkamu dopme.
B 3aBUCMMOCTU OT NMPOU3BOMUTENSA Mperapara CUIMMapuHa, ero
JIeKapCTBEHHOM (POPMBI, COJIeP>KMMOTO KMILIEYHNKA I TaK Jajnee B
JKKT BcacbiBaetcsa ot 40% 1o 50% nepopanbHO BBeIEHHO [JO3BI.
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CunuMapuH IJIOXO PacTBOPSIETCS B BOJE, TO3TOMY OOBIYHO
VICIIO/IB3YEeTCS B BUJE KAIICY/I MU TabIeTOK, TAK>Ke Ha PhIHKe IIpU-
CYTCTBYeT IapeHTepasbHass GopMa, COfepsKalas UCKIIOYNTe/b-
HO CWIMOMHMH — CUIMOMHMHA AUTMAPOCYKIVHAT AVHATPUEBOI
conu (toproBoe HazBaHme — Jleranon-SIL) (15). [Inst moBbIIIeHNS
OMO/JOCTYITHOCTY KOMIIOHEHTOB PAaCTOPOIIIIN, HU3KME LN PbI KO-
TOpPOJ 00YC/IOB/IEHBI IIOXOJl PacTBOPUMOCTDBIO, IIPOU3BOJUTENIN
cunmMMapyuHa npuberaror K (apMmaneBTHYeCKMM MeromaM. VIH-
Tepec MpefCTaBIAT KOMOMHauUyu cuammapuna ¢ ¢pocdomunn-
HaMy U B-IUKI0eKCTpUHOM (B Hacrosimiee Bpems takue JIC He
3apeructpuposaHsl B crpanax CHI'), a Tak>xe 3armaTeHTOBaHHBIN
¢upmoit Rottapharm/Madaus meTos coBMecTHOV mNpenumIuTa-
UM, IPpY KOTOPOM OMOOCTYIHOCTDb CHIMMAapyHa HMOBBIIIAETCS
mo 85% (11,16).

Ot 3% 1o 8%, a mo gpyrum ganueIM 1 — 5%, cunuMapuHa Bbl-
BoauTCA Mouoif, a 20% — 40% BoccTaHaBAMBAaeTCSA U3 >KelM4u B
BUJle KOHBIOTATOB — IIIOKypoHupaa u cynbdara (17,18). YpoBHu
CYIMOVHHA B JKe/TYY JOCTUTAIOT MAaKCUMyMa B TedeHue 2-9 4acoB
VI 9KCKPeTUPYIOTCS Ha IpoTshKeHun 24 yacos (11). KoHneHTpanns
npemnapara B IasMe 6ojee 4eM B 100 pa3 HIDKe TAKOBOJ B XKeTUIL.
CymecTByIOT paboTBl, B KOTOPBIX IIOATBEPKAAeTCA Halndye SHTe-
poremnarmnyecKkoil GUpKyaAuuy cuaumapuna (19-21).

B odeHb BBICOKVX KOHIIEHTPAUVAX CUIMMAapUH CIIOCOOEH yr-
HeTaTh peakiuy Metabommsma I u I ¢asel, xoTa cam dakT Takoro
BIVSIHUS HEKOTOPBIMM aBTOPAaMM IIOJBEPraeTcsi COMHEHUIO, TaK
KaK ObI/T 00Hapy>keH TOIbKO B VICC/IEOBAHNAX in Vitro U B 9KCIepu-
MEHTaX Ha XUBOTHBIX (9). O4eBUIHO, YTO BaXXHOCTb TAKOTO BIIN-
AHVA YPe3BbIYANHO MajIa — JUIS JOCTVDKEHMA KIVHIYeCK! 3HauN-
MOTO MHTMOMPOBAHMUS CUCTEMBI IIUTOXPOMA KOHIIEHTPALVS CUINU-
MapuHa B IJIa3Me NO/DKHA COCTAB/IATb He MeHee 10 MMoib/n iy,
IO PYTMM JaHHBIM, 15-150 mkr/m (10-100 Cmax), a IIpY UCIIO/Ib30-
BaHUU TepaNeBTUYECKYX /103 OHA, OOBIYHO, He IIOBBIIIACTCS BBIIIE
0,5 mmonb/n unu 15 mxr/mn (22-26). JlocTrKeHe CTONb BBICOKMX
KOHIIEHTPALWIL i Vivo, BCTIEACTBYE PsAfa MPUINH (HMU3Kasi pacTBO-
PUMOCTb CUIMMapUHA U APYTHe), IPAKTUIeCKN HeBO3MOXHA, YTO
II03BOJIsIET INIPEAIOaraTb YPe3BBIYATHO HMUSKMUIT PUCK PasBUTHS
He>Ke/aTe/IbHBIX B3anmMopericTsuii (15,27) (cm. Takke pasgen «bes-
OIIACHOCTb» JaHHOII ITIaBBHI).
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3Ha4YMMOI1 0COOEHHOCTBIO CUIMMapIHA SAB/ISETCA €ro CIIoco6-
HOCTb VH/[yIVMPOBATh KOHBIOTALNIO OM/IMPYOIHA C TIIOKYPOHOBOI
KJC/IOTON M YrHETaTh IPOAYKIMIO raMMa-IJIIOKYPOHMAA3bl M1aTO-
TeHHBIMI KMIIeYHBIMU OakTepusAMu. bumupyOuH m HeKoTopble
TOKCHMHBI, CBSI3aHHBIE C ITIIOKYPOHOBOI KMCIIOTOI, 6oee OBICTPO
BBIBOJIAATCS JKETYbI0, YTO MOXeT 00ycnaBauBaTh 3QPeKTUBHOCTD
crMMapuHa npu >xentyxe (15,28).

[TaTonorns ne4eHn u >xem4eBbIBOAALIEI CUCTEMBI UTpaeT 60/Ib-
Y10 pO/b B (papMaKOKMHeTUKe cuauMapuHa. PapMakoknHeTHnYe-
CKVIMU Pa3INyuMsIMyI MOXKHO OOBSCHUTD pasjynydlie BBIBOJOB 00 9d-
(GeKTUBHOCTY IpenapaTa B KIMHMYECKUX MCCIEfOBaHMAX. Tak, B
paborax Schrieber ¢ coaBT. 6b1I0 HAITIATHO IPOAEMOHCTPUPOBAHO,
4yTOo B cpaBHeHuu ¢ 6onpHbIMM ¢ HCV-nHdekumeit y manueHToB
C HEa/IKOTOJIbHBIM CTE€aTOreNaTO30M IIa3MEeHHbIe KOHIIEHTPaIVN
(1aBONMNIHAHOB—KOMIIOHEHTOB CMUJIIMapyHa 3Hau4MMO 0OoJee BBI-
COKMe, a 9HTeporenaTndeckas MVpPKy/IANNA IpoTeKaeT Oonee MH-
TEHCUBHO, IIPJ 9TOM II0Ka3aTeny (papMaKOKMHETHUKY Y MALIEHTOB
OT/IMYAIOTCS OT TAKOBBIX 3JOPOBBIX HOOpOBOIBIEB (29,30).

12.3. Mexanu3m Oeticméus

MexaHusM AeiiCTBUA CUIMMapUHa BCe ellle He U3y4YeH IOTHO-
CTbIO, XOTA ClIeJyeT OTMETUTD, YTO B IOC/IEJHIE TO/Ibl aKTMBHOCTD
UCClefloBaTeNiell B 9TOM HaIlpaB/IeHUM 3aMeTHO BO3pocnia. B pam-
KaX 3TOT0 pasfiefla KHUTY OXBAaTUTb BCe JleTalN ONMCAHHBIX K Ha-
CTOAIIEeMY MOMEHTY MeXaHM3MOB JIe/ICTBUA CU/IMMAapUHA He Mpefi-
CTaBJIAETCSA BO3MOXXHBIM, KOIMYECTBO 0030pOB, IOCBAIIEHHBIX
3TOMY BOIIPOCY, BIIOJIHE JOCTAaTO4YHO (31-33).

VI3BecTHO, YTO CMIMOVHUH, OCHOBHAs COCTaB/IANINAA CUIN-
MapuHa, o6ajjaeT AaHTMOKCUJAHTHBIMU CBOJICTBAMU, KOTOpBIE
OBUIV IIPOJIEMOHCTPUPOBAHBI, KaK in Vitro, TaK U in vivo ¢ UCIONb-
30BaHMEM pa3IMYHBIX OSKCIIEPUMEHTA/NIbHBIX MeToxuK (34-38).
[Tomo6HaA aKTMBHOCTD IIO3BOJIAET IIPEfOTBPALATh paspylIeHue
KJIeTOYHBIX MeMOpaH (LMTONEMMBI, MeMOpaH MUTOXOHJPUI U
IIPYTVX OpTaHe/I) CBOOOXHBIMY pajjuKaiaMy Y INIIOOKCUT€HA3 0l
CoxpaHeHNe MUTOXOH/[pUATbHOI MeMOpaHbI IPUBOANUT K yBeJIN-
yeHno copepxanusa AT® B KjleTKe M COXpaHEHUIO aKTMBHOCTU
AT®-3aBucuMbIX GEepPMEHTOB, YTO CIOCOOCTBYeT mponudepanun
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(perenepanumu) u ee OONbLIEN YCTOMNYMBOCTY K IOBPEXJAIOLUINIM
dakTopam (37,39,40).

[Tomo6HbIT MeMOpaHOCTaOMMM3UPYOINIL 9PDEKT, HO /IS LK-
TOJIEMMBI TeIIaTOLMTOB, OBUI M3y4eH B TOM YNUCIIe M Ha MOJE/N pa-
AVIAIMOHHOTO TOpakeHns nedenn (41).

Eme ogHuM BaXHBIM 3Q(dEKTOM CHIMMapyHa, CBSI3aHHBIM C
ero aHTMOKCUJJAaHTHOJ aKTMBHOCTBIO, CYNTAIOT YBe/IMYeHNe 3ala-
COB TOKOQeposia 1 aCKOpOMHOBOII KMCTIOTHI B TKaHU 1edeHn (39).

CpaBHUTe/IbHBIE MCCIENOBAaHNUA CUIMMapuHa U BUTaMMHA E,
IpoBefieHHbIe B belopycckoM rocylapCTBEHHOM YHMBEpPCUTETE B
nmabopaTopuy IPUKIAZHBIX IpobreM Ouoxumuy (PyKOBORMUTEIIb
— B.II. KypueHko), mokasany, 4TO CUIMMapWH MPEBOCXOAUT II0
CBO€JI aHTMOKCUIAHTHO aKTMBHOCTK BuTaMuH E. IIpu atom ax-
TUBHOCTb CH/IIMapyHa OIIpefie/iAach IpOMCXOX/ eHIeM IIpenapa-
Ta, pAJ TeHepMUYeCcKux npemnaparos 1 BAJloB, HapoTuB, ycTyman
ToKOoQepony (HeonyO/nMKOBaHHBIE JJaHHbIE, IPUBOJATCI C paspe-
meHus aBTopoB). B pabore Das S.K. n Vasudevan D.M. 651110 110-
Ka3aHO, YTO IPY MHTOKCUKAI[MM 3TAHOIOM aKTMBHOCTb CU/IVMMA-
pVUHA MPEBOCXOANUT aOCTUHEHINIO M YCTYIIaeT TOJIbKO Mera-mo3aM
acKOpOMHOBOIT KMCIOTHI (11/KT Macchl Tena), Ha3HaYeHe KOTOPBIX
KIMHNYECKN HEBO3MOXKHO (42).

Crumynupysa aktuHocTb PHK-nonumepassr I B renatonurax,
CUIMOVHMH yIydlIaeT CUHTe3 Oenka BHYTpU Knetku (33,43). Tak-
JKe M3BECTHO, YTO CHIMOMHNH 00/1afaeT ClIOCOOHOCTDIO CEIEKTUB-
HO YTHETaTh MPOJIYKIMIO IIPOBOCTIA/TUTENBHBIX /IefikoTpueHos (B,)
kneTkamy Kyndepa, mpemoTBpamjas IOCIENYROIYI0 aKTUBAIMIO
3Be3IYaThIX KIeTOK (44,45). Kpome Toro, cunnbuumH obmajaeT aH-
TUKaHIIepOTeHHBIMM CBOVICTBaMu (46), ctabunmusupyer MeMOpany
TYYHBIX KJIETOK (47) M cioco6eH BIMUATDh Ha MeTabOIM3M KajIbIIVsA
(11,37), npeporBpamars nepokcupanyio JIITHIT (48), Hopmannso-
BaTh JIUIMHBIA IPOGUIb IPY TUIEPTPUTTALIEPUAEMUN Y PETYIIN-
poBatb BcacbiBaHue xonectepuna B JKKT (49-51).

Croco6HOCTb CUIMMapyHa IPeJOTBpALaTh ¥ YMEHbIIATh IIPO-
ABJIEHNA VHTOKCUKAIVY TeTPAaXJIOpMUIOM YIJIepoaa, OFHMM M3 ca-
MBIX JMICIIO/Ib3YE€MBIX B 9KCIIEPUMEHTAX Ie[IaTOTOKCUHOM, ObIIV IIPO-
IeMOHCTPUPOBAHBHI in Vitro u in vivo B pabotax Muriel P. 1 Mourelle
M., Favari L. ¢ coaBropaMu 1 BO MHOTUX Apyrux (52-55). bsuto 06-
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HapY>XXeHO, YTO CYIMMapVH NpeJoTBpalllaeT HapyLIeHue CTPYKTY-
PbI 1 COCTaBa KJIETOYHBIX MeMOpaH, YMeHbIIaeT KOIMYECTBO KOJI-
JIareHa IpY LUppo3e, MHAYLVPOBAHHOM TETPAXJIOPUIOM YIIepofa,
npu 3ToM 3P PeKTUBEH, KaK IPU OCTPbIX, TaK ¥ IPU XPOHUYECKUX
VMHTOKCHMKaLMAX. B akcrepuMeHTax Taxxe ObIIO TOKa3aHO, YTO CHU-
NVIMapyH CIIOCOOEH NpeoTBpaIlaTh FeMOIN3 U CIIOCOOCTBYET BOC-
CTQHOBJICHUIO 3aIlaCOB IJIyTATMOHA B II€YEHV NPV MHTOKCUKAIVAX
beHNIINapasuHOM U AUSTVIHUTPO3aMuHOM (39,56,57).

CylecTBYIOT 9KCIIepMMEHTA/IbHbIe U KIMHMYECKVe JaHHbIE,
HNOATBEP)K/JAlolINe CIOCOOHOCTD CH/IMMapyHa BOCCTaHABINBATDH
HOpPMa/IbHbII MeTab0/MM3M TellaTOLUTOB IIPU OTPaBICHMAX 4YeT-
BEPTUYHBIM OYTMITUPOKCULOM, TUOALETAMUIOM, Ia/IaKTO3aMU-
HOM, MUKPOILIVICTVHOM, OPTaHNYeCKMMI PAaCTBOPUTENAMM, HAIIPU-
Mep, KCMJIEHOM, 9TaHOJIOM ¥l HEKOTOPBIMY JIeKapCTBEHHBIMU Cpef-
CTBaMM, B YaCTHOCTM Ia/IOTAHOM, [TapalleTaMOJIOM, SPUTPOMUILIHA
acromaroM (21,58,59).

Kaxk y»e roBopunocp paHee, 0COOBIl MHTEpeC MPEACTABAIOT
paboThl, MOCBALeHHbIe N3YYeHNI0 9P (PEKTUBHOCTY CUIMMapUHa
IpY TOKCUYECKOM IOPKEHMM IeYeHV NPOTUBOTYOEpPKY/Ie3HBbI-
mu cpepcrBamn. Eminzade S. ¢ coaBt., Maryam S. ¢ konneramu u
LipyTiie aBTOPBI IIPOJIEeMOHCTPUPOBAJIY yMEHbIIIEHVe TOKCUYECKOT0
BO3JIEICTBUA aHTUTYOEPKY/Ie3HOI Tepanny Ha IeYeHb B 9KCIepu-
MEHTaX Ha )XVBOTHBIX U B psifie pabOT MOATBEPAWIN 3TO TUCTONO-
ruyecku (60,61).

XapbKOBCKOJI KOOV papMaKOJIOrOB I10J] PYKOBOACTBOM IIPO-
¢deccopa C. M. [Iporoos 6bu1n mpoBefeHsl IucToMopdomeTpuye-
CKJIe VICC/IeJOBaHV, B KOTOPBIX OBI/IO IIOKa3aHO, YTO CHIMMAapUH
IPEBOCXOAUT CMHTETUYECKIEe TeNaTOPOTEKTOPHI (IEUTNH + aH-
TpaJib) B IPeJOTBPAIleHNI IOPAXKEHNU TeIIaTOLNTOB TeTPALMKIIN -
HOM (62).

CrocoOHOCTb CHIMMapUHA, TOYHEE er0 aKTUBHOTO KOMIIOHEH-
Ta — CUIMOVHMHA, 6JIOKMPOBATh a/COPOIMIO Y BHYTPUKIETOIHO
CBSI3bIBATh MOHBI )Kejle3a BC/IE[CTBIE CBOUX XeTaTHBIX CBOVICTB I,
BC/IE[ICTBYE 3TOTO — YMEHbIIATh BBIPAKEHHOCTb OKMC/IEHN, BBI-
3BaHHOTO II€PerpysKoil KJIeTKM JKelIe30M, TaKKe OblIa M3ydeHa U
JIOKa3aHa B 9KCIIEPMMEHTAX Ha TaO0paTOPHBIX >KMBOTHBIX I IO~
qyIa CBOe KIMHMYecKoe noaTeepxaenue (11,63,64).
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[IpoTuBOBOCIANNTE/NbHASA AKTUBHOCTD CUIMMapyHa 00yC/I0B-
NleHa 6/I0KMpOBaHMeM aKTUBALNM AflePHBIX (PAKTOPOB, B OCHOBHOM
NF-kB, xoTopslit perynupyer NpopyKiuio narepiaeiikutos (IL-1 n
IL-6), pakTopa Hekpo3a Omyxomny, TMMAOTOKCUHA, KOJTOHUECTUMY-
mpyromux ¢pakropos (GM-CSF), npocrarnmanauHos (HampuMmep,
IITE,), untepdepoHoB 1 APYrUX IUTOKMHOB, UTPAIOINX 6ObILIYIO
ponb B peanusanuu BocnajgeHus. CUnmMMapyuH CiocobeH mpeaor-
Bpamarh aktupanuio NF-kB sHaoTokcuHamu, OKCUIOM a3oTa,
JIUTIOTIONNCaXapugaMy, pakTopoM HeKpo3a OIyXOJieil, MHTepIIeil-
kHOM IL-1(, 1, HECKO/IBKO MeHbIlle, CBOOOJHBIMY pafiMKaTaM.
OnATb-Taky, yepes sfiepHble MEXaHM3MBl CUJIMMAapUH CIOCOOeH
IpefoTBpallaTh NMPOAYKIMIO OKCUAA a30Ta, CTUMYIMPOBAHHYIO
nuTokuHamu (nHTEepdepoH-y, IL-1P) (65).

BimsaHme cunuMapyHa Ha alloITo3 TelaToLUTOB, HO He MHOTUX
OITyXOJIeBBIX KJIETOK (CM. HMKe) — MHrubupytomee. OH yMeHbIIaeT
BBICBOOOXK/IeHVIE I[MUTOXPOMA M3 MUTOXOHZAPUIL U YCUIMBAET 9KC-
IIPeCCUIO TeHa, KOAVPYIOIIero aHTUAIIONI TOTIYeCKIe Oe/Ky ceMet-
ctBa Bcl-2 u Bax. VlHTepecHo, 4To Takoit adpdekT cumumapnHa He
MOXeT OBITb OOBACHEH MCKIIOYUTENTbHO €r0 aHTVOKCUAHTHBIMU
csoyictBamu (37).

Ham6onee sHaunmbiM oTkpbiTueM 2010 roma, KOTopoe Hemo-
CPe[CTBEHHO CBA3aHO C M3yYeHMEM MeXaHU3Ma JelCTBUA CUIINU-
MapuHa, SABIsAeTcsd OOHapy)KeHJe IPOTUBOBUPYCHON aKTUBHOCTHU
€ro COCTaBJIAIUINX, a MMEHHO: cuAnOuMHNHEA A n B, usocunubn-
HIHOB A 1n B, a Taxxke Takcudonnua. B fononHeHne K BpICKa3aH-
Hoil B 2007 ropy rumorese LUTOKVH-OIOCPENOBAHHOTO BIMAHUA
CHIMMapyHa Ha IPOM3BOACTBO MHTepdepOHa, [UTOKNHOB 1 (akK-
TOPOB TpaHCKpunuuy (Hanpumep, Tpancdopmupyiomero pakropa
pocra {3, cnoco6cTByIOLero paspuTnio ¢puodposa, a takxke NF-kB),
KOTOpas MOJy4MIa CBOe NMOATBEPXK/EHNE B KCIIePUMEHTATbHBIX
paboTax, 6b110 0OHAPY>KeHO IPsAMOe MHIMOUpYIollee BIUAHNE CU-
mubunanHoB Ha PHK-3aBucumyro PHK nonmumepasy (NS5B) Bupyca
renatura C, KOTOpOe He YCTyIa/zo TAaKOBOI IIpelapaTa CpaBHe-
Husa — OeHsuMmupasona. [Ipy aHanmse MakcuManbHO 9PeKTUB-
HBIX KOHLIEHTPALNII, BIMAIMNX Ha PEIIMKALVIO BUPYCa TelaTu-
ta C (reHoTun 1B) cunmmbuHMH ga>ke MpeBOCXOAN OE€H3MMU/IA30]1.
B uccnegoBaHuy MOgYepKUBAETCs, YTO KOHIIEHTPALVY aKTUBHBIX
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BEI[eCTB, KOTOPbIe CO3[JAI0TCs NPY VICIIONIb30BAHNI NTApEHTEPasIb-
Horo mpenapara JleramoH-SIL (egMHCTBEHHBII WMHBEKI[MOHHBII
CUIIMAapyUH Ha pPBIHKE), JOCTATOYHO [JIs peanusaliyi ONMCAHHBIX
adpPexrTon (66-73). B 2012 rogy B sKCIIepMMeHTaX Ha PasHBIX Kle-
TOYHBIX IMHUAX OBIIV TIO/TyYeHbl MHTEPECHbIE JAHHbIE O BIIVISTHUNI
cvmbMHNHA Ha perymKanuio Bupyca BMY, Bocnanenue n nmMmy-
HuUTeT Ipu 3TN NHbeKuu (74).

Pa6oTa 1o n3y4eHuo NpOTUBOBUPYCHBIX CBOVICTB CUIVMMApPH-
Ha, IPYMEHsIeMOr0 KaK B BIJle paCTBOPA, TaK U ero IepOopanbHBIX
dopM, Ipofo/mKaeTCA ¥ B HACTOAIee BpeMsA B HECKOIbKUX JICCIIe-
noBarenbckux neHTpax EBpomnbsr m CIIA (75,76). V3 mocnegHux
OTKPBITHUIA, CIeTTAHHBIX B 9TOM HAIIpaBJIEHU!, MOXXHO Ha3BaTh 00-
Hapy>keHJe (aKTa yTHeTeHMs CUIMMapUHOM peIUIMKAluy Bupyca
HCV c renotunom 3a, KoTopoe He 3aBUCUT OT B3aMMOJENCTBUSA C
NS5B PHK-3aBucumont PHK nonumepasoit (77). Vimerorcs sxcme-
pMMeHTa/lbHbIe NaHHbIE, MOATBEP)X/JAolIVe J0303aBuUcUMoe 6110-
KIMpOBaHMe IPOHNKHOBEHNA BUpYyca B KIETKy (72,78).

Heo6xoauMo 0OTMeTHTD, YTO K HACTOSAIIEMY BpeMeH) aHTUN-
OpoTnyecKasi ClIOCOOHOCTh CHMIMMapUHA [JO0303aBUCUMO OIOKUPO-
BaTb HaKOIUIEHVE KOJIIaTeHa, a TakKe Ipokojuiarena I n ¢pakropos,
crumynupypomux ¢udbporenes (TGF-f, Hanpumep), B TKaHU Iede-
HY XKMBOTHBIX C OM/IMapHBIM IIVIPPO30M, BBI3BAHHBIM OKKJ/IIO3MEN
JKeTYHOTO IIPOTOKA VJIM >Ke IVIPPO3OM, BBI3BAHHBIM JINTETbHBIM
B/IVHJMEM TeIaTOTOKCHHOB, ObUIa NPOJEMOHCTPMPOBAHA B psfe
9KCIIepUMeHTa/IbHBIX paboT. Kpome Toro, cunumapuH criocobeH nH-
LyIMpPOBATh ANONTO3 AKTVMBHBIX 3BE3IYATBIX KIETOK M TpaHCcdop-
Mauuio ux B Muopuobpo61acTsl, KOTOpble OTBETCTBEHHDI 32 pa3BU-
Tie ¢pubposa 1, BIOCIEACTBUY, Hyppo3a (79-81). [lomonmHuTeIbHO
CUIMMApPYH IPSAMO MHIMOMpPYeT KOJIareHa3y U 9macTasy (Habmoza-
eTCs CHIDKeHMe aKTVBHOCTY GpepMeHTOB Ha 18-20% OT MCXORHOrO)
U CTUMYJIUPYeET allONTO3 y>Ke aKTUBHBIX Muopubpobdracros (82,83).

MHorue aBTOpBI OTMEYAIOT, YTO IOTOKNUTENIbHbIE 3P PEKTHI CU-
NTYMapyHa — IPOTUBOBOCIA/INTEIbHbIN, AaHTUOKCULAHTHBII, MeM-
OpaHoCTaOMIU3NPYOIINI ¥ aHTUPUOPOTUIECKUIT Pa3BUBAIOTCS
mososaBucumo (37).

Croco6HOCTh CUIMMapyHA BO3[EMICTBOBATh HA IIPOIECCHI
KaHI[eporeHesa, Ip/YeM Ha Pa3HbIX €ro CTaANsX, ObIa IpoaHaln-
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3upoBaHa B 0630ope Ramasamy u Agarwal, a Taxoke crarbax Bhatt
u Bubley, Singh R.P. u gpyrux aBTOpoB, IperMyIecTBEHHO U3 YHU-
Bepcuteta Konopano B lenBepe, CIIIA. B atux paborax moguepku-
BAeTCA, YTO CY/IMMAPVH CIIOCOOEH yrHeTaTh KaHIlepOTeHe3 3a CUeT
B/IVISIHVSA Ha PETY/IALVIO KIeTOYHOTO LMKIIA, IPOIecChl alloNTo3a,
aHTMOTeHe3, MIHBA3MpoBaHye U MeTacTasuposanue (31,65,84,85).

CunyuMapuH, a TOYHee ero KOMIIOHEHTbI — CUTMOVHIH, U30CH-
MMO6MHNH A 1 M30CHIMOMHUH B, crioco6eH ocTaHaBIMBaTh KIeTOY-
HbIi UK Kak B (asy G, Tak u B ¢pasy G,. B dpasy G, myranTtHoii
kneTKy 9 deKT pa3BuBaeTcs 3a c4eT yrHeTeHus npogykiuu CDK2
u CDK4 (mpoucxoput nupykuusa naruburopos CDK — Cipl/p21 u
Kip1/p27), npu atoM gaHHbI 3¢ PeKT HOCUT J030— M BpeMA-3aBU-
cumblit xapakrep. B dasy G, sapdexr paspupaercs 3a cueT 10303a-
BUCUMOTO yrHeTeHus cuHresa 6enkos pCdc25c¢ (Ser216), Cdc25c,
pCdc2 (Tyrl5), Cdc2 u nuknuna Bl. Cunnmapus crnocobeH MH-
AYIVPOBATh AIlONITO3 TaKMX KJIETOK 3a CYEeT YTHeTeHMs aKTVMBHO-
cTu sipepHbIX PakTopos (NF-kB u AP-1), yBenudyenns npogykuun
Fas-accounmpoBaHHBIX 0€NKOB, IIpokacnas u Kacmas. VIHgyKums
aIloITO3a OIYXOJIEBBIX KJIETOK IIPOMCXOAUT KaK 10 BHEIIIHEMY Me-
xaHu3My (depes Fas-perenTopsl), Tak U 110 BHYTpeHHeMY (0mocpe-
JOBAaHHBI/l XeMOKMHaMM, pakTopaMy pocTa, TOPMOHAMU, ayTOKO-
upamy, survival-pakropamn) (31,65).

CunyMapyH 50303aBUCKMO yrHeTaeT GOPMUPOBAHME KAIIUII-
JISIPHOV CETU OIYXO/IM, €€ IVIOTHOCTU. DTOT 3¢ PeKT pasBuBaeT-
Cs, B TOM 4NCJIe, U 32 CYeT YIHETeHMs NMPOAYKLUMM MaTPUKCHBIX
MeTatonporenHas (86,87). JlokasaHa CIIOCOOHOCTb CUIMMApMU-
Ha OJIOKMPOBaTh CUHTe3 (HAaKTOpa pOCTa COCYAUCTOTO SHAOTENNS
VEGEF (Vascular Endothelial Growth Factor) u ero pernentopa (88).
CunumapyH yraHeTaeT akTuBHOCTb MMP-2 (MaTpuKcHOIT MeTasIo-
IIPOTEMHA3bI) U YPOKMHA30IIO00HOTO aKTMBATOpa IJIa3MIHOT€Ha
(u-PA) 3a cyeT aKTMBALVV CHHTE3a PETYIATOPHBIX M MHIMOUTOP-
Hpix Oenkos (TIMP-2, PAI-1, ERK 1/2). Takxe usyyaercs mexa-
HI3M yTHeTeHMA cMHTe3a MMP-9, 3a cuer BImMAHNMA cunmMapuHa
Ha aKTUBHOCTD sifepHoro ¢akropa AP-1 (31,65).

[IpotTuBoomyxoneBass aKTMBHOCTb CHIMMapuHa IIOKa3aHa
B 9KCIIEPVMEHTaX Ha KJIETOYHBIX KY/IbTypax OIIyXOJeil TOJCTOM
KMIIKY, TelaTOLe/UII/ISIPHON KapUMHOMBI M JXETYHOTO ITY3BIPA.
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PaboTbl B JaHHOM HalpaBJIeHM) aKTMBHO NPOJOKAIOTCA U B Ha-
cTosIee BpeMs (TaM e).

CregyeT OTMETWUTb, YTO B/IMAHME CUIMMApMHA Ha aloITO3,
cuHTe3 AT® u Geka HOCUT pasHOHAIIPABIEHHBIVI XapakTep B 3a-
BUCHMMOCTY OT TUIA KJIeTOK. VIHrmbupyioliee BO3IeiCTBME HA 9TU
IPOIIeCCHI OTMEYEHO TO/NBKO JJIA OIyXO/NIeBBIX KJIeTOK. MeXaHN3Mbl
TaKoro Au¢depeHnnaabHOro BIVAHNA JO CUX ITOpP He U3y4eHsI (37).

12.4. [lannvie kaunuueckux uccieo0o8anuil

OTpaBieHNe aMaHUTIH-COAEPKAIUMI IprdéamMu

OtpaBnenne OnepHolt norankoit (Amanita phalloides), moxa-
Tyii, ABIAeTCA Hayubosee M3yYeHHBIM IATONOTMYECKUM COCTOS-
HUeM, IpJ KOTOPOM IIMPOKO U, YTO Hambosee BaXKHO, YJa4HO JC-
HOMb3yeTcs CHIMMapyH. DPPeKTUBHOCTh CUIMMApIHA Y SKCIIe-
PUIMEHTA/IbHBIX XMBOTHBIX M OOJIBHBIX C OCTPOIL IIEYEHOUHOI He-
JIOCTaTOYHOCTBIO, KOTOpasl pa3BUBACTCA IIPY YIOTPeOIeHNN 3TOTO
BUa IpuOOB, 3aJJOKyMEHTMPOBAaHA B MHOTOYNMCIEHHBIX padorax
(89,90) 1 yacTMYHO OOBACHAETCS MHTMOMPYIOIIVM BO3JeICTBUEM
CUIIMapyHa Ha CHenyM@uYecKuil TpaHCIOPTEp aMaHUTOTOKCUHA
OATPI1B3, apepuyto nonumepasy B, ycunennem pub6ocomanbHOro
cuHTe3a 6enKoB, 61oKupoBaHueM BricBOOOX e TNF-a u yrue-
TeHJEeM IePeKVCHOTO OKMCIeHNs munuaos (15,91).

B pa6ote Hruby K. ¢ coaBT. 6b1/10 TOKa3aHO, YTO TSXKECTD I10-
pakeHMA IeYeHN TeCHO CBsA3aHa CO BpeMeHeM BBEJIeHMA CUINMa-
pUHA, YeM OHO MeHblIle, TeM MeHee BBIPXXEHO [TOpaXKeHle IelaTo-
nutoB (92). B perpocnekTuBHOM aHanuse 205 ciy4aeB oTpaBiie-
HuA Amanita phalloides Floersheim G.L. ¢ coaBT. 06Hapyxu cTa-
TUCTUYECKM 3HAUMMOE YMEHbIIeHNe YaCTOThI JIeTa/IbHBIX CTy4aeB
B IpyIIle NAalVIeHTOB, KOTOPBIM BBOAVIM PacTBOp CUIMOMHMHA
(12,8% nporms 22.4%) (93).

VI3 HemaBHMX uccnefoBaHuil 3¢QeKTUBHOCTU CUIMOMHIHA
IpY OTpaB/IeHNN TpUOaMU CTOUT YIIOMAHYTb paboTty Ganzert u co-
aBTOPOB, B KOTOPOII ObI/IO TpoaHaIN3NpOBaHO 367 CIyyaeB OTPaB-
nennit u3 92 rocturasneit 11 crpan Mupa. PerpeccoHHbIN aHanus,
IPOBEIEHHBINI aBTOPaMM, IOKa3al, YTO CMEPTHOCTDb IMAIEHTOB
U NOTPeOHOCTh B TPAHCIUIAHTALMU INI€YEHV IpY JMCIOTb30BAHUN
UHDbEKIMOHHON Gopmbl cunubuunna (n = 118) cocraBun 5,1%, B
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TO BpeMsI KaK IIPY MCIOTb30BAaHUY KOMOVHAIIMN 9TOTO CPefiCTBA C
HNeHVIUUIMHOM (n = 249) aTOT 1oKasarenb paBeH 8,8% (94).

B Heony6nukoBaHHOM uccnegoBanum ¢upmel Madaus nsyda-
nach 9¢PeKTUBHOCTD CUINMOVHNHA Y 154 MAIMEeHTOB C OCTPBIM OT-
paByieHyeM OJIefHOII ITOTAHKOIL. VIccmenoBaHMe OCHOBAHO Ha JlaH-
HBIX CIIOHTAQHHBIX COOOIeHNII HeMEIKUX Bpauell, IOTyYeHHBIX B
nepuox ¢ 1983 mo 1992 rog. B rpynne MoHOTepanuy cuanOMHMHA
(26 manueHTOB 1 — 3 CTENeHM TSAXKECTY OTPAB/IEHNS) CMEPTEIbHBIX
ClIy4aeB He ObLIO, @ B IPyIIIie KOMOVHMPOBAHHOIO JIeYeH Vs, BK/IIO-
YyaBIIero cCMANOMHMH 1 OensymneHnumMH (124 manuenra ¢ 1 —
4 CTeNeHbI0 TSKECTM) CMEPTHOCTb cocTaBumma 12%, mpuyeMm Bce
noru6mme — 6ONbHBIE C TSKENIbIM OTpaBleHNEeM 3 — 4 CTEIeHN.
B ppyrom mccnemoBaHuy, OCHOBAaHHOM Ha 9TUX )K€ JJAHHBIX, IIOJ-
CYUTAHO, YTO CVJIMOVHNH CHYDKAeT CMEPTHOCTb IO CPAaBHEHUIO C
IalyeHTaMy, KOTOPBIM OH He HazHayvajcs ¢ 15,2% no 8,3%. O6pe-
AVHVB MMeEIOIIMeCs B CBOEM PaCIOPsDKEHNM TaHHbIE BBILICYIIOMA-
HYTBIX MCC/IEOBAHMIL Y eAVIHMYHBIX KIMHUYECKNX C/TydaeB (BCero
452 manyenTa), Saller R. ¢ coaBTropamu nmokasanu, 4To CMIMOMHNH
obmafaeT BBICOKOI 3(pPEeKTUBHOCTDIO MPU JIEYEHNN MALMEHTOB C
orpasnenueM A. phalloides (p < 0,01) (91,95).

[To NOHATHBIM NpPUYMHAM, MHOTOYNCICHHbIE KIMHUYECKNE,
0c06eHHO IIane60-KOHTPOMMPOBAHHbIE VICIIBITAHUA, ITOCBAIICH-
Hble M3y4eHUI0 3¢G(EKTUBHOCTY CUIMMApMHA IIPU OTPaBIeHUN
O/1eTHOI TIOTaHKOII, OTCYTCTBYIOT. [loka3arenbHas 6asa ycuepIbl-
BaeTCs KOHTPOIMPOBAHHBIMMY VICC/IEOBAHVSAMY U ONMCAHMEM KOH-
KpeTHBIX KIMHNYeCKNX crydaeB. Ha Ham B3riAf, 0coOblil MHTepec
TaKXe npepncrapasgeT 20-71eTHee peTPOCIHEKTUBHOE MCCIeOBaHNe
Enjalbert F. u gpyrux, B KOTOpoM aHanIM3MpoOBANIOCh UCIIONTb30-
BaHuUe cunuMapyuHa y 2108 aMepuKaHCKUX U eBPOIECKUX 00sb-
HBIX, TOCINMTAIN3MPOBAHHBIX II0 IIOBOAY OTpaB/IeHNA aMaHWUTO-
TOKCUH-COfiep)KaIyuMu rpubamu. B aToM ucciefoBaHuy aBTopam
YHA/I0Ch TI0Ka3aTh, YTO CH/IMMAPVH B KaueCTBe MOHOTEpANN U B
KOMOMHAIVY C JPYTMMU IIperapaTaMy sIBsIeTCS BBICOKOI]dex-
TUBHBIM CPeJICTBOM JIeUeHNsI YKa3aHHOJ IPyNIIbl 00/NbHBIX (96).

XpoHMYecKye TOKCUYecKye renaTiuThl

9¢PeKTMBHOCTD CHIMMapPIHA B JIEYEHUN XPOHMYECKIX TOKCH-
YeCKUX TernaTuToB OblIa MPOIeMOHCTpUpoBaHa B paborax Szilard S.,
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B KOTOPBIX M3y4Ya/I0Ch BIMSHYE PACTOPOIIIN Ha TedeHue 60Ie3Hn
y pabo4yx, MMEIIMX [IeJI0 C OPTaHNYECKUMM PacTBOPUTEIAMH (B
YacTHOCTM ¢ KcumeHoM) (59).

Y manueHTOB, NOABEPraBUINXCA JIUTEIBHOMY BO3JEICTBUIO
docopoprannyeckux CoemMHEHUN, ObIIO OOHAPYXXEHO CTUMY-
NVPOBAaHHOE CUIMMApUHOM yBe/IMYEHME AKTUBHOCTY IICEBJOXO-
JIVHACTEPa3bl CBIBOPOTKY, HO Pa3INunil ypOBHEN OMOXMMIYECKIX
MapKepoB, KOTOPbIe XapaKTepU3yIT QPYHKINIO IIeYeHN, IPU 3TOM
BBIABJIEHO He 6b110 (97).

JIekapcTBeHHbIE IOPAKeHN A eYeHN

Kaxk y>xe ToBOp1/IOChH B IIepBOJI YaCTH, IEKapCTBEHHBIE IIOpaXKe-
HIA [TeYeHU B IPAKTUKe racTPOIHTEPOJIOTOB U rellaTO/IOTOB BCTPe-
qajoTcs Bce yamle. 9PeKTUBHOCTh UCIIONb30BAHNS IIpenapaToB
PacTOPOIIIN MATHUCTON IPY NOPAKEHNN NeYeHY JIeKapCTBEeHHO-
ro reHesa OblIa ITOKa3aHa B psfie MevyaTHBIX paboT. Kak crpasep-
NIMBO 3aMeYaloT MHOT'VE VICCIIeOBaTeNN, i/is1 OO/NIbIINHCTBA U3 HUX,
BIIPOYEM, 9TO KacaeTCs He TONbKO CHIMMApUHA, XapaKTepeH OffNH
HEeJJOCTaTOK — OHY He BKJIIOYAIOT JOCTATOYHO OOJIBIIOro Yycia ma-
myeHToB (18,95).

B 12-HefenbHOM PaHAOMU3MPOBAHHOM JIBOVIHOM CJIEIIOM IIjIa-
11e00-KOHTPONMPOBaHHOM MccnegoBauuy Allain u rpynmer ero
KOJIJIET M3y4aJIach CIIOCOOHOCTD CUIMMapHa IPeJOTBpaLaTh pas-
BUTHME NOOOYHBIX pPeaKIuil TaKpUHa Y OONbHBIX ¢ 00/Ie3HbI0 AJIb-
[reiMepa Ha HadaJbHBIX CTaguAX Tepanuyu. HecMoTps Ha He3Ha-
yyMble pasnuuns 6uoxnmmdeckux mokasareneit (AJIT n ACT) B
obenx rpymnmax, B rpyIie cuauMapyHa OTMeYanoch 3HAYUTETbHOE
yMeHbIlIeH/e YaCTOThl PasBUTUs NMOOOYHBIX peaKUMil TaKpuHa,
ocobenHo co croponsl JKKT, 4To mosBonmmio aBTopaM peKOMeH-
[IOBATh CUIMMApPMH KaK CPefICTBO, YMEHbIIAOLIee PUCK Pa3BUTHUA
OCJIOXKHEHUII Tepanuy TaKpuHoM (98).

Kak y>ke roBopmioch BbIIIe, B Psfie SKCIIEPUMEHTA/TbHBIX Pa-
00T, cuIMMapyH MOKasan cebs Kak CpPefcTBO, MpefoTBpalaollee
U yMeHbIIAlollee IPOSBICHNS MOPAKEHUs IMeYeHN HPOTUBOTY-
OepkynesHbIMU cpefcTBaMy (99), OfHAKO, BBICOKOKA4eCTBEHHBIX
K/IVHIYECKUX VICCIEOBAHNUII C y4acTyeM OOJIBIIOTO KOMMYecTBa
HaIyeHTOB KpaitHe Mano. Heo6XoauMoCTh B janbpHelIIeM u3yde-
HuY 9P PeKTUBHOCTY CUIMMApKHA ¥ OOTbHBIX TyOepKy/Ie3oM Cy-
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I[eCTBYET, 1 9TO OTMEYAIOT aBTOPBI HECKOIBKIX CUCTEMATUYeCKUX
0630pos (100,101).

9TO yTBep)X/ieHVe CIIPaBe[/IMBO U IO OTHOIIEHNUIO K MCCTIeNO-
BaHIAM CYIMMApVHA Y TALMeHTOB, IPUHMMAIONIVX ICUXOTPOIIHbIE
cpencTBa (dpeHoTMa3MHOBOrO psifia iy 6yrupodenonsr). K Hacto-
AllleMy BpeMeHN KpYIIHble KIMHMYeCKVe VICIBITaHNA (raBaHOU-
JIOB PacTOPOIIIN KaK CPEefCTB, IPefOTBPALIAIIINX ITOPa>KeHN
IIeYyeH) HelpOoJIeNTNKaMy, He IPOBOAN/INICH, HO B HECKO/IbKIX He-
OO0/IbIINX UCCTEeNOBAHMSIX, HATIpUMep, uccnegoBanun Palasciano G.
OBUIV ITOJTyYeHBI IIOTIOXKUTeNIbHbIe pe3ynbTarhl (102).

Ocob6oro BHMMaHUA 3aCIy>XMBaeT PaHOMM3MPOBAHHOE IIJIa-
11e60-KOHTPOIMPOBAHHOE BOJTHOE CJIeTIOe VICC/Ief[OBaHIe CUIVMA-
pUHa y fieTeil ¢ ocTpbIM NuUMQOOIaCTHBIM JIeIKo30M. B aTolI pa-
6oTe, KOTOpasA IMPOMO/DKAETCA M B HACTOAIee BpeMs, CUIMMAPH
Ha3HayasIcs KaK CPeiCTBO, CIIOCOOHOE IIPefOTBPATUTD MU YMEHb-
IIUTD JIEKaPCTBEHHbIE IOPA)KEHNUA NIeYeH, CBA3aHHbIE C IIPUEMOM
IIMTOCTATUKOB, @ MIMEHHO BUHKPUCTIHA, IIPEJHN30/I0Ha, METOTpe-
KcaTa, MepPKaITOIypyHa, TMOTYaHMHA, KOTOpble Ha3HAYa/lINCh CO-
IIaCHO IIPMHATBIM B HAaCTOsIee BpeMs IIPOTOKO/IAM JIeYeHN s 3TO-
ro 3abonepannsa. HecMOTpA Ha OTHOCHUTE/IBHO Majoe KOJMNYIeCTBO
IIallYIeHTOB, BK/IIOYEHHBIX B JICC/IEJOBAHVEe HA MOMEHT ITyOIMKaIy
IIepBBIX pe3y/nbTaToB (24 — OmbITHAA rpynna, 26 — mianebo), Ladas
E. ¢ coaBTOpaMu OOHapy>XMIM CTaTUCTUYECKM 3HAUYMMOE YMEHb-
meHye ypoBHA ACT u Tenpennuio k cHkenuo AJIT y nannuenTos
TPYIIIBI CYIMMapyHa Ha 56 [eHb jedeHus. BakHo, 4TO IPOTOKOIL,
BK/IIOYABINNIT (laBaHOM/BI pacTOponUIy, 10 3¢pPeKTUBHOCTH Te-
panuy OCHOBHOTO 3a0o0JyieBaHNsA He YCTYIas Tpylie maanebo, To
€CTb CHIMIMAapyH He BJIVAT Ha TepaleBTMYECKYI0 aKTUBHOCTD IN-
TocTaTuKoB (103).

B paHmOMHU3MpPOBAaHHOM [JBOHOM CJI€IIOM JVICIIBITAHWUMN
Gharagozloo M. n pgpyrux msydanach CIIOCOOHOCTb CUIMMapuHA
ycunuBaTh 3¢ PeKTUBHOCTD fedeppokcamyHa y O0MbHBIX ¢ P-Ta-
naccemuelr 1 6bUIO OOHAPY)XEHO, YTO KOMOMHALMS CUIMMapuHa
u pedeppoKcaMuHa IPEBOCXOAUT MO 3P EKTUBHOCTY MOHOTe-
panuio BTOPbIM — 0Oosiee OBICTPO CHMPKATMUCh YPOBHU OMOXMMU-
YeCKMX MapKepoB, YMEHbBINAJTach KOHI[EHTpPALMsd MOHOB >Kele3a
B KpoBU. VI3MeHeHMsI KOHLeHTpauun (GpeppuTiHA B CHIBOPOTKE B
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TpylIle CHIMMapyHa OTINYAANCh OT TPYIIBI IUIale60 He3Hauu-
TenbHO (p = 0,06), 4TO, 1O BCell BUAUMOCTY, OBIIO CBS3aHO C He-
00JIBIION YMCTIEHHOCTBI0 Tpymi (104).

B cBoell crarbe, MOCBAILEHHONM MCIIONb30BAHNIO CUIVMApUHA,
Pradhan 3axmiouaer, 4To Takoi ad¢peKT sKCTpaKTa pacTOPOIILIN II0-
3BOJIAET NIPEAIIONIONKNUTD ero 3¢ (PEKTUBHOCTD M IpK APYTUX IOpa-
JKEHUAX IIeYeHN pas3INyHbIMY TeKapCTBEHHbIMM cpefcTBamiu (15).

OcTpbie BUPYCHbIE TeNaTUThI

TepaneBTuyecknit 93¢ pexT cunuMapyuHa y malyeHTOB C OCTPbI-
MU TeIaTUTAaMU TaKXXe HAaXOAUTCA B 30HE BHUMaHMA UCCIENOBa-
Terneil. B IBOVHOM cllenoM IIane60-KOHTPOTMPOBAHHOM JICCIIe-
nosanyuy Magliulo E. ¢ konneramu, mpoBeeHHOM y 57 IalyieHTOB
C OCTPBIM BUPYCHBIM TemaTuToM A u B, cunmmapun B fose
420 Mr/meHb BBI3BIBANI CTATUCTUYECKM 3HAYMMOE YMeEHbILIEHME
ypoBHsa ACT u 6unnpy6buna Ha 21 genp tepanuu (y 20 us 27 ma-
nueHToB), a yposHu ACT u III® ocTaBanuch CTaTUCTUYECKM He
pasmmussl (105). B uccnegoanuu Bode ].C. ¢ coasTt. 1977 roga Hu-
KaKIX NPeVIMYILeCTB CIIMMapyHa BBIABIEHO He ObUIO, a B 6oree
nospHei pabore Flisiak ¢ coaBropamu y maryeHToB ¢ OCTPBIM re-
natutoM B, HecMOTpA Ha He3Ha4YMMOe MTO3UTVMBHOE BIVAHNUE CUIIN-
MapyHa Ha YPOBHM TpaHcaMuHa3, ounnpy6uHa, [TTII, 66110 06Ha-
py>xeHo ymeHblIeHue aktusHocTy 111® (106,107). [IBoiiHOE cremoe
uccnepoBanne Flora K.D. ¢ coaBropaMnu y manmeHTOB ¢ OCTPBIMI
remaTuTaMy Iokasano ymeHblneHue ypoBHsa ACT u 6unupy6uHa,
yMeHblIeHVe CPOKOB IIpeObIBaHMs OOIBPHOTO B CTAlIOHApe Y CHMU-
JKeHMe pUCKa Pa3BUTH OCTIOXKHEHMIT OCHOBHOTO 3aboneBanus (11).

Bce ynmoMsiHyTbIe MCCIef0OBaHNsA He TMUIIEHbI PsAfa CYIeCTBeH-
HBIX HeloCcTaTKOB. Tak, B pabore Magliulo E. n cunumapun HasHa-
4ajIcsl B KOMIUIEKCEe ¢ MU3OIIPOCTONIOM, ipyrue paboThl He OTBeYa-
nn TpeOOBaHMAMM, KOTOPbIe NIPeAbABIAITCA COBPEMEHHOI TOKa-
3aTe/IbHOV MEJUIMHON, BBICOKUII IIPOLEHT XPOHMU3ALUI BUPYCHON!
undexnum B pabore Flisiak, MoxxeT ObITb 06yC/IOB/IEH Hekade-
CTBEHHBIM OTOOpPOM MAIVIEHTOB, ¥3-32 KOTOPOTO B MCCIIEJOBaHNUE
nornasny 60bHbIE C 000CTpeHMeM XPOHMYECKOro remarura B, u Tak
manee (108).

[TpyHUMas Bo BHUMaHMeE BBICOKYIO 9 (PeKTUBHOCTD 9KCTPAKTa
PacTOPOMIIN IIPU OCTPOM ITOPA>KEHNY NTeYeH aMaHUTOTOKCHHOM,
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B 2009 romy MeXAyHapojHas IpylIa IOJ PyKOBOACTBOM Samer
El-Kamary (bantumop, CIIA) mnpoBena paHAOMM3MPOBAHHOE,
IBOJTHOE CIenoe, IIaleb0-KOHTPOIMpoBaHHoe uccaefoBanme Jle-
rajioHa (cunumapun ¢upmel Rottapharm/Madaus) y 105 erumer-
CKVIX ITAI[IEHTOB C OCTPBIM I'ellaTUTOM. B pesynbraTe mpoBefeHHO
paboThI 6BII0 OOHAPYKEHO, YTO OCTPOE COCTOSIHYME OBI/IO BHI3BAHO
BIIEpPBbIE [JMATHOCTMPOBAHHON BUPYCHON MHGeKumeil (remaTuTsl
A, B, C, E, uutomeranoBupycHas nadexnus), 060CTpeHreM Xpo-
HJ[YECKOTO TeIlaTUTA VIV HEeM3BECTHBIM ITMOJOTNYeCKUM (PaKkTo-
poM (24,8%). Y manueHTOB, IPMHMMAIOIINX CH/IMMAapyH B fo3e 420
MTI/CYTKM, BO BCeX STMOJIOIMYECKUX TPYIIAaX OCTPOrO TemaTuTa
Ha0JII0/ja/1ach CTATUCTNYECKY 3HAYMMas IONMOKNUTEe/IbHAA NMHAMU-
Ka KIMHMYECKUX CUMIITOMOB, XapaKTepU3YIOMX (YHKLMIO >Kell-
4eoOpa3oBaHMA M BBIJETICHUsA, a UMEHHO: HOpManM3anusA IjBeTa
MOYY, YMEeHbIIIEHVe NHTEHCUBHOCTHI XENTYXM. Pasnnuusa ypoBHs
OMOXMIMMYECKMX MapKepoB, 3a MCKIIOYEH)EM KOHILIEHTpaluy He-
IpsAMOro 6yIMpy6yuHa Ha 56 TeHb [oC/Ie paHJOMU3ALNY, aBTOPaM
00HapY>XNTD He yAanoch. B Toxxe Bpem:, 60/1bHbIE, IPUHIMAIOIIVE
CUIMMAapUH, CyOBeKTUBHO OTMevanyu 6ojee OBICTpOe ylIydlleHNe
CBOETO COCTOSHNA, KOTOPOE NPOSABIIANOCH B BIJie YMEHbIIEHNA He-
JIOMOTaHUsl, YCTAJIOCTY, BOCCTAHOBJIEHUY alllleTUTa. Takxe aBTO-
paMi He ObIJIO OTMEYEHO OC/IOKHEHWII Tepanyy CUIMMAPIHOM II0
cpaBHeHMMO ¢ ane6o (109).

XpoHYecKye BUPYCHbIE TeNaTUThI

Bomnpocs! ucnonp3oBanus CuaMMapyHa Ipy XpOHNYECKOIl BI-
pycHoI mHpeKunM, 0cCOOEHHO y MaIVIeHTOB, He OTBETMBIINX Ha
CTaHJAPTHYI0 Tepamuio MHTep(PepOHOM U IMPOTUBOBMPYCHBIMU
CpefcTBaMy, KOHEYHO )Ke, He MOT OCTaTbcsA 6e3 BHMMAHMA MCCIe-
foBaTeneil. IToi mpobieMe, MOXKANYH, ITOCBALIEHO OONBLIIHCTBO
paboT o cunIMMapyHe — KIMHIYECKUX VICC/Ie[OBaHNI, BBIBOJBI KO-
TOPBIX He BCerfja OJHO3HAYHBI, I CHCTEMAaTU4YeCKUX 0030pOB, I0-
IBITOXXMBAIOLIVX Pe3yIbTaThl ICCIEOBAHNIL.

Hanpumep, B BeHrepckom uccnefoanuu 1992 ropga, npoBefeH-
HoM Lirussi F. u gpyrumu, y 21 HBSAg-1mosuTuBHOrO mamyueHTa c
KOMIICHCYPOBaHHBIM LIMPPO30OM B TPYIIIe CYIMMapyHa OblIo 06Ha-
PY’KeHO 3Ha4MMOe yMeHbIIeH)e TPaHCaMIHa3, HO He BYPYCOJIOTU-
yeckux MapkepoB (110). B pabote Vailati A. u gp. mox Bo3zpeiicTBueM
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CUIMMapyHa ObII0 0OHAPY)KEHO 3HAYMMOe CHIDKEHVE YPOBHS TPaH-
CaMIHa3 Y HallMieHTOB C BYPYCHBIM I'€lIaTUTOM, HO Pa3/INdiA C IPyII-
1ot cpaBHeHMs1 6b1710 oTMedeHo TonbKo mast ACT (111).

B paHpoMM3upoBaHHOM IUIane60-KOHTPOIMPOBAHHOM NC-
C/IeHOBAaHUY, NPOBELEHHOM C JMCIOTb30BAaHUEM CJIETIOTO METOAA,
Buzzelli G. ¢ coaBTOopamu nocje offHOV Hemeny IpyueMa CUINMa-
pUHA y HAIVEHTOB C BUPYCHBIM remarutoM C HaOMIO#anoch cTa-
TUCTNYeCKM 3HauuMoe yMeHblneHue yposHa ACT u I'TTII, Ho He
ounupy6una u AJIT (112).

Togom mosxe, B 1994 rony, Ta >Ke rpylmna y4eHbIX JOTOXUIA
0 pe3y/abTaTax HeOO/IbLUIOTO PAHJOMU3MPOBAHHOIO MCCIEOBAHNS
(10 manyeHTOB), B KOTOPOM CMJIMOVHUH VMCIIONTb30BAJICS Y Ialy-
€HTOB C XpOHMYeckuM renarutoM C mocje 6-TMMeCIYHOrO Head-
dexTUBHOrO Kypca nurepdeponom a2B. Vimu 6b110 oT™MeueHO 3Ha-
4)MOe YMeHblIeHNe YPOBHs TpaHcaMMHa3s, npexxje Bcero — ACT,
y TeX HaIJIeHTOB, B KOMIUIEKC TepaIluy KOTOPBIX BXOAWMI CUINON-
HUH, HO He 1anebo (113).

B paHZOMM3MPOBAHHBIX HBOVHBIX CJIENbIX UCCIETOBAHMAX
cumumapuHa 2004 u 2005 rogoB y 141 ermmerckoro 60IbHOTO ¢
xpoHmdyeckuM remarutoM C, HECMOTps Ha IO3UTVBHBIE M3MeEHe-
HUA OMOXVIMMYECKUX MAapKepOB ¥ CyOBEKTUBHBIX CUMIITOMOB, He
ObIIO 0OHAPY>KEeHO OTarONPUATHOTO BAVAHUS 3TOTO PAaCTUTE/IBHO-
TO CpefCTBa Ha JVICXOZ OCHOBHOTO 3a00/IeBaHMs, YTO MOIJIO OBITH
00yCTIOBJIEHO HEJZOCTAaTOYHON JINTEIbHOCTBIO MCCIeOBAHMA
(114,115).

VIHTepecHble pe3yabTaThl MCIONb30BAaHUA CUIMMApUHA Yy
0O/IbHBIX XPOHNYECKUM BUPYCHBIM renatutoM C ObLIN IOTY4YeHbI
B 6oree cBexelt pabore Seeff L.B. u coaBTopos (2008 rox), koro-
pas IpOBOAVIACh B paMKaX IPOEKTa M3y4eHNUs MPOTUBOLMPPO-
TU4ecKoro 9 deKTa AIUTeTbHON MIPOTUBOBUPYCHON Tepaluu re-
natuta C (HALT-C; Hepatitis C Antiviral Long-Term Treatment
Against Cirrhosis), focTaTo4HO KPYIIHOTO MCC/IeOBaHUs, KOTO-
poe HacuuThbiBano 1145 manmeHToOB. ABTOPHI ellle pa3 IOZYePKU-
BAIOT, YTO CY/IMMAPUH OCTAETCA CAMBIM IONYIAPHBIM CPefICTBOM
caMosie4eHMs Y OO/IbHBIX C ITaTONIOTHell TedyeH — 0KoJo 72% ma-
[UeHTOB 13 60 HOCTYIIHBIX «a/bTePHATUBHBIX» CPELCTB BbIOMpa-
0T MMeHHO ero (116).
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Kak u B pabore, BoinonHeHHOI oz pykoBozactsoM El-Kamary
(109), Seeft L.B. ¢ xomneramu B 2008 ropy He CMOIJINM OIPERENTUTH
3HAYJMMOTO M3MeHEeHNsI OVIOXMMUYIEeCKIX MapKepoB, HO 0OHApYKu-
M JOCTOBEpHOE YIy4YlIeH)e KadeCTBA XKM3HM, yMEHbIIEHVE BBI-
PaKEHHOCTYM TaKUX CUMIITOMOB, KaK Cl1ab0CThb, TOIIHOTA, 0Ob B
noppebepbe, MBIIIEYHAA 1 CycTaBHasA 00/b, aHOpPEKCUA B IPyIIIe
HAaIMeHTOB, IPUHUMAIIUX cyunuMapuH (116).

B pamkax toro >xe npoekta HALT-C 6»i1a npoBesieHa pabora,
IOCBAILeHHAs BIVAHNMIO CUIMMapyHa Ha IPOrpeccupoBaHue Lup-
po3a, pe3y/nIbTaThl KOTOPOI ONyO/IMKOBaHBI B AHBAPCKOM HOMepe
xypHana Alimentary Pharmacology and Therapeutics B 2011 rogy.
VIMeHHO 3TO MCCIeloBaHMe, BCIENCTBME CBOE BBICOKOI MOIIHO-
CTM, OOJIBIIOrO KOMMYECTBA BKIIOYEHHBIX MAIVIEHTOB, TIATE/IbHO
pa3paboTaHHOTO [M3aliHa, BK/I0Yaollee JaHHbIE IYICTO/IOIYeCKO-
ro aHaau3a, MOIJIO OBl JaTh OKOHYATEe/IbHBI OTBET 00 appexTus-
HOCTU CH/IIMapyHa y ManueHToB ¢ rematutom C. ABTopamn 66110
00OHapY>keHO, YTO CUIMMAPUH CIIOCOOEH CTAaTUCTUYECKV 3HAYMMO
3aMe[IATh NIporpeccupoBaHue 60NIe3HM, a UMEHHO «IIepexon» ¢u-
Oposa B 1juppo3. VIHTepecHO, YTO NPy 3TOM CUIVIMApUH He BV
Ha ucxoj 60/1e3Hy, 4TO, 10 MHEHUIO aBTOPOB, MOXXET OBITb CBS-
3aHO C HEJIOCTATOYHO JJINTE/IbHBIM IIePUOJOM HAOTIOfeHNS Maly-
eHTOB. Ba)kHOII [ieTanpio 9TOM paboThl ABIsAeTCS (AKT JOCTIDKE-
HYA 9 deKTa IpyU UCIONIb30BAHUN IIEPOPATBHBIX T€KapCTBEHHBIX
¢dopm cummmapuHa. K coxanenuio, u 3To IpU3HAIOT caMM MCCIe-
JIOBaTe/N, OTCYTCTBUE B paboTe MOMHOM MHPOpMALNM O HO3axX U
IIPOM3BOANTENAX CHIMMapUHA ABJIAETCS e BaXXHBIM HeJJOCTATKOM,
II09TOMY MHTEeHCUPUKALUS VICCIE0BATeNbCKO PabOThI B HAIIpaB-
JIEHUY OIIpefie/IeHN s 103U POBOK, PEXKJMa Tepalluu 1 Ap., a TAKXKe
JVICIIOJIb30BaHMeE eJUHOTO «CTAaHAAPTHOTO CUJIMMapUHa», SBJIACTCS
Ba)KHOII 3afiaveil Oy ymux KIMHNYeCKuX ucbitanmit (117).

OCHOBBIBasICh Ha ITPEATIONIOKEHNN O TOM, YTO AaHTMOKCHJAHTHBIE
CBOJICTBA CM/IMOVHMHA MOTYT IIPMBOAUTD K BOCCTAHOBJIEHUIO IIO-
BPEXIEHHOT0 CBOOOJHBIMIU pajuKaaaMi CUHTe3a nHTepdepoHa, a
TaK)Xe Ha JAHHBIX HEKOTOPBIX 9KCIIEPYMEHTA/IbHBIX paboT, HECKOJIb-
KO paHee ONMCAHHBIX BbILIe MccnefoBannmit, Ferenci P. ¢ coaBropamu
u3yunnu 3G PeKTUBHOCTD MHBEKIMI CUIMONHNHA y 36-TH HanyeH-
TOB C BUPYCHBIM renatutoM C, He OTBEYAIOIUX Ha CTAHAAPTHYIO Te-




250

Yactb 2

panmio MermIMpoBaHHbIMYU VHTepdepoHaMu U pubaBUprHOM. ViMu
ObUIO OOHAPY>KEHO, YTO BHYTPUBEHHOE BBeleHMe CHIMOVHIHA U B
KauyeCTBe MOHOTEPAIINY 1 B KOMOVHAIIVMM CO CTAaHJJAPTHBIM JIe4eHIEM
IPUBOJUT K 9pajyKanyy Bupyca remaruta C, 4To IOATBEP>KAaIOCh
VMIMMYHOJIOTMYeCKMMM TecTaMu. Kak mpM3HAIoTCA aBTOPBI MCCIeTO-
BaHUs B CBOeN cTaTbe B XypHaie «Gastroenterology», o6Hapyxe-
HJIe IIPOTMBOBUPYCHBIX CBOJICTB IIperapara ObII0 HEOXXMJAHHO IS
HUX CaMUX, II03TOMY BTOPOJI 3Tall paboThl ObII IeperTaHNpOBaH
B II0/Ib3Y olpefienieHns 3¢eKTUBHBIX 03 cymbuHuHa. [lonoxn-
Te/IbHAasA AVHAMUKA HaOJII0anach, Kak PV UCIIOIb30BAHNMM MaJIbIX
103 (5 MI/KI Macchl Teja), Tak 1 6oee BbICOKUX (70 20 MI/KI Macchl
TeIa), ¥ MCCIe0BaTe/IAM Y/ja/IoCh JOKa3aTh J0303aBUCUMOCTb IPO-
TUBOBMpPYCHOTO 3¢ dekra. K coxanennio, koncrarupyer Ferenci P,
JIOCTVDKEHNE BBICOKVMX KOHIIEHTpalMil CIMOMHNHA B IUTa3Me IIpu
UCTIO/Ib30BAHNM TI€POPA/TbHBIX (OPM CHIMMApMHA IMPAKTUIECKN
HEBO3MOXKHO BCJIE[ICTBUE 0COOEHHOCTEel (apMaKOKIHETVKY 3TOTO
npenapara (75). B cBoro oyepesb, HAIOMHMM, YTO U caMo 3abojeBa-
HIe TIeYeHV OKa3bIBaeT 3HAUYNMTE/IbHOE B/IMAHME Ha KOHI[EHTPAINIO
Iperapara B KpoBU (CM. BbIIIe).

HepaBro BRIBOABI MccnemoBanus Ferenci P. m ero xomnjer Ha-
LTV CBOE YaCTUYHOE IIOATBEPKeHMe B pabore rpynmsl Rutter K.,
B KOTOPOJ MHBEKIVOHHBIN cuanbyHnH (20 Mr/Kr/cyTKn) Imokasasnt
ce6s1 9P PeKTUBHBIM IpenapaToM B JIe4eHUN HalyeHToB (n=27),
He OTBETMBIIMX Ha Tepanuio MHTEePPEpPOHOM U puUOABUPUHOM.
MNudysun cunmubuHmHa IPOO/DKAINCh Ha IPOTsDKeHUN 2 — 3 He-
Jie/Ib B Ka4eCTBe JONOTHNUTE/IbHOM OCHOBHOMY JIEYEHUIO TEPAIINIL.
Y 23 genosexk (85,1%) mapkep HCV-PHK okasancs HeraTuBHBIM K
KOHIIY Tepanuy CYIMOVHIHOM, BIIOCTEACTBMAM, A UMEHHO Yepe3 8
HeJle/b, HeOIpefe/iAeMOro YPOBHSA MapKepa yaanoch JOCTUYb elle
Y OHOTO IMaIyeHTa. ¥ 5 NallYIeHTOB ITO0C/Ie IpeKpallleH N Tepannn
cunbMHNHOM Habofancs peruans, To ectb poct HCV-PHK. Ha
MOMEHT IyOIMKanuy 8 MalyeHTOB IIPOO/DKA/IN TePaIIo IeT VI -
poBaHHBIM UHTepdepoHOM, a 11 — 3aKOHYMIN 24-HefleNbHBII Te-
pyoy, HaOTIOeHNUA TI0C/Ie Tepanuy, B MOCTEHEN IPyIle pelnuB
Hab/mofancs ToNbKo y 4 yenosek (118).

Amnanornyso, B uccinegosanuy 2012 ropa, nposefeHHOM Biermer
C COaBTOpaMI, KOPOTKMIT Kypc pacTBopa cywmbnanHa (1400 mr/cyT-
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KI B TedeHMe 2 [Heir), ;oOaBIeHHbIT K MHTeppepOoHOTepanny, mo-
3BOJIWJI TOOUTHCSA YMEHbBIIEHNA BUPEMUN IO HEOIpefie/iieMbIX 3Ha-
yeHni1 y 13 u3 20 manyeHToB ¢ HeOCTAaTOYHBIM BUPYCONOTUYECKUM
orBeToM. Y 1 manyenra u3 13 BOoc/iefcTBUY HAOMIONANCS PElVUB
BUPEMUM, Y OCTaBLINMXCs 7 YeJIOBeK JOOUThCsA addeKTa He YAaNIoCh,
xoTsi y 4 Habmomanoch 3HaunMTenbHoe yMmeHblieHune HCV-PHK.
CroliKuil OTBeT I0C/Ie Kypca MHTepQepoHa 1 pubaBUpUHA OTMEYeH
y 3 aleHTOB, ellle Y IBOMX — CTOMKMII OTBET Ha 12 Heferne, a y 4-X
HaIeHTOB HAa0/TI0faCcs pelyiuB, a 3 He CMOITIVI OKOHYNTD KypC JIe-
JeHA 110 HEeCBA3aHHBIM C Tepamuell mpudnHaM. Hambomnee yacTeiM
110604YHBIM 3¢ (PeKTOM CHIMOMHIHA aBTOPHI HA3bIBAIOT YCUICHME
IepHCTaNIbTUKY, pBOTY. TakuM 06pa3oM, 3aK/I0Yal0OT MCCIeoBaTe-
M, KOPOTKVE KYPChl CHIMOVHMHA MOTYT OKa3aTbCs IepCIeKTUB-
HBIM METO[IOM yBennueHns 3¢ PeKTUBHOCTY CTaHJAPTHON Tepanun
«HTepdepoH + pubaBypun» (119).

VImeroTcs Tak)Xe ONMMCAaHMS €NVIHUYHBIX ClydaeB 3¢ QeKTuB-
HOTO MCIIO/Ib30BaHMS MHDBEKLMIOHHOTO CHIMOMHMHA Y MAIMeHTa C
xonHpekuueit BUY u rematura C, He OTBevalol[ero Ha CTaHAAPT-
HYIO Tepanuio prbaBUPUHOM U MHTEPPEPOHOM, KOTOPOe IIPUBEIO
K spafiuKauuy Bupyca remaruta C M yMeHbUIEHUIO pelIMKaLUK
BIY (120).

B 2009 ropy B aBTOpMTeTHOM >XypHane «Gastroenterology»
6biTa onmy6mikoBaHa cTaThsA Biermer M. u Berg T., mocBameHHas
OIMCAHVIO KJIMHIYECKOTO C/Iy4asi 60/IbHOI ¢ KOMIIEHCHPOBAaHHBIM
LVPPO30M BUPYCHOJ 3THOJIOTUM, HE OTBETUBIIEN HA TEPAIINIO MH-
TeppepoHoM. KoMOMHMpOBaHHas Tepanus CUIMMapUHOM 1 puba-
BUPMHOM IIpUBeJIa K IIOJIHOV 3pafiuKaluy Bupyca K 18 mHIo Tepa-
v (121).

MepyHCKOI 061eCTBEHHOCTM OBUIM IIPefCTaBJIeHbl OIINCa-
HIA 2 CTy4YaeB YCHENIHOTO JICIO/Ib30BAaHNUA MOHOTEpANuy CYInonu-
HyHOM A npodunaktuku HCV mHuUuMpoBaHusA TpaHCIUIAaHTHU-
pyemoit medenn y nanuenToB ¢ HCV renoruna la/4 u 3a (122,123)
u 1-ro cryyas penypuBa MH(EKUMM Yy MAIVIEHTKN C MHQeKImen
HCV 2a renotuna (124). Ilocnegunit ciay4ait camy aBTOpbI 00bsic-
HAIT CIenuUYHOCThIO BUPYCHBIX 6enkoB, B yactHocTu PHK-3a-
Bucumoit PHK-nonmmMepaspl, KoTopast 3aBUCUT OT reHoTuIa. B Ha-
cTosIIee BpeMs 9TOT (PAKT CUMTAETCA XOPOIIO U3BeCTHHIM (72,125).
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[TepeuncnenHble uccnefOBaHUA IOCTY>XKIIM OCHOBaHMEM pac-
CMaTpMBaTh CHJIMOVHMH KaK IepCHeKTUBHBIM IPOTUBOBUPYCHBIN
npemapar (78,126), HO, IpUHUMasA BO BHMMaHNE IPOTUBOpPEYN-
BOCTb P€3y/IbTaTOB HEKOTOPBIX 13 BbIIIEYKa3aHHbIX MCCIEJ0BaHMIA
U MX HegocTaTky, HanyoHanpubiil MHCTUTYT 300poBbs CIIA 06b-
ABUJI O TIPOBEEHNM MYIbTULEHTPOBOTO PaHOMM3MPOBAaHHOIO
1ane60-KOHTPOIMPOBAHHOIO IBOMHOTO CJIETIOr0 MCCIeSOBaHNA
SyNCH (Silymarin in NASH and C Hepatitis). [lepBuuHoi1 1jenbio
SyNCH sBnsnoch onpegenenye 6e30nacHOCTI 1 9P (HeKTUBHOCTH
II€pOPaNbHOTO CUIMMapyMHa B IpyIlIe NanueHToB ¢ renatutom C,
Y KOTOPBIX He Ha0/II0[ja/I0Ch YCTONYMBOTO BUPYCOTOTMYECKOTO OT-
BeTa Ha Tepanuio MHTeppepoHOM/pubaBUPMHOM WIM K& TaKoe
JleyeHe He NMPOBOAMNOCDH. [IOONMHUTEIbHBIMY LIeIAMM 9TOTO WC-
CTIeIOBAHNUA ABJIANINCDH ONIpefie/ieH)e IIPOTUBOBUPYCHOTO 3 dexTa
CU/IMMapVHa, IPUHMMAEMOTO BHYTPb, U OIpefie/ieHle 3aBUCUMO-
CTell MeXJy XapaKTepUCTUKaMy Tepamuu (f03a, IINTeTbHOCTD U
TaK Jajee) ¥ YPOBHAMU OMOXMMUYECKUX MapKepOB, XapaKTepu-
syromux ¢QyHkiuu nedenu. IlogpobHoe ommcaHue Leneit, 3apad,
AM3aliHa 9TOrO MCC/IefOBaHNUA, COCTAB IPYII, TaK)Ke KaK U HEeKO-
TOpBIE CTApPTOBBIE IIOKA3aTe/IN IALMIeHTOB IPVBEIEeHbI B 0030pHOII
cTatbe uccnegoBareneit rpynnsl SYNCH, omy61mnkoBaHHOI B 9-0M
HoMepe xypHana «Clinical Trials» 3a 2012 rog (127).

Hexoropsie npegsapuTtenbuble pe3ynbratel SYNCH 6b111 ommy-
OnMKoBaHBI HelaBHO — B mioe 2012 ropa. Ilpm aHanmuse JaHHBIX
154 manueHTOB-«HeOTBeTYNMKOB» ¢ HCV-unpexmuers, momydas-
IMNX CUIVMapuH B fo3e 420-700 Mr/cyTku wau mranebo B Tede-
Hue 24 Hefe/b, ICCTIEZOBATe/NN He CMOIIN O0OHAPY>XUTh 3HAYMMBIX
pasnnunii B suHaMukKe ypoBHA AJIT cbIBOpOTKM, BUpeMUM U ITOKA-
3aTend KadecTBa kusHu (128).

Kak oTMeyaloT HeKOTOpBIe KPUTUKM 3TOM paboTsl (Hampumep,
P. Ferenci B KOMMeHTapuAX K OPUTMHAIBLHON CTaThe), IPOJO/IKI-
tenbHOCTh SYNCH, k coxaneHuio, Obly1a IBHO HEOCTATOYHOI, TaK
kak B uccnegoBauuy HALT-C u gpyrux kadecTBeHHBIX padorax
s poctiokeHusa sddekra TopMoxkeHnuss ¢Gpubposa Ipy MCIONb-
30BaHMM NepOpaNbHBIX GOPM CUIMMapKHa MOTpeboBanoch boee
pmuTenbHoe BpeMA. Kputukysa uccneposanue Fried ¢ coaBropa-
My, Ferenci ykaspiBaet, 4To crenuduyueckue Mapkepsl ¢pubposa
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B SyNCH He ucnonbsoBanuch, a AJIT umeeT orpaHn4eHHoOe 3Ha-
YyeHMe KaK Mapkep ¢pubposa, 4TO MOXKET BBICTYNUTHh HPegMEeTOM
auckyccuu. B-tperbux, kak ykasweiBaeT P. Ferenci, 6omnburoit ama-
IIa30H 3HAYeHMIT CBIBOPOTOYHBIX KOHLIeHTpanuit (2 — 2000 Hr/m)
IIOZHVMMAaeT BOIIPOC O KOMIUIAeHTHOCTY ITaLlMieHTOB, KOTOpBbIe ObI/IN
BBIHY>K/I€HBI IPMHIMMATD [0 15 KaIcys npenapaTa B CyTK) Ha IpoO-
TsDKeHMe 6 MecAIleB.

ITepBUYHBIIT OMIMAPHBII HUPPO3

XoTsA cuIMMapyH HMKOIZIA He MO3MIMOHMPOBAJICA KaK JIeKap-
CTBEHHOE CPefICTBO, KOTOpoe 3(PeKTUBHO IpM HepBUYHOM Ou-
JIMApPHOM LUppo3e, ero 3QpPeKTUBHOCTD SBIATACH IIPEIMETOM JVIC-
CIeflOBaHMA B HEKOTOPBIX HEMHOTOUNCIEHHBIX paboTaX, KaKoe-To
BpeMs OH Jla)kKe PaCCMATPUBAJICA B KaueCTBE BO3MOXKHOI'O CPeCTBA
ISl JIe9eHNs 9TOro Ipo3Horo 3abonmeBanus (129). Vicnonb3obanne
CUIMIMapyHa Py HePBUYHOM OM/IIapHOM LMPPO3e, KOTOPBII IIOXO
IIOZIIAaBAJICA CTAaHAAPTHON TepAlNM YPCOHLEOKCUXONIEBO KICIOTOM,
usy4anoch B pabore Angulo P. u npyrux. Ha npotspkenun 12 mecs-
11eB KOMOVMHIPOBAaHHOTO JiedeHNA 27 Mal[ieHTOB KOMOMHAIIVeN «CH-
NMMapyUH + YPCOEOKCHUXO/IeBast KUCTIOTa» aBTOPBI He 0OHAPYXUIN
KaKoro-am6o Mo3suTuBHOro buoxmmmyeckoro orsera (130).

B 0630pe 2008 roga Kumagi T. ymoMnHaloTcs uccnefoBanus, B
KOTOPBIX, HECMOTPS Ha KJIMHIYECKOe YIydIIeHe COCTOAHMA 00Ib-
HBIX C IIEPBUYHBIM OVIMAPHBIM LMPPO3OM, KOTOPOE IIPOABIATIOCH
B BUJI€ YMEHDBUICHUA BBIPAKEHHOCTV HEKOTOPBIX KIMHMYECKUX
CHMIITOMOB (HampuMep — 3y/a, YaCTOThI OC/TIO>KHEHNII OCHOBHOTO
3ab601eBaHNA, YIYYIIEHNN TUCTOMTOIMYECKOI KapTUHBI ¥ OTCPOUYKe
TpPaHCIUTAHTALMN), BAMSIHYE 9KCTPAKTa PAaCTOPOIIIN, TaK >Ke, KaK
Y IUTOCTATUKOB, KOMXUIyHA U Apyrux JIC, Ha BBDKMBaeMOCTb I1a-
IIVIEHTOB C HepBMYHBIM OMIMapHBIM LMPPO30M Jl0OKa3aTh He yHa-
noch (131).

AnkoronbHasA 60ne3Hb MeYeHN

[To3uTNBHOE BO3JENCTBYE CUIMMapyMHA Ha (QYHKIMOHAJb-
Hble, OMoOXMMMUYecKre M Mopdomornyeckue Imoxasarenn 3g0po-
Bbs II€YEHN IIPYU ee IOPa’KeHMM aJIKOTO/IeM B MHOTOYMCIEHHBIX
9KCIEePUMEHTAaX MOCTY>XVIN NPEANOCHIIKON K IPOBE/IeHNI0 K-
HIYECKVX MCCIeOBAaHNUI Y MAI[MeHTOB C aJIKOTOJIbHON 00/Ie3HbI0
IeYeH.
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B ony6nukoBanHoM B 1989 ropmy uccnegosanum Peter Ferenci
C COaBT. CO06IAI0Ch 00 YCIEIHOM MCIOTb30BAHNY CUIMMapUHa
(B mo3e 140 mr 3 pasa/cytkn) y 170 60/IbHBIX C aIKOTOJIBHBIM IVIp-
pO30M Ile4eHN, 0COOEHHO Ha PaHHMX CTAJVAX, KOTOpOe IO3BOJIN-
J10 JOOUTBHCS CTATUCTUYECKM 3HAUMMOT'O YMEHbIIEeHVSI CMEPTHOCTH
nanueHTos (132), a B nccnenoBanuu Pares A. 1998 roga, koTopoe
npoBoauaoch y 200 manueHToB ¢ TOM >Ke MaTO0TUEN ¥ BUPYCHON!
nHpekyen, Takoro adpdexra oOHapy>KeHO He OBUIO, XOTS TEH-
JeHIVA K YBEeIMYEHNUIO BBDKMBAEMOCTY, 110 BCEl BUAMMOCTH, 3a
CYeT YMEHbIIEHN YaCTOTHI OC/IOKHEHVII OCHOBHOTO 3a00/I€BaHUA
(xpoBoreuyenns u nopaxenusa LIHC), B rpynme tepanun cuanma-
puHOM ompepensnach (p = 0,059) (133).

[Tono>xxurenpHble pe3y/NbTaThl IIPUMEHEHUs CUIMMapUHa, Kak
Ounoxmummyeckue, Tak ¥ MOpdonornyeckue, y mamueHToB C aaKo-
TOZIbHON 60/e3HbI0 IedeHu ObUIM monydeHbl B paborax J. Fehér
c coaBT. (134), A. Par ¢ coaBt. (135) 1 HeKOTOPBIX Apyrux. B psane
paboT, B KOTOPBIX OT/Ie/IbHO IIPOBOAN/IN OLIeHKY aHTUPUOpoTIYe-
ckoro s¢dexra mpemnapaToB pacTOPOILIN C IIOMOLIbI YYBCTBU-
TETbHBIX IMMYHOIOTMYeCKIX U1 OMOXMMIYECKUX MapKepoB ¢pubpo-
reHes3a, TaKMX Kak nentuy npokoymarexa I tuma (P-11I-P), raxxe
oTMedaeTcs 6aronpuATHbI 3¢ dexT cunnmapnna (134,136,137).

K coxaneHuto, KommuecTBo paboT, MOCBAMIEHHBIX M3YYEHUIO
MOPQOIOrMYeCcKX M3MEHEHNUI TKaHU IIeYeHU II0f] BIUSHUEM 9KC-
TPaKTa PacTOPOIINY, HEeJOCTaTOYHO. VI3 Hambonee IUTUPYEMBIX B
PasIMYHBIX MCTOYHMKAX INpUBEREM CIefylolye: JBOJHOe CIIernoe
1ane60-KOHTpoMMpoBaHHoe uccnenoanue Trinchet J. u p. u pan-
JOMU3VPOBAHHOE, IBOJIHOE crenoe nccinegopanue Salmi H. u Sarna
S. (138,139). B epBoMm, y 116 manmeHTOB ¢ a/IKOTOJIbHON 00/I€3HBIO
He4yeH) He ObUIO OOHAPY)KEHO 3HAYMMOTO YIYYLIEHVS TMCTOJIOTH-
YeCKOJl KapTMHBI IIOJ, BAMsAHMeM cunumapuHa (420 mr/cyTkm Ha
HNPOTSDKEHUM 3 MecslleB) B CPaBHEHUM C IIane6o0, a BO BTOPOM Y
HAIVIEeHTOB C JIKOTOIbHON 0O0JIe3HBIO Ie4eHN ObII0 0OHApy>KeHO
ynydireHue MopdOnIornieckon KapTuHel (y 14 3 15 manyueHTos) Mo
CPaBHEHMIO C MalieHTaMy KOHTPOJIbHOI rpymnbl (4 13 14 yenosek),
a TaK>Xe OTMe4YeHO 3HaunTenbHoe yMeHbienue yposua AJIT u ACT.

OTtpenbHOTO ynoMMHaHUA 3acinykuBaeT pabora Velussi M. n
LPYTUX, B KOTOPOJL 0COOBIT aKI[eHT ObII CAe/IaH Ha BIAUSHUY CUIIU-
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MapuHa B fo3e 600 MI/feHb Ha yI/IeBOGHBIN OOMEH y HAIVIEeHTOB C
a/IKOTO/IbHBIM IIMPPO30OM TIeUeH) ¥ MHCY/IMHHE3aBUCUMBIM caxap-
HbIM fiuabetoM (n = 60). B Teuenne 12 MecsiiieB aBTOpbI HaOMIOHAIN
PaH[JOMM3VPOBAHHBIX B JIB€ I'PYIIIbI IAIMIEHTOB ¥ 0OHAPYKIIIN,
YTO CHJIMMAapUH CTaTUCTU4eckyu 3Hauymmo (p < 0,01) cHmkan mo-
TpeOHOCTb MAIMEeHTOB B MHCY/INMHE, KOHIEHTPAI[MIO TIIOKO3Bl U
MHCYIMHA B KPOBM (HATOLIAK M CPefHECYTOYHBIl YPOBEHbD), ITIN-
KO3J/IMPOBAaHHOI'O TeMOI/IOOMHA, YPOBEHD IIIOKarOH-CTUMY/IVPO-
BaHHOro C-IenTuza 1 MajJoHOBOTO AMANbJernsia Mo CPaBHEHMIO C
VICXOIHBIM YPOBHEM U IIOKa3aTe/IAMM I'PYIIIbI 1ane6o. Pasmmynii
B IpYIIIAX IO ITOKa3aTe/sAM NPOTEeMHypuu, OunnpyobuHa, Iienod-
Hoit pocdarassl U KpeaTHHNHA 0OHapy>keHO He 6110 (140).

HeankoronbHas XupoBasa 60ne3Hb MeYeHN

PanyoHaTbHOCTD Ha3HAYEHNUA CYIMMAapMHA Y OONbHBIX Heasl-
KOTOJIbHBIM CT€aTOTeNaTO30M TaKKe NMPOJO/DKaeT OCTaBaThCs aK-
Tya/IbHBIM BOIIPOCOM. B OfIHOM U3 McCC/leloBaHMIl, KOTOpOe Ipo-
BOAMIOCH Y 85 MalMeHTOB C HEaJKOTONbHBIM CTEATOreNaTO30M
B KOMOVHAIMM ¢ BUPYCHBIM rematutoM C u 6e3 Hero, M3ydanach
3¢ PeKTUBHOCTD KOMIIIEKCA CUIMMapyHa, BuTaMnHa E u gpocdo-
MUINAOB. BpITo 06Hapy>keHO 3HAUNMTEe/IbHOE YIydIIeH)e CaMOYYB-
CTBUA OOJBHBIX, CHIDKEHME KOHIIEHTpPAILMy MHCYIMHA B KPOBIH,
yMeHbllIeHJie YPOBHS TpaHCaMMHAa3 U CTeIIeHV BbIPa>KeHHOCTH Te-
marosa (141).

[IpoBemeHHBINI Yepe3 Iofi 3TON >Ke TPYIIION McCaeloBaTenen
aHa/M3 [IOKa3asl, 4YTO B TPYIIE MAIVIeHTOB C HeAJKOTOIbHBIM CTe-
aToreraTo3oM Hab/IofaeTcs 3HAYMTETbHOE YMEHbIIEHME BhIpa-
»KeHHOCTM (pubpo3a (COrmacHoO yIbTPa3BYKOBOMY MUCCIELOBAHNIO),
CTOJIKO€ CHIKeHNe YPOBHA TpaHCAaMMHA3 B IPYIIIIe IeueHNs, HO He
y OO/IBHBIX ¢ BUPYCHBIM T€IIaTUTOM, ¥ YMEHbIIIeHVIe TUIIePUHCYIN-
HeMWY y BCeX IPOJIeYeHHBIX 00NMbHBIX (142).

B 2012 ropy Ta ke rpymma uccnefonareneii sapepmna I1I gpasy
CBOETO PaHJOMM3MPOBAHHOIO JBOJHOTO C/IENOTO MCCIeJOBAHMA
U ony0/IMKOBaIa CBOM pe3y/lbTaThl. 179 MaleHTOB, U3 KOTOPBIX
36 6putm HCV-no3uTuBHBIMY, OBIIM BKJIIOYEHBI B paboTy, gaH-
Hble 138 caydaes (1o 69 Ha rpymiy) ObIIM BK/IIOYEHBI B OKOHYA-
Te/IbHBII aHA/IN3. Y MallMeHTOB, 10/Ty4alOIVX BbIIIEyIIOMAHY ThIi
KOMIUIEKC IIpeTapaToB ABAXK/bI B JeHb Ha NMPOTHKeHNN 12 Mecs-
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1B, B CPaBHEHNY C MaljMieHTaMy TPYIIBI ITane60 HabIoganuch:
yIydlleHyre KAMHUYECKON KapTWHBI, HOpManmsanusa OMOXMMMU-
4eCKUX TeCTOB, yIy4lleHNe YIbTPacOHOTpadnIecKNX NPU3HAKOB
cteatosa, mHgekc HOMA m kadecTBO >KM3HM. CTaTMCTUYECKU
3HaYMMOe yIy4lleHVe ObII0 OOHApY)XKeHO B IpyIIe JieYeHNUs [l
TpancaMyHas, HOMA u rucronormyeckux mokasateneir. OTme-
4eHO HEeKOTOpoOe yIydlleHNe MHAeKca Macchl Tena (15% mpoTus
2,1%). Y HCV-03UTUBHBIX NALMEHTOB B I'PYIIIe Tepalny KOM-
IVIEKCOM CHIMMapuHa-Tokodepona-O®dJI oTmedanu yaydiieHne
nokasaresnell ¢pubporeHesa. ABTOpbl OTMEYAOT, YTO 3TO IepBOe
VICCTIeJOBaHMe TOJOOHOTO POfia M YKa3bIBAIOT HA HEOOXOAMMOCTD
manbHeNINX uccuenoBanmin (143).

B npyrom nccnegoBanuy, nposefieHHOM B Vpane y 50 manuesn-
TOB (32 MY>X4YMHBI 1 18 >KEHIMH) ¢ 9TOI MTATOIOTHEI, JUATHOCTU-
POBaHHOJ C TOMOIIBIO ONIpEe/IEHN A TPAaHCAMMHA3 U YIbTPa3BYKO-
BOI'O MCCEOBAHNA, CUIMMapUH B ose 140 mr mocne 8-mu Heprennb
Tepaluu Tak)Ke NPUBOAU K 3HAYMMOMY CHIDKeHUIo ypoBHA AJIT
un ACT B rpymre nevenus (p < 0,001), mpu aToM B rpymrie miane6o
takoro adgdekra He HabmOHANOCH (144).

B nmocnepyromem nccnegosanum 2012 roga aTUX Xe aBTOPOB
OBbIIO OOHAPY>KEHO, YTO Y 66 HMAIMeHTOB C HEeaJKOTONbHBIM CTe-
aTOTenaTUTOM 2-X MeCSAYHas Tepanusd CUAMMAPUHOM He TONbKO
B/IMA/Ia Ha aKTVMBHOCTb TPaHCAaMMHA3, HO U YMEHbIIA/Ia yPOBEHD
TOIL[AKOBOJ IJIFOKO3bl M MHCY/INMHA B ChIBOPOTKE, XOJeCTeposya I
TPUITIALIEPU/IOB, YTO INPMUBOAMIO K YMEHbIIEHMIO IIOKa3aTesd
nHcynuHopesuctenTHOCTH (MHAekc HOMA-IR). B atom mccne-
MOBAHNN CIWIVMApUH OXMJJaeMO IpeBOCXoana 3(pPeKTUBHOCTD
NUOITINTa30Ha U MeT$OPMIHA BO BIMAHUY Ha IIOKa3aTe/lu TpaH-
caMMHa3 ¥ YCTyIaJ UM BO BAMAHMM Ha IIOKa3aTe/lIN XKMPOBOTO U
yr/ieBOZHOro oOMeHa, ofHaKo caM (aKT oOHapy»XeHus BO3Jeii-
CTBMSA CHIMMAapUHA Ha MHCYIMHOPE3UCTEHTHOCTD AB/IAETCA UH-
TepeCHOJ HaXOMIKOI, YaCTUYHO IOATBEP>K/IaeT pe3ynIbTaThl pabo-
el Velussi M. 1997 roga u TpebyeT TIIaTelTbHOTO HaJbHENIIEr0o
nsydenus (145).

B panpomMusupoBaHHOM IIane60-KOHTPONMPOBAHHOM MCCIIe-
nosanuyu Hashemi S. n koster, B KOTOpOM MCIONMB30BANCA CUIIN-
MapuH B fo3e 280 MI Ha IPOTSDKEHNUM 2 MeCALeB, ObIIO BBIABICHO
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IIOJIOKUTENbHO BiAusAHMe cyunyuMapuna Ha AJIT (Hopmanmsanus y
52% manueHToB HpotuB 18% B rpymnme mrane6o). ACT okasanachk
elrie 60jiee YYBCTBUTEIBHBIM K T€PAINI MAPKEPOM, CTATUCTUYECKN
3HA4YMMO€ CHVDKEHME KOHIIEHTpalun 3TOTO (bepMeHTa OTMEYCHO Y
62% 6onpHBIX (mpoTys 20% B rpymme mwiane6o, p < 0,0001). As-
TOpPBI OTMEYAIT XOpouuii npoduap 6€30IacHOCTHU Ipenapara u
PEKOMEHJYIOT €TO MCIIOTTb30BaHNe B Ka4eCTBE CPEACTBA, JOIOHS-
IOLI[ETO OCHOBHYIO Tepanmio (45).

Kax y>xe ynmoMuHanoco Bblllle, B HACTOsIIee BPeMsI IIPOBOAUTCS
OJHO KPYIIHO€ MY/IbTUIEHTPOBOE PaHAOMU3VMPOBAHHOE KOHTPO-
NTMpOBaHHOE K/IVMHMYECKOe MCCIeNOBaHNUe, IOCBALIEHHOE BOIPO-
CY UCIIO/Ib30BAaHMA CWIMMAapyHA y MAIVeHTOB C HeaJKOTOTbHBIM
creatorenato3oM (SyNCH — Silymarin in NASH and C Hepatitis).
B mpoBeneHnu HaHHOTO MCCNIEJOBAHMS YYaCTBYIOT MEAMLIMHCKIE
nentpel CIIA, takue xak yHuBepcuteT IIuTTcOypra, yHUBepcu-
ter CeBepnoit Kaponmuusel, yuusepcurer Tomaca J>xeddepcona,
[IeHCMIbPBAaHCKMII YHUBEPCUTET, a TAKXKEe MEIAMUMHCKUI LE€HTP
Ber V3paanb. Pesynbprarel nccnenoBanus OyAyT OLeHMBATbCA IO
JaHHBIM T'VICTOJIOTMYECKOTO VICCIEIOBaHNA TKaHU [IeYeHN Iepef U
IIOC/Ie JIeYeHNs, OMOXMMIYeCKUX [ToKa3aTeneil QyHKIUY OpraHa u
MapKepoB, XapaKTepu3yWIINX yIJIeBOZHBII 0OMeH ¥ MHCYIMHO-
Pe3NCTeHTHOCTh. B KadecTBe mpemnapata nccnegosanus FDA 6Obin
BbIOpaH Jleranmon (Madaus) B fose 700 u 420 mr 3 pasa B CyTKN.
HnurenbHOCTD MccnefnoBanua — 48 — 50 uenens (146,147). Ilpen-
BapuUTe/lbHble JaHHbIe 9TOI YacTu uccnenosanysa SyNCH noka He
OIyOTMIKOBAHBI.

3aBepuIas HaHHBIN pasfen, HEOOXOANMO YIOMSAHYTh, YTO CO-
I7TaCHO yTBepxKaeHno psiga yduenoix, HAJKBII sBnsieTcss mposis-
JIeHueM MeTabOoIM4ecKOro CMHPOMa, KOTOPBIl aCCOLMMPYETCH C
BBICOKVIM PUCKOM Pa3BUTHSA CEpPLEYHO-COCYAMUCTHIX 3a00IeBaHMI
(148). B cBsA3M ¢ BBIIIECKA3aHHBIM, BIMAHNE CUIMMapIHA Ha IIOKa-
3aTejy yIJIeBOGHOTO 1 XXMPOBOro ooMeHa (cM. Tabmuiy 11.1) npu-
obpeTaT 0cob60€e 3HaYeHMe, Kak B InaHe Tepanuy HAXKBII, tak u
B OTHOIIEHNY [TO3UTUBHOTO BIMSHIS 9TOTO IperapaTa Ha TedeHre
caxapHoro auabeTta, apTepuaabHON T'MIIEPTEH3NUN, UIIEMUIEeCKON
6one3Hu ceppaua.
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Tabnuya 11.1.
BnusaHme cunmmMapyuHa Ha HEKOTOpPbIe II0Ka3aTe/y YIIeBOJHOTO 1
XXMPOBOTO 00MEHOB, KOHIJeHTpawuio nucynmHa, AJIT, ACT.
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TTIKU Velussi M. u Ank. Iuppos n
ap., 1997 (140) Ca S +
PITKHM Huseini H.F.
etal, 2006 (149) | 0T Sl A e T el
PITKU rpymms
Loguercio C. ¢
coasT., 2006, 2007, HACL, HCV + T
2012 (141-143)
PITKM Hashemi S. u
p., 2009 (45) HaCT ol N I
PITKU Hajagha-
mohammadi A.A., HACT + + |+ |+ + +
2009, 2012 (144,145)
PIIKHU Lirussi F. C CI 11, xp. + +
coasT., 2002 (150) TeIaTUThI T T T T
PIIKU Hussain S.A. | CA 11, tepanus + |+ +
2007 (151) TIHOCHKIAMUIOM
IIpumevanue: + — MONMOXKNUTENbHOE BO3/EIICTBIE, -~ — OTPULIATE/IbHOE BO3-
neicTBHeE.

12.5. besonacHocmo

bBesomacHOCTh cunMMaprHa MOAYEPKUBAIOT aBTOPHI MHOTUX
VICCTIeIOBAHUI M CUCTeMaTudeckux o63opos. Hambonee pacmpo-
CTpaHEeHHBIMU MOOOYHBIMU PEAKIUIMU, C KOTOPBIMU CTA/NKUBa-
I0TCSI Bpauy NPV Ha3HAUYE€HUM ITOTO JIEKAPCTBEHHOTO CPENCTBa,
He crienudnyunbl. Tak, aBTOPbI KIMHUYECKUX UCCTIETOBAHNI Cpefn
Hanbojee YacThIX OCIIOXKHEHUI (apMaKOoTepanuy CUIMMAPUHOM
OTMeEYaloT: TOIIHOTY, PBOTY, IIOC/IAabIeHNe CTY/Ia, TOTIOBHY 00JIb
U KO>KHbIe BhIchimanms (15,152,153).
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YacTh ONMCaHHBIX NOOOYHBIX 9P PEKTOB 0OBACHIETCS >Kemde-
TOHHBIM JIeJICTBYEM CIIMMapuHa. ITOT 3d(eKT J0303aBUCUM — OH
HaOJII0laeTCs pefKo Ipy ucnonbzoBanym 240 — 900 Mr mpemnapara B
CYyTKM 1 oTMedaeTcsa y 2 — 10% manueHTos, nonyvamomux 1,5 rpam-
Ma 1 6o/lee CUIMMapyHa B JIeHb, PV 9TOM €ro 4acTOTa He OT/INYa-
€TCsI OT YaCTOTHI IIOI0OHBIX TOOOYHBIX peaKluil B IpyIIie miame6o.

Bosmo>xHBIIT X0mepeTndeckuii 9pPexT cummmapuHa HeoOXoam-
MO YYUTBIBaTh B Teparmu aucyHkunu chuukrepa Onau, XpoHnde-
CKOTo OM/IMapHOro NMaHKpeaTUTa U Y MAIIEeHTOB C BHYTPUIICUYCHOY-
HBIM XoriecTazoM (154). IIpy aTuX maTonorusax ero UCIonIb3oBaHye
BO3MO)XHO TOJIBKO ITOCJI€ TIIATe/TbHOI OLleHKM II0/Ib3bI U PUCKA.

PasButue xonecTasa 1oy BAMAHNEM CHIMMapyHa O0OBACHAIOT
€ro KOHKYPEHTHBIM TPAHCIOPTOM C >KeTYHBIMY KUCIOTaMU U Op-
TaHNYeCKVMMI aHMOHAMI, a TAaKXKe 3aJIe/iCTBOBAaHIEM MeXaHI3MOB
cynbypupoBaHMsA ¥ INIIOKYPOHM3ALMM B CBOEM MeTabousMe.
OmnpeneneHHYI0 poib B yCyry6/IeHUM X0/IecTasa urpaeT XoneperTu-
JyecKoe JeiiCTBMe Ipenapara. Boobiie, mpoxonecraTudyeckoe Jeit-
CTBYIE CI/IMMapyHa HEKOTOPBIMU MCCIIeOBATEIAMY IOBEPTraeTCs
COMHEHMNIO, B psifie paboT OH OKa3aJcs CIoCobeH NMpesoTBpallaTh
¥ pa3pelaTh X0JIecTa3, CTUMY/IMPOBAHHBIN 3CTPOTeHaMI WJIN Tay-
poxonmatom (154-158).

CreoBaTh 9TOMY IPMHINITY HEOOXOAMMO ¥ PV Ha3HAYeHNM
IIperapaToB pacTOPONLIN 6epeMEeHHBIM M KOPMAIINM XKeHIIVHAM,
HECMOTPS Ha TO, YTO 9MOPpMO— 1 HeTOTOKCHYECKOTO JIeVICTBUS CU-
NYMapyHa HY B 9KCIIEPUIMEHTAX, HU B KIMHNYECKNX UCCIEOBAHN -
AX obHapy>keHo He Ob110 (159).

3HauYNMTEe/NbHBIN MHTEPeC Y MPAaKTUKYIOUMX Bpadyeil BHI3bIBAET
BOIIPOC 0 06€30IIaCHOCTY Ha3HAYEHUA CYIMMApVHA ITalMeHTKaM C
PUCKOM BO3HMKHOBEHMsI paKa MOJIOYHOJ KeJle3bl BCIIE[ICTBYE €T
3CTPOreH-IOf0OHOM aKTMBHOCTM. JTO ONAceHNUe CBA3aHO C pe-
3y/IbTaTaMyl HEKOTOPBIX 9KCIIEPUMEHTAIbHBIX paboT, B YaCTHOCTH
— wuccnepoBanus Malewicz B. ¢ coaBropamu (160). Cpenn xpu-
TUYECKUX 3aMeYaHUIl, BBIIBUTAaeMBIX K 3TOI paboTe He0OXOAMO
OTMETUTDH CJIeAYIOLIVe: OHY OCHOBaHBI Ha pe3y/abTaTax SKCIepu-
MEHTOB, IIPOBEJJEHHBIX C yYacTIeM IPBI3YHOB, UTO, KaK yXe OTMe-
9aJIoCh BBIIIE, MOXKET OBITh Bupocnenuduueckum spdexTom, Ko-
TOPBIIl He MOXKeT OBITh YBEPEHHO 9KCTPANONMPOBAH Ha Ye/IOBEKa.
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Bo-BTOpBIX, MCCIefoBaTeNN He CMOITIM OOHAPY)XUTb 3aBUCUMOCTD
pMCKa pa3BUTHA OIYXOJIEN OT HO3bI CUIMMApUHA, YTO 3aTPYAHAET
yCTaHOBJIEHME NPUYNHHO-C/IE[ICTBEHHON CBA3YU. B-TpeTbux, 1o3bl,
UICTIO/Ib3yeMble B YKa3aHHOM 9KCIIepUMeHTe, HAMHOTO IIpeBbIIIaIn
Te, KOTOPbIE MCIIOIb3YIOTCS Y Ye/TOBeKa.

B skcnepumenTanpHOll pabote Capasso R. ¢ coaBr., pe3ynbra-
TBHI KOTOPOJI TaKXe IPUBOJATCA B Ka4eCTBe OKA3aTe/bCTB Cylile-
CTBOBAHMA PYICKA PasBUTHUA OIIyXOJIeN IPYyAY, MU3y4anoch BIMAHUE
0ONMBIINX O3 CUIMMapyHA Ha KOHIIEHTPALVIO0 IPOTaKTIHA — TOp-
MOHa, aCCOLMMPYEMOTO C PUCKOM pa3BUTHUA paka rpyau. Crenyer
OTMETUTb, YTO yBeJMYEHVe YPOBHA 9TOr0 FOPMOHA B MCCIIEOBa-
HUY OTMEYaJIOCh IOC/Ie YBEeIMYEHNA H03bl Ipenapara 1o 50 Mr/Kr
U BBILIE, YTO 3KBUBAJIEHTHO Jo3e 3500 Mr /11 B3pOCIOro 4eoBe-
Ka, TO €CTh TeM, KOTOpble HAMHOTO IIPEBBIIIAIOT PEeKOMEHIOBAaHHbIE
(210 — 420, penxo 840 mr/ cyTku). OCHOBHOII Lje/IbI0 3TOI PabOTHI
AB/IAJIOCh YCTAHOBJ/IEHNE MeXaHM3Ma HeiCTBUA CUIMMapuHa Kak
rajlaKTorora, Befb M3BECTHO, YTO B IUIale00-KOHTPOIVPOBAH-
HoM uccnepoBanuu Di Pierro E. ¢ coaBT. OH 3HauMMO yBenn4mBan
HIPOAYKILMIO MONOKa Ha 86% (mportus 32,1% B rpymnme mnane6o)
(161). Kpome TOro, ycuneHue ceKpenyuy IrpygHOrO MOJIOKa — 3TO
OIHO 13 Hambosee M3BECTHBIX ITOKA3aHMIT K IPYMEHEHNIO PacTo-
pOIIIN B HAPOLHOI MeAMIVHE, U3BECTHOE y>Ke HECKOTbKO BEKOB
(cm. Boimie). Kak mokasano nccnegoBanme Capasso R. ¢ coaBTopa-
MU, CTUMY/IALUA CEKPeLUU IIPOJIaKTIHA BPAJ IV UTPaeT OOJIbIIYI0
ponb B pasButun ganHoro addexra (162). Opunum us 6oee Bepo-
ATHBIX MEXaHM3MOB MOXKHO CUMTATh yBeTMYeHVE SKCIIPECCUN r'eHa
Oenka Gera-kasemHa (163), OfHAKO 3TU MCCIENOBaHUA TPeOYIOT
0oee IeTaNbHOTO M3y4YeHUsS U He BXOJAT B cdepy BOIPOCOB, 3a-
TparuBaeMbIX 9TOJl MOHOTrpadumeil.

Eme ogHMM MeXaHM3MOM, KOTOPBIl MOT ObI OOBACHUTD yBe-
JMYeHNe YacTOThI paka B uccnegosanuyu Malewicz B. n coaBTopos
(160) — aTO mpsIMOE B3aMMOJEVICTBUE CHIMMApUHA C 3CTPOreHO-
BBIMM penienTopamu. B paborax Seidlova-Wuttke D. u coaBTopoB
ObI/IO TIOKAa3aHO, YTO CWIMMAapUH He B3aMMOJENCTBYeT C 3CTPO-
TeHOBBIMY pellelITopaMy Tumna anbda, a SABIAETCS CeIeKTVBHBIM
aTOHMCTOM PELIeNTOPOB THIA 6eTa, IIOCPeICTBOM KOTOPBIX MOXKET
OKa3bIBaTh B/IMHVE Ha COXPaHEHEe KOCTHOJ MacChl, HO He BIVATD
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Ha Jpyrue oprausl u TKaHu (164,165). Cunraercs, 410 6eTa TUI
3CTPOTEHOBBIX PEIeNTOPOB OTBEYAeT 3a yTHeTeHue Ipondepa-
VY KJIETOK B OT/IMYME OT IePBOTO THUIIA, KOTOPBIN KaK pas U acco-
nuupyercs ¢ mponudepanueir u Manuransanuei (166,167). Takum
ob6pasoM, IpefcTaBlIeHNe O CUIMMapyuHe Kak o (GpuroscTporewe,
IpYMeHEH)Ee KOTOPOTO YBENIMYMBAET PUCK Pa3BUTHUA ONYXOJel
MOJIOYHOI1 >KeJIe3bl, He HaXO[UT CBOETO MOATBEP)K/IeHI.

Puck pasButuA amrepruyeckux peakuuil pasHoil CTENEeHN TA-
YKECTU BBIPACTaeT IIPYU UCIIONIb30BAHNY PACTOPOIILIN B BIJiE Yaes,
HACTOEB ¥ OTBAPOB. DTOT PaKT MOXeT OBITb 0OBICHEH CIOXXHBIM
COCTAaBOM PAaCTUTENTBHOTO ChIPbS, COfePKAIIero KpoMe CYINMapu-
Ha ¥ Apyrue 6MONOTMYECK) aKTUBHbBIE BelllecTBAa. JI3BecTHO, 4TO
I BCeX pacTeHuit cemerictBa Asteraceae (Compositae) xapaxkrep-
HO cofiep)XaHMe TaKMX CEeHCUTAl3epoB, KaK CEeCKBUTEPIEHDI, I10-
nMManeTnIeHsl, TModensl u gpyrue (168), KOTOpbIe YHATAOTCA U3
IIPOMBIIIJICHHO M3TOTaB/IMBAEMBbIX IIPENapaToB.

Kax y>xe ymoMmnHaoch Bblllle, KIMHIYECKasd 3HAYMMOCTD BIIUA-
HIA CYIMIMapyHA Ha MeTabo/In3M JpYTUX TeKapCTBEeHHBIX CPENICTB,
B TOM YJC/Ie ¥ PACTUTEIbHOTO IPOVCXOXEHNs, He3HAYUTeIbHA.
[ToreHnManbHasA BO3SMOXHOCTD TAKOTO K/IMHIYECKOTO B3aMOeli-
CTBUSA M3y4Yasjaach i CAeRYIOWNUX (GapMaKOTOTMYeCKUX TPYII U
KOHKPETHBIX ITpeIapaToB: 6eH30/a3eIHbI 11, B YaCTHOCTI — MU-
fa3onaM, KodenH, XI0Op30KCa30H, IUTOKCUH, UPUHOTeKaH, Hude-
AVIIVH, PAHUTHUAVH, PUTOHABUP ¥ PO3yBacTaTiH. B3anmopericTBue
CHIMMapyHa C METPOHMA30/I0M, VIHIMHABUPOM M NMPA3VHAMU-
IOM He3HAaYMTEeIbHO U He MMeeT KAMHNIeCKoro 3Hadyenns (9,169).

B 2010 roxy B 9KcIeprMeHTe Ha KpbICaX OBIIO IIOKa3aHO, YTO
cumnbuunH (0,5, 2,5, 10 MI/Kr) yBenmuuBaeT CBIBOPOTOYHBIE KOH-
neHTpauuy nakanrakcena (40 mr/xr) B 1,15 — 2,02 pas npu ux co-
BMECTHOM IIepOpaJbHOM IIPYMEHEHNM, HO He OKa3bIBaeT BIVAHMNA
Ha (apMaKOKMHETVKY NaKIUTaKcena (4Mr/Kr), BBe€HHOTO BHY-
TpuBeHHO (170).

B 2012 romy 6bU10 OIyOIMKOBAaHO 3KCIEPUMEHTATbHOE MCCTIe-
[IOBaHNe, IOCBAIIEHHOE M3YYEHUIO B3aMMOJENCTBUA CIIVMMapyHA
u pucnepupoHa (171). Okaszanoch, YTO BC/IEACTBUE YTHETEHMS 3¢-
¢rmokcHoro 6enka — rmmkonporenna P (pgp, MDR1, ABCB1) repa-
IVl TIOBTOPHBIMM JO3aMJ CWIVIMApUHA, @ VIMEHHO IIATVHEBHBIN
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IIpYEM 3TOTO IIpenapara nepes BBEAEHNEM PUCTIEPUIOHA, YBETNYNBa-
e 6uopocTynHocTb nocnefnero (C_ — B 2,4 pasau AUCB 1,7 pas).

Cnenyer OTMETUTD, YTO IepBble JAHHbIE O BIMAHUN CUTMMA-
pMHA Ha aKTMBHOCTb IVIMKOIPOTEMHA p ObUIM HOTy4eHbl 6ojee
10 et Ha3aj B 9KCIIepMMeEHTaxX Ha rpeidyHax (172,173). Knunnye-
CKOe 3HaueHue 3Toro pakTa 0CTaeTcs HeM3y4YeHHbIM U TpebyeT f1o-
IMOJIHUTENIbHBIX MccnenoBanmin (33).

B skcnepumenre in vitro, nposegennom Doehmer J. ¢ coaBTo-
pamu, CUIMMapyuH B KOHLIEHTpauuu 1,5 MuKporpamMmm/mi, 67Im3Koit
K 3Ha4eHMAM C__, ¥ Bbille (10 — 50 pas) He OKa3bIBaeT KaKOTO-/n-
60 Bo3peiicTBMA Ha uMHAyKnuio nuroxpoma CYP3A4. Hesunauu-
tenpHass uHAyKkuus CYP1A2, CYP2A6 u CYP2El nabmopanach
IIpY UCIONMb30BaHUM 50 MMKpOrpaMM/MJI, a 3HAYUTE/IbHOE yTHE-
tenne CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2E1 n CYP3A4
— npu UCHONb30BaHUM 15-150 MuKporpaMm/mMia (Kak MUHUMYM
10-xpaTHoe npeBbimenne ¢ ). Vicnonbsysa xputepun FDA, aBTo-
PBI clie/taiy BBIBOJ, YTO /IEKAaPCTBEHHOE B3aMMOJEICTBIE CUIMIMA-
PMHA U OPYIUX IPernapaToB BO3MOXXHO, XOTb ¥ MaJIOBEPOATHO, Ha
ypoBHe CYP2C8 n CYP2C9, u npakTn4ecky OTCyTCTBYET Ha YPOB-
Hax CYP2C19, CYP 2D6 n CYP3A4 (26). ®akT c1aboro yraeTeHus
CYP2C9 3KCTpaKTOM pacTOpOIIIN IOA4YepKMBaeTcs U B ob3ope
2012 ropa Hermann u von Richter, koTopbie npoananusuposanm
mauHble 13 nccnenoBaHmii atoro npenapara (174).

12.6. [lokazamenvnas meouuuna

Cucremarnyeckye 00630pbl, HOCBAIEHHbIE BOIIPOCAM UCIIONb-
30BaHMA CHIVMMAapMHA NPY PA3INYHBIX NATONOTUAX IEYEHM, ITy-
onukyworcsa crnenyanucrtamu KokpeitHoBckoit Temaro-Bunmaproi
TPYIIIbI, @ TAKXXE YYEHBIMY, HE BXOJALIVIMA B €€ COCTaB, J0CTaTOY-
HO perynaapHO.

XpoHnYecKne renaTuTbl

Cucrematnyecknit 0630p n Mera-aHanus Jacobs B.P. u komer,
ony6KkoBaHHbIiT B 2002 TOAy, ObUT OHOI 113 TIEPBBIX MOIBITOK IIPO-
aHa/IM3MPOBATh TOT OIBIT KIMHNYECKOTO VICIIO/Ib30BaHNA CUIMIMAPU-
Ha, KOTOPBbIIT CIOXWICA K Hadany 21 Beka. OH Bk/Ito4an 14 uccnenosa-
Hu (433 manyeHTa) ¥ He CMOT OTBETUTD Ha BOIIpoc 00 a¢ddekTuBHO-
CTU Tepanyy XpOHNYECKNX 3a00/IeBaHMII IIeYeHN STUM IPenapaToM.
OueHnBamiCh, KaK OTHE/IbHbIE OMOXMMIYeCKIie MapKepbl (TpaHcde-
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pasbl, aIbOYMUH U IPOTPOMOVH), TaK M IMCTOJIOTMYECKIE 1 SIfie-
Muonornyeckue (CMEpPTHOCTD) ITOKasaTenu. [logyepkuBas B cBOMX
BBIBOJIaX 6e30macHOCTh cunmmapusa Jacobs B.P. ¢ coaBropamm o6pa-
1ja/IY BHYMaHJe Ha HM3KOe Ka4eCTBO paboT 11 He CMOIJIN, BC/IEACTBIE
OTPAaHMYEHHOCTY VMMEIIMXCA Ha TOT MOMEHT JaHHBIX, PEKOMEH/IO-
BaTb CYIVIMapVH K aKTMBHOMY VICIIO/Ib30BAHUIO B IIpaKTuKe (175).

B cucremarnueckom 0630ope 2005 roma, IpOBESEHHOM KaHaj-
CKMIMU UCCIef0oBaTeIAMM 1IOf, pyKoBoacTBoM Mayer K.E., onpenens-
I0TCs1 001 Ve HeOCTATKM PaboT, ITOCBAIIEHHDIX M3Y4EHNIO aKTYBHO-
CTM TeX VIV MHBIX (GOPM CUIMIMAapUHA IIPY XPOHNYECKUX IeMaTUTaXx.
ITpexxie Bcero, 3TO Majnoe KOMMYECTBO MAljM€eHTOB, BKIOUYEHHBIX B
TPYIIIbl UCCIENOBaHNUA, UTHOPUPOBaHNME C/IEIIOT0 MeTOJa, OTCYT-
CTBYIE PaHIOMM3ALUN U IIa1e60-KOHTPOJIA, BK/IIOUEHE MTAI[IeHTOB
C rermaTUTaMy PasHONM 3TUONIOTUY B OJHU I'PYIIIb, UTHOPMPOBaHNE
VI pasHble IOAXOAbI K KOJMMYECTBY IOTPeOIsIeMOro OOIbHBIMU
a7IKOTO0/1, OTCYTCTBME PETPOCIEKTMBHOIO aHaju3a, NpUMEHEHNe
PasIMYHbBIX I03MPOBOK CUIMMapyHa HECKOIbKUX IIPOU3BOJUTENEN
VI HEO[JMHAKOBas JUIMTENIbHOCTD jiedeHusA. Boobie, 3aKkmoyanT aB-
TOPBI YIOMSHYTOTO BbIllle 0030pa, CUIMMAapUH CIIOCOOEeH MPUBECTH
K YIy4IIeHNI0 OMOXMMIYeCKIX II0Ka3aTelell, IpeXKie BCero — TpaH-
CaMIHa3, OJHaKO K/IVHIYeCKas 3HAYMMOCTD 3TOTO JO/DKHA OBITH VIC-
clefioBaHa OoJiee IeTalIbHO U C MICIIO/Ib30BAaHMEM TO/IBKO CTaHAPTH-
3MPOBAHHOTO JIEKAPCTBEHHOTO cpezicTBa (108).

B cBoeit cratbe Mayer K.E. ¢ coaBTOpamu Tak>Xe CChIIAIOTCA Ha
paboTbl, B KOTOPBIX OBUIO IPOJIEMOHCTPUPOBAHO, YTO Y IAllVeH-
TOB C XpOHMYecKMM renatutoM C HoOpMaausanysa 6MOXMMMUYECKUX
MapKepoB, BHE 3aBUCUMOCTI OT BUPYCOTOTMYECKOTO OTBETA, IIPK-
BOJUT K MEHbIIIEN YaCTOTE Pa3BUTNA UMPPO3a U IeNaTOLE/IIIONAP-
HOJI KapumHoMbl (176,177) u mpepmnonaraioT, YTO aHaJOTVYHBIN
addexT cunumapuHa sBseTcs no3uTUBHBIM (108).

Heckonbko panee — B 2003 romy, B AMEpMKAaHCKOM >XypHaie
racTPOIHTEPONIOruy ObII ONMyO/NIMKOBAH CUCTEeMAaTUYecKuil 0630p
Liu 1 KosuIer, MOCBAIeHHBII M3y4eHMI0 3P PEeKTUBHOCTY IIpenapa-
TOB PACTUTENBHOTO MPOUCXOXKAEHNA Y MALVIEHTOB C BUPYCHBIM Te-
natutoM C. V3 14 oToOpaHHBIX i1 aHATU3a UCCTIEOBAHNI TOTBKO
OJIHO BBICOKOKauecTBeHHOe (mcronb3oBanach mkana Jadad) 6b110
IOCBAIIEHO 9P (EeKTUBHOCTY CUIVIMAapHA B CPAaBHEHNM C ITalle-
60. dT0 onmcanHoe Bhilre nccnenoBanme Buzzelli G. ¢ coasr. (112).
ABTOpPBI 0030pa MPUXOJAT K BBIBOAY, YTO, CWJIMMapuH obOnagaer
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MOTEHLMAIbHO CIIOCOOHOCTBIO «3aIIMIIATh» TKaHb I€YE€HU OT
TOKCUYECKOTO BO3JENICTBNUA, OfIHAKO, CAelyeT IIOMHUTb, MOAYEp-
KJMBAIOT OHY, YTO NOZOOHBIN pe3yIbTaT ObUI IIOTYyYeH B pe3y/ibTaTe
KauyeCTBEHHOI'0, HO HEMHOTOYMCAEHHOT0 uccnegosanns (178).

B 2012 ropy 6b1 onmy6nMKOBaH MeTa-aHaIN3 12 paHAOMU3K-
POBAHHBIX IIaLe00-KOHTPONMPOBAHHBIX MCCIELOBAHNIL, IIPOBe-
IOEHHBIX B nepuog ¢ 1966 mo 2011 roa, B KOTOPBIX CMIMMapUH MC-
II0/Ib30BAJICSA Y MAIVIEHTOB C BUPYCHBIM renatutoM B. Ocoboe BHU-
MaHe OBIIO yeTeHO KOMOVHMPOBAaHHOI Tepaluy «CUIVMapuH +
IPOTMBOBUPYCHBIE IpeIapaThl». YKa3aHHas KOMOMHALMs C JOOaB-
JIEHUEM JIPYTUX IPOTEKTOPOB MM 6e3 HUX CTaTUCTUYECK) 3HAYM-
MO yMEHbIlIaJIa CBIBOPOTOYHbIE YPOBHM TPaHCAMMHa3, MapKepPOB
¢ubposa, a Takke unTokMHOB TGF-B1, TNF-a n IL-6 B cpaBHeHUN
C TepalueNn «TONIbKO NPOTUBOBUPYCHBIE CPENCTBA» VMIM «TOJIbKO
fpyrue IpoTeKTopbl». KoMOMHanusa cunuMapuHa U Apyrux Impo-
TEKTOPOB 3Ha4MMO yMEHbIIaja YPOBHU TpaHCAMMHa3 I MapKepoB
¢ubpo3a. ABTOPHI MeTa-aHaAM3a CINTAIOT, YTO CUIMMAPVUH B KOM-
OMHANUY C IPOTUBOBUPYCHOI Tepaluell MMeeT TepaneBTIYeCKI
HNOTEHLMAJI, SIBJIAETCA 6e30IaCHBIM U XOPOIIO NePEeHOCUMBIM JIe-
KapCTBEHHBIM CPEACTBOM, HO, YUMThIBasA HE3HAYMTEIbHOE KOINYe-
CTBO Ka4eCTBEHHBIX VICC/IEJOBaHNII, YKa3bIBAIOT Ha HEOOXOAMMOCTb
[laJIbHEJIIIero U3y4yeHus CYIMMapyHa s TOTO, YTOOBI OBIJIO MOXK-
HO CfleNlaTh OKOHYATEIbHBII 0OOCHOBAHHBIN BBIBOJ] O IIO/Ib3€ €ro
VICTIIONTb30BAHM Y MMALIMEHTOB C rermatuToM B (179).

AnkoronbHas 60/1e3Hb IEYeHN

YOOMAHYTBII B K/IaCCMYECKOM Y4eOHVKe II0 TelmaTOoNOrVM
lTndpda 0630p 3¢pPeKTUBHOCTY CUAMMapUHA HIPY ATKOTONTbHOI
6onesnu nedeHy, BpimonHeHHbIT Mullen K.D. u Dasarathy S. B
1988 romy, MO>XHO Ha3BaTh IIEPBOI IIOIIBITKON ONpEJeeHNA MeCTa
3TOTO Ipemapara B remaTonornu. B aToit pabore aHanmsmposanm
JaHHBle 6 ONyO/NIMKOBAaHHBIX IIIale00-KOHTPOMMPOBAHHBIX MC-
C/IefoBaHNUIl pasHBIX 103 cvnnMapuHa (o1 80 mo 420 Mr/cyTku Ha
HOpOTsKeHNM OT 4 Heflenb 1o 6 neT) y 302 manueHToB ¢ yIOMAHY-
TOJ maTosorueli. PesynpraThl aHanmsa I0OKasaan, 4YTO pacTOpPOIIIIa
MOXKeT HOpPMa/nn30BaTh OMOXMMMYECKNMe IoKasaTeny (GyHKIui
ME€YEHM, YIY4YIIUTh TUCTONOTUYECKYI KapTUHY U, IO-BUJMMOMY,
YBEIMYUTh BBDKMBAEMOCTD NALVIEHTOB B CPaBHEHMM C IlIaie6o.
Coob6uennit o IIP mpemapara He 6bUI0, YTO TO3BOIUIO ABTOPaAM
o630pa cpenath BBIBOJ 0 6e3omacHOCTY Takoy Tepanuu (180).
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B 2005 rony Andrea Rambaldi ¢ konneramu n3 KokpeitHoBckoii
lemmato-bunmapHoit rpynnel mpoBeny cucTeMaTndecknit 063op ag-
(beXTUBHOCTM IpernapaToB PacTOPOIIIN NATHUCTON Y HAIVIEeHTOB
C aJIKOTOJIbHOI 00JIe3HDIO IIeYeHN, B TOM 4YMCJIe U CONPOBOXKIA0-
leiica BUPYCHbIM renatutom B n C.

ViMu ObIIM HOMY4YEeHDBI CAEAYIOLUIMe Ppe3y/IbTaThl: 9KCTPAKT
pacTOpONUIY He M3MEHS/I 4acTOTY OC/IOXKHEHWII OCHOBHOTO 3a-
0o/IeBaHMA U CMEpTENbHBIX C/Iy4aeB BO BceX rpynmax. B ogHom
13 OTOOPAHHBIX MCCIELOBAHNIL, @ 9TO BBHILIEYIIOMAHyTasA pabora
Ferenci P. (132), aBTopbl HabmO#any yMeHbIIeHUE CMEPTHOCTYU
HAI[MIEHTOB C AJTKOTO/IbHOI O0/Ie3HbI0 IeYeHM, HO 3TOT 9 deKT He
ObLI MO/ TBEPIK/IEeH B IBYX APYIUX paboTax, HPOUIEAUINX IPOLIeaY-
py ot6opa. IIpu ananmse cMepTHOCTH, 0OYCIOBIEHHOI 60/Ie3HBIO
nedenu (liver-related mortality), o6Hapyxunnucp moxoxue pe-
3y/IbTATBl: B OJHOM MCCIefRoBaHNM 3¢ PEeKTUBHOCTD CUTMMAapUHA
OblIa IOATBEPXKAEHA, B TpeX Apyrnx — HeT. CleyeT OTMETUTD,
9TO HI B OJJHOM M3 MCCIIeJOBAHNII, BK/IIOUEHHBIX B 0630, He OBIIO0
IPOJAEMOHCTPUPOBAHO YBEIMYEHNSI CMEPTHOCTY IIPU IIpueMe Cu-
nuMapuHa. B 0630pe Takxe 6bUIO 0OHAPY>KEHO, YTO CUIMMapUH
CTaTUCTUYECKY 3HAYVIMO ITIO3UTUBHO, XOTb ¥ He BBIPAaXKEHO, BV
Ha YPOBHU OMOXMMMYECKUX Mapkepos — 6vnpy6una u I'TTII, Ho
He abOyMMHa 1 nporpom6buna. HeompeeneHHbBIMY aBTOPBI 00-
30pa CYMTAIOT U Pe3y/IbTAThl MeTa-aHa/MM3a BANSIHNS CUIMMapuHa
Ha ypoHu AJIT u ACT: npu ucnonp3oBaHum Mogenu GuKCupo-
BaHHBIX 9P eKTOB 1oy BAMAHIEM IIpernapaTa OHM CTaTUCTUYECKN
3HAYMMO CHYDKAIUCh, IIPY MCIOIb30BAHUY MOJENN CIy4ailHbIX
apdexkToB — HeT. BaxkHO Tak)Ke, YTO, HECMOTPSI Ha HeoIpefie-
JIEHHble pe3yJIbTaThl MeTa-aHa/lM3a II0 HEeKOTOPBIM IO3UIUAM,
Rambaldi u xonnern noguepkuBaroT xoporuit mnpodnnb 6e3omac-
HOCTM 3TOTO IIperapara.

[IpuHMMas BO BHMMaHUe HU3KOE METOJONOTNIEeCKOe KaueCTBO
paboT, OTCYTCTBYUE BUPYCOTOTNIECKOTO UCCIELOBAHUA B HEKOTO-
PBIX paboTax, IMPOKNII JOBEPUTEIbHBIN MHTEPBAJI, pa3ndie 103,
JUTNTENbHOCTY JIeYeHMS ¥ HeOOJIbIIoe KOMUYeCTBO IIAlMIEHTOB,
A. Rambaldi ¢ coaBropamMmu 3aTpygHWINCH CHe/laTh OJHO3HAYHBIN
BBIBOJ| O BJIMSIHUM CUIMMapMHA Ha CMEPTHOCTb OOJIBHBIX C ajIKO-
rOJIbHOI 0OJIe3HDIO IIeYEeHN, TAaKXKe KaK ¥ Y MAI[EeHTOB C aJIKOTO/Ib-
HOJI 6071e3HbI0 IIeYeHN, COIPOBOXK jarolerics rermatutoM B n/unn C.
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ABTOpBI IOABEPIIV KPUTUKE CYLIECTBYIOUMII METOLONIOTYeCKII
HOAXOJ K IPOBEJIeHNI0 MCC/IeJOBAaHM CUIMMapUHa, 1, CPefu BCe-
r0, OTCYTCTBME €[MHBIX ITOJXOH0B K M3y4yaeMOMY IIpernapary: Ho-
3MPOBOK, [INTEIbHOCTY TePAINY, IIPOUCXOXKIEHNIO U KOHI[eHTpa-
LM IeVICTBYIOIIErO BellecTBa (CImMO6MHNHOB) 1 Tak panee (152).

CrepyeT Tak>ke OTMETUTD, YTO METOLOJIOTIS IPOBECHNS NaH-
HOTO cucTeMaTnyeckoro o63opa Hebesymnpeuna. «Komb6uHMpOBa-
HUe» TAlJMeHTOB C PasJIMYHBIMU IO MPUPOJie HO30IOTUAMMY, OT-
CYTCTBUE y4eTa aOCTMHEHUUM M P. MOXKET CIY)XXUTb NPefMeTOM
KpUTUKY 9TOM pabots! (181).

Heckonpko npoTtuBopeunt pesynpratam A. Rambaldi gpyroit cu-
cTeMaTu4eckuii 063op ¢ Meta-anammsoM. B 2008 roxy R. Saller u xon-
JIeTy oIy 0/IMKOBaIV OOHOB/ICHHYIO BEPCHIO CBOETO VICCTIEIOBAHNA U
MeTa-aHanmm3a 2001 ropa, MOCBAIIEHHOTO KIMHUYECKOMY OIIBITY MC-
HI0/Ib30BaHMsI CUIVMMApUHA, B KOTOPOM IIPOJEMOHCTPUPOBAJIH, UTO,
HECMOTPsI Ha He3HAYMMOCTD Pas3/INumil MeX/Y BIUsSHUEM CUTVIMApU-
Ha ¥ I1a1e60 Ha OOI[YI0 CMEPTHOCTD MAI[MEHTOB C AIKOTO/IbHOM 60-
ne3Hbio nedeHn (16,1% u 20,5% COOTBETCTBEHHO), IIpeIaparsl pac-
TOPOIIIIV 3HAYMMO BJIVAIOT Ha CMEPTHOCTD, OOYC/IOBJIEHHYIO IIaTO-
norueti nedenu (10,0% u 17,3%) 1 yMeHbIIaeT YaCTOTY OCTIOKHEHUI
aJIKOTOJIbHOTO rellaTuTa, HalpuMep, sHuedanonaTuii. B BoiBosie cBo-
ero 0630pa aBTOPBI IIOJYEPKUBAIOT, YTO CUIMMAPYH 1e7IeCO00Pa3HO
HasHayaTb B KaueCTBe a/{bIOBAHTHOII TePAINY He TOTIbKO MalliieHTaM
C OTpaB/IeHNeM aMaHUTVH-COJePXKAIUMM TPprubamiu, HO U C LUPpPO-
30M IledeH (aJIKOTO/IbHBIN, Kmacc A mo Yarnny) (95,182).

YBenmnueHye KOMu4ecTBa Iy 0/1mMKanmii, oCBAINeHHBIX Tpobite-
Me 9pPexTUBHOCTYM 1 6€30IIaCHOCTY CYIMMAapUHA IIPY €TO0 VICIIO/Ib-
30BaHMM Y HAIVIEHTOB C IIATOJIOTYIEll TeIaToOMIMapHOIl CUCTEMBI,
IIO3BOJISIET MPEAIIONOXKNTD, 4TO OyAyIMe cucTeMaTudeckue 0030-
PBI ¥ MeTa-aHa/Iu3bl CMOTYT JaTh 60ee OIpefeneHHble OTBETHI 110
006CyXXIaeMBIM B 9TOM pasjesie MpobiaeMaM. YUuTbIBast, HAMETVB-
IINICA MO3UTUBHBIN TPEHJ BO MHEHUAX aBTOPOB CHCTeMaTude-
CKVIX 0030pOB, MOXKHO 3aKJIIOUUTD, YTO CUIVIMAPVH IIOTOXXUTE/ILHO
B/IMsIeT Ha TeYeH)e MHOIMX 3a00JIeBaHMIT, OJHAKO CTEIIeHb BbIpa-
JKEHHOCTY TaKOTO BIMSIHUA PV HEKOTOPBIX HATONOIUAX TpebyeT
fanbHeero n3ydenns (cm. puc. 12.3.).

Jacobs c coaBT.
oTMeYanu HusKoe
KayecTBo paboT n

He
pekoMeHaoBanun
€ro npuMeHeHune

B KJIMHUKE.

Y nauuenTos ¢ ABIN n XBIr
CUNUMApUH He BIUSET Ha
CMepTHOCTb, YacToTy
OC/IOXXHEHWUIA, CHUXKAET YPOBHM
6unupy6buHa u T, BNUsHKE Ha
TpaHcaMuHa3sbl He SCHO. OH
6e3onaceH. Kayectso
60NbLINHCTBA UCCNEAoBaHNA —
Huskoe (Rambaldi c coaBT.).

CunvMapuH 3HaunumMo
CHMXaeT
CMepTHOCTb,
accoLMMpOBaHHYIO €
anKkorosbHo
6onesHbto, U
YMeHbLUaeT 4acToTy
0C0XHeHWt ABI
(Saller n coasT.).

L™ g

PocT uncna
ny6nukauuit,
nccnenoBaHus
Ferenci, Rutter,
HALT-C, SyNCH
v ap. PMKU

_' 2002 l 2093 I 2004 [ 2005 | 2006 | 2007 | 2008 I 2009 I 2010

| 2011 | 2912 '_’?
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Prc. 12.3. 3ak/mo4eHns C1CTeMaTndecKnx 0630poB 06 addexk-
TUBHOCTY 1 6€30MacHOCTY CHMIMapIHA IIPY TeIaTOOMIMAPHOT
ratonoruu 3a 10 met. (ABIT — ankoronbHas 6one3nb nedenu, [TTII
— ramMmarayraMuiaTpancnentugasa, PIIKM — pangomMnsuposaHHble
1a1[e60-KOHTPOIMPOBAHHbIE UCCTIEIOBAHS,

XBI' — xpoHMYecKye BUPYCHbIE [€IIATHUTBI).

B 3akroueHne 3TOro pasjena OTMETUM, 4TO, HECMOTPsI Ha CJIO-
>KUBILIEECS B OTeYeCTBEHHOM MEINIVHE KPUTNYECKOE OTHOLIEHE
K CUJIMMAapuHy U NPEACTABIEHNIO O HEM KaK O IIperapare C COM-
HUTENbHON 3G (PEeKTUBHOCTDIO, CMIMMAPYH MIMeeT L0Ka3aTebHYIO
6a3y, HU4eM He YCTYHAIOIYI0 Oojee «IIOIyIAPHBIM» y HAcC Tela-
ronporekTopaM. K nmpumepy, B 2012 romy Ha eXerogHoM 3acefa-
Huy KaHapjckoll acconmanmy 1o U3y4eHMIo Ie4eHy, B pesybTaTe
IVICKYCCUM, TIOCBAIIEHHONM a/IbTe€PHATUBHBIM U HETPaAUIMOHHBIM
CpefcTBaM jedeHMs 3a007eBaHMII NeYeHV, YIACTHUKU IIPUIIIN
K C/IelyIOI[eMy BBIBOAY: IIO-BUAMMOMY, TONbKO SKCTPAKT PacTo-
pOIIIN ABNAETCA XOPOIIO U3YYEHHBIM CPENCTBOM PaCTUTENbHOTO
IPOMCXOXKIeHN A, BAUAIOIINM Ha TIedeHOUHbIe (epPMEeHTHI, yCTh U
C ITIOKa HEyTOYHEHHBIM BJIVMSHMEM Ha VICXOJl HEeKOTOPBIX 3ab0seBa-
uuit (183).
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YpcopesokcuxoneBasa KUCI0Ta

13.1. icmopusa npumenHeHus

Ypcopesokcuxonesas KIIC/IOTA
(YOXK, UDCA), ona xe 3a, 7p-gu-
TUPOKCHU-5B-X0MmaH-24-0eBass KMUCIIO-
Ta — 9TO ruApoduabHAs TpeTUdYHas
JKeTYHasg KUC/IOTa, KOoTopasd, KaK M
ApyTue KelT4Hble KUCIOTbI, OTHOCUTCA
K CTepOMIaM U CIHOCOOHA SMY/IBIUPO-
BaTh JKMPbl KUIIEYHOTO COJEP>KMMOTO
(cm. pmc. 13.1.). Opranmusm denoBeka
CIIOCO0€H CUHTE3MPOBATh 3TO COEHNM-
HeHle, OfIHAKO, B BeCbMa He3Haul-
TeTbHBIX KoNMM4ecTBax (MeHee 3%, 1O
JAHHBIM HEKOTOPBIX aBTOPOB OKOJIO
4% myma >kemuHbIX Kucnor). Cumraer-
Cs, 9YTO OCHOBHBIM MECTOM €€ CHHTEe3a
B OpTaHM3Me ABJIAETCA TOHKMIA KUIIey-
HUK, B KoTopoM YIXK o6pasyercs us
7-KeTO-IUTOXO/IEBOI KUCIOTHI ITyTeM
7b-snmMepusanuy Nnpyu y4acTUu HOp-
Ma/JIbHOJ KUIIEYHO! MUKPOQIOpPHI,
YTO MHTEPECHO, 3TOT IIPOLIeCC MOXKET
IPOTEKaTh U B 0OpaTHOM HaIIpaBIeHNN
(cm. Hmke) (1,2).
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Puc. 13.1. Crpykrypa UDCA (c caitra Pubchem)

ITpumeHeHMe cpencTBa BOCTOYHON TPAJMLMOHHON MENVIVHBI
— JKeJT4yM YEPHOTO T'MMAjalicCkoro Me[iBesA, OCHOBHBIM KOMIIOHEH-
TOM KOTOPOIJ1, 0COOEHHO B Iepuoje 3VMHeNl CIAYKH, ABIAETCS yp-
COMIe30KCMXO/IeBasA KUC/IOTA, HACIUTHIBAET HECKOIbKO BEKOB (3,4).
TocymapcrBenHas ®apmakones Kuras copepxut onmucanue 28 je-
KapCTBEHHBIX IIPENapaToB, COlep>KalllX MeBEXbIO XKemdb. [lanHOe
CPe/ICTBO HApPOJHONM MEAVIMHBI MCIIO/Ib30BAIOCh HE TONbKO JJIA Jie-
yeHNA 3a00/1eBaHNII IeYeH Y )KeTYHOTO ITy3bIps, HO I PACCTPOIICTB
3penus (14 n3 28 mpenaparos kutarickoit ®@apmaxormen) (5,6).

Camo HasBaHme MoneKkynbl Y/ XK noguyepkuBaeT n3HavyaabHOE
IPOMICXOXK/IEH)E 9TOrO JIEKAPCTBEHHOTO CPEJCTBA U3 MeJBEXbel
JKem4M, TaK KakK c1oBO Ursus B IepeBojie C TaTMHCKOTO A3bIKA 03-
HayaeT MefBens, a Ursidae — 910 Ha3Bauue poga Medsexwvux (7).
HasBaHMe «ypcoxonenHOBas KUCIOTa» MOJIEKy/le OBUIO DaHO B
1902 ropy mBenckuM xumMmukoM Hammarsten, KOTOpblil BbIgENNT
3TO BEIECTBO M3 >Kel4y 0e/1oro MefBefs, ¥ Ha CETOfHs U3BECTHO,
4TO B CBOMX Tpyjax Hammarsten Ha camoM fene ommcan He yp-
COZIe30KCHXO/IEBYIO, & XeHOHEe30KCUX0/eByIo Kucnory (8). Cope-
MEHHO€e Ha3BaHMe MOJIEKY/Ia Moay4naa B 1927 rogy or AIIOHCKOroO
uccnenosatensa Shoda, KOTOpbI MOMY4N €e B KPUCTAIINYECKOM
BUZE, @ TOYHAA CTPYKTypa KUCIOTHl ObUIa OIpefle/neHa [JpPYruM
AMOHCKUM XMMUKOM — Iwasaki (9).

VIHTepec Bpayeil TPaAVIIMOHHON MeAUIMHBI 00paIancs K yp-
cofe30KcuxoneBoi Kucmaore emje B 30-x romax 20-ro Beka, HO OH
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He HOCWI CUCTeMHOro xapakrepa (10). Vicropus xe odpuumanbHo-
ro npumeHeHusa YIXK B MeguiuHe Hayanacb BO BTOPOI NOIOBU-
He 20-ro Beka B JmoHun, xorpga komnanusa Tokyo Tanabe Bnepsbie
cunresupoBana YIXK Beicokoit ounctku (1957 ron) m 3aperu-
CTpMpOBaja ero nox TopropsiM HazpaHueM «Urso» (7,9).

Ilo mmnotHoro mccnegoBanmA Y. JlefinrHepa, omy6IMKOBaHHO-
ro B 1985 ropy (11), YIXK paccmarpmBanach MCK/ITIOUUTETBHO KakK
CpencTBo, 3¢ (eKTUBHOE IPY KaIbKYTe3HOM XOJIELUCTIATE IS pac-
TBOPEHMsI PEHTTeHOHETaTVBHBIX KaMHell HeOO/IbLIOro AyuaMeTrpa B
CIy4asx, KOIZia MpOBefieHVe XOMeIVICTIKTOMMM ObIJIO HEBO3MOXKHO.
ITO CBOIICTBO XEHO/[€30KCUXOIEBOI KUC/IOTHI U €€ IIPOU3BOHOTO —
Y XK 6bI/I0 OTKPBITO, MCC/IETOBAHO VI BHEPEHO B IPAKTUKY CIIeIIVa-
JIMCTaMU TaCTPO3HTEPOTIOIMYECKOTO OT/e/IeH N 3HAMEHUTOI aMepu-
KaHCKOJ KnHUKY Meiio B 1972 rony (12,13). 9¢ddekTnBHOCTD 9TOrO
MeToja He Obla abcomoTHOo (30-60% mamuenTos) (14).

B pa6orax V. JleiiiHepa BriepBble ObIIO OMMCAHO MO3UTUBHOE
Bo3zeiicTBue Tepamyy YIXK Ha 6MoxuMudeckie oKasaTenn npu
aKTMBHOM XPOHMUYECKOM IellaTUTe, a 03Xe — U IpyU XonecTaTuye-
ckux 3aboneBanusax (11). ViMeHHO 3TO MccefoBaHMe Jano CTapT
00/bLIOMY KOMMYeCTBY KnnHM4Yeckux ucnpitannii YIXK, npose-
IleHMe KOTOPBIX ITpofo/nkaeTcs u cerogHA. CpaBemnso OyaeT oT-
METUTb, 4TO paboThl, nmoceAmeHHble 3P dexktuBHOCTN YIXK mpn
XpOHMYECKNX TelaTUTax, B TOM YJC/Ie CIelble U MIane60-KOHTpPo-
NMMpOBaHHbBIE, NyONINKOBAINCh ) paHbIIE, OJHAKO OOJBIINHCTBY
Bpaveil OHY OCTA/INCh HeM3BECTHBI, TAK KaK ITyOIMKOBaMuCh B S1o-
HIU 11 He OBIIN IlepeBeieHbl Ha aHIJIMIICKIIL VI JpyTue A3bIKN (9).

VI3BeCTHO, 4TO MEePBUYHBIN OVINAPHBI HMPPO3 SABJIAETCSA HAN-
6oree 4acTBIM U OJOOpPEHHBIM PeryIATOPHBIMU OpraHaMM, B TOM
gyucne u FDA, nokasaHyueM K IPUMEHEHUIO YPCOJEe30KCUXOIeBOIl
kucnotTsl. [lepoivu 06 apdpexrusroctn YIXK mpu aroit maromno-
run 3asBuu Fisher u Paradine B 1986 rogy co crpaHun xypHana
«Gastroenterology» (15), a 3¢ppekTMBHOCTb 1 6€30IIACHOCTD IJIN-
TenbHOrO Kypca tepanuu YIXK y maumeHToB ¢ aTuM 3ab60/1eBaHu-
eM Obl/1a IpofieMOHCTpUpoBaHa B pabore R. Poupon ¢ coaBropamn,
onyOMMKOBaHHOM B 1987 rofy B aBTOpUTETHEIIEM MeNIIVTHCKOM
xypHaine «Lancet» (16).
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13.2. Papmakokunemuxa

YIOXK saBnsercsa 6onee ruppoduIbHBIM COeUHEHNEM B CpaB-
HEHIM C TAKMMU OCHOBHBIMU >XeTYHBIMM KMCIOTaMU, KaK XeHOJe-
30KCUXOJIeBas U Ne30KCUXO0IeBas KUC/IOTA.

EnyHcTBEHHBIM BO3MOKHBIM Ha CETOfIHA IyTeM BBEIEHUSA yPp-
COZIe30KCUXOJIeBOI KIC/IOTbl B OPTAaHM3M Ye/lOBeKa AB/IAETCA Ile-
POPAIbHBIIL.

PacTBOpUMOCTD 3TON >KETYHOM KUCIOTBI B Cpefie IMpsAMO 3a-
Bucut ot pH cpeppl. OnTHManbHBIM 3HaY€HUEM ABIAETCA 8, Mpu
pH menee 7,8 pacrBopumocts Y/IXK pesko cHmKaercs, yruera-
eTcs Mule/IooOpasoBaHye M aMUAUPOBAHME MOJIEKY/IBI, TO eCTh
obpazoBaHue MeTabONMNTOB C TAYPUHOM M IIMIIVIHOM, B IIPOCBETE
KMIIEeYHMKA — 3aMei/IIeTCs BcacbiBaHMe npenapata (17).

YIXK abcopbupyeTcs nytem naccuBHoi guddysun B npok-
CYMAJIbHOI YaCTY TOHKOTO KMIIEYHMKA ¥ aKTMBHO B IMCTAIbHOI
4acTy MOAB3/I0MIHOM KUK, VccnenoBanus, NpoBefjeHHbIe Y [0-
OpOBOJIBIIEB C pe3eKlyeil MOAB3/JOMHON KUIIKY, T0Ka3ajyu, 4TO
59 + 8% OT BBEJCHHOI JJO3bI 9TOJ >KETYHOI KUCIOTHI 0OHAPYXU-
BAIOTCS B BBIJI/ISIEMOM MJIEOCTOMBI, @ 3TO ABJAETCA CBUIETENb-
CTBOM y4YacCTMA TOJICTOTO KMIIEYHNMKA B IIpoljeccax abcopoumm
YIXK. VInTepecHo, 4TO IpyU 3TOM IMK KOHLEHTPALMU KUCIOTHI
B MIeoCcTOMe 3aBucen oT pH copmepxmumoro u nmepuoj ero peru-
cTpanun Konebasucs ot 2 go 8 wacos (18). VI3BecTHO, 4TO B HOpMe
pH B TOHKOM KumieyHuke (BZMCTaNIbHON YacTy IOJB3ILOLIHON
KUIIKY) Bapbupyer oT 6 10 7,5, YTO HEJOCTATOYHO [/ obecneue-
HMA JOCTAaTOYHOM pacTBOPMMOCTY M IOMHOTO BcachiBanusA Y/XK
B CUCTeMy BOpOTHON BeHBbI (17). Bcero B cuctemy mopranbHOI
BeHBbI BcacbiBaeTca nopanka 90% ot possl YIIXK BBefeHHOI Ie-
popanbHo (19).

[TepeHOCUMKOM YPCOJE30KCUXO/IEBOI KUCIOThI B KPOBOTOKE
JeloBeKa ABseTcs anbOyMmH. B nccnegosanun Ceryak S. u coas-
TOpOB OBIIO IIOKa3aHO, 4YTO KpoMe anbOymmHa YIXK moxeT cBs-
3BIBATbCA C JIMIIONPOTEMHAMMN: BBICOKOM, HU3KOM M OY€Hb HU3KON
mwroTHoCcTH (0K0m0 28, 16 1 11% coorBeTcTBEHHO) (20).

B mccnegopanum Parquet M. ¢ coaBTOpamMu, NPOBEIEHHOM Yy
3[JOPOBBIX JOOPOBOJIBIEB, IIPU OJHOKPATHOM Ha3HAYeHUN IIOCTIe
18-tuyacosoro mepuopa ronoganus 0,5 rpamm YJIXK, meuenoii
"C, nsoron obHapy>xuBajcs B InasMe yepe3 40 MUHYT, a MaKCu-
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MaJ/IbHbl€ €r0 KOHLEHTpaluy OIpefensanuch yepes 60-80 MUHYT.
Omnpepnenenne “C 65710 BOSMOXXHO Ha HMPOTSDKEHUM 4 4acoB IIO-
cine BBefeHnsa YIXK. Yepes 3 4aca xapaKTepHO IOSIBIEHME 2-TO
NJKa KOHIIEHTPalM, KOTOPbIN MOXET CBUMIETENbCTBOBATD, KaK O
Ha/IM4IUY 2 MecT afcopbuyy (pasHble YaCTy KUIIEYHMKA), TaK U O
Ha/IMYMM SHTepOorenaTndecKo nupkynsanum (13).

JJaHHBIE IpefcTaBleHHbIe B nccnegopannm Crosignani A. ¢ co-
aBT. HECKOJIPKO OTJIMYAIOTCA OT Mpe/iCTaBlIeHHbIX Bbile. CornacHo
UX JAHHBIM, MAaKCUMa/bHBI NUK KoHIeHTpauun YJXK B nepu-
depuyeckoit kposu (C_ ) HacTymaeT HECKOIbKO paHee — yepes
30-50 MuHYyT (21), YTO MOXET OBITh OO'BSCHEHO Bapuabe/IbHOCTBIO
pH B JKKT u pasHoit ckopocTbio abcopb1un BeliecTsa.

[Tpecucremusiit Mmetabonusm YIXK, To ectp Habmomaemblit
Py [IEPBOM NPOXOXKIAEHUN Yepe3 MedeHb, focturaet 50%. JKemu-
Hasg KJCIOTa 3aXBAaTbIBAETCA TEMATOLMUTAMU UM KOHDBIOTMPYETCA C
TaypMHOM My rnyHOM. COOTHOLIEHNE MEXY ITIMLIVHOBBIMU U
TAaypUHOBBIMM KOHBIOraTaMn 1:3 (22). 9T coefMHEHN IIPU TOMO-
my crenynyeckux nepenocynkonB BSEP (Bile Salt Export Pump)
aKTMBHO 3KCIIOPTUPYIOTCA B )KETYHbIE IPOTOKY, HAKAIUIMBAKOTCA B
YKeTTYHOM ITy3bIpe, BBIIE/AIOTCS B KMIIEYHUK 1 CHOBA peabcopbu-
PYIOTCS B CUCTEMY BOPOTHOI BEHBI IIOCPEACTBOM CIleIu(IIecKux
JULA S)Ke/TIHBIX KMCIOT HATpPUII-3aBUCYMBIX TPAHCIIOPTHBIX OEIKOB.
[TocnegHue pacrooXXeHbl B allKAJIbHOM 4acTy MeMOpaHbl 9HTe-
pounurta (17,23).

IIpm  Xo;mecTaTnM4ecKOM TMOPAKEHUM II€YEHM aKTUBHOCTD
TPAHCIIOPTHBIX CUCTEM B TellaTOLNTE, a Takke abcopOums xemd-
HBIX KJMCTIOT B KMIIEYHMKE CHIYDKAETCS, 4YTO IPUBOJAUT K YMeHblIIe-
H1o KoHneHTpauuy YIXK B >xemun u yBeIM4eHNIO €€ KOHILIEHTPa-
UM B IJ1a3Me KpoBu (24-26).

OCHOBHBIM OPraHOM 3KCKpeLy IpenapaTa U3 OpraHusMa 4Je-
JIOBEKa ABJAETCA KMIIeYHMK. Kak y>Xe oTMedyanoch Bbllle, B MIPO-
cBeTe kmmevyHnka YJIXK MoxeT OKMCIATHCS MIM BOCCTAHABIIN-
BaTbCsA [0 7-KETOAUTOXONEBON M/ TMTOXO/NIEBON KUCIOTHL. VIMen-
HO, UTOXOJ€BasA KUCIOTa AB/IAETCA OCHOBHONM >XEIYHOM KUCIIO-
TOJI, 0OHApPY>KMBaeMOJi B KaJie alMeHToB, npuHnMatonmx YIXK.
ITpoBenennble in viiro SKCIEpUMEHTHI IIOKa3aan, 4To 0Komo 40%
cpepHeTepaneBTuueckon fo3bl YIXK okucnAwoTcAa/BoccTaHaBIN-
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BAIOTCA 10 YKa3aHHBIX MeTabO/IMTOB B TeYeHMe 2 4acoB, a BCA BBe-
ImeHHas mo3a — B TedeHue 12-24 yacos (27,28). [lanubie MeTabomm-
TbI, XOTb 1 B HE3HAYNTE/IbHOM KOJIMYECTBE, HO MOTYT BCAChIBAThCA
B ITIOPTA/IbHBIN, @ 3aT€M U CUCTEMHBIT KPOBOTOK (17,23).

[TpopmomxutenpHblil nepuop nonyseiBefiennsa YJIXK us opra-
HI3Ma, KOTOPBIIl 10 JAHHBIM Pa3HBIX aBTOPOB BapbupyeT oT 3 10 5
CyTOK 1 60ee, 0OBACHAIOT HaTMYMeM SHTepOTelaTu4ecKoil Lup-
kymanuu (23,29,30).

Breigenenne YIIXK moykamu ¢ MO4Oii BeCbMa He3HAYUTENbHO
(19), HO oHO mpuobpeTaeT Gonbllee 3HaYEHME Y HMAIMEHTOB C XO-
necTasoM, Korja KoHuentpauun Y/IXK B nmiasMme yBennumBaroTca
(31,32).

OO6Hapy>keHHble HaMM B ONMCaHUY (GapMaKOKMHETUIECKUX
coiicTB YIXK oTnmums MOryT 65T 0ObSICHEHDI He TOIBKO MH/Y-
BUAYa/TbHBIMM 0COOEHHOCTAMM OpraHyu3Ma, HO M 0COOEHHOCTAMU
IIPOMBILIIEHHOTO IIPOM3BOACTBA JIEKAPCTBEHHBIX  IIPeIapaToB.
Tak, B uccnemoBanum BunbsiMca n cOaBTOPOB ObIIO TOKA3aHO, YTO
MakcuManbHas KoHunentpanus (C_ ), BpeMs JOCTIDKEHUS 3TOi
konuentpauuu (T ) u miomazgb mom KpMBOi KOHIEHTpALUM
(AUC) y npemapaToB pa3INyHbIX IPOU3BOAUTEIEN MOTYT 3HA4YN-
TEJIPHO OT/INYAThCA APYT OT fpyra (33). Pasnmnunas papmakokmue-
TUKA, B CBOIO OYepeb, MOXKeT MPUBOAUTD K IPOTUBOPEYNAM B pe-
3y/IbTaTaX KIMHNYECKUX MCCIeOBAHMNIL, KOTOPbIe IOAPOOHO OyayT
pPaccCMOTpEHBI B CIEAYIOUUX pasfenax.

13.3. Mexanusm oeticmeus

MexaHusM JieJiCTBUA YPCONE30KCUXOIEBOM KUCIOThI OCTaTOYHO
pasHorutaHOBBI. HabmrofaeMble y malMeHTOB B Ipoliecce JIeYeHNs
3¢ deKThI 3TOro Ipemnapara He MOTYT OBITh CBeI€HBI K BO3JIE/ICTBUIO
Ha KaKoﬁ-Hm6ym> OJVIH IIaTOJIOTMYEeCKNII Impouecc. bonee Toro, B Me-
xaHmusMax gercteusa YIXK ocraercsa oCTaTOYHO MHOIO «O€e/IbIX IIf-
TEH», U 9TOT (PAKT NOAYEPKIBAETCS B PA3HBIX TUTEPATYPHBIX MCTOU-
HJKAX CaMbIMM aBTOPUTETHBIMMU UCC/IEIOBATE/IAMIL.

C.B. OxoButnlit B cBOeil MOHOTpaduu «lenmaTonmpoTeKTOphI»
BBIJIE/ISAET C/IEeAyIolj/ie OCHOBHbIE MEXaHM3Mbl AECTBUA ypcojie-
30KCUXO0JIEBON KUCIOTHI (34):

e BroiBefieHNEe TOKCUYHBIX SHIOT€HHBIX TUAPO(OOHBIX >KEeTUHBIX

KJC/IOT B pe3y/ibTaTe KOHKYPEHTHOTO MHIMOMPOBAHMS UX BCa-

CBIBaHUS B KUIIIEYHIKE;
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e KoHKypeHTHOe MHIMOMpPOBaHMEe CEKPELMM TOKCUYHBIX TUAPO-
(OOHBIX KETYHBIX KUCIOT B >KeT4b;

e IlpenoTBpalieHne TOKCMYECKOTO IeNCTBYS TUAPOGOOHBIX >Kemd-
HBIX KUCTIOT B KPUTUYECKMX TOYKAX K/IETOYHOTO MeTab0/I3Ma;

o Xoneperndeckuit 3¢ eKT, IPUBOAAIINI K CHUXKEHUIO KOHI[EeH-
TpaLVY TOKCMYHBIX KeTYHBIX KUCIIOT B XKeTIEBBIBOAAIINX ITy-
TAX HeYeH;

e Ilpsamoe cTabunusnpyromiee feiicTBIE Ha MeMOpaHBbI FeaToI -
TOB U, IPEXJie BCEro, CIOCOOHOCTD MOAABIATh GOPMUpPOBaHIE
CMEIIaHHBIX XOJIECTEPUHOBBIX MUIIE/I B KJIETKAX.

B HacTosIIee BpeMsl 04€BUIHO, YTO MHOTOYMCIeHHBIE 3¢ dek-

T YIXK He MOryT ObITh 00'bSICHEHBI IIPMBEIEHHBIMN BBIIIE MeXa-

HYI3MaMJ, XOTs UX POJIb B Pa3BUTUM TepalleBTUYeCKOro addexra

MOXXeT OBITh BennKa. PaccMOTpyUM 3T MeXaHM3MBI ITOApOOHee.
YIXK yBenuumpaeT CKOPOCTb TPAaHCIOPTUPOBAHUA BHYTPMU-

KJIETOYHBIX JKe/TYHBIX KMCIOT Yepe3 MeMOpaHy rernaToLuTa B XKeTd-

Hble KaHanb1bl (35). [Ipy 9TOM KOMYECTBO >KeTIy YBeTNINBAETCH.

B ompiTax ¢ Ha/moXXeHeM (QUCTY/IBI )KeTYHOTO IIPOTOKA, IPOBEIEH-

ubix Kitani ¢ coaBT., 66110 TOKa3aHO, YTO TUAPOGOOHDIE YKeTIHbIE

KMUC/IOTBI YMEHBbIIAIT, a ruapoduabHas kucnora — YIXK u ee

KOHBIOTATHI, HAIIPOTYUB, YBEINUINBAIOT 00beM BBIZEIsIeMOIl JKemdn

(36). Nauuslit 3 ekt Hallen CBOe MOATBEPXKIEHNE K B KIMHIYe-

cKOoM mccnenoBanuu ¢ MedeHbiM ceneHoM (7’SeHCAT), npoBeneH-

HBIM Y OO/IBHBIX C IIEPBUYHBIM OVIMApPHBIM IIppo3oM (35).
CornacHo 60j1ee COBpeMEHHBIM JaHHBIM, YBe/lTNYeH)E CHHTe3a

JKeTTYHBIX KICIOT 00ycnoBieHo TeM, 4To YJIXK Ha TeHHOM ypoB-

He CTUMYIUPYET CUHTe3 CHenpUIecKuX TPAHCIOPTHBIX 0e/KOB,

tTakux Kak BSEP u conjugate export pump/mrp2, cnoco6¢TByeT ux

nepeMeleHNI0 K MeMOpaHe ¥ BCTpanBaHuio B GpocommnmmHblit
cnoii. IIpn a3TOM BIMAHME Ha CMHTe3 OelKa OOYCIOBIMBAET JIN-

Te/bHBIN 3G (deKT Tepamnnu, a HeIOCPeACTBEHHOE B3aMO/eIICTBIE

C TPAaHCHOPTHBIMYU OekaMy — ee 6bIcTphle 9P ekt (7).

YIIXK He Tonpko obmamaer xoneperndyeckum 3ddekTom, HO

VI YMEHbIIaeT BCAChIBaHME TOKCUYHBIX >KETYHBIX KMC/IOT B TOH-

KOM KUIIEeYHMKe, ITaBHBIM 00pasoM — B TePMUHATbHON YacTH

TOHKOTo Kuuieunmka (37-39). B uccnegoBanmsx 6wima mpope-

MOHCTpUpoBaHa cnocobHoctp YIXK mpn abcopbumm KoHKypu-

pOBaTh C NEPBUYHBIMU SKETYHBIMU KMCIOTaMU, YBeIMYMBasA UX
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9KCKPeLNIO, ONpefesieMy0 0 COLEeP>KIMMOMY MIeOCTOMBI. DTOT
adpPext YIXK upe3BblyaiiHO Ba>KHBIN, TaK KaK BO MHOTOM OIIpe-
nenser ee apdexrol. Bruanme YIXK Ha copmepkaHye BTOPMYHBIX
SKeJIYHBIX KUCIOT BecbMa 3Haummoe. IIo maHabiM Roda E. ¢ coasr.
n Rost D. ¢ coaBT., Ipy MOCTOSAHHOM MCIIONb30BaHNM BBICOKUX 103
(35 MI/KT) 9TOJ KUC/IOTHI B T€UEHE HECKOTIBKIX MECALIEB €€ YaCTh B
CoCTaBe >Xem4y BbIpacTaer ¢ 3% — 4% 1o 58% — 69% , B OCHOBHOM
— 3a CYET XEeHOIe30KCUXO0JIEBOI U Ie30KCUX0IeBoit KucaoT (40,41).

YMeHbIIeHNEe KOHIIEHTPAuyy TUApOPOOHBIX KeTYHBIX KUCIOT
B CICTeMe SHTEPOreNnaTudecKoil UVPKYIALUNA U, COOTBETCTBEHHO,
B KJIETKaX IIeYeHM, TaloKe KaK ¥ KyMmyanys rugpoduabHoit YIXK
CIIOCOOCTBYET COXPaHEHMIO CTPYKTYPBI ¥ HOPMA/JIbHOTO (PyHKIM-
OHMPOBaHMA KaeTOoK. OZHNMM M3 OCHOBHBIX MEXAaHM3MOB TOKCH-
4eCKOTO JeVICTBUA IUPOPOOHBIX KICIOT CUNTAIOT MOBPEX/eHIE
KJIETOYHBIX MeMOpaH, 0CO0EHHO MUTOXOH/IpUATbHBIX. Takoi Me-
xaHM3M Obl1 u3ydeH B paborax Krahenbuhl S. ¢ coasT. (42,43),
Heuman D.M. ¢ coasr. (44), Galle P.R. ¢ coasr. (45), Lim A.G. ¢
coaBT. (46) n MHorux apyrux. YJXK peanmnsyer cBoil umurompo-
TeKTUBHBI 9 (PeKT KaK HeITOCPeJCTBEHHO B3aMIMOJEIICTBYA C MO-
NeKyaMy TUAPOPOOHBIX XKETUHBIX KMUCIOT, TaK M CBA3BIBASACDH C
bochomunupamu mem6bpan (47). Ot apdexrsr YIXK 6111 mop-
TBEP>K/IeHBI in Vilro B ONBITaX C MCKYCCTBEHHO CUHTE3VPOBAHHBI-
My MeMOpaHamu (48) 1 ¢ M30/TMPOBAHHBIMYU MeMOpaHaMU 3PUTPO-
LMTOB U TenaTonuTtos (49).

CregyeT 3aMeTUTb, YTO y NMALMEHTOB C XOJIeCTa30M B HEKOTO-
PBIX MCCIEeIOBAHNAX, IPOBEEHHBIX B TOM YIC/Ie 1 C VICIIO/Ib30Ba-
HueM nsoromnos (Hanpumep, *H, n PC), BmusaHme ypcoaesokcnxo-
JIeBOV KUCJIOTBI Ha CUHTe3, abCOopOII0, KOHIIEHTPALWIO B IIJIa3-
Me M JKem4yu TakKuUX IujpodoOHBIX KUCIOT, KaK He30KCUXOJIeBas
U XEHOJIe30KCUXOJIeBast KMUCIIOTBI, OKa3ajoCh HEe3HAYUTEeTbHBIM
(50-52). ABTOpBI 9TUX PabOT MOJUEPKUBAIOT, M C ITUM HENIb3sI He
COITACUTBCSA, YTO AAHHBIE O (PApMAKOKMHETNKE M MeXaHM3Me Jiell-
crBua Y[IXK, monydeHHble Yy 300pOBBIX JOOPOBO/IbIEB, HE MOTYT
OBITb SKCTPANIOMPOBAHBI Ha 60O/IbHOI OPTaHU3M, a ee 3G PeKThI He
MOTYT OBITH CBEeJIeHbI TONBKO K KOHKYPEHLIMM C SHTOT€HHBIMU TOK-
cnyeckuMu kucnoramu (52).

Cpepu npyrux mexanusmos fevicteusa YJIXK B HacToAmee Bpe-
MA U3YYAIOTCHA AaHTMOKCUTAHTHBIN, aHTUATIONTOTUYECKII, IMMY-
HOCYIIPECCUBHBIIL U JPyTMe, KOTOPble OY/IyT pacCMOTPEHBI HIXKe.
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Bnmanmue ypcope3soKcmMxoneBOil KUCIOTBI Ha OKCUIAHTHBIN
CTpecc peanmuayeTcsi HecKonbkumy nyTamu. OHa yBenuduBaeT
cofiep)KaHue ITyTaTMOHA, IIyTaTMOH-S-TpaHcdepaspl, IIyTaTu-
OH-TIEPOKCHJIa3bl M KaTaaa3bl B relaTOLUTAX, YBEINUYNBACT COAep-
»KaHue MojieKy/1 6oratbix SH-rpynnaMmu, BO3MOXKHO, CIIOCOOHA BBI-
CTYIIaTh B POJIM JIOBYLIKM pagukanos (1,7,29,53,54). VI XK yruera-
eT akTuBauuio kneTok Kyndepa, BbI3BIBAIOIMX «OKUCINTETbHBIN
B3PbIB» B IIEYEHOYHBIX K/IeTKax (55). KonblornposanHas ¢ Taypu-
HoM Y]IXK mpegoTBpamiaeT CTUMY/INPOBAaHHOE CBOOOXHBIMY XUP-
HBIMM KUCJIOTaMM YBeIM4eHMe aKTMBHOCTY HEKOTOPhIX MUKPOCO-
Ma/IbHbIX PpepMeHTOB, Takux kak CYP2E1 (56).

B T0 xe Bpems, Y/IXK crnoco6Ha MHAyIMpOBaTh APyrue MU30-
dbopmbl nuToxpoma. Tak, B MHOTOUKCIEHHBIX paboTax Oblia mpo-
meMoHcTpupoBaHa crnocobrocts YIXK k muapykunm CYP3, B Tom
yucne CYP3A4, KoTopblil ABIAETCSA OCHOBHBIM LIUTOXPOMOM Ileye-
Hu (30%) u B snuTenuu TOHKOro kuiredHuka (70%) u metabonu-
3MpyeT OONBLIYIO YacTh MCIIONb3yeMbIX CETOJHSA JIeKapCTBEHHBIX
cpencts (57).

Mupyknma CYP3A npoucxopgut BCleACcTBIE aKTUBALUNI AEP-
Horo penenropa npersana X (PXR), KoTopblit Ha TPaHCKPUIILIMOH-
HOM ypoBHe ycunusbaeT skcnpeccuto CYP3A, npn atom YIXK nn-
AYLUpYeT 9TOT U30(epMeHT LUUTOXpOMa HaMHOTO 9 deKTUBHe,
yeM JIpyTVe KeTIHbIe KICIOTHI — XO/IeBas U fe3oKcuxonenas (58).
Eme opHuM ¢akToOpoM, CIIOCOOCTBYIOUIMM WMHIYKIVM, ABIACTCH
BO3JIEJICTBYE JIMTOXONEBOJ KMUCIOTBI — OCHOBHOTO MeTabommra
YIXK B xumeunnke (cm. Boire) (31,32,59).

Kpome CYP3A, YIIXK u nmuroxoneBas KUCIOTa depes3 BINA-
Hue Ha PXR yBenmumBaeT skcnpeccuro rmmkonporenHa-P u npy-
IMX TpaHCHOPTHBIX U 3¢ dmokcHbix 6enkoB: OATP-A (organic
anion-transporting polypeptide-A), CEP (conjugate export pump),
MRP-2 (multidrug resistance protein) 1 MRP-3, uto 6b110 IpOzE-
MOHCTPUPOBAHO B 9KCIIEPUMEHTAX Ha rprIdyHax (17,60,61). Taxxke
U3BECTHO, YTO YPCOJE30KCUXO0/IeBas KUC/IOTAa UHAYLUPYET Spyrue
¢dopmer uroxpoma — CYP2B1/2, CYP1A2, CYP1AL1 u spyrue (cMm.
Takxe pasgen o 6esonacaoctu YIXK) (62).

Bonburyto ponb B passutuu sapdexros YIXK nurpaer ee an-
TUAMONTOTUYECKOE JIEMICTBME, KOTOPOE MOXKET pa3BMBATbCA KakK
0 KacIa3o3aBUCUMOMY, TaK U IO KacCHa30He3aBUCUMOMY IyTH.
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JlokazaHo, YTO 9Ta >XKeTYHAS KUC/IOTA YMEHBbIIAeT 3KCIIPECCUIo,
apduunocty k [JHK u HakommeHme oHKoCympeccopHOro 6Oejka
P53 ¥, HAPOTUB, YCUIMBAET ISKCIpeccuio Oenka p73, yrHeraer
SKCIIPeCCUI0 Kacmaspl-3, 6mokupyeT uukaun D, yMeHbInaeT cBs-
3pIBaHue siepHoro gakropa AP-1 (activator protein-1) ¢ JHK, uro
OPMBOANT K YMEHBIIEHNIO 9KCIpeccuy crnennduyuecknx KuHa3 —
ERK (extracellular signal-regulated kinase) m Raf-1. AkTuBHOCTD
HOC/IeHUX YBeINYMBAETCA IIPU BO3EICTBUY Ha KJIETKY IIPOAIION-
TOTUYECKOI [€30KCUXOIE€BON KUCIOTDI, C eICTBMEM KOTOPOIL CBA-
3bIBAIOT pa3Butye HeKoTophix omyxosnelt JKKT (cm. Takke Huxe).
Kpome Toro, YIXK crnocobHa 6/10KMpoBaTh pelentop amupiep-
Ma/IbHOTO (aKTOpa POCTa, AKTUBHOCTb KOTOPOTO CTUMYINPYETCs
OIIATD YK€ Ne30KCUX0IeBO Kucmoroi (63-71).

B skcnepuMmeHTax Ha Ky/JIbTypax IellaTOLMTOB B MOJEIN C UC-
nonb3oBaHueM 0,5% 3TaHONMAa OBUIO IPOAEMOHCTPUPOBAHO, YTO
YIXK, ckopee Bcero BClefCTBME AaHTUOKCUJAHTHON aKTUBHOCTH,
yrHeTaeT IIPOL[eCChI allONITO3a, B TOM YNC/Ie, U1 33 CYeT YMEHbIIeHN A
cofiep>kaHMA NpoTenHa bax B Mutoxouapusax (72,73). Eme ogHum
MeXaHU3MOM yTHETEeHMs IIPOILIECCOB aIONTO3a KJIETOK SBJIAETCS
ycunenue cunresa uurokeparnna CKS8, peannsyemoe YIIXK gepes
BJIMIsAHME Ha aKTVMBHOCTD KOJVPYIOLIETo ero rexHa (74).

UDCA — eguHCTBeHHas XeM4Has KIUC/I0Ta, KOTOpas He BAUseT
Ha 9KCIpeccuio crenuduyueckoro peuentopa, obecreynBamliero
pasBUTHE aIIONITO3a BCIIE[ICTBME BO3/IEVICTBUS Ha KIETKY dakTopa
Hekposa onyxonu (DR5/TRAIL receptor 2) (75).

Nutepecno, yro Y[IXK mposBnsdeT CBOXO aHTUANONTOTUYE-
CKYI0 aKTMBHOCTD Ha BCEX TAllaX PasBUTHUA allOIITO3a, B TOM YMCIIe
u nocne skcTepHanusauuu pocharnauncepuna (72).

Kaxk yxaspiBaer Marga Kot6 B cBoeM 0630pe, IOCBAILIEHHOM
TokcuyHocTu YJIXK, yroereHme amomnrosa remnaronuToB — 3TO,
B TOM 4ICJIe, YBelIMYeHNe PUCKA PAa3BUTMS ONYXOJEBBIX K/IETOK
U YTHETEeHMe IIPOIleCCOB pereHepalyyi HOPMaJbHBIX KJIETOK Ia-
penxuMbl (76). OgHUM M3 OCHOBHBIX MEXaHU3MOB, O0YCIaB/IN-
BAIOIINMX TaKOe B/IMAHNE, OHA Ha3bIBaeT yrHEeTEHUEe aKTUBHOCTHU
nonu(AJI®-puboso)nonumepassl (cM. puc. 13.2.), KoTopbie 6BIIO
OINICaHO, HalIlpUMep, B uccnegoBanuAx Martinez-Diez M.C. ¢ co-
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aBT. (77) u Burnat G. ¢ coaBr. (78), a Tak)Ke HeraTUBHOE BO3Jell-
CTBUE Ha 9KCIpeccuto benka p53.

JlanHass Teopys HaXORUT CBOE IOATBEPXKIEHME B HEKOTOPBIX
9KCIIePMMEHTA/TbHBIX ¥ KIMHMYeCKMX paborax. Tak, B akcmepu-
MmeHTe IlonoBa ¢ coaBTopamu ObUIO NPOJEMOHCTPUPOBAHO, YTO
IV MOZENMMPOBaHNY OM/INAPHOTO UMPPO3a y KpbIc 06paTHOE pas-
Butue ¢pubposa u GUOPMHONM3 CBSA3AHBI C MACCUBHBIM aIlOITO-
30M xonaHrmouuTos (79), a B uccnegoBauusax Garewal H. ¢ coasr.
u Powell A.A. u np. 6bl1a BBIsIBJIEHA B3aMIMOCBSA3b MEX/Y PUCKOM
BO3HMKHOBEHNA KOMOPEKTAJIbHBIX OITYXOJIell I HaKOIIJIEHVEM KJle-
TOK ¢ nospexpenHon [JHK, koTopble He MOABEPININCH ANlONTO3Y
BcnencTeue BospeitctBusa YIXK (67,80). VimeroTcsa maHHBIE, YTO
YIOXK crnocobHa «M3BpaljaTh» IPOANONTOTUYECKNIT 9P deKT Xe-
HOJIe30KCUXOJIEBOI KUCIOTHI U, TAKUM 00pa3oM, ClIocOOCTBOBATD
HEeKpo3y rematonntos (81).

Kiretka ¢ m3menennoit JJTHK wmu
KJICTKa, [I0/{BEPrHyTast
LUTOTOKCHYECKOMY BO3ICHCTBHIO

Moy (AJ1®-prb030) nmonmmepasza €----------- @
4[ Dkenpeccus p53 ]—

K\
\\
[ JIHK He BoccTaHOBIIEHA ] N [ JIHK BOoccTaHOBIEHA ]
Ay N . /’\
Tlomu (A1P-pu6030) monumepasa . !
BbI3bIBaeT Aeduiut ATD ASIN ~ ,’
S~ < N N 1
~ 1
Amnonros S R AN |
N
RS ~o N I’
DKCTepHAIM3ALHA el RENEN !

hocharuauncepuna RN :
DIIMMAHAITAS

TIOBDEKICHHBIX KJICTOK

\1/ ——> - CCTCCTBEHHOEC TEUYCHHME IIpoIlecca
Perenepartyist KIETOK ¢ ------> - yrHeTalwllee Bo3JelcTBHE
unrakTHOH JTHK,

BOCCTAQHOBJICHHE HOPMATBHOM
YUCIIEHHOCTH KIIETOK B ONTaHe

Puc.13.2. Bmmanue YIIXK na Boccranosnenue JIHK,
pasButue anonrosa (o Kotb M. 2012 (76)

C HE3HAYUTECIIbHBIMI I/ISMCHCHI/IHMI/I).
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JlaHHasa Teopus, OFHAKO, He HAXOJUT CBOEro MOATBEpXJe-
HUA B APYIUX MCCHAEJOBAHMAX, HAIpuMep, B UCCIeJOBAHUU
Ikegami T. ¢ coaBTopamn, B kotopom YIXK, yBenuunpas sxc-
nmpeccuo Kacmas 3 u 9, BbI3bIBaja alloONTO3 B Pa3HbIX TMHUAX
KJIeTOK afleHoKapuuHoMBI (82), a Takxxe B paborte Lim S.C. ¢ co-
aBT., B KOTOPOJl aIllONTO3 CTUMYNMPOBAJICA IyTeM aKTUBALNUMU
nyTn «p53 — Kacmasa 8» (83).

HecooTBeTcTBME 9KCIIepMMEHTATbHBIX JAHHBIX JIPYT C APYTOM
IIO3BOJIMJIO NIPEJIIONIOKNTD, uTO BanAHMe Y XK Ha anmonTo3 HOCUT
10303aBMCUMBII XapaKTep: B MaJIbIX 03aX 9TO BelLeCTBO JIeNICTBY-
€T Ha OIlyXOJIeBble KJIETK! IIPOANONTOTNYECKN, a B CPEJHUX U BBI-
COKUX JI03aX — aHTUAIONTOTU4YeCcKM (84).

BooOuie, yMeHblIeHMe KOHIIEHTPALUM Y)Ke YIOMMHABIIECS
BbIIlIe JI€30KCUXO0/IEBOII KUCIOTBI B IJIa3Me M COMIeP>KMMOM KU-
nevyHnka B npouecce tepanun YJJXK HOMKHO MO3SUTUBHO BIN-
ATb Ha PUCK BO3HMKHOBEHMS aJ[eHOM U PaKa TOJCTOrO KUIIed-
Huka (85,86). MexaHusMbl KaHIepoTeHHOTO 3¢ddeKTa 3TOro co-
eIMHEeH) NPOMIO/KAIOT M3y4aThCs, HO B3aIMOCBA3b €€ BBICOKUX
KOHILIEHTPALMIl ¥ pUCKa BO3SHMKHOBEHUS JUCIIA3UU U OIyXOJeil
TOJICTOV KMILIKM YCTaHOBJ/IEHA JOCTATOYHO JABHO B 9KCIIEpUMEH-
Ta/IbHBIX, KIMHUYECKUX U MUJEeMUONTOTNYeCKNUX UCCIeNOBAaHMUAX
pasHbIX aBTOpOB (87,88).

IpyrumMm MeXaHM3MaMU IIPOTUBOOIYXO/IEBOTO MelCTBUA
YIXK cunMTaloT BOCCTaHOBJIEHME HOPMAAbHON CTPYKTYPbl pas-
IMYHBIX 130pepMEeHTOB NIpOTeNMHKNHA3bl C, IOBpeX/eHle KOTO-
poii HabmofaeTCcss MpU BO3JENICTBUM HEKOTOPBIX KAaHIIEPOT€HOB
(89), yruerenne skcnpeccun dpochonunaspl A, u HOpManU3aLUA
YpOBH: apaxujoHoBOI KucnoThl (90), a Takxe LJOT-2 (91), yrue-
TeHNe aKTUBHOCTY TeJIOMepassl I, BCIEACTBIE TOr0, pOpPMIPOBa-
Hus abeppaHTHBIX KpUNT (92), yBeNM4eHNre SKCIPeccuy aHTure-
HOB OCHOBHOTO KOMII/ZIEKCA I'YICTOCOBMECTMMOCT) Ha IOBEPXHO-
CTU SIUTENNANbHBIX KIE€TOK TOJICTOTO KuieuyHnka (93), a Takxke
CTUMYALUA 9KCIpeccuy oHKocynpeccopHoro reHa DLC-1 (94).
Ypcone3okcuxoneBass KUC/IOTa yTHeTaeT aKTMBHOCTb SAIEepPHBIX
aneTunTpancdepas u, TakuM 006pas3oM, OIOKMpYyeT aleTUINPO-
BaHNe TMCTOHOB B fAJjpe TeNaTOIMTOB, YTO C OIHOI CTOPOHBI MO-
KeT obecreyuBaTh IpoTeKaHue peakiuit fudpepeHnyanum Kie-
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TOK, @ C IPYTONl — NPENATCTBOBATh pelapalnnyl MOBPeXTeHHON
IOHK (95,96).

[TopTBepXIeHMe aHTUKAHIIEPOT€HHOW aKTMBHOCTU OOCYXKHa-
eMOro Ipernapara HaIlIo CBOE IMOATBEP)K/IeHIe B OKCIIEPUMEHTaxX
Ha )KMBOTHBIX U KJIETOYHBIX KY/IbTypax. B akcriepumenTte Martinez
J.D. Habmoganoch yMeHblIeHNe Mponudepanyy KIeTOK SIUTeN
TOJICTOro KyueyHuka (97), a B paborax Narisawa T. ¢ coaBropamn
OH yMEeHbIIa/I KOJIMYECTBO 1 pa3Mepbl OIYXO/IU TOICTON KUIIKY B
MOJIe/ISIX C UCIOTb30BaHMeM N-MeTHIHUTPO3MOoueBUHBI (92,98), a
Tak>Ke asokcuMmeTaHa (99).

TeM He MeHee, TPaKTUYECKNE Pe3Y/IbTaThl McIonb3oBaHuA YIXK
II0Ka He 00HaJeXMBaloT. AHTHKaHIeporeHHble apdexTsl YIXK mpn
Pas3MYHON IIATONIOTUY M3y4a/IICh, HAIIPYMeEp, B KIMHUYECKIX pabo-
tax Pardi D.S. ¢ coasr., Tung B.Y. u p., Wolf ].M. ¢ coaBt. u gpyrux
(100-102). JaHHBIE 3TMX UCCIENOBAHNIT, KOTOPbIE OTIMYAIOTCS IPO-
TUBOPEYMBOCTBIO, OYAYT IPUBELEHBI B CTIEAYIOIEM pasziere.

B Hacrosiee BpeMs M3BECTHO, YTO MPOTUBOBOCHAUTETbHBIN
apdext YIXK, mo kpaiiHeil Mepe, YaCTMYHO CBA3AH C JO303aBU-
CYMBIM B3aMIMOJEIICTBJMEM MOJIEKY/IbI IIpenapara U pelenTopoB K
ITIOKOKOPTUKON/IAMU, YTO HPUBOAUT K YTHETEHNIO BOCIIAINTE/Ib-
HBIX 9 (}eKTOB, 00YCIIOBIIEHHBIX IKCIIpeccuell AfjepHOro gakropa
NF-kB (103-105). ITocnmegunit, Kak M3BECTHO, SBJISETCS Peryd-
TOPOM HECKOJIbKMX T€HOB, IPMHUMAIOINX y4acTie B UMMYHHOM
OTBeTe U BOCIMAJIeHUN, BK/II0Yasi TeHbl UTOKMHOB (HampuMep, 1H-
tepreiiknuoB IL-2, IL-6, IL-8), ux perentopos, MOIEKY/ afre3umu,
npoTtenHas, crenuduueckux 6enkoB (Hampumep, TeTpamoavHa U
HuR nmpoTenHOB) 1 Apyrux akTMBHBIX BemecTs (106).

C 1pyroit CTOPOHBI, MMEIOTCS COOOLIEHNsT O «COXPAHSAIOI[EM»
BosaeiictBum Y XK Ha konuentpaunio NF-kB Bcinencrsue 6moxu-
pOBaHMA ierpajjaiuy camoro ¢Gakropa u ero mHrubmuropa (64).

Kpome TOro, nopo6Hoe B3auMoOpeiicTByie IPUBOAUT K YMEHb-
IIEHNI0 CMHTe3a M aKTUBHOCTU pocdonumassl A, YTO MPOABIA-
eTCsl YMEHBbIIEHNeM NPOAYKLNM apaxMJOHOBOI KUCIIOTHI U, CIle-
JIOBaTe/IbHO, Ay TOKOW0B — MPOCTAITIAH/JMHOB, IPOCTALVIK/IVHOB,
TPOMOOKCAaHOB U JIEIKOTPMEHOB, YYaCTBYIOUIMX B peannsaluu
BOCITaJIeHNs VI Pa3BUTUM COeAVHUTeNbHO TkaHu (107,108).
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B skcnepumeHnTax 6b110 MoKazaHo, yTo YIXK BeIpaskeHHO yT-
HeTaeT NPOAYKLMIO MMMYHOIIo6ymnHOB A, G 1 M MOHOHYK/Ieap-
HBIMM KJIeTKaM¥ Pa3HBIX JIMHUI, YMEHbIIAeT CMHTE3 NHTeP/IeKNI-
HOB 2 U 4, uHTepdepoHa-raMMa, TOPMO3UT Iponudepanyuo Kie-
TOK THMYyCa B OTBET Ha JlelicTBMe MHTepielikuHa 1 (76,109). Takoit
VIMMYHOCYTIPECCUBHBIN 9P (eKT ypcoae30KCUX0/IeBON KIUCIOTH He
AB/IAETCA YHMKA/JIbHBIM, B YaCTHOCTY OH y>ke ObII paHee Ipoje-
MOHCTPUPOBAH [/Is1 XeHOZIe30KCMX0IeBoit KucmnoTer (110,111).

Cpeau ApyrnX MMMYHOMOAYIATOPHBIX 3Q(EKTOB 3acmyXu-
BaeT BHMMaHMA BauAHMe Y/IXK Ha skcmpeccuio aHTUT€HOB KOM-
miekca ructocoBmecTuMocty (HLA-1) Ha moBepXHOCTM renaTonu-
ToB. CunTaeTCs, 4YTO MMEHHO IATONOTMYeCKOe IKCIIpecCUpOoBaHye
TaKNX AaHTUTEHOB, KOTOpBIe ABJIAITCA MUIIeHAMM Ana T-mumdo-
IIUTOB, OOYC/IOB/NINMBAET Pa3BUTIE ayTOMMMYHHBIX 3a00/IeBaHMIT, a
TaK>ke UrpaeT OO/MBLIYI0 POJIb B MaTOTeHe3e MePBUYHOrO Ommmap-
Horo nupposa (112,113).

Ypcope3okcuxoneBas KICIOTa He BIMAET Ha BBICBOOOXKIEHNE
TMCTAaMIHA U3 TYYHBIX KIeTOK (114).

Oco6oro BHMMaHMA 3aCTy>KMBaeT NpobaeMa U3ydeHus BINs-
HuA YJIXK Ha mponeccel mpomideparnuy rermaTounToB, TO eCTh Ha
pereHepanuio nedeHu. B HeKoToprIx paboTax OBIIO IIOKAa3aHO, YTO
YIOXK mHAyUMpyeT «OCTaHOBKY» KJIE€TOYHOTO LIMKJA B KYJIbType
nevikemmndeckux T-kmeTok (115). Ira >KeayHasd KUC/IOTA CIIOCOOHA
yrHETaTh pereHepalyio rellaTOIVTOB CTUMYIMPOBAHHYIO XOJep-
HBIM TOKCMHOM, IIPM 9TOM OCHOBHBIM MEXaHM3MOM TAaKOTO Hera-
TUBHOTO B/IMSAHUA ABJIAETCS yTHeTeHNUe CUHTe3a (pakTopa pocTa
reratouutoB (HGF). BeipaskeHHOCTD 9ddekTa JOCTAaTOYHO Benn-
Ka: B OTBET Ha JIeJICTBIE XOJIePHOTO TOKCMHA BBIPAKEHHOCTDb 9KC-
npeccun Kopupywomero HGF rena ymenpmaercsa Ha 40 — 50%, a
qepes 24 — 48 yacoB — Ha 6oree yeM 80% (116). VimeHHO KaHHOMY
(dakTOpy pocTa MHOTHE MCCIef0BATe/IN OTBOAAT POIb OCHOBHOTO
perynsaropa sMOpPMOHANTBHOTO Pa3BUTHUA U pereHepalyiy pasHOro
Buja TKaneit (117,118). Cunraetcs, 4To HakTOp pOCTa remaToru-
TOB MOYKET 0Ka3aTbhcs KpaiiHe 3¢ PeKTUBHBIM B 1edeHn GpuOpo30B
Pa3IMYHOI JIOKAMM3aLNM, HAIpUMep — IIeYeH) U MOYeK, a TaKkxe
nupposa nevenu (119,120).

BospeiictBue UDCA Ha nunupHbli 0OMeH CBSA3BIBAETCS C €€
CIIOCOOHOCTBIO BNUATH Ha aKcrpeccuio ¢pakropa FXRa, KoTOpHIit,
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KpoMe perynanmny akTuBHOCTU ¢epmenta CYP7AIL, yBenmumsa-
eT KO/INYEeCTBO ANEPHBIX peLeNTOpOB-IponudepaTopoB NepokK-
cucom (PPAR), penentopos JIIIOHII u ycunmpaeT akTMBHOCTD
JUIIONPOTENINIIA3bl CHIBOPOTKY KpoBu (121). Ob6cyxpaercsa n
BO3MOXHOCTb yuactusa FXRa B mporjeccax BBIpabOTKM TOPMOHOB
I[MTOBV/JHOI >Ke/Ie3bl, YTO JOIOTHUTENTbHO CIOCOOCTBYET JINUIIO-
mm3y. CregyeT oTMeTuTD, 4yTo YIXK sABNIAeTCA ropasmo 6onee cia-
ObIM cTUMYIATOpOM aKcnpeccuy FXRa, yeM nmepBuYHBIE SKeTYHbIE
KJCTIOTBI, ICTIOZIb30BaHMe KOTOPBIX OrpaHM4eHo u3-3a ux IIP, a mo
manHbpiM Hempfling W. ¢ coaBTopamm B3ammopeticteua YIXK c
FXRa Boobue He mpoucxoput (17). [Tosromy Bausauue YIXK Ha
yposuu JIIIHII, HO He TpuUrIMLepuAOB, MOXET MMETb 3Ha4YeHME
TOJIBKO IIPU MCIOJIb30BAHUY B KOMOMHAIVY C APYTYMU TANNALO-
CHIDKaoIVMY npenaparamu (122).

Cpenu mpyrux BO3MOXHBIX MexaHM3MoB BauAHuA YIXK nHa
TUIMIHBI 0OMEH pacCMaTpMBAIOTCA yrHeTE€HNUe KOIH3MM-A-3a-
BUCUMBIX peakiuii (MeTabonmm3M xonecTeposna, oOpasoBaHue I0-
JIOBBIX TOPMOHOB, CMHTE3 JXEeTYHBIX KUCIOT U APYTUX BEIeCTB), U
yraeTeHyue o6pasoBaHusA BTOPUIHOTO MecceHpkepa — TAM® (pe-
anusanus 3¢ PeKToB HEKOTOPBIX TOPMOHOB, HAIIpUMep — afipeHa-
JIMHA U TII0KaroHa) (76,123-125).

VIMeHHO He3HAuYMTENbHOM CTelleHbIo akTuBauum FXRa, ecnu
OHa BCe K€ MMeeT MeCTO, HEOJHO3HAYHbIM B/IMAHMEM Ha KO3H-
3MM-A-3aBUCUMBIIT MeTabonmuaM xonectepona u [AM®-omnocpe-
INOBAaHHYIO peanyu3alyio OTBeTa Ha TOPMOHA/IbHOE BO3JelCTBUE
MOXeT ObITh 0O'bACHEHO IPOTUBOpPEUNe Pe3y/IbTAaTOB II0TyYeHHBIX
B nccrnenoBanyax adpdexrusHoctn YIXK npu >xupooit 60me3Hu
nmedeHn (CM. HUDKE).

Eme opHuM, 4pe3BbIYaliHO MHTEPECHBIM MEXaHU3MOM Jeii-
crBua YIXK, usydeHnue KOTOporo Ha4yaaoCh CpaBHUTENBHO HeJaB-
HO, ABJIAETCS «IPOoOyXAaoumit» a¢pdekT aToro cpepcTna. B akcme-
PMMEHTaX Ha >KMBOTHBIX U KY/IbTypaX HEPBHBIX KJIETOK ObIJIO IIPO-
nemoHctpupoBano, 4ro YIXK sasnsercsa anraronucrom 'AMK,
PeLenToOpOB r’MCTaMUHEPIMYECKUX HEIPOHOB HEKOTOPBIX AZlep I'M-
norajgamyca (TybepoMaMmIApHOe AApO, Hanpumep). Vicronpso-
BaHue Y[IXK, Takum 06pa3oM, MO>XXeT OKa3aTbCs O1aronpyuATHHIM
IPY COCTOSAHUAX, COIPOBOXKAAIOUINXCS MOBBIIEHNEM aKTVBHOCTHI
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I'AMK (COHNMMBOCTBD, YCTANIOCTD U TAK Jlajiee), 9YTO MMeeT MeCTO, B
TOM 4ICJIe, ¥ TIPY IleYeHOYHOIT aHIedanonaTum (126).

B 3aBepiuenue aToro paspena He0OXOAVIMO OTMETUTb, YTO, He-
CMOTPS Ha KOXXYIYIOCA «yHUBEPCAaTbHOCTb» MeXaHM3Ma AeiiCTBUA
YPCOIEe30KCUXONIeBOI KUCIOThI U JJOCTATOUHBIN «OXBAaT» Pa3HBIX
3BeHbeB IIaTOTeHe3a MHOTMX 3a00/IeBaHUIl TenaToOMINapHO Ch-
CTeMBI, 9TOT TeMATONPOTEKTOP B psAfe Clydyaes, 10 HEM3YYEHHBIM
IIOKa IIpUYMHAM, HE MOXXET peann3oBaTh CBOM TepaleBTUYECKUI
norteHiyan. Tak, BpayaM, pabOTaIONIM C IePBUYHBIM OM/IMapHBIM
UPPO30OM M3BeCTeH (PEeHOMEH «OTCYTCTBMS OTBETa Ha TepaINio
Y XK», KOTOpbI/l YCTaHABAMBAETCA MO OTCYTCTBMIO HOPMaju3a-
UM YPOBH:A OMmupy6mHa u anbOyMuHa, WIN IO YBEIMYEHNIO VIC-
XOJJHO HOPMaJIbHOTO OMIMpyOMHa BbIllle HOPMBI B TedeHMe 1 ropa
IpMMEeHEeH)s Iperapara (IpuBefieH NNIIb OAVH M3 MHOXeCTBa
Ipe/IOKeHHBIX KpuTepues). YacToTa «HEOTBETUYMKOB» CPeny Ia-
IIVIEHTOB C IIePBUYHBIM OVIMAPHBIM I[MPPO30M MOXKET JOCTUTATh
40% (127,128). Ilpu onenxe orsera o Merogy PM. Huet (129) — ouen-
Ke YPOBH:A IIOPTAJIbHOV TUIIEPTEH3UN Yepe3 2 Tofia IOoC/Ie Tepanmum
VYIXK — 9yacToTa «HEOTBETUYMKOB» MOXET NOCTUTATh U OOIbIINX
3HauyeHu (CM. HUXKe).

13.4. Jlannvie knunuuecKux ucciedo8anuil

JKenuHokaMeHHas 60/1e3HD

B nHacrosamee Bpemsa npumenenne YJJXK B kadecTBe KOHKpe-
MEHT-PaCTBOPSIOIIEr0 areHTa HpU >KeTYHOKAMEHHON 00/e3HM
BC/IECTBYIE HU3KOI 9 PEeKTUBHOCTY 1 BBICOKOJ YaCTOTBI PeLVI/IN-
BOB (30 — 50% B TeyeHMe 5 jeT) MMeeT OrpaHMYEHHOE 3HAYEHUE.
CormacHo pekomeHpanusaM Portincasa P. ¢ coaBTopamu nepopanb-
Hasl TUTONUTUYECKAs Tepanys BO3MOXKHA IPU BBITIOJTHEHUN CJIe-
AYIOIMX YCTIOBUI: HEBBIPA)KEHHAs KIMHUYECKas CUMIITOMATHKA,
COXpaHeHHas ABUraTelbHast QyHKIVA y3bIps, HeO0onbLION (MeHee
5 MM) pa3Mep KOHKPEMEHTOB, KOTOpbIe JJOJDKHBI OBITb PEHTI€HO-
HeratuBHbIMU (<100 HU) u HaceimenHbIMu X0mectepuHoM (130).

[Tony4yeHHble B paHHUX paboTax cBefleHUs 00 yMeHbIIEHUN
9aCTOTHI MEYEHOYHON KOJMKM y MALMEHTOB C Ka/JTbKYIe3HbIM XO-
neyucturoM, npuanMaromux YIXK (131-133), He Hanum cBoero
HOATBEPKJeHNA B KPYIIHOM, PaHZOMU3MPOBAHHOM, [JBOITHOM CJIe-




MaBa 13. Ypcope3okcmxonesas Kucnora

297

II0M, I/1a1[e00-KOHTPOIMPOBAHHOM MCCIEOBAHUY Y MAL[MEHTOB C
npencrosAmert xonenucrakromueit (134). PaboTsl, mocBseHHbIE
usydennio s¢pdexrusaoctn YIAXK npu xonenntuase, mpomomxKa-
I0TCA ¥ B HaCTOsAIIee BpeMsA, B TOM YJC/Ie I OTeYeCTBEHHBIMY aB-
topamu (135).

Mera-ananuz May G.R. ¢ coaBrt., onybnukoBaHHBIT B 1993
rofy, ycTaHoBuUI, 4T0 3¢ dexTuBHOCTD Y XK mpn kanpkynesHoMm
xonenucture cocrasnsier 38% (136) (mogpobHO cM. B paspene Jjo-
Ka3aTe/IbHO MEQUI[MHBI).

ITepBUYHBIIT OMIMAPHBII HUPPO3

Kax y>xe roBOpm/iIoCh BbIllle, HAa CETOHs IePBUYHBIN OVImap-
HBIIl UPPO3 AB/IAETCA OCHOBHBIM ITOKa3aH)eM K Ha3HaueHNIO yp-
COJIe30KCYIXOJIEBOI KMC/IOTBI, O00PEHHBIM PeryIsTOPHBIMU Opra-
HaMJl MHOTUX CTPaH, B TOM uncje u amepukaHckoit FDA. Opnnako
ee 9 PeKTUBHOCTb MHOTYIMY VICCIIEIOBATE/IAMM CTaBUTCS MOJ, CO-
MHeHIe.

[TepBoiMu 06 adpdexruuoctu YIXK npu a0l maronornn 3a-
asunu Fisher n Paradine B 1986 rony B cBoeM coobuienny, onyonn-
KOBaHHOM B aBTOpPUTeTHel1IeM XypHane «Gastroenterology». AB-
TOPBL OTMETIIN YIy4IleHNe 6MIOXMMUYIeCKNX TI0Ka3aTesneil (TpaH-
caMMHa3) y Bcex 10 manmeHToB, BKIIOYEHHBIX B 1cciefoBanne (15).

HanHas pabora u mocnepymomas 3a Heit pabora R. Poupon ¢
coaBropamu (16) BbI3Bana OO/BIION MHTEPeC TemaTonoroB, U 3a
nocnenyomye 10 et 6pUI0 IPOBeeHO 4 KPYIHBIX PaHLOMU3NPO-
BAHHBIX IBOJHBIX C/IEIBIX IJIa1[e060-KOHTPOIMPOBAHHBIX MICCIENO0-
BaHNA, MOCBAIeHHBIX 3¢ PexTuBHOCTN YIXK npy nepsudaHoM 61-
nuapHoM Iuppose. Ito uccnegosanns Poupon R.E. ¢ coasr. (137),
Lindor K.D. ¢ coasr. (138), Combes B. ¢ coast. (139) u Heathcote
E.]J. c coasT. (140).

Bce nccnenoBaHua BKIOYaIN JOCTATOYHOE KOMMYECTBO TTALN-
eHToB (0T 150 1o 220 yemoBek), MPOFODKANMICH HA TPOTIXKEHUN
HEeCKOJIBKMX JIeT U COOOIIamy O CXONHBIX pe3y/IbTaTax, a MMEHHO
IINTE/IbHOM 3HAYMMOM Y/Ty4IIeHNN 6MOXMMIYeCKIX ITOKa3aTeein
(6unupy6buH, Tpancammuasel, IO, I'TTII), HekoTopoM ymy4ie-
HVY TUCTONOTMYECKOJ KapTUHBI (MCYe3HOBeHMe 6a//IOHHOI Here-
Hepaluy, yMeHbIIeH)e BOCIIAINTENbHON NHGUIbTpALy, 30H He-
Kpo3a, XosecTasa, Ho He pubposa — B ucciegoBannn Poupon R.E.
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¢ coaBT. (137)), yMeHbIIeHNN BBIPA>KEHHOCTY KIMHWYECKNX CUM-
ITOMOB (3yzma, cmaboctu — B TOI ke pabote (137)), yMeHblLIeHNEe
KOJIMYeCTBA OCTIO>KHEHUII 3a00/eBaHNs U B JBYX JMCCIIEJOBAHMAX
— yaydllleHye NPOTrHO3a, OLleHMBAaeMOro II0 IIKaje pucKoB Meiio.
Hy>XHO 3aMeTUTb, YTO HU B OJJHOM U3 OOCY>KJaeMBbIX MCCIefoBa-
Huit tepanua YJJXK He npuBena K nepecMoTpy IMCTONOTMYECKO
cTaguy 3a00/IeBaHMS, a BIMSHIE €€ HA TaKle «KOHEYHbIE TOYKI»,
KaK CMEPTHOCTD M YaCcTOTAa TPAHCIJIAHTALNY, B CPAaBHEHNU C II/Ia-
11e60 0Ka3a/0Ch CTATUCTUYECKN He 3HAYMMBbIM, HECMOTPsI Ha J1O-
CTaTOYHYIO IJIMTENbHOCTD JledeHus (okono 4 net). IlomyueHHble
pe3y/IbTaThl IO3BOIN/IN TOJHATD BOIIPOC O 11e7IeCO00PasHOCTH Ha-
snayeHys Y XK npu IIB1] eme B 90-e ropbr 20-ro Beka (141).

B nccnepoBanuu Floreani A. ¢ coaBT. B kKauecTBe mokasatess 9¢-
¢dextrBHOCTN Y]] XKy 60/TBHBIX C IEPBUYHBIM OVIIAPHBIM LIV PPO30OM
UCTIOTIb30BA/IN OMOXMMIYIECKIe MapKephl IUPPO3a — CBIBOPOTOUHbIE
ypOBHM r'anypoHoBoit kucnotel n P-III-P (mpomentny npokosare-
Ha III). K coxxanenmio, foka3aTb 3HAUMMOCTb BJIVSHNA [IByXJIeTHeI
teparuy YJIXK Ha 9T MapKepbI He yanoch (142).

B rpeueckoM mNpPOCIEKTMBHOM pPaHIOMU3MPOBAHHOM He-
C/IETIOM VCC/IeIOBAaHMM C YaCTUYHO IEePEeKPEeCTHBIM [M3AMHOM
Papatheodoridis G.V. c coaBropamu nsyqyamm apdexrtsr YIXK y 86
HAIVeHTOB C MePBUYHBIM OVMJIMApPHBIM LIUPPO3OM B CPaBHEHUM C
OTCYTCTBMEM BMeIIATeNbCTBA. VI3yyanm Kak oOLIyI0 CMEpTHOCTD,
TaK ¥ CMEPTHOCTbD, aCCOLMVPOBAHHYIO C 3a00/IeBaHMeM MIeYeHN, a
TaK)Ke YacTOTY TPAHCIUIAHTALMII ¥ OCTIOKHEHUII OCHOBHOTO JiMa-
ruosa. ViccmemoBanue Jnmioch 12 jieT, 1 B pe3ynbTaTe ero foKasaTb
nosutuBHoe BausAHMe YIXK Ha ymoMAHyTbIe BbIlIE IOKa3aTeNN, a
TaKXXe Omoxmmmdeckue Mapkepsl — 6wmpy6us, AJIT, n mopdo-
JIOTM4YecKoe CTPOeHNe TIeYeH ), He yaanoch (143).

B mcnmaHCcKOM MHOTOLIEHTPOBOM I/Iane60-KOHTPOIMPOBAHHOM
uccnepoBanuy YJIXK, XxoTb U nposBnAna CTaTUCTUYECKY 3HAYM-
MOe BO3JeJICTBMEe Ha HEKOTOpble O6MOXMMMYecKue Mapkepsl (6m-
nmupy6usn, IO, I'TTII, TpancamMuHaspl) ¥ IOKa3ana He3HAYUMYIO
CYMIITOMATU4eCKYI0 9P (eKTUBHOCTD (BBIPAXXEHHOCTD 3y/ja, PUCK
Pa3BUTUA acLIUTA, KPOBOTEUEHMI U 9HIe(ATONATUI U HEKOTOPBIE
[pyryie MOKa3aTenn), Ha CMEPTHOCTD ¥ YaCTOTy TPaHCIUIAHTALUN
nedeHy He Bysiia. Hanporus, B rpynne Y XK nabnrogancs Tpeup
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K YBeJIMYEHNIO CMEPTHOCTY OO/IbHBIX. B aTOM MccefoBanum npu-
ONMM3UTENTPHO Y HOJOBMHBI ITALIMEHTOB aBTOPHI HaOIIOmany 3Ha-
4yMoOe yIy4dlleHre MOpQOIOruy MedeHy, a MIMEHHO yMeHbIlIeHIe
IOPTaJIbHOTO BOCHA/IEHN ¥ BbIPa)KEHHOCTb HEKPO3a, HO He Kile-
TOYHO nponudepanun 1 xonecrasa. Taxxe oHu 3aduxcupopann
yMeHbllIeHJe TUTPa AaHTYMUTOXOH/IpMaTbHBIX aHTUTET ¥ MUMMYHO-
rnobynuua M B nnasme (144).

Kcratyu, manHag pabora ocTaeTcs OFHMM M3 HEMHOTVX BBI-
COKOKAa4eCTBEHHBIX MUCCIEOBaHNUIl, B KOTOPOM 3(p(PeKTUBHOCTD
YIXK 6bly1a IpogeMOHCTpYPOBaHa TUCTONOTMYECKH, OJHAKO CIe-
AyeT IIOMHUTD, YTO 6MOICKS ObL/Ia BBHIIIOTHEHA TOIBKO Y TIOIOBVIHBI
BKJIFOUEHHBIX B 3Ty paboTy MAIeHTOB, TO €CTh CYLIeCTBYeT BEpo-
ATHOCTb TOTO, YTO OOJIbHBIE C IPOrPECCUPYIOLINM 3abo/IeBaHeM
Moru ObITh He YYTEHBI MccnefoBaTensmu (145).

B pmpyrom, OTKpBITOM MKCCIEOBAHUM, STUX XK€ MCHAHCKUX
CIIeMaancToB, onybnukoBaHHOM B 2006 ropy, 6bU10 o6Hapysxe-
HO, 4TO y 61% IAnueHTOB C IEePBUYHBIM OMIMAPHBIM LUPPO30M
(0b111€€ KOMMYECTBO NALMEHTOB B MCCIeNOBaHuy — 192 yenoBeka,
Bce ¢ I — Il rucronornueckoit cragueit) tepamusa Y XK (15 mr/kr)
B Te4YeHMe roja no3BoysieT foourbces ymenbinenus 1O wa 40% u
0osee, 4YTO aCCOLMMPOBANIOCH C YMEHbIIEHNEM JIeTaIbHOCTY U T10-
TpeOHOCTM B TPAaHCIUIAHTALMM IIeYeHV, CPAaBHUMBIX ¢ 001eil 1mo-
nynanuen (146).

V3 snupeMmnonorndecknx MCCaefoBaHuil ciefyeT yIOMsAHYTb
06 orkpeiTeix ucnpiTanuax YIXK, nposegennnsix Leuschner U. ¢
coaBT. (147), Bateson M.C. c coaBrt. (148) u Poupon R.E. ¢ coasr.
(149). B mepBbIx ABYX paboTax aBTOpaMy OTMeYanoch yIydlleHue
BbDKJMBAEMOCTH ¥ KOHILIEHTpAI[MM TTeYeHOYHBIX MapKepOB Yy Halu-
€HTOB, CTPAZIAIONINX OT IIEPBUYHOrO OMIMAPHOTO LMPpO3a U Npu-
HumMaromux Y/JIXK Ha nporsoxenun 5 — 6 ner. B atux mucciepona-
HIAX CPAaBHUBAJIN IIOKA3aTeIN IO M MOCTIe JledeHns. B mocmennei
pabore Poupon R.E. n gpyrue aBTopbl 3y4unnu BaussHue 4-1eTHE
repanun Y/JIXK Ha )KeCTKyI0 KOHEYHYI0 TOYKY — CMEPTb IallMeHTa
WM TpaHCIZIAHTAIMA MedyeHu. B KadecTBe IPYIIBI MICCIENOBAHNA
JVICIIONIb30Ba/IM KOTOPTY B 146 maumeHTOB, 0TOOpaHHYIO B Oosee
paHHeM, y)Ke yIOMMHaBIIEMCA Bblllle, MccaegoBanumy 1991 ropa
(137). Oxasanocs, 4TO B IpyIIle OOIbHBIX, KOTOPBIE B TeUEHME IIep-
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BbIX 2 IeT npuHuManu mianebo, a 3arem emte 2 roga YJIXK, cmept-
HOCTb ¥ NMOTPEOHOCTb B TPAHCIUIAHTALVY 3HAYMMO BBIIE, YeM Y
nanueHTos, npuHuMasmux Y/XK 4 ropa.

V3 60mp1I0TO KONMMYECTBA paboT, NOCBAILEHHBIX IIpobieMe ad-
dextuBroctn YIIXK B nedeHnn nepBuIHOro OMIMAPHOTO LUPPO3a,
MOYKHO BBIJIeNIUTh U KoropTHoe uccinegoanne Chan C.W. u coas-
TOPOB, B KOTOPOM IIepyof;, HAOIIOfeHNs 3a IMalMieHTaMy JOCTUTrasl
12 net (B cpegHeM okorno 5 yet). V3 209 maumeHTOB 69 4enoBeK mo-
nygamm YJIXK, a octanpHble cOCTaBMU/IN TPYITY cpaBHeHMA. HecMo-
TPs Ha 3Ha4YMMOe CHYDKEHMe KOHI[eHTpauuu OuaupyOuHa 1 1enod-
Hot pocdarassl B rpymnne Y/IXK, MonoXXuTe1bHOro BO3/eiCTBUA Ha
YaCTOTy PasBUTHUA OCIOXXHEHMIT OMIMAapHOTO Iuppo3a (KO>KHOTO
3y[ja, BAPMKO3HO M3MEHEHHBIX BeH MNUIIEBOJA, YACTOTY Pa3BUTHUA
MHGpEeKUMIT U TaK Jjanee), CMEPTHOCTb M YaCTOTY TPaHCIIAHTALIMI
(150). DTy pesynbTaThI COITIACYIOTCS C 3aK/II0UEHIAMI MeTa-aHasIu-
30B PaHJOMM3MPOBAHHBIX ¥ OTKPBITBIX MCC/IENOBAHMIL, IPOBEJeH-
HbIX Gluud C. n gp. (151), Goulis J. ¢ coast. (152), a Taxke fpyrux
aBTOPOB (CM. paszern 1o jokasaTenbHol 6ase YIXK nmanee).

Cnenyer 3aMeTUTD, YTO BbIBOZABI JAHHOTO KOTOPTHOTO MCCIIe-
JIOBaHMUA OT/IMYAIOTCA OT TAKOBBIX KOTOPTHI NAI[MEHTOB C IIepBUY-
HBIM OMJIMApHBIM LUPPO3OM, MpokuBawinM B Hpiokacie n ero
okpecTtHOCTAX (Bemmko6puranus). I[Ipu aHanuse cMepTHOCTM B
koropre u3 136 manuenToB . J[>KOHC ¢ COaBT. 0OHAPYXWUI, YTO
npuem YJIXK acconumpyercsa ¢ my4iieil BBDKMBa€MOCTbIO allME€H-
TOB, YMEHbIIEHeM CMEPTHOCTU U YaCTOThI TpaHCIIaHTanuit. [le-
pyof HaOMIOeH NS 32 KOTOPTOI COCTaBMI 9 JIeT, @ CMEPTHOCTD 3Ha-
4YIMO aCCOLMMPOBANIACh C Ha/IM4MeM IVIOXMX MOKa3aTesIell HIKaJIbl
ycranoctu FIS HezaBucumo ot ¢akra npuema YIXK (153).

OTnnyaroTcsa NpoTUBOPEUYMBOCTDIO AaHHbIe O BAuAHUM YIXK
Ha IeTOKCULIMPYIOIYI0 YHKIVIO TIeYeH) Y MalMIeHTOB C IepBUY-
HBIM OMMMapHbIM Luppo3oM. Eciu B ogHux paborax moxasaHo
ee y/lIydllleHUe, TO B JIPYIUX — IIOIOXXUTE/NTbHBIX M3MEHEHUN BBI-
sBJIEHO He OBUIO. B KayecTBe TECTOB MCIOTbB30BAIN: IKCKPEILVIO
#mTcHIDA, xnupenc 6poMocynbdTanerta, SKCKpenys raakTo3bl,
IBIXaTeTbHBIN TECT C aMMHONMPYHOM 1 Ap. (16,154-156).

BHyMaHMA 3acny)XuBaeT IPOCIEKTUBHOE I/1alle00-KOHTPOIN-
POBaHHOE MCCIEOBAHNE C IIEPEKPECTHBIM AM3aITHOM COBMECTHOM
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dpaHKO-KaHA[CKO TI'PYNIbl CIELMATUCTOB IO PYKOBOACTBOM
Pierre-Michel Huet, mocssmenHoe BOIPOCY NMpOrpeccUpOBaHM
IOPTa/TbHOJ TUIIEPTEeH3NH y TALMEHTOB C IePBUYHBIM OMIMAapPHBIM
Uppo30oM. BbIIo MoKasaHo, YTO y psifja NAlMeHTOB (pPeCIOH/epOB)
YIXK crioco6Ha npefoTBpaTUTh NPOrpeccupoBaHmie OPTAIbHO
TUTIEPTEH3UN U, B OTJa/IeHHOI IePCIIeKTNBE, YBeTNUNUTD MX BBIKU-
BaeMOCTb, B TOXKe BpeMs y APYrUX OONbHBIX (HOH-pPeCIOH/IePOB)
3TOT Ipelnapar He MOKa3aja KaKoro-nmi6o 3Ha4MMOTO BIVAHMA Ha
1u@pel MOPTATBHOTO AaB/IeHNA. ABTOPBI IPEAJIaraloT MCIONIb30-
BaTh M3MepPEHME 3TOro nmapamerpa yepes 2 roga tepanuu Y/IXK
C L|e/IbI0 NIPUHATUA PelleHNs O 1e/IeCO00PasHOCTY JJaTbHEIIero
nedenns YJIXK, To ecTb [j14 onpesenenusa peclioH/J€pOB I HOH-pe-
crionjiepoB. CrefiyeT OTMETUTD, YTO B IaHHOJ paboTe cOOTHOILIe-
HJEe MEeXJY STUMM TpyIIaMyu COCTaBMIO 42 u 59 4enoBeK COOT-
BETCTBEHHO (Y4acToTa «HEOTBETYMKOB» =~ 60%). VccnemoBarenu
CUMTAIOT, YTO UX Pe3y/IbTAThl MOATBEPKIAIOT MHEHME O TOM, 4TO
adpdextuBHOoCcTh YIIXK B 60/1bBII0T CTETIEHN 3aBUCUT OT BPpEeMEHMU
CTapTa Tepaluy: YeM paHbllle Ha3HAUYeHO JIeYeHle, TeM JIy4lle ero
pesynbratsl (129).

[lepcrieKTMBHBIM HAIpaBJIeHMEM B JIE4EHUN HMEepBUYHOTO OM-
IMapHOTO UYPPO3a CYNTAETCS UCIOTb30BaHMe KoMbouHauit YIXK
Y TOPMOHOB. B HacTosIlee BpeMs aKTUBHO M3y4aloTcs 9P eKTuB-
HOCTb 1 6e3omacHocTh KoMbOuHanuit UDCA ¢ mpegHU30mM0HOM,
IPeIHN30/I0OHOM I a3aTVIOIPIHOM, OYIeCOHUIOM, IIPOTeCTEPOHOM.
[IpenmosnaraeTcs, YTO JAHHBIE CXEMBI ITO3BOJIAT JOOUTHCS He TOJb-
KO OMOXVMMMYECKOTO, HO U TMCTOTOTMYECKOTO YIY4LIeHNs Y MaIy-
€HTOB ¢ OunMMapHbIM HUppo3om (157).

JleTanbHO pacCMOTpPETD, [ja ¥ MPOCTO MEPEUNCINTD BCe UMEIO-
myecs Ha cerofHs uccnefoBanus a¢pdextusHoctu YIXK y manu-
€HTOB C NIEPBUYHBIM OVIMAapHBIM LMPPO30M HEBO3MOXKHO. VX Ko-
IMYeCTBO JOCTATOYHO BeMKo. [IoaToMy Hanbosee onTuManbHbIM
METOIOM, ITO3BOJIAIONIVIM CYAUTb O IIeecO0Opa3HOCTU Ha3Hade-
HusA sToro JIC mpu paccMaTpuBaeMoil MaTONOTUM, ABIAETCA U3Y-
JeHNe TepUOANYeCcK) 0OHOBIAEMbIX CHCTeMAaTNIeCKNX 0030pOB I
Pe3yIbTaTOB CONPOBOX/AAIINX UX MeTa-aHa/lIn30B (CM. ClefyIo-
IMIT pa3jies 9TOM ITIaBbl).
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IlepBuYHBII CKIEPO3UPYIOIINIT XOTAHTUT

Eme ogHUM rpo3HbIM 3a60/1eBaHMeM, IPY KOTOPOM IpeAIona-
raercsa apdexTuBHOCTD YIXK, ABIsAETCA NMEepBUYHBINA CKIEPO3NU-
pYIOHlI/IiI XOJ/IAaHTUT. HeCMOTpH Ha yiny4duieHune 6I/IOXI/IMI/I‘I€CKI/IX n
TMCTONOIMYECKUX IIapaMeTPOB, IOKa3aHHOE B MIMIOTHBIX MCCTIE0-
BaHMAX (HampuMep: IIane60-KOHTPONUPOBAHHOE JCCIIEOBAaHIEe
Beuers U. ¢ coasrt. (158), pa6orsr Stiehl A. (159), Chazouilleres O.
¢ coasT. (160), O’'Brien C.B. ¢ coast. (161), Mitchell u gp. (162)), B
nocnennee Bpems addexkruBHocTh YIXK mpu aTom 3aboneBannn
TPaKTYeTCs MHOTMMM aBTOPAaMM CKOpee Kak «HescHas» (76,163).

B ceBepoamepukanckom uccnepoBanuu Lindor K.D. u xon-
ner tepanua YIXK B ctangapTHOI mose 13-15 Mr/Kr macchwl Tena
okasajach HeaPPeKTUBHON. YBenMueHMe 3TON HO3bI B 2 pasa
(mo 30 Mr/Kr/meHb) He MOBAMAIO HAa TedeHMe 3a601eBaHu, a INIIb
IPUBEIO K POCTY YaCTOTHI OCTIO>KHEHMIT, YTO IIOBJIEK/IO 3a COOO0II
JNOCPOYHOE MpeKpalleHne KIMHNYeCKOro ucnpiTanusa. OCHOBHbIMU
HIpUYMHAMY, BBI3BABLIVIMM 3TO pelleHue, ObIIN: KaK MUHUMYM JIBY-
KpaTHOe YBe/II4eHe CMepTHOCTI, HOTPeOHOCTI B TPAHCIIAHTAL[I
Ie4eH! ¥ BApMKO3HOE I3MEHEHME BeH NNILEBO/IA, YTO YBEINYNBAJIO
puck kpoBoTtedeHuit (p=0,01 B cpaBHeHNM ¢ mane6o) (164).

Ob6ecKypaXMBaIOLUMM MOXXHO Ha3BaThb TOT (akT, 4YTO y BCeX
HAIVIeHTOB OBUI HOCTUTHYT KOHTPOJb HaJ, TpPaHCAMMHA3aMU, TO
ectb B nponecce tepanuu YIXK nopmanusanusa AJIT u ACT co-
BCEM He O3Ha4yaeT KJIMHMYECKOTO YIyYLIeHNs VIV >Ke O/1arOnpusT-
HOTO M3MEHEeHMA IPOrHo3a. ITo Hab/IoeH e ObIIO IOATBEPXK/IEHO
¥ BO MHOTUX JAPYTUX UCCIEeNOBAHMAX (76).

Cxoxue pesyabTaTbl — YMeHbIIeHNE BbDKMBAEMOCTU U yBe-
NMYeHe MOTPeOHOCTY B TPAHCIUIAHTAIVY OPTaHa y MAI[MeHTOB C
HNEPBUYHBIM CKIEPO3UPYIOLIYM XOJAHTUTOM CO CTEHO30M IPOTO-
Ka — OBIIV IIOJTy4eHBI ¥ B MICCIE[IOBAHNUY, BBIIIOIHEHHOM IIOJ, PY-
koBogctBoM Rudolph G. (165). ABTOpamm 3TOTO UCCAELOBAHUSA
Ob110 3aMedeHo, uTo nmof BausHueM YIXK puck pasButus kapuu-
HOMBI TOJICTOTO KMIIEYHMKA €XETONHO YBEe/INYMBAJICH, a TEHJEH-
LM K CHVDKEHUIO YaCTOThI BO3HMKHOBEHM OIYXOJIell NOABIAIACh
TONIbKO 4Yepe3 6 JIeT OT Hayaja McciefoBaHusA. B coyyadx, Korga
CKJIEpPO3UPYIOLINI XOTAHTUT CONPOBOXK/ANICA BOCIA/IEHNEM B KM-
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IIeYHVKE, KapLWHOMBI TOJICTOTO KMIIEYHNMKA Pa3BUBAINCH Npeu-
MYIIeCTBEHHO B IIepBbIii rof oT Hadaxa Tepanuyu YIXK (166).

HeynosneTBopuTtenbHble pe3ynbTaTbl IPMMEHEHNU 3TOTO IIpe-
napata B jose 13 — 15 MI/Kr/cyTKy Ipy IEPBUYHOM CKIEPO3UPYIO-
1[eM XOJTaHTUTe 6bUIN 3apUKCUPOBAHBI U B 00JIee pAaHHUX UCCTIENO0-
BaHMsAX. [Ipudem, B psfe Takux pabot oTcyrcTBue adpdexra 66110
HNOJTBEPXKIEHO KaK KJIMHNYECKM, TaK U Tuctonornyeckn (167,168).

B To e Bpems, B ckaHAMHAaBCKOM nccnefoBanuy Olsson ¢ co-
aBTOpaMM, IIPOBOAVMOM Y 219 manmeHToOB CO CKAEpPO3UPYIOLIUM
XOTaHTUTOM Ha NPOTSDKEHUM IATH JeT, npu HasHadyeHun YIXK B
mose 17-23 Mr/Kr/cyTKu oTMedanach TEHAEHIMA K YBETMYEHNIO BbI-
XKIBaeMOCTH. BcrencTBye HeOCTaTOYHOTO KO/MNYeCTBA OONMbHBIX,
BKJIIOUEHHBIX B 9Ty pabOTYy, CTaTUCTUYEeCKast 3HAYMMOCTD OT/INYMS
OT IoKa3saTens Ianebo okasanach HegocTaTouHoM (169). Takke o
no3uTuBHOM Bo3zelicTBuy YJIXK Ha 6uoxmmMudeckye MapKepsl I
CTpOEHMe TKaHM Me4YeHU CBUJIeTe/IbCTBYIOT JaHHble MHOTUX Kade-
CTBEHHBIX HeOOJIBIINX MCC/IEOBAHNUIL, IPOBEEHHBIX B KOHIle 20-
ro BeKa, 0 KOTOPBIX YIIOMMHA/IOCh B Havyasle JaHHOTO pasfiena.

Kax 6b110 MoKazaHo Bbllle, Oosnbliiee yBenndenue fo3sl YIXK
IPUBOJAUT K yYallleHNI0 MOOOYHBIX peakuuii, Ho He 3PdeKTUB-
HOCTH, TO €CTb, KaK CIpaBe[/IIBO OTMEYAIOT HEKOTOPble aBTOPHI,
YIOXK mposBnser cebsA Kak Iperapar ¢ UCKIIOYUTETbHO Majoil
IIMPOTON TepaneBTUYeCKOTO AeiiCTBUA, Belb PasHULIA MEXAY €ro
TOKCMYEeCKOJ U PeKOMEeH/IOBAaHHOII IIpU CK/IePO3UPYIOIeM XO/IaH-
rurTe nosoit mana (76,164,170).

Kak u B ciyvae ¢ ucnonbzoBanuem YAXK npu nepsuanom 61-
MapHOM LIMPPO3e, TONIbKO aHa/IN3 pPe3ylIbTaTOB CUCTEMATUYECKUX
0030pOB U MeTa-aHaIM30B MT03BOJIsAET Haubomee 000OCHOBAHHO CY-
IUTD O 11e71eco06pasHOCTY Ha3HAYeHMs 9TOTO IIperapara IalyeH-
TaM C MEPBMYHBIM CKIEPO3UPYIOUIVM XOTAHTUTOM (CM. COOTBET-
CTBYIOIMIT pa3fie/l JaHHOM ITIaBbI).

AnKoronbHasA 60ne3Hb MeYeHN

KonmyecTBO uccmenoBanmil, MOCBALIEHHBIX BopocaM s dex-
TUBHOCTHI U 6e3omacHocTy Y/IXK y manyeHToB ¢ aKOr0/IbHOM 60-
JIe3HBIO ITeYeHV B CPABHEHNUN C KOJIMYECTBOM PaboT, BBIIIOTHEHHBIX
y MaIMEeHTOB C HepBUYHBIM OV/IMAPHBIM LIMPPO3OM VU CKIIEPO3M-
PYIOIIVM XOJTAHTUTOM, — HEBENIMKO.
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S¢dexT yMeHblLIeHN aKTUBHOCTY TPaHCAMIHA3, TO eCTb O10-
xumndeckas apdextuBHocTh YIXK 6bUIa OTMedeHa y IMallMeHTOB
C IVPPO30M AJIKOTO/IbHOTO T'eHe3a ellle B PAHHUX VICCTIeSOBAHMAX,
IpyYeM TaKas aKkTMBHOCTD Obly1a 3aMKCUpPOBaHa KakK [/l MOHOTe-
panvy npemnaparoM (171), Tak ¥ yis ero KOMOMHALIMMA C CYIUMApPH-
HoM (172). HemocTaTkoM 60nbIIMHCTBA PabOT 1O 3TOI IMpobieme
SABJIAETCS OTCYTCTBYE MOP(OIOTMYIECKOTO MCCIeIOBAHNS.

ToBops o 6esomacHocTy YIXK B jleueHUM alKOTrONbHOI 60-
JIe3HY NIeYEeHN, He/Tb3s He YIIOMAHYTb O PAHZOMU3MPOBAHHOM II/Ia-
ne6o-koHTponupoBanHoM uccrnenoBanun Pelletier G. ¢ coast., B
KOTOPOM 3TOT IIperapaT B CTAH/APTHOI [[03€ yBe/ININBAJI YacTO-
Ty PasBUTUSA OCIOKHEHMI I[UPpPO3a y NaliMeHTOB C aJIKOTOTbHBIM
LUPPO3OM M XKenTyxoit (173).

B wmccnepoBanun mpodeccopa Maea VI.B. ¢ coaBrOopamn
106 maIMeHTOB C aIKOTOIbHBIM [[UPPO3OM TleYeHU OblIN pasfere-
HBI Ha 2 TPYIIBI — OCHOBHYIO (n=60), B KOTOPOJI KOMIIJIEKC /Iede-
Hua Bxmovyan YIXK, u koHTponbHyo (n=46), Te 9TOT mpemnapar
He JICTIO/Nb30BaJICA, HO JOIYCKa/loCh IMpUMEHEHMe APYTuX rerna-
TONPOTEeKTOpOB — cunuMapuua n OPJI. OueHKy BBIpa)KEHHOCTH
¢ubpoTHMYIECKOTro Ipoljecca MPOBOAVIIN IIPYU IIOMOIIY Y/IBTPa3By-
KOBOIT 97acTorpadun go u yepes3 12 MecsieB mocse nedyeHus, Ipn
5TOM OIleHMBa/IN OMOXMMMYECKNe U KIMHMYeCKNe MoKasaTen. B
pesy/IbTaTe 9TOTO JMCCIeNOBaHMA B o0eux rpynmnax Habaomanach
HOJIOKMTE/NbHAA [UHAMMKA, HO OMIOXMMIYeCKyie MapKephl IIMTOJIN -
3a M XO0JIecTa3a CHIDKAINUCh 3HaunTenbHee B rpynne YIXK. Craru-
CTMYECK) 3HauMMOe YMeHbIlleHNe IVIOTHOCTY TeYeH) IIPM OljeHKe
IOKa3aTesel d/macTorpadguy oTMedeHo TonbKo B rpymme YJIXK.
Camy aBTOpBI, IPU3HAIOT, YTO NOJZOOHBIN pe3yIbTaT BPAJ /M MO-
XKeT OBITb 00YCIIOBIEH TONBKO aHTUPUOPOTUYECKUM HeICTBUEM
YIXK, onpeneneHHoe 3HaYeHMe B yMEHbUIEHMM IJIOTHOCTU IIe-
YeHV MOIJIY IMeTb aOCTMHEHIVsA, YMeHbIlIeHJe BOCIa/TNTe/IbHOIO
oTeka ¥ MHQWIbTPALNY, YIydlLIeHNe peonornmu xeman (174).

XpoHNYecKne renaTuThbl

KomnmyecTBo KauecTBEHHDIX MICCTIEOBAHNI, TOCBAILICHHBIX U3-
yueruio a¢pdexroB YAXK mpym XpoHMYecKUX TemaTUTax, Helb3s
Ha3BaTbh HEJOCTATOYHbIM, OJJHAKO BbICOKOKaYeCTBEHHBIX MCCTIEN0-
BAHNII CPeAy HUX OTHOCUTEIbHO HEMHOTO.
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Tak, B paHJOMM3MPOBAHHOM IIale00-KOHTPOIMPOBAHHOM
MICCIelOBAHUM, IIPOBeNeHHOM B VITanum ¢ ygactuem 219 manuen-
TOB C BUpycHbIMU renatutamu B u C, nepopanbublit mpuem 600 Mr
YIOXK B cytku (o 300 Mr gBak/ibl B IeHb) 4epe3 6 MecsIeB Te-
pamyy OpMBeN K YIy4YIIEHUIO KIVHWYECKUX M OMOXMMMIYeCKUX
(TpancamuHa3bl) nokasatenei (175).

B npyrom uccnenosanuu kom6unanus YJAXK (13-15 mr/kr/cyT-
K1) 1 uHTepdepoHoTepanuu (3 MIUIIMOHA eUHNI]) ToKa3aa 60/b-
myo 3(QQPeKTUBHOCTb, 4eM HUHTep(depoHOTepanus B COYETAHUU
¢ mrane6o. OgHako Takoi 9 deKT ObUT 3aperncTpUpPOBaH TONBKO
yepe3 6 MecAIleB Ie9eHNA U TOIbKO /I TpaHcaMmHa3. [Ipu cpaBHe-
Huu 3¢ dexroB kombuHanuu «uHTepdepon + YIXK» yepes 12 me-
CAIleB pa3HMIA OKas3ajach CTATMCTUYECKM He3Haummoit. He 6bu10
o6Hapy>xeHo npeumymects Y XK 1 Bo BIuAHNM Ha ypOBEHb BUpe-
vy Bee manyeHTs! (91 4enmoBeK) CTpafamy OT BUPYCHOTO IelaTnTa
C 1 He OTBevYa/IM Ha IpebIAYIYyI0 NHTepdepoHOoTepanyio (176).

Cpenu HelaBHUX MCC/IEOBAHMNIL, CCBIIKM Ha KOTOpPbIe Hanbosee
4aCTO BCTPEYAIOTCA B JINTEPAType, CTOUT OTMETUTD JMCCIeLOBaHNe
Sato S. 1 c0aBTOPOB, B KOTOPOM Yy MAIL[MEHTOB C BUPYCHBIM TeIaTu-
toM C 6bUI0 0OOHAPY’>KEHO 3HAUYMMOE YMEHbIIeH)e YPOBHS TpaHCca-
MIHa3 1 BBIAB/IEHO J0303aBUCUMOCTD TaKoro adpdekra (177).

B ykpamHCKOI 1 pOCCUIICKON MEUIMHCKON TUTEpPaType 0Co-
0oe BHMMaHMe yaensaeTcs TaHHBIM mccnegoBanmit A.K. Peitsuc, B
koTtopbix Y/IXK mncnonp3oBanach B KauyecTBe a[/blOBaHTa IIPU IIPO-
BefieHun nHTepdpeponorepanun y gereit ¢ HCV-undexnueir. As-
TOPaMI OTMEYEHO yBe/lN4YeHVe YaCTOThI JOCTVDKEHIS PEMICCUN B
CpaBHeHMM ¢ MOHOTepanuel nHTepdeponamu (60% u 40%) (178).

CornmacHo mHpopmanuu npogeccopa Cremanosa 0., xoro-
past OblIa IpeAcTaBIeHa Ha CaTe/UINTHOM CUMIIO3MyMe KOMITaHUNU
«[TPO.MEJI.IIC ITpara a. c.» Ha «[lHe racTposnTeponorun B Kne-
Be» B HOs1Ope 2011 ropa, aHa/IOTMYHbIe JaHHBIE, yBeYeHe yCIIe-
xa Tepanuu Ha 10%, ObUIM IONTYYeHBI ¥ Y B3POC/IBIX MALVIEHTOB.
CornacHo 03By4eHHOI uM nHpopmanuy, takxke YIXK mokasana
BBICOKYIO 3(pPeKTMBHOCTb NpPU ayTOMMMYHHOM TellaTUTe U IIpU
cunppome JKnnpbepa (179).

HeankoronbHas XupoBast 60ne3Hb MeYeHN

OpHo m3 mepBbIX mccnegoBannii adpdexrusHocTn YJIXK
y nmauuernToB ¢ HACT 6b10 mpoBeseno B Havane 90-X romos
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J. Laurin n coaBT. V3 40 manmeHTOB C TMCTOJIOTUYECKN TIOJ-
TBEP)XIAEHHBIM [JMarHO30M Ha NpOTsXeHuu 12 Mecanes 24 de-
nosexka nmonydamyu YJIXK, a 16 mony4anu npemnapar cpaBHEHUA
— kno¢uobpar. B rpynne ocHOBHOrO je4eHUs OTMedYanu CTaTu-
CTUYECKN 3HAuMMoe yMeHblleHMe akTuBHOCTU AJIT (— 30%),
menovHoit pocdarassl (— 8%) u ITTII (— 45%), a TakKe yMeHb-
IIeHVe BBIPAXEHHOCTY CTeaTo3a Npu MOpPOIOTMIECKOM CCIIe-
JOBAaHUM TKaHMU Ie4eHN. B rpynme cpaBHEHMA OTMedaau TONbKO
yMeHbIIeH/e aKTMBHOCTY 1Ie/I0YHOM ¢pocdaTaspl IO CpaBHEHNIO
c mokasareneM 1o nedednus (180).

Cpemu gpyrux nccnegosanuin YJIXK npu HACT cnepyer otme-
TUTDb MY/IbTULIEHTPOBOE (13 [[eHTPOB) paHZOMU3MPOBAHHOE JIBOJI-
HOe CJernoe ITane60-KOHTPONMMPOBaHHOEe uccienoBanne Lindor
K.D. ¢ coaBropamu, onybnukoBanHoe B 2004 rogy. OTo ogHO M3
HEMHOTUX MCC/IelOBAaHMII JIOCTAaTOYHOIM MPOJO/DKUTETbHOCTHU
(2 ropa) n uncnennoctu (174 manmeHTa), B KOTOPOM UCIIONTb30BAI-
Csl TUCTOIOTMYECKUIT MeTO[| OLeHKM 3¢} PeKTUBHOCTHU, MPUHUMA-
JIOCh BO BHUMaHMe KOIMYECTBO MOTPeO/Is1eMOro B IeHb a/lIKOT OIS 1
aHa/musupoBanuch nobounsie apdexrnr YIXK. ABTOpsl He 0OHa-
PYXWIN 3HaUMMBIX OT/IMYUI B CTEIIeHV BBIpa>KeHHOCTU $pubpo3a,
cTeaTo3a U BOCIa/NeHNsA MeXJy JByMsdA IpyNIaMyi BMeIlaTe/IbCTBa,
a Tarke pasmmunit Mexay yposusamu AJIT, ACT, 6unupy6buHa,
@ un ITTII. Cregyer oT™MeTnTb, 4TO 20 HMAIMeHTOB (IOPOBHY B
obenx rpymnmnax), BKTIOYEHHBIX B 9TO MCC/IeJOBaHMe, BBIOBIIN U3
Hero IO MpUYMHE Pa3BUTHUSA MOOOYHBIX peakiuit (CM. pasmen mo
6esomacuoctn) (181).

OrtcyTcTBUE 3HAaYMMOTO BIMAHUA BBICOKUX 103 Y/IXK Ha BbI-
Pa’kKeHHOCTb MOPQOIOTMYECKNX V3MEHEeHNII B CpaBHEHUM C I/Ia-
1ne60 Oblla MOATBEp)K/eHA B HeJaBHEM PaHIOMU3UPOBAHHOM
1ane6o-KoHTponupoBaHHoM uccinegosanun Leuschner U.E ¢ co-
aBropamnu (n = 185) (182) u B 6onmee panHem Hebonpuiom (n=33),
HO TaK>Xe PaH[JOMM3MPOBAHHOM M IIIane00-KOHTPOIMPOBAHHOM
uccnepoanun B lIBeitapun (183).

KoMMeHTUpysa mepBOe MCCIeOBaHMe, IIpeACcTaBeHHOe Ha
Konrpecce EASL B 2010 rogy B BeHe, r1aBa Hay4HOTO KOMMUTETA
EASL npodeccop ®abuo Mappa ckaszam: «Mcnonvzosarue YIXK
npu HeankKozobHOM Cmearozenamume 6ce ewse 0CmMaemcs cnop-
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HbIM, HECMOMPS HA MO, 40 NPedvldyujue UCCIe008AHUSL NPOOeMOH-
CMPUPOBAnU HEKOMOopble NONOK UMenvHble 3P Pexmul. Pesynvmamol
amoeo uccnedosanus (umeetcs B Buny padora Leuschner U.E ¢ co-
aBT.) ykasviéarwom, 4mo evicokue 003vt Y/IXK He nyuue nnauebo, 3a
UcKI0ueHuemM Hebombuloti epynnol nayuenmos. Tem He menee, amu
pesynvmampl  coOepiam Hekomopvle UHMepecHvle KAuHU4ecKue
noockasku 04 cneyuanucmos 8 amoti obnacmu». ®. Mappa ykasbl-
BaeT Ha TOT $aKT, YTo Npu aHanuse noarpynn Leuschner U.E ¢ co-
aBT. oOHapyxunu OmaronpusaTHoe BausaHue YIXK Ha aumHapHOe
Bocnasnienue u yposeHb I'TTII y MO/IOABIX MY>XYMH C HEBBIPa>KeH-
HBIM OXMpeHMeM. JTOT QakT ykasbiBaeT, 4To Y XK MoxeTr oka-
3aTbCsl 9P(EKTUBHBIM CPEACTBOM Tepalyy y TAKUX ITALVEHTOB.
Ha nam B31/1s171, Takass «1306upatenbHOCTb» 3¢ deKTa 3HAYNTENBHO
ymeHbuIaeT sHaunMocTh YIXK B medenun HAJKBII.

[ucronormyeckoe uccnefoBaHue HOATBEPANUTIO 3PPeKTUB-
HocTh YIXK B pabore Ratziu V. c coaBT., B KOTOpOI1 126 malyeHToB
ObLIM pasfe/ieHbl Ha IPYIIY IJIane6o ¥ TPYIIY BbHICOKOZO30BOI
tepanuu YJIXK (28 — 35 mr/kr). ITocre 1 roga nedeHus B rpymie
YIXK B cpaBHeHUM C TpyIIOil Iane6o HaOMIO[AI0Ch CTATUCTH-
yecky 3HaunMoe ymenbuienne AJIT, [TTII, nokasarens FibroTest,
CBIBOPOTOYHO} KOHIIEHTPALNM ITIOKO3Bl M MHCYIMHOPE3MCTEHT-
Hoctu (mamexc HOMA), Ho He agunoHekTrHa (184,185).

YnbTpa3ByKOBOE MCCIE[OBAHME BBIPAXKEHHOCTH CTeaTo3a NC-
II0/Tb30BA/IOCh B HECKOJIBKMX JMCCIEOBAHNAX, HAllpUMep, B pabo-
Tax Méndez-Sanchez N. ¢ coaBT. (IIMTeIbHOCTD UCCIENOBAHNUS — 6
Hefle/nb, KOHTPO/Ib — IIIane6o, MCIOIb30BA/INCh a/jeKBaTHAsA PaH-
poMmsanusa u gBoviHoe ocnerieHue) u Ersoz G. m gp. (mnurens-
HOCTD MICCTIEfOBaHNA — 6 MeC., KOHTPO/Ib — KOMIIIEKC BUTAMIHOB
C un E, He paHZOMU3MpPOBaHHOE, He C/leTIoe). ABTOPBI YIIOMAHYTHIX
paboT He obHapyxwmau npeumymects YIXK mepex Bmemaresns-
CTBOM CpaBHEHNA, HM BO BIMSAHUM Ha CTPYKTYpPy Ie4eHU, HU B
BO3[IEJICTBUM Ha AVHAMMKY TpaHcaMMHa3, a Taxxke P u I'TTII
(Tonmbko mocenuss pabora) (186,187).

Taxoxe cTOUT YIOMAHYTb O OPa3MIbCKOM TPEXMECAYHOM paH-
JOMM3VPOBAHHOM JIBOVIHOM CJIETIOM II/Talie60-KOHTPONMPOBAHHOM
uccnegosanun Santos V.N. ¢ coaBTopamu, B KOTOPOM [/ OLL€HKI
CTPYKTYPBI IIeYeHN MCIIO/Ib30Ba/ach KOMIIbIOTEpPHAsI ToMOrpadus
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(n=30). Kak 1 B yIOMAHYTBIX BbIllle paboTax, 3TOT METOJ He CMOT
pofieMOHCTpUpPOBaTh BosjelicTBue Y]/IXK Ha BbIpa)KeHHOCTD CTe-
arosa/¢pubposa, a Tak>Ke ypoBeHb TpaHcaMuHa3 (188).

VMerommecss K HacTOALIEMY MOMEHTY HaHHble KaueCTBEHHBIX
UCCIe0BaHNI, OCBALeHHBIX a¢pextuBHOoCcTH YIXK mpnm Hean-
KOTOJIBHOJ >KMPOBOJI 00JIe3HM IIe4eH) CYMMUPOBAHBI B CUCTEMa-
T4ecKkoM 0630pe Temato-buamaphoit rpynmnsr KokpeitHOBCKOTro
coobmecta 2007 roga (189) u B meta-a"anuse 2010 roga G. Musso
c coaBropamu (190), koTopble OYAYT ZeTaTbHO PACCMOTPEHBI B CO-
OTBETCTBYIOLEM pasfere.

Xonecta3 6epeMeHHBIX

XornecTas 6epeMeHHBIX SABJIETCS OFHON U3 IaTONIOT I, IPY KO-
Topolt HazHaueHyne YIXK crano pytunHOI npaktukoi (191,192).
OpHako JaHHbIe KIMHUYECKUX MCCIEeNOBAHNUIA, ITOCBANEHHDIX 13-
ydeHnio ee 3¢pHeKTUBHOCTY, IIPOTUBOPEUYNBEL, He 6Aa3UPYIOTCA Ha
JIAHHBIX BBICOKOKAYeCTBEHHBIX MCC/IEIOBAHNII, a TaHHbIEe OTHOCHU-
TEJIbHO PUCKA TAKOJ TePANNY OCTAIOTCS HEM3BECTHBIMIA.

Taxk, mnane6o-KoHTponupoBaHHble nccnenoBanns Diaferia A.
c coaBT. 1 Palma J. ¢ coaBT. moaTBepXAal0T NPOTUBO3yAHOE Jieli-
ctBue Y/JIXK m ymeHblIeHME yPOBHA >KEITYHBIX KUC/IOT B CBIBO-
potke (193,194). B uccnegoBanuu Zapata R. u fp., kpome TOroO,
ObIIO OOHAPY)KEHO YMeHbIIeHNe YaCTOTHI IIPeX/[eBPeMEHHBIX PO-
OB 1, IIO-BU/IVIMOMY, BC/IE[ICTBJE 9TOTO, YBEIMYEHNEe MACChl Tela
HOBOPOX/IeHHBIX (2882 * 582 m 2385 + 582 rpamma g YIXK u
m1ane60 coorBeTcTBeHHO) (192) .CxoxXue maHHbIe OBIIN MOTyYe-
HBI KMUTAICKMMI YYEHBIMYU B OTHOCKUTE/IBbHO HefaBHeM (2006 rop)
HeMmHorounucneHHoM (n=68) mnccnemoBanuu YIXK u KoMOMHanum
«rmoKo3a + ButaMuH C + nHo3uH (pubokcun)» (195). bonee kpyn-
HOe cpaBHUTeNbHOe uccnegoBanme appexrusunoctn YIXK, nexca-
MeTa3oHa 1 Itanebo Takux 3PpdeKToB He MOATBEPXK/IAeT, OTHAKO
IpY aHa/NM3€e MOATPYIIIBI MALMEHTOK C BBIPAXXEHHBIM X0/IeCTa30M
CTATUCTUYECKAs 3HAYMMOCTb BCe-TaKy uMmeeT MecTo (196).

OtBet Ha Bompoc o IenecoobpasHocTy HasHaueHust YIXK mpn
xorecTase 6epeMeHHBIX IIPU3BAHO JaTh PaH/JOMU3JMPOBAHHOE IIIalle-
60-koHTpOoMMpoBaHHoe nccnenosanne Lucy Chapell ¢ coasr. (rpymma
PITCH), ananm3 KOTOPOro Ha MOMEHT HaIlMICaHMs 9TOTO pasfiesia elle
He ObUI OITyO/IMKOBaH HOMHOCTBIO. B mccenoBanme 6bUI0 BKIIIOYEHO
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125 >KeHILIMH CO CPOKOM OepeMeHHOCTHM 24 Hemenu 1 Oonee. 56 ye-
JOBEeK OBUIM PaHIOMU3MPOBAHHO pacipefeneHbl B rpymmy YIXK
(500 mr 2 pasa/cyTkn), 55 — B rpyniy mwiane6o. 9pPekTMBHOCTD IPO-
TUBO3YLHOTO JIeVICTBIA OLleHMBanach 10 100 MM BMU3ya/IbHOM aHAJIO-
TOBOJI IIIKaJIe, IIPY 9TOM K/IVHUYECK) 3HAYMMBIM 3P PEKTOM CUmMTaIN
yMeHblIenue nokasarensd Ha 30 mm. YJIXK cHM>Kama BeIpa)K€HHOCTD
3yma Ha 16 MM B cpefHeM (JOBEPUTEIbHBIN MHTEPBAL: OT — 6 10 —
27). Knmandecky 3Ha4MMOe yMeHbIIIeH e 3y/ia 3apUKCMPOBaHO ¥ 32%
HalyeHToK (B rpymne mwiane6o — 16%). Kpome toro, B 31011 rpyIme
OTMeYasIiCh YMeHblIIeHVe KOHLleHTparyy ovmpyouna, AJIT, TTTII,
HO He KeTYHBIX Knc/oT. KonmdecTBo cmydaeB 0OHapyXeHUA MEKOHNA
B aMHUOTHMYECKOI XUIKOCTH, YTO XapaKTE€PHO /I XO/lecTasa M ac-
COLIMMPYETCST C PUCKOM TMOe/M IUIOfA, TaKXKe OKa3ajoCh MeHbIIe B
rpynne YIXK. O6napyxenne Takoro a¢¢dexra HOATBEp)KAAET JaH-
Hble paboT Liu Y. 1 coaBTOpOB, HO He COITIaCyeTcs C BbIBOJAMMU
rpynmnsl Glantz A. (cm. Bbime). Takum 06pa3oM, 3aK/II0YAIOT aBTOPBI,
YIXK crioco6Ha 3HaYMMO YMeHbIIATh MHTEHCUBHOCTD 3y/a IIPU BHY-
TPUIEYEHOYHOM XOJIecTade OepeMEeHHBIX, OJHAKO BBIPAXEHHOCTDb
Takoro sa¢¢exra HeBeMMKa. B CBA3M ¢ HEOMHO3HAYHOCTHIO MOTYYeH-
HbIX JaHHBIX, Lucy Chapell ¢ coaBT. pekomeHayOT TpoBefeHne Hoee
KPYIHBIX uccregoBanuii (197).

MyxkoBucngos

Ocob6p1il MHTepec mpepnctabiaseT wucnonb3oBanue YIXK y
MalMeHTOB C MYKOBMCUMIO30M. JI3BecTHO, 4yT0 7 — 10% Takmx
OOJIbHBIX 3HAUMUTE/IPHO CTPAJAOT OT aCCOLMUPOBAHHBIX C MYKO-
BUCIV/I030M 3a00/IeBaHNUII I'eNaTOOVINAPHON CUCTEMBI, IIPY 3TOM
BbIPa)XEHHOCTb MOpa’keHNsA BapbUpyeT OT relaTuTa 0 LUppo3a C
TSDKeJIOl MopTanbHON runepTensueir (198,199).

[Tpepnonoxxenne 06 appexrnBroctn YIXK mpu aToit matonornn
13y4a/I0Ch BO MHOIMX paboTax, pe3yabTaThl KOTOPBIX YacTO IPOTH-
BOpedaT Apyr Apyry. Kak u B oCcTa/lbHBIX Cy4asax, ONMCAHHBIX HAMU
Bplie, Y/IXK, mo3suTuBHO B/IVAA Ha YPOBHM OMOXMMITIECKIX MapKe-
POB, He OKa3bIBaeT OIarONpPUATHOTO BO3JEVICTBMS Ha IMCTOJIOTMYe-
CKYyI0 KapTuHy B nedenu (200,201) make py IUTEIBHOM €€ MCIIO/b-
soBanmm (202,203). Ypcope30KCUXo/IaT He CMOT IIPOJEeMOHCTPUPOBATh
3HAYVMMOTO BJIMAHMA Ha BBIPXEHHOCTb CTeaTOpeN IpY MyKOBUCLIU-
Io3e 1 OoKa3ajcs Hea(p(PeKTUBHBIM CPELCTBOM JyIA PacTBOPEHNS XO-
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JIeCTePUHOBBIX KaMHell B Ke/TYHOM ITy3bIpe y 9TUX ManueHToB (204).
B psane paboT, BBIIIONHEHHBIX B KOHIle 20-TO BeKa, OBIIO ITOKa3aHo,
yT0 TepanuA YIXK MoXeT HOpManu3oBaTh BeC MALMI€EHTOB, OTHAKO
3TOT 9 deKT Hy)KAaeTcs B TIjaTeIbHOM usydenuu (203,205).

Onyxonu neyeHN ¥ KMIIEYHNKA

Knunnyeckne flaHHbIE O IPEBEHTUPYIOLIEM aHTUKAHIIEPOT€H-
HoM peiictBuu YJIXK, koTOpoe 65110 U3y4eHO B 3KCIIEPUMEHTAX
(cM. BBILIE), TAK)KE OTIMYAIOTCS IPOTUBOPEYNBOCTHIO.

OpHolt 13 HepBbIX PaboT, IOCBALIEHHON BOIPOCY MPpOdUIaK-
TUKU TeNaTOLe/II0ONAPHON KapuyHoMbl ¢ noMoubio YIXK, Ha3bl-
BAIOT pabOTy SMOHCKUX yYeHBIX IOJ pykoBopcTBoM Tarao K., BbI-
nonHeHHyI0 B 2005 ropy. Y manuenTos ¢ renatutom C B IATUIET-
HUJ IIepUOJ, YKa3aHHbIN TUII OIyXO/IU perucrpuponanca y 17,9%
nanueHToB, npyuHuMasmnx YIXK, n y 39,1% nannueHTos, He OJTY-
yaBmux nedeHns (206).

3acny>KMBAOUIMMM BHMMaHUA MOXXHO Ha3BaThb JlaHHbIE, IIO-
JIy4eHHbIE CIENMATNCTaMM TO/IAHACKOM TPYINIIbl IO M3Y4EHUIO
nepBuyHoro 6mmmapuoro nupposa (Dutch PBC Study Group) B
2010 roxy. Y manueHTOB ¢ 3TUM 3a60eBaHMEeM, He OTBETUBIINX Ha
tepanuio YIXK, puck pasBuTHA TenaTOLE/UIIONAPHON KapIMHOMBI
yBenm4uBaica. JacTora aTOro TuIa KapuUMHOMBI Y YKa3aHHOM Ka-
TEeropum nanueHToB gocturana 9% 3a 10 ner u 20% 3a 15 et Ha-
omonenns (207).

B 0630pHOII cTaTbe, MOCBAIIEHHON M3yYeHNI0 0COOEHHOCTEI
SMM/IEMMOIOT UM, STUOJOTUMY, IATOT€HEe3a, NMArHOCTUKM M JIede-
HJA TeNaToLe/UIINAPHOI KapuyHoMbl, 10.A. KydepaBblil ¢ coaBT.
000CHOBBIBAIOT Iie/ieco00pa3HocTh ucnonb3oBauus YIXK pmis
NpOQIIAKTUKY 3TOTO THITA OIyXo/n. [To X MHeHNI0, OCHOBHBIMU
dakTopaMm, KOTOpble IO3BONAET ZOOUTHCS YMEHbIIEHNU 4acTO-
Thl Pa3sBUTHA OIYXONM I€YEHM, SAB/IAETCA YTHETEHME IPOILECCOB
¢ubpo3nupoBaHus U NMPOAIONTOTHYECKOE [IeICTBYe Ha PaKOBBIE
knetku (208).

OpHako He TO/NIBKO ONYXONM IEYEHM IPUBIEKAIOT BHMMAaHNE
racTpo3HTeponoros. Tak, y 52 manueHTOB-y4aCTHUKOB PaHLOMU-
3MPOBaHHOTO IIalle00-KOHTPOIMPOBAHHOTO uccinenoBanusa Pardi
D.S., KoTopple cTpajjany MEePBUYHBIM CKIEPO3UPYIOIIMM XOJIAH-
TUTOM U SI3BEHHBIM KOJIUTOM, aBTOPBI OOHAPYXM/INM YMEHbIIEHEe
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PUCKa pasBUTKUA AUCIUIA3MM U PaKa TOJCTOV KUIIKKM Ha 74% mop
BmusiHyeM tepanyy Y/IXK B 06brunbIx go3ax (RR = 0,26, p = 0,034)
(100). JanHbIE 06 3 PexTnBHOCTN Y XK B mpodmmakTuke pa3pu-
TUA JUCIUIa3UU CIM3UCTON ¥ KOJTOPEKTaTIbHBIX OITyXOJIeil IIOATBep-
xparoTcs uccnegoBanusamu Alberts D.S. ¢ coaBT. u HekoTOpBIMU
Apyrumu crienuamuctamu (2,209).

OpHako crefyeT IOMHUTb, YTO TaKue pe3yIbTaThl He ObUIN
HOJTy4eHBbI B Apyrux paborax, Hampumep, pabore Tung B.Y. u xmp.
(y 50% manmenrtos B rpynme YIXK passmmach AnucIasus) Win
Wolf ].M. ¢ coaBT. (yMeHblIIeHNEe PUCKA BO3ZHMKHOBEHNUs paka Ha
35% oKas3ajoch CTATUCTUYECKU HE 3HAYMMBIM, XOTA yMEHbLIEHE
ob1eit cMepTHOCTY OBITI0 0O6Hapy>keHO) (101,102).

HeratuBHbIe pe3y/nbTaThl MCIONb30BAaHUA BBICOKUX [[03
YIOXK (28 — 30 Mr/Kr/CcyTKM) y HalleHTOB C IIepBMYHBIM CK/IepO-
3MPYIOIINM XOJIAaHTUTOM OBUIN IIOTTyYeHBI B PAH/JOMU3MPOBAHHOM
11ane60-KOHTPOMMpPOBaHHOM uccnefosanun [I. ViTona ¢ coaBro-
pamu. OHO BKJIIOYano 56 MalMeHTOB, a 00Ul mepuoy HabIo-
meHus coctaBui 235 manmenT-ner. OKasanoch, 4TO OAUTENbHBIN
npueM BbICOKMX 03 Y XK acconumpyercs c moBbIIIEHNEM PUCKa
pPasBUTHSA HeOIIasuil (AucIIasuii U paka) TOJICTOTO KUIIEYHMU-
ka (HR = 4,4; 95% poBepurenbusblit muTepBan: 1,3 — 20,1, npn
p =0,02) (210).

/I3 HemaBHMX pabOT MOXXHO YHIOMSHYTb WCCIefOBaHue
Lindstrom ¢ coaBT., B KOTOPOM IJIMTe/IbHAs Tepamysi BBICOKUMU
moszamu (17 — 23 mr/kr/cytkn) YIXK He mpemoTBpamana pa3Bu-
T KOJIOPEKTa/IbHBIX OIYXOJIeil X AUCIIA3UN Y HAI[MeHTOB C BOC-
IajieHMeM KUIIeYHNKA, BBI3BAHHBIM IE€PBUYHBIM CK/IEpPO3UPYIO-
M xonaururom (211).

TaxuM o6pasomM, 3aK/II0YAIOT MHOTME MCCIe0oBaTeNny, oOHa-
PY’KeHHBbIe IPOTUBOpeYNs, a TaK)Ke HabmogaemMas obpaTHas 3a-
BUCUMOCTDb MeXay mo3oii YIXK u puckoM BOSHUKHOBEHMA OITY-
Xos1eit, TpeOyIoT poBefieH A JOIIOTHUTETbHBIX MHOTOI[@eHTPOBBIX
VICCTIEOBAHMII BBICOKOTO KauyecTBa ¢ 00s3aTe/IbHBIM CPAaBHEHMEM
Pa3IMYHBIX JO3MPOBOK Ipenapata. Vicnonb3oBaHue e BbICOKUX
o3 YOXK s npobuaakTuky paka M SUCIIAa3Uil TOICTOTO K-
IIeYHVKA B HACTOsAIIee BpeMA BPAM /U MOXeT ObITh OIpaBJaH-
HbIM (212).
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TmaTenbHOr0 M3y4eHMUsA B BBICOKOKAYeCTBEHHBIX MCCIIEMO-
BaHMAX TpebyeT M HaOMpaIoUVil NOMYIAPHOCTb METOX IPEfoT-
BpAallleH)s] MeTacTa3MpOBaHuUsA U 00CeMeHeHN)s 3[[0POBBIX TKaHel
OIIyXOJIeBBIMY KJI€TKaMU 1PV TOHKOMTOJIBHOJ OMoIIcuu, Xupyp-
TMYECKOM y[JaJIeHUM OIYXOJIM, €€ Ty4eBOI U XMMUOTEPANINM BbI-
cokumu pfosamu YJIXK, ucnonbsyemorn MECTHO M/UIN CUCTEMHO
OJHOKpaTHO (Tak HasplBaeMoOe IIpeBEHTUBHOE 0O/NIOCHOE BBefe-
Hue) (76).

13.5. Besonacnocmo

B cnenmanpHo mocBsameHHoM 6e3sonacHocty YIXK cucrema-
TyeckoM o63ope 2003 roga Hempfling W. ¢ coaBropamu (17), a
TaKXXe B IPYTUX PAaHHUX 0O30pHBIX CTAThAX U paboTax, B KOTOPBIX
uccefoBanach 3Pp¢GeKTUBHOCTD YPCOAE30KCUXO0/IeBON KICIOTHL,
OTMeYajIoCch OTCYTCTBME Cepbe3HBIX MOO0YHBIX 3¢ dekToB. XOTH,
KaK II0Ka3bIBaeT Oojee MOAPOOHBIN aHAMNU3 TeKCTa 3TUX n 6ojee
CBEXVX JIUTEPATYPHBIX UCTOYHIKOB, IIOCBAILIEHHBIX 9TOI pobiie-
Me, C 3TUM BPSAJ, TY MOXKHO COITIaCUTbCA.

Tax, cpenu onucanubix st YIXK mo60ouHbIX peakuuii co cTo-
poubl JKKT Hanbosnee yacTo yImoMmHaIOTCS: Juapesi, 4acToTa BO3-
HUKHOBEHSI KOTOPOJI 110 JaHHBIM Pa3HBIX aBTOPOB KO/IeOIeTcs OT
2% 10 9% (0co6eHHO y MAIEeHTOB C KaTbKY/Te3HBIM XOTIEeLMICTUTOM
U CUHIPOMOM pasfpa)KeHHOJ TOJICTOM KMIIKM), 60/Nb B IPaBOM
noapebepbe, METEOPU3M, TOIIHOTA 1 pBoTa (17,213).

BosuukHoBenne guapen npu npueme YIXK 06BACHAIOT KOM-
MIEeHCAaTOPHBIM YBe/INYeHNeM XXIIKOCTI B IPOCBETe KMIIEYHIKA, BO3-
HUKAIOLIVIM B OTBET Ha yBe/IM4YeHNe KOHI[EHTPAIUY He BCOCABIINXCS
BCcencTBye KOHKypeHIym ¢ YIXK sxemqHbIx KUCIOT (Tam xe).

Y manueHTOB C TSKENbIM HEKOMIIEHCHPOBAHHBIM IVIPPO3OM
HasHadeHMe YIXK MoxxeT npuBecTM K yXyJIIEHNIO COCTOAHNUA T1a-
IVIeHTa U PasBUTUIO WIU YCYTyO/IEeHMIO yXKe MMEIOIINXCS OC/IOXK-
HeHull (214-216). IloaToMy /le4eHMe TaKMX IAIVIEHTOB ClIefyeT
HauyMHATh ¢ HU3KUX [03 IIpelapara, a TIjaTelTbHOe HaOIoeHMe 3a
KOHIIeHTpalyell 6unnpyOuHa spnseTcs obs3arenbHbIM (17).

Heo6xomumMo coxpaHATb HACTOPOXXEHHOCTb U B OTHOIICHUN
yBeIM4YeHNsI aKTUBHOCTM TpPaHCaMMHA3 B IlepBble Hefenyu IoCye
HasHayeHnA YJIXK. XoTa MHOrue aBTOpPBI ¥ OJYEPKUBAIOT Kpali-
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He MajTylo 4yacToty atoit I1P, 6omee xapakTepHOII A1 TUTOXO/IEBO
KJC/IOTHI (TpeTh IAaIVIeHTOB), C/IeflyeT YYUThIBATh TOT (aKT, 9TO
MOC/IeIHAA ABIAETCA OCHOBHBIM MeTabonuTom YIIXK (217).

Tak Kak B IMTepaType BCTPEYATCA YKa3aHuUA Ha TO, YTO OTMe-
Ha Y]IXK, BeposATHO BC/IeACTBYUE BO3/[€/ICTBYA Ha ITIIOKOKOPTUKO-
upHble penentopsl (cM. Boime), npopykuyio AKTT u sHgoreHHbIX
ITTIOKOKOPTUKOMOB, MOXKET BbI3bIBATh CMH/IPOM OTMEHBI, TO IIpe-
KpallleHe Tepaluy 3TUM IpernapaToM claefyeT MPOBOJUTH OCTO-
PO>KHO U, BO3SMOXKHO, C IIOCTEIIEHHBIM CHIDKeHMeM o3bl. CUHpOM
orMmeHbl Y[IXK KIMHMYECKM NPOABIAETCA B YBEIMYEHUN CBIBOPO-
TOYHBIX YPOBHel OMINPYOUHA ¥ TPAaHCAMMHA3 Y KOPPEKTUPYETCs
BBemenneM YIXK (218).

Cpenu spyrux HexxenatenbHbix 9 pexroB YIXK, o6ycnoBnen-
HBIX CXO/IHOCTbIO €€ MOJIEKY/Ibl M MOJIEKYN ITIIOKOKOPTUKOUTOB,
Ha3bIBAIOT MIMMYHOCYIIPECCUIO, KOTOPas MOXKeT KIMHUYECKM IIpo-
ABNATbCA TUIEPTEPMMEN, YBEIMYEHNEM PUCKA BO3HUMKHOBEHUA
ITHEeBMOHMY, apUHINTA, CPEIHEr0 OTUTA, OpOHXUTA, TYOYIOUH-
TepCTUIMaNIbHOTO HepuTa, KaHAUH03a POTOBON HOTOCTY U TaK
nanee (76).

Teopernueckn, YIXK MoxeT ycumnmBath 3¢pQPeKTs MUHepa-
JTOKOPTUKOMJIOB, TaK KaK YBe/IMYMBAET KOHLIEHTPALUIO pelelTo-
POB K anmbpocTepony B nuromasme (Sola S. u gp., 2004), ogHako
K/IMHUYeCKoe 3HaueHe Takoro apdexra He sAcHO. Taxke HESACHBIM
ocTtaercss u 3HadeHue BausAHMA YJIXK Ha cuHTe3 pelentopos K
3CTpOreHaM 1 mporectepony (219). VIsyueHne nociegHero acrekra
merictBua YIXK sacmyxuBaeT 0co60ro BHUMaHNA B CBETe BCTpe-
YaIOUMXCA B IUTEpaType HAaHHBIX O BO3MOXXHOM Pa3BUTUM paKa
MOJIOYHOJI XKeJle3bl y manueHToB, npuHuMatomux YIXK (76).

Hecmorps Ha To, 9TO npenapars! Y/IXK HasHavaoTCA ManyeH-
TaM, B TOM 4JCIIe U JiIs1 60PBOBI € 3y/10OM, BBI3BAaHHBIM X0/IECTa30M,
B psifie paboT co001[aNIOCh 00 YCUIEHNM ITOTO CUMIITOMA y Maly-
€HTOB C TsDKenbIMu popMamu nupposa (17).

Xoneperndeckoe pericteue YIXK y naumeHToB ¢ 06CTpyKLN-
el )KeT4eBbIBOJAIMX ITyTeil MOXKET IPUBOANUTD K POCTY HaBIeHUA
XKe4M M PaspbIBY XOJIAHTMOJ, @ MHOTAA M K MH(DAPKTY IeYeHMU,
INaHHBIE O pUcKe pa3BuTus Takoi IIP 6bUIM MOMydYeHBI 9KCIepH-
MeHTanbHO (220).
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OmnucaHbpl cryyan pasBUTHUA Pa3INYHBIX BUJOB ChIIEl, B TOM
qJIC/Ie M IMXEHOMIHBIX, TO €CTh JMIIAeNofo0HbIX, Y MIaleHIeB C
TeMaTUTOM, OJHAKO VX BO3HUKHOBEHIIE CBA3BIBAIOT HE C CAMIM aK-
TUBHBIM BeIlleCTBOM, a C JPYTMMM KOMIIOHEHTaMM JIeKapCTBeHHOII
¢dopmbr (17,221,222). CornacHO BCEMMPHO M3BECTHOMY CIPaBOY-
HUKY 110604yHBIX 3¢pextoB JIC Meitnepa muxeHOUHAS CBIIIb MO-
JKeT Pa3BUTbCA U Y B3POC/IbIX MALMEHTOB (217).

Cpenu npyrux nmoO60O4YHBIX peakuuil ypcogesokcuxonara Kotb
M. B cBOoeM 0630pe 2012 roa ynoMmuHaeT BaCKY/INUT, IPEXOMII
OpOHXOCIa3M, TPOMOOIVITONEHNIO, CYJOPOTH, PACCTPOIICTBA CHA U
nuaber (76).

ITo manupiM mpodeccopa Montano-Loza u3 yHuBepcurera
Anp6eprer (Kanaga) mpueM BBICOKMX 103 YPCOZE30KCUXOIEBOI
KJMCTIOTBI aCCOLMMUPYETCA C TPEXKPATHBIM yBelM4YeHUeM CMepT-
HOCTY HAI[MIeHTOB C IIEPBUYHBIM CKIEPO3UPYOIINM XOTAaHIUTOM
BC/IEICTBME HECTBMA OO/NbIIETro KOMMYECTBA TMTOXONEBON KMcC-
motel (223). [locnegHaAA, KaK yXe YKa3bIBaJOCh BBIIIE, ABIAETCS
ocHOBHBIM MeTabomutoM YJIXK B KuIIeYHVKe U MOXET IPOAB-
NIAATb MyTareHHOe, KaHI[epPOTeHHOe, TOKCUYeCcKoe JlelicTBIe, acco-
UUPYeTCs C BO3HUKHOBEHNEM CUMIITOMA MCYE3HOBEHMS JKemd-
HBIX IIPOTOKOB, ITIO/IMIIOB, MEYEHOYHON HEJOCTATOYHOCTU U TaK
manee (170,224).

B to e Bpemsi, Montano-Loza na 3aceganun Kanazgckoro 06-
mecTBa 1o maydeHnwo nedeHu (popym «KaHanckas racTposnTe-
pornorndeckas Hefje/A») OTMeYasl, 4TO, HECMOTPSI Ha OTCYTCTBUE
Ka4eCTBEHHBIX JI0Ka3aTelnbCTB 9P(PEeKTUBHOCTY U 0€30IacHOCTY,
IpyeM HU3KMX M CPeJHUX 103 3TOrO Ipenapara y STUX IMalVIeHTOB
BO3MOXXEH, TaK KaK IIPaKTU4eCKM JTVIIeH aIbTepHAaTUBHI (223).

Kak yxe ymommHanoch Bblllle, KaHIEPOTeHHBbIN 3¢ deKxT
YIOXK, kak BIpoYeM, M €€ aHTMKAHI|ePOTeHHBbII 3¢ ¢eKT, cuu-
TaTbCSA JOKAa3aHHBIM He MOoXKeT. OflHaKO IpUHNMas BO BHUMAaHIe
JlaHHbIE SKCIIePMMEHTANbHBIX U KIMHMYECKUX MCCIeOBAaHMIL, B
KOTOPBIX TaKoe BIMsAHME ObIIO MPOJIEMOHCTPUPOBAHO, TIIATe/Ib-
HBIJI MOHUTOPHMHT COCTOSAHMA TMalleHTa C 1leIbI0 paHHell Juarto-
CTUKM KOJOpPEeKTa/IbHBIX PAaKOB U I'elaTOLe/UII0IAPHOI KapIMHO-
MBI y manueHToB, npuHuManomux YJIXK, ocob6eHHO ee BBICOKIE
IO03bI, HEOOXOMUM.
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K HacTosIeMy BpeMeHM, 9KCIIepUMEHTaTbHbIe Y KJIVTHIYeCKye
VICCTIEIOBAHNS He 0OHAPY>XVMIN KaKOro-7MOO0 OIpefie/IeHHOTO M-
opuo— u ¢perorokcuueckoro apdexra YIAXK y uenosexa. Orme-
TUM, YTO CYIIECTBYeT KIMHUYEeCKOe CoobIeHne o BO3MOXHOM (!)
PasBUTUM IVIOPUYIECKOTO CTEHO3a Y HOBOPOXKIEHHOIO, MaTh KO-
toporo npunnmana YIXK na 34 — 35 nenene 6epemennoctu (225).

Cremyer y4mTbIBaTh, YTO JaHHBIE IIO VCIIO/NIb30BAHMIO STOTO
Ipernapara B IePBOM TpuMecTpe 6epeMEeHHOCTI U NPY JTaKTaIu
KpaliHe OTpaHMYeHbI, I0O3TOMY Ha3HaYeHME YPCOJe30KCUXOIeBOI
KJC/IOTBI TaKMM HAIlVIeHTKaM He peKOMeHpyeTcs. BemencTBue ot-
CYTCTBUS JOCTATOYHO JINTE/IbHOTO IIepPIOfia HaOMI0IeH s 3a )KeH-
LM HAMV, IPVHVMMABIIVIMY €€ BO 2-M U 3-M TpUMeCTpe, U OTCYT-
CTBVS JaHHBIX O IOC/IECTBUAX TAaKOTO IPUMEHEHNUs s pebeHKa
B OynymeMm, HasHadeHue Y/IXK B aTux mepmopax JO/DKHO OBITH
000CHOBAaHHBIM J BCECTOPOHHE OLIeHEHHBIM B IJIaHe Pa3BUTUA OT-
manenusix I1P (17).

B PykoBopctse Koponesckoit Konnerun Akymepos un InHeko-
noros (RCOG, Benukobpuranns) ganHoe Tpeboanme chopmynnu-
pOBaHO criefyoumM 06pasom: «JanHvix 8 1000epHKY UWUPOKO20
UCNOb308AHUS YPCOO30KCUXO0EB0Ll KUCTIOMbL 6HE KIUHUHECKUX
uccnedosanuti Hedocmamouno. JKenuyunol 00mHHbL Obimb OC6e-
domeHbl 00 OMCymMcmeun HA0eHHbLX 0AHHBLX, NOOMEepPHOaoULUX
yIyHuleHUue COCMOSHUS npu 3yoe, npedomepauieHie mepmeoposxoe-
HUSA U 6e30nacHocmv 07151 N100a U HOB8OPOHOeHH020» (226).

CreyeT OTMETUTD, YTO 9KCIIEPUMEHTA/IbHbIE JaHHBIE, CBIJie-
Te/NbCTBYOMX 0 Hammuuu y YIXK /10303aBUCHMMOTO r€HOTOKCH-
4eckoro s ¢peKxra, N3MepsAeMOro 0 KOTMYECTBY MUKPOSIPBILIEK B
muM@ounTax nepudpepudeckorn Kposu, CyuecTByor (227).

[Topxop kK Ha3HAYEHNIO IIPEIapaTOB YPCOAE30KCUXOIEBOI KIC-
JIOTBI B IETCKOM BO3pacTe He OIMHAKOB B Pa3HbIX CTpaHaX. B Ykpa-
UHe, HalpuMep, 6onpmHCTBO npenapatos Y XK pasperieHs K
VICIIOJIb30BAHMIO C MOMEHTa pOXXAeHu:A. B 1o xe BpemMsa B Benuko-
oputanuu [legnaTpryeckuit GopMyApHBII KOMUTET MCIIOIb30Ba-
HIIe TaKVX [IperaparoB y getell B ceoeM HanyoHanbHOM dpopmMyria-
pe He paspelIaer, BCIEACTBME OTCYTCTBUS YONUTEIbHBIX JaHHBIX
06 ¢ dexTBHOCTY U 6€30IIACHOCTH B IETCKOM Bo3pacTe (228).

Cpenu ucciefoBaHMi, OIPaBbIBAIOIINX TAKOI ITOXOJ, MOX-
HO Ha3BaTb PeTPOCIEKTMBHOE KOTOPTHOE JCC/IefjOBaHMe, IIpOoBe-
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JIeHHOe Ha Kadeape mepmaTpuym MegunuHCKoro daxynprera Ka-
VPCKOTO YHUBepcuUTeTa 1Of pykoBopctBoM Kotb M.A. B koHie
2000 romoB. PesynbraThl 9TOJ pabOThl NPUBEIN K pe3KOMY Orpa-
HM4YeHno ucnonb3opanud Y/IXK B negmarpuyeckoit NpakTuke 1o
«off-label» moxasaumsm, a Tak>xe K JOCPOYHOMY IIpeKpaIeHNIO pe-
TyIATOPHBIM OpraHoM Ermnra KIMHMYECKOTro MCIBITaHUA IIperna-
para YIXK y MiafieH1IeB 1 JjeTeil B ZeTCKMUX OONbHUIIAX B HOAOpe
2010 ropa (76). [IpuBesemM onucaHue 3TOTO UCCIIEJOBAHNA.

/13 734 HOBOPO>XJIEHHBIX C XO/I€CTa30M, 0OYCIIOBJIEHHBIM pa3-
JIMYHBIMU NIPUYMHAMY (TeIIaTUT HOBOPOXKJCHHBIX, BHEIIEYeHOYHA
aTpe3s )KeTUYHOIO IPOTOKA ¥ BPOXXIeHHasA HeJOCTATOYHOCTD BHY-
TPUIIEYEeHOYHBIX >KETYHBIX IIPOTOKOB), 401 pebeHOK momyyan mpe-
napatsl Y/IXK. B aToit rpyIe foOMTbCS TOTHOTO pas3peleHys Xo-
necTasa yfanoch y 144 maunenTos (35,9%). Y 236 — repanus oka-
3amach HeappexTnBHOI. B rpynne nanuenrtos, kotopeiM Y/IXK He
HazHayanach (333 4esoBeka) M KOTOpPbIe OBUIM CONOCTABUMBI IIO
IOy, BO3PACTy M 3TUOJOTUM XOJNEeCTa3a, MOJTHOE pa3pelleHNe XO0-
necrasda Habmofanoch y 218 pereir (65,5%), ay 101 (30,3%) — us-
nedeHus He mpowusounio. Takum o6pasom, ucnonb3osanne YIXK
Yy HOBOPOXX/IEHHBIX JleTeil aCCOLMNMPOBANIOCH ¢ 6ojee YeM ABYKpat-
HBIM PMCKOM HEYJAauHOIO JIeYeHUs ¥, COOTBETCTBEHHO, YBeINYN-
BaJIO BEPOATHOCTD Pa3BUTHA OCIOXKHEHMII X0/IeCTa3a, IeYeHOYHO
HeJIOCTaTOYHOCTH U cMepTHOCTH (229,230).

To4HbIT MeXaHV3M OZOOHOI «Pe3VICTEHTHOCTN» HEM3BECTEH.
B xavecTBe OfHOI 113 BO3MOXKHBIX IPUUMH TaKoro Aeiicteusa YIXK
B JIETCKOM BO3pacTe Ha3blBalOT INPUHLMINATbHbIE PA3aN4usA Me-
TaboMM3Ma fieTell ¥ B3pOC/IbIX B IIpolleccaX KOHBIOTMPOBAHNUA I, B
YaCTHOCTYU, CynbdaTupoBanus (76).

[To muenuio Kotb M.A., orpanmuenne ncrnonpzoanus Y/IXK
B JIETCKOM BO3pacTe, 110 KpaifHell Mepe, 10 IpoBefjeHNs 00MbIux
BBICOKOKAYEeCTBEHHBIX K/IMHUYECKMX MCIBITAHUII NOKHO OBITH
OTpaHNMYEHO U IO MPUYMHE BO3MOXKHOTO KaHI[epOreHHOro ¢ dek-
Ta 9TOro coefuHeHus (cM. Bwire) (76). 3akarodeHMs 06 OTCYT-
CTBUU JIOKa3aTelabHOI 6a3bl mcnonb3oBanusa Y/AXK B mepmarpun
MOYXHO OOHapY>XUTb M B CTAThsIX M3BECTHBIX I'elIaTONIOrOB, I B aB-
TOPUTETHBIX MEAMIMHCKNMX PYKOBOACTBAaX, Hampumep — Nelson
Textbook of Pediatrics (163,231,232).
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YIOXK croco6Ha K B3auMOJENICTBUIO C JPYTMMM JTeKapCTBEeH-
HBIMI Cpe[iCTBaMI, KaK Bo BpeMs BcacbiBanusA B JKKT u pacnipepe-
JIEHVs, TaK U B IIpOlleccax MeTabonmm3upoBaHuA.

K HacTosAmeMy MOMEHTY M3BECTHO, YTO MOHOOOMEHHBIE CMO-
JIBl, XONIECTUPAMUH, KONECTUIION M XOTeCTUMU], UCIIO/NIb3yeMble B
JIeYeHUN aTepOCKIepo3a, ciocobHbl cBA3bBaTh YXK 1 mpenor-
BpalljaTh ee BCacbIBaHUe TaK >ke 9pPeKTUBHO, KaK ¥ APYIUX XKeTd-
HBIX KUCIOT (233-235). O6pasoBaHye HeBCaChIBa€MbIX KOMIIJIEK-
coB ¢ Y/IXK onmcaHo u 1 CMEKTUTA, U /I aTIOMUHUIICOfIeprKa-
IUX aHTaUMUAoB (236). JIOTMYHO NPeAIOoNI0XNUTh, YTO Ha3HAYECHE
KpeMHe3eMHBIX 9HTepOCOpOeHTOB (IOMMUCOp06, IHTEPOCTEND, ON-
buUT U APYrux) M aKTUBMPOBAHHOTO YIJIA TAK)XXe MOXKeT OKa3bIBaTh
BnussHue Ha BcacbiBaHMe Y XK n3 kumeunuka. O4eBUIHO, YTO CO-
OmofieHVe PeKOMEHyeMbIX BPeMEeHHbBIX IHTEPBA/IOB MEXJY IIpu-
emoM YJIXK 1 onmcaHHBIX 1I€KaPCTBEHHBIX CPEJCTB 3HAYUTETbHO
yMeHbIIIaeT BEpOSATHOCTb TAKOTO B3aMMOJeIICTBUA.

Tak kak HasHaueHue Y/ IXK nmpuBoanT K HOpManu3anuu SMyib-
TYPOBAHMA XXVPOB I YBETMYEHNIO UX a0 cOp 61N, BCacbIBaHME KU~
POPACTBOPUMBIX Bell]eCTB, B YaCTHOCTY BUTAMIUHOB, TOKOepoa
Hanpumep, ycunusaercs (237), a BcaencTBue oOpasoBaHMS MU-
11e/U1 — 06J1er4aeTcs TPAaHCIOPT LUMK/IOCIOpKHA. XOTs YBeTUYeHNe
I/Ia3MEHHOJ KOHIIEHTpAIuy IVKIOCIOpMHA He ObIIO ITOATBEPXK-
IeHO B HEKOTOPbIX MICC/IEJOBAHNAX, @ B JPYIMX OHO CUJIbHO Bapbl-
pPOBaJIO B 3aBUCUMOCTHM OT Hajau4us xonecrasa (6omee 200%), aTo
HOTEHIIMAJIbHO ONAaCHOE B3aMMOJEIICTBME BCerja caefyeT MpUHMN-
MaTh BO BHMMaHue (238-241).

B coobmennn Belliveau P.P. ¢ coaBTropamm coobmanocs o
3HAYMUTENDHOM, OKO/IO 50%, CHVOKEHMM IIA3MEHHOM KOHI[EHTpa-
nuy uunpodaokcanyHa y nanueHTa, npuanmamomero 0,3 r YIXK
IBaXK/IbI B JIeHD C 11e/IbI0 PACTBOPEHN KaMHell B )KeTYHOM ITy3bIpe.
TouHbII MeXaHM3M TaKOTO B3aMOJIEICTBIUA HEM3BECTeH, IPeIo-
laraercs, 4To o6a Impenapara KOHKYPUPYOT MeX/y co00it Ha 9Ta-
Ile BCACBIBAHUS B TOHKOM KuinedHuke (242).

BsaumMopeiicTBre ypcone3oKCUX0neBO KUCIOTBI C APYTUMU
CpefcTBaMy MOXKeT OBITh OOYC/IOB/ICHO U €€ MHAYLMPYIOWIVM Heli-
CTBVIEM Ha CHCTEMY MUKPOCOMa/IbHBIX (PEPMEHTOB, B YaCTHOCTI —
nuroxpoma CYP3A4 n gpyrux nsopepmento CYP3A (cm. Bbime).
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Tax, B nccnepoBannm Sasaki M. ¢ cOaBT. y MallieHTOB, IPUHNMAIO-
mux YIXK, 6p110 MOKa3aHO 3HAUNTE/IbHOE YMEHbIIeHNe I/Ia3MeH-
HOJl KOHLIEHTpalWM HUTPEHAUIIVHA, SBJIAILIErocs cybcTpaToM
CYP3A4 (243).

B coobmennu Stroubou E. onmcan kamHu4eckumit cnryyai B3a-
VIMOZIEVICTBYA JAallCOHA, HA3HAYEHHOTO JJIA JIeueHN A repreTndop-
MHoOro fiepmaruta, n YJIXK y nanmuenra B Bospacre 61 rox. Yepes
2 Heplenu nocye HasHaveHysA Y/IXK Habmomanocs peskoe obocTpe-
Hle epMaTUTA, BbI3BAHHOE 3HAUYMTEIbHbIM CHIDKEHMEM KOHIIeH-
Tpauyy fancona — cybcrpatra CYP3A4. Ormena Y XK npuseno x
BOCCTAQHOBJICHVIO KOHTPOJIA HaJ| 3a00/eBaHueM, a IIOBTOPHOE Ha-
3Ha4YeHMe BbI3BAJIO TaKoil e ap ekt (244).

Kpome nsodepmentos cemeitctsa CYP3A, YIXK nagynupyer
CYP2EL, CYP2B1/2, CYP1A2 u CYP1A1, CYP4A, a Taxoxe 6/10Ku-
pyeT ux gerpaganuio (62). VI3BeCTHO TakXe, YTO 9TO I€KAPCTBEH-
HOE CPEeACTBO CIIOCOOHO MHAYLMPOBATh ITIMKONpOTenH-P, 6emkn
neKkapcTBeHHON ycroiumBocty (Multidrug Resistance Proteins)
MRP-2 u MRP-3, Ho e MRP-4 u MRP-5 (17,61). B psage pabor
ykaspiBaeTcs, 4to npumenenue Y[IXK, Tpebyroleil KoHbIOrannm
C ITINIVIHOM, CIIOCOOHO HNPMBOAMT K 3HAUYMMOMY AePUUINTY STOM
aMUHOKMC/IOTBI, KOTOpasg UCIONb3yeTcsa B MeTabonmuame II dassr
HEKOTOPBIX JIEKAPCTBEHHBIX CPE/ICTB. ITO MOXKET IPUBECTY K yIHE-
TEHMIO MeTabo/MM3Ma OC/IeHUX 1 POCTY UX ITa3MEHHBIX KOHIIeH-
Tpauuii. Hanmporus, yBennyenne npogyKuuy IyTaTMoHa B K/IeT-
Kax Ie4eH!, KoTopoe Habmropaercs npu Tepamuy YIXK, yckoput
MeTabo/MNM3M JIeKapCTB, BO BTOPOIl (pase KOTOPBHIX MCIIONb3yeTCs
rayTaTuoH (76,170,245).

Ocoboro BHUMaHMA 3aCTy>KMBAaeT SKCIEPUMEHT AIOHCKUX
CIIeMaIICTOB MOf pykoBoacTBoM Irifune H., B koTopom opHOBpe-
MeHHOe HazHaueHye YIXK u rpuseodynpBuHa y MblIeii IpUBEIO K
BO3HMKHOBEHIIO MHOTOYMC/IEHHBIX 04aroB HEKpo3a B nedeHn (246).

TaxuM o6pa3oM, MOTEHIMATbHBIN PUCK JIEKAPCTBEHHOTO B3al-
moperictBusa YIIXK ¢ apyrumu mpenapaTaMu He MOXKeT OBITh CBelleH
TONBKO K MHAYKImy nuroxpoma CYP3A4, u Tpebyer Kak fanbHeit-
HIEro JeTa/bHOrO M3y4eHNs, TaK U OIpefieIeHHOV HAaCTOPO>KEHHO-
cTu 1py ucnonb3oBanyy Kom6uHanuit Y XK B mpakTyke Bpaueit.
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13.6. [lokazamenvuas meouyuna

JKerunokameHHas 6011e3Hb

OpHuM U3 MepBBIX MeTa-aHa/lIN30B, B KOTOPOM OLl€HMBANaCh
apdextuBHOoCcTh YIXK, MOXHO cunrtaTh MeTa-aHanu3 May G.R.
C COaBTOpaMI, B KOTOpPOM OblTa ycTaHOB/IeHa 3(Q(eKTUBHOCTD
VICTIO/Ib30BAHNUA JKeTYHBIX KUCIOT IIPpM >KeTYHOKAMEeHHOi 60-
nesuu. Kpurepum BKIOUeHMS B aHa/MM3 BKIOYAAU B cebs 00s-
3aTeNIbHYI0 PaHIOMM3alMI0, Ha/IM4lie PEHTT€HOHEraTBHBIX KOH-
KPEeMEeHTOB, OOHAapPY>KeHHBIX IIPU XONIeNUCTOrpadun 1 IMOTHOE UX
pacTBOpeHue, NOJTBEPXK/IEHHOE TeM >XKe MeTojgoM man Y3V, 23
nccnegoBanusa (1062 yemoBeka — XeHOHE30KCUXOIeBass KIUCIOTa,
819 — YIXK, 78 — ux koMOMHanMA), ony6/IMKOBAHHBIX B IIEPUOJ,
¢ 1966 mo 1992 roppl, cooTBETCTBOBaMM 3TUM Kputepuam. Y XK
IpOABIIIA TyYIIyI0 3 PEeKTUBHOCTD B CPaBHEHNY C XEHO/[€30KCH -
XOJIeBOJ KMCTIOTOM, XOTA HPOLEHT YIadHOTO PAacTBOPEHUS KOH-
KPEMEHTOB /Il BbICOKO/I030B0M Tepanun YJIXK, npoBoaupieii-
ca 6 MecsALeB 1 0oee, coOCTaBUI TONbKO 38%. ITomoXKuTenbHbIN
pesynbTar jedeHNA B OOJbIIeNl CTEIeHM 3aBMCeNl OT pasMepoB
KOHKpeMeHTOB (kaMHU 1o 10 MM B imaMeTpe pacTBOPAINCDH 3HA-
gyyMo y4ire) (136).

IlepBuyHbIi OMIMAPHBIA BNPPO3

OpHOTI 3 IepBBIX MONBITOK CHCTEMATNYeCKO OlleHKY 3 dek-
TUBHOCTU U O6e3omacHocT YIIXK y MaMIEHTOB C NIePBUYHBIM OU-
NMapHBIM LUPPO30M MOXKHO Ha3BaTh MeTa-aHA/IN3, BbIIIOTHEHHBI
B OpykmHCcKoM Betepanckom megunuuckom nentpe (CIIA), omy-
6nukoBaHHBI B 1994 ropy. B pabory 6pu10 BKTIOYeHO 12 MCTOY-
HUKoB (n = 800), B TOM 4McCIe U JaHHBIE OTKPBITHIX VICCIEJOBAHWIA.
[TpopomxutenbHocTh Tepamy YIXK mpm 6mnmapHOM Iuppo-
3€ BapbupoBajaa oT 6 10 48 mecsAleB, a CpefAHAA f03a Ipelnapara
cocraBmia 13 Mr/Kr/cyTkm. ABTOpBI OOHAPY>XM/IM, 4TO TepaIyd
YIXK npuBOAUT K CTaTUCTUYECKM 3HAYMMOMY YMEHDBIIEHUIO Ta-
kux nokasareneii, Kak AJIT, ACT, II® u I'TTII, Ho He 6unupybuHa,
a TaKe yrydiraeT MOp¢onorndeckoe CTpoeHue IMedeHy, 1 acco-
LUUPYETCs C MEeHbIIell YaCcTOTON Heyad edeHus (247).

B mera-anamuse Shi J. ¢ coaBT., pe3ynbTaTbhl KOTOPOro OBUIN
ony6nmukoBanbsl B 2006 rogy B AmepukanckoM JKyphuane Tactpo-
SHTEPOJIOTUM, AHAIU3UPOBANOCH BIMAHME cpegHux po3 YIXK
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(10 — 16 Mr/kr) Ha IpOrpeccupoBaH)e IEPBUYHOTO OMINAPHOTO
Uppo3a U BBDKMBaeMOCTH. B MeTa-aHau3 ObIIM BK/IIOYEHBI JJaH-
Hble 7 PaHIOMU3VMPOBAHHBIX KOHTPOIMPOBAHHBIX IUIANe60 WIn
OTCYTCTBMEM BMeEIIATENIbCTBA VICCIELOBAHUI U 6 MCCIIESOBAHUI
C IIUTeNbHBIM TepuopgoM Habmwopenus. Okasamoch, uto YIXK
MOXKeT 3aMe[JINTb IMPOTpeccUpoBaHMe LMPPO3a PaHHUX CTA[UIA
(p=0,03), ynyuimaeT BBDKMBAeMOCTb ¥ CHVDKAeT IOTPeOHOCTH B
TpaHcItaHTauuy nedenn (p=0,05) (248).

HeraruBHBIMM MO>XHO Ha3BaThb BBIBOJBI, K KOTOPBIM IPUIIIN
aBTOpBI cucTeMarudeckoro KokpeifHOBckoro o63opa, mpoBefieH-
Horo nox pykosopctBoM Gong Y. (145,249). 9ToT 0630p BKIHOYAI
B ce0s1 aHANMM3 16 paHOMU3MPOBAHHBIX KIMHNYECKUX VICITBITAaHUI
YIOXK B cpaBHeHMM C I1anie6o0 MIM OTCYTCTBUEM BMeEIIATeTbCTBA
y NMalJMeHTOB C HepBUYHBIM OMWIMapHBIM Lyppo3oM. Huxakoro
cTatucTudecky 3Haummoro BnusaHus YIXK Ha cMmepTHOCTH, TO-
TpeOHOCTD B TPAHCIIAHTALIMM, BETMYNHY IIOPTAJIbHOTO JJaB/IE€HN,
MOPQOIOTYECKOTO CTPOEHMs IeYeHM, a TaKKe BBIPAKEHHOCTD
KOXKHOTO 3yZia M obueit cmabocty obHapy>keHO He ObU1o. Takum
o6pasom, geiicteue YIXK cBOANTCA K yIydIIeHNIO HEKOTOPBIX He-
crierubnIecKnx OMOXMMUYIECKNX MapKepoB — OMnnMpybmHa, Iie-
nouHout ¢pocdarassl, TpaHCAMUHAa3, 4TO, 10 MHeHu0 M. Kot6, Hu-
yem He oTnnuaetT apdext YIXK ot addekra rimoKoKOPTUKOUTOB
pu ToI e maronoruu (250).

B mocnegHeM OOHOB/IEHMM YKa3aHHOTO BBbINIE MeTa-aHaju3a
BBIBOJBI HeCKo/nbKo maMeHunuch: YJIXK He crioco6Ha yMeHbIINTD
CMEPTHOCTb MAI[MeHTOB U UX MOTPEOHOCTb B TPAHCIUIAHTALNI
IeYeH!, a TaKXKe CUMIITOMATHUKY 3a00/IeBaHMs M YacCTOTY OC/IOXK-
HEeHMJT, HO IPY 9TOM Y/IydllaeT OMOXMMMYECKVe ITOKas3aTeny M,
HO-BUAMMOMY, CIIOCOOHA 3aMeIUTh TIMCTONIOTUYECKOe Iporpec-
CHpOBaHMe NEePBUYHOTO OMIMAPHOTO LVppo3a. B BeIBofax cBoero
00630pa aBTOPBI OTMEYAIoT, 4TO AnuTenbHas Tepanus YIXK Bpan
IV OTIPABJIaHA, A 3aK/II0YEHNE O I1eJIeCO0Opa3HOCTM ee Ha3HAYeHN A
B HACTOAILIMII MOMEHT HEBO3MOXXHO, TaK KaK OTCYTCTBYeT HOCTa-
TOYHOE KOJIMYECTBO BBICOKOKAYeCTBEHHBIX MICCTIEJOBAHNIL C JOCTa-
TOYHOI CTAaTUCTUYECKOI MOIHOCTBIO (251).
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IlepBUYHBI CKIEPO3UPYIOLINI XOTAHTAT

B otHOmenun sppexrnBrocty YIXK B crydae mepBUYHOTO
CK/IEpO3UPYIOLIETO XOTaHTUTa BbIBOJbI aBTOPOB MIMEIOLMXCS B Ha-
IIeM PacIoOps>KEHNY CUCTeMaTIYeCKIX 0030pOB pacXomATCA.

B mera-aHanuse 8 paH/OMM3MPOBAHHBIX MCCIELOBaHM (n =
465) nposepenHoM Shi J. u ony6nukoBanHoM B 2009 ropy aBTO-
Pbl IPUXOJAT K 3aKn04eHno, uto YJIXK cratucrudeckm sHaum-
MO YJIy4IIaeT TYCTOIOIVIO IIeYeHN I HOPMaln3yeT YpoBeHb O1o-
XMMUYECKNX MapKepoB, HO He OKa3bIBaeT IIPM 3TOM 3HAYMMOTO
BIVMAHMSA Ha BBIPQXEHHOCTb 3y#a M CyOBeKTUBHOIN crnabocTu u,
4TO 6OJlee Ba)XXKHO, Ha CMEPTHOCTb M YaCTOTY TPAaHCIIAHTAIMIl
neuyenu (252).

B HemaBHeM (mionp 2012 ropa) cucreMaTuveckoM 0630pe u
meTa-aHanuse Othman M.O. ¢ coaBTopamu u3y4daauch 3p@deKTst
ceMu 11ane60-KOHTPOMMPOBAHHBIX MCCIeRoBaHUIl 3G eKTUBHO-
ctu YJIXK npu ckieposupyrouemM X0/lIaHTUTe, B TOM 4UCIIe U yIIO-
muHasimecsa uccnegosannua Olsson R. ¢ coast. (169), Lindor K.D.
¢ coaBT. (164) u gpyrue (cM. Boiue). O6Iiee KOMMYECTBO MALMEH-
TOB BO BCeX BK/IIOUEHHBIX paboTax cocTaBuIo 553 yenoseka. [03bl
YIXK B 3aBUCMMOCTH OT UCCHEJOBAaHNA BapbMPOBAIN OT HU3KUX
mo BbIcOKUX (30 Mr/kr/cyTku). BeIBoAbl, K KOTOPHIM HPUXOJAT
Othman M.O. ¢ coaBTopaMy CXOZHBI C TAKOBBIMU CHCTeMaTunye-
ckoro o63opa Shi J. (252). YIXK B cpaBHeHMnu ¢ mianebo He CHU-
YKaeT CMEePTHOCTb MAIMeHTOB C IEePBUYHBIM CK/IEPO3UPYIOIINM
XO/IAaHTUTOM, He yMEHbIIaeT MOTPeOHOCTh B TpPaHCIUIAHTALUK
IIeYeHM, He yaydiaeT MOpQONIOrn4ecKyl0 KapTUHY B Ile4eHN, He
M3MEHsAET YaCTOTY AMATHOCTUPOBAHNA XOTAHTMOKAPLUWHOMBI 1 He
MO)XeT KOHTPO/IMIPOBATh CUMIITOMBI 3a00/1eBaHuA. EquHCTBeHHBII
II0Ka3aTe/lb, HOpManIK3aysa KOTOPOro Obla JjoKasaHa /s Tepa-
nun ¢ ucnonbsopanueM YJIXK — 9To KOHIleHTpanus TpaHCaMM-
Ha3, YTO He MOXKeT C/IY )KUTD 1LIe/IbI0 TepaNNy U He OIpaBbIBaeT ee
MICTIONIb30BAHMA B JIEY€HUM IIEPBUYHOTO CK/IEPO3UPYIOIETo XO/IaH-
ruta (253).

B Heckonpko 6omee paHHeM MeTa-aHaun3e, BBIIIOTHEHHOM
rpynmnoit noj pykosogcrtsoM Triantos C.K., B pesynbpTaTe aHanmmnsa
JaHHBIX 8 paHZOMN3MPOBAHHBIX KOHTPOIMPOBAHHBIX IIa1e00 vin
OTCYTCTBUEM BMeIIATe/IbCTBA UCCAefoBaHm (n = 567), u3y4yanach
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3¢ PeKTMBHOCTD 0OBIYHBIX 1 BBICOKUX (O0see 15 MI/Kr/cyTKM) 03
YIXK. Biuanua Tepanum Ha BBIPa)K€HHOCTb KIMHUYECKUX CUM-
ITOMOB (3y[ja ¥ YCT/IOCTN), TUCTOJIOTMYECKOe IIPOrpeccupoBaHIe
3abo0eBaHMsA, YaCTOTY Pa3BUTNA XOTAHTMOKAPIVIHOMBI M CMepT-
HOCTD INAI[MeHTOB, KaK B 00LeM, TaK M IIpU aHanIM3e HOATPYIIIL,
He oOHapy>keHO. B BpIBOfIax aBTOPBI KOHCTaTHpoBay, yto YIXK
He BnuAeT Ha nporpecc IICX, a B KOMMeHTapuAX K CBO€I CTaThbe,
COIJIAMIAACh C KPUTUKON KadecTBa BK/IIOUEHHBIX B aHaIu3 pabdor,
OTMEYaIoT, YTO NpoBefeHne 6onpuoro MyapTuIeHTposoro PKI ¢
y4JacTueM IMAIVIeHTOB C PAaHHUMU CTagVAMU 3a00/IeBaHUA U JJIN-
TETIbHBIM IIEPYOIOM IIOC/IeYIOI[ero HabIIoieHNs KpailHe Heo6xo-
[MMO [/ OKOHYATeTbHOTO cyxaeHns o6 apdexrnBHocTn YIXK
npu [ICX (254).

B cucremarnueckom o630pe ¢ Mera-aHanusoMm l[emaro-bunm-
apHoit rpynnbl KokpeilHOBCKOro coobujectBa (mocmegHuil nepe-
cMoTp coBepiieH B 2011 rozy) Ob1y IpoaHanuM3MpOBaHBI 8 paHIO-
MU3NMPOBaHHBIX uccnefoBauuii apdexrtuBroctn YIAXK (n = 592)
CpefHeil MPOJO/DKUTEIPHOCTBIO OKO/MO 3 yeT (0T 3 MecsleB 1O
6 1eT). ITOT CUCTeMAaTHYeCKit 0630p He CMOT oKa3aTh, uTo Y/IXK
B CpaBHEHMM C IIa1e00 NIV OTCYTCTBJMEM TepaleBTIYeCKOro BMe-
IIATebCTBA KaKMM-11OO0 3HAYMMBIM 00pa3oM BJIMsET Ha CMepT-
HOCTb, YaCTOTY TPaHCIIJIAHTAIMIl, PUCK BO3HMKHOBEHI BapMKO3a
BEH MNIIEBOJA, aCLUTA 1 9HILedaronmaTnm, KINHNIECKNe CUMIITO-
MBI, II0Ka3aTe/Ii TUCTOMIOTVY IIe9eHN Y XOTaHTMOTpadui, KOHIIEH-
Tpaumio ajgbOyMuHa. 3HauMMoOe yMeHbIlIeHNe TaKuxX O61moxmummde-
CKMX MapKepoB, KaK CBIBOPOTOYHBINI OMIMpPyOouH u apyrue dep-
MeHTHI (AJIT, ACT, I'TTII) B 9TOM 0630pe HaLIIO CBOE MOATBEPXK-
lleHNe, TaK JKe Kak 1 B 0030pax YHOMSHYTBIX paHee. B pasperne,
HOCBAIEHHOM OOCY>XIEHMIO IIONy4eHHBIX pe3ynbraToB, Poropat
G. ¢ coaBTOpaMU BBIJENAIT HECKOJIBKO IPOOJIEMHBIX acCIeKTOB
BKJIIOUYEHHBIX B 0030p MCCIELOBAaHMIl: OTCYTCTBUE JOCTATOYHON
CTaTUCTUYECKOIl MOIHOCTY OONBIIMHCTBA paboT, BBICOKMIT PUCK
omn6ok (biases) HemocTaTOYHASA MPOJOKUTENBHOCTD TEPAIINN U
HaO/TIofleHN s 3a MaljMeHTaM!, OTCYTCTBYE OL[eHKM KayecTBa >KI3-
HI, TeTEPOT€HHOCTDb I'PYII U Apyrue. B To >ke BpeMs, aBTOpbI aHa-
NM3a MOAYEePKUBAT Xopourylo 6e3omacHocTh HasHadeHns YIXK
CpaBHUMYIO C Itane6o, Hanbonee YacThIM NOOOYHBIM 3¢ deKToM
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Tepanuy ABJSIACH [Uapesi, HPOXOAsIiasi IOoCe OTMEHBI Ipenapa-
Ta VIM CHVDKEHMUS €ro JO3BbI.

3aK/mounNTeNIbHBIM BbIBOZOM KokpeitHOBckoro o63opa sB-
JSIeTCSl KOHCTATalusi OTCYTCTBUs YOe[UTeNbHBIX [OKa3aTe/lbCTB
IO/Ib3bl VI Bpefa HasHadueHu:a YIXK manueHTaMm ¢ mepBUYHBIM
CK/IEPO3UPYOIINM XOTaHTUTOM ¥ HEOOXOAMMOCTDb B NPOBEJeHUN
BBICOKOKAQ4eCTBEHHBIX MY/IBTUIIEHTPOBBIX IIIalle00-KOHTPOIIPO-
BaHHBIX MCC/IEJOBaHMIT BBICOKUX (60mee 20 MI/KI Macchl Tela) 403
YIXK (255).

XpoHNYecKMe renaTnuThl

B yxe ynoMmHaBuIeMcs MeTa-aHanu3e 6OCTOHCKOJ TPYIIIBI
reraTojoroB Imoj pykosopctsoMm V. Simko Obla oTfenbHO BbI-
IelleHa 4acTb, HOCBALeHHasA Bompocy adpdexrnBHOocTH YIXK
IpY XPOHMYECKMX remarutax (247). B Hee aBTOpBI BKIIOUMIN
11 mcrounnukos (n = 285, HPOJO/DKUTENBHOCTD Tepamuym — 1 —
21 Mecs1), onyOMMKOBaHHBIX B epuox ¢ 1985 mo 1992 rop. Yuu-
TBIBasl TOT (AKT, YTO K MOMEHTY HallMiCaHMsI YKa3aHHOTo o630pa
00 9TMOIOTUM U TIATOTeHe3€e 3TUX 3a00IeBaHMIT ObIIO HEM3BECTHO,
TO HACTOsALllee 3HaYEHME Pe3y/IbTaTOB CHCTeMaTHYeckoro ob3opa
HOCHUT CKOpee UCTOPUYECKOe, a He IIPUK/IajHOe 3HaYeH1e. TeM He
MeHee, IPUBECTU ITU JaHHble HEOOXOAMMO, TaK KaK KOITMYEeCTBO
CUCTEMaTNYeCKNX 0030pOB, MOCBAIEHHBIX M3YYEHUIO IIeIeCO0-
opasnoctu npumenenus YJIXK y ykasaHHBIX HaIjMeHTOB, Ypes-
BBIYAIHO MAJIO.

ABTopamny ObuIO ycTaHoBieHo, yto YIXK (cpepHsas mosa —
11 mMr/kr/cyTKn) ynydiiaet 6MoXuMI4ecKye IoKa3aTey, a UMEHHO
AJIT, ACT, I'TTIIL, II® n 6unupy6uH, HO He OKa3bIBaeT 3HAYUMOTO
BO3/IEICTBUSA Ha CTPYKTYpY nedenn (247).

B 6onee axryanpHOM 0630pe crnenuamictos lemaro-bummap-
Hoit rpynnbl KokpeiiHoBckoro coobijectsa 2007 roga 6su10 mpo-
AHAIM3MPOBAHO 29 paHAOMU3MPOBAHHBIX MCCAENOBAHUN, B KO-
TOPBIX U3y4danach 3(pPeKTUBHOCTD MpernapaToB KeTYHBIX KUCIOT
(YOXK n Taypo-Y[IXK) y maumeHTOB ¢ BUPYCHBIM TenaTuToM B u
C, Ipu 9TOM HJ OJJHO U3 HUX He 0Ka3a/0Ch BBICOKOKAYeCTBEHHBIM.
[Tpn ananmse HaHHBIX OBUIO OOHAPYXKEHO, YTO IIPerapaThl XKerd-
HBIX KJC/IOT MOTYT 3HaYMMO YMEHbBINATh YPOBHM CHIBOPOTOYHON
AJIT. OHu crnoco6HBI U3MeHATh nokasateny mkanbl Knodell, kak
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MUHUMYM Ha 1 6a1. BansHue Tepanuy Ha pUCK BOSHUKHOBEHMS
LUppO3a, ITOKa3aTesIell MOPTaJTbHOTO ¥ IePUIOPTAILHOTO BOCIIA-
nenns, nepcucrennuio HCV PHK okasanoch crarucrtudeckm He
3HaYMMBbIM. KonmmuecTBO U KayecTBO IaHHBIX, KOTOPBIE ITI03BOJNI-
nn OBl aBTOpaAM CJie/IaTh OLpefie/IeHHOe 3aK/II0UeHIe 110 BIIVIAHNIO
YIOXK Ha cMepTHOCTb, HOTPeOHOCTDb B TPAHCIUIAHTALNM, BUPYC-
Hble MapKepbl ¥ TYICTOIOTHUIO ITeYeH) OKa3a/lINCh HEJOCTaTOYHBIMMA.
Takum o6pasoMm, cucTemaTnyeckuii 0630p He CMOT IOATBEPHUTD
VIV OIIPOBEPTHYTh 000CHOBaHHOCTb HasHaueHusa Y XK wan ray-
po-YIXK manueHTaM ¢ OCTPBIM ¥ XpOHUYECKMM BUPYCHBIM rela-
tuTOM B 1 XpoHMUeckum BupycHbeIM renatutoM C (256).

Cpenu ocobeHHOCTeNT cBOell paboThl aBTOpPHI 0030pa OTMeya-
10T, 9YTO B 3aK/IIOYNTETbHBIN MeTa-aHAJIN3 OHU He CMOITIM BKIIIO-
9UTb JJAHHBIE BYX McCefoBaHuii, B KoTopbix YIIXK y naunentos
c rematuToM B (OCTpPBIM U XpOHMYECKUIM) YMEHbIIIa/Ia YaCTOTY BBI-
SABJIEHNS TIOBEPXHOCTHOTO AaHTUTE€HA K KOHIIY JIeYeHNS U YPOBHIU
HBV JHK x xoHny Habmopenus (6 — 18 mecsien), a Takxe HOP-
Ma/nM30Baja aKTMBHOCTb TPAaHCAMMHa3. DTN JAaHHBIE CMOITN OBl
OKas3aTb OIIpeJie/IeHHOe B/IMAHIE Ha BBIBOJ], 0030pa B 4aCTH, Kacawo-
mIencsa remaTura B.

Eme omHuMm 3acimyxmuBamoljeM BHUMaHusA (pakToM, IO MHe-
Huto Chen W. u npyrux, ABisercsa 3Ha4MMOe YMEHbIICHVE YPOBH
HCV PHK B konIe nepuona Habmwopenus (ot 6 go 18 mecsies)
B cnydae mcnonb3oBanusa YJIXK Ha mporsokeHum 12 mecsues u
0ornee (aHanmu3 moarpymnm). ToT GakT TpebdyeT CaMoro feTarbHOro
paccMOTpeHMs, TaKk KaK OCHOBAH Ha JJAHHBIX HJM3KOKa4eCTBEHHBIX
VICC/IeOBAHNII C BBICOKMM PYICKOM OLIMOKY ¥ OOHApy>XKMBaeTCs II0-
cne OoKoH4aHMs nedeHus, korga YIXK, obmazmarorias xoporieit pac-
TBOPMMOCTDBIO y>Ke BbIBefleHa 13 opranmsma. C pyroil CTOpOHBI,
3TOT 3¢ (PeKT MOXKeT OBITH CBA3aH C TEMU XKe IIPOLieccaMu, KOTOpble
BBI3BIBAIOT CTOJIKOE CHVDKEHVE TPaHCaMyHa3. ABTOPBI MeTa-aHa/lIn-
3a HOYEePKIBAIOT HEOOXOAVIMOCTD B IIPOBEJIEHNI HOBBIX Ka4eCTBEH-
HBIX JICCTIefIOBAHNIL, KOTOPbIE JO/DKHBI JaTh OTBET Ha 9TOT BOIPOC.

Kaknx-nmn6o uccnegopanui mno s¢pdexrusuoctu YJIXK y ma-
LMEHTOB C BUPyCHbIMMU Tenatutamu A, D, E 1 ocTpbIM remarurom
C 06HapyXUTh He Y[a/loCh, IIO9TOMY 3aK/IIOYEHME O I[elecoo-
6pasnocty HasHaueHns YIXK mpu sTux 3aboneBaHuUAX CLe/IaHO
He Ob1710 (256).
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HeankoronbHas XupoBasa 60ne3Hb MeYeHN

VI3y4eHMI0 aKTUBHOCTH >KEeTYHBIX KUC/IOT, B TOM YUC/Ie U yP-
COJIe30KCYXOJIeBOJ, B CPAaBHEHUM C IIane6o MM JPyrMM BMella-
tenbctBoM npu HACI u >xupoBoit 60e3HM medeHy ObII MOCBS-
mweH cucremarnyeckuit 063op Orlando R. n gp. (KokpeiiHoBckast
lenato-bunmapnas rpymnna) 2007 roga (189). VI3 Bcero konmyecTsa
IpPOBEJEHHBIX Ha TOT MOMEHT WUCCIefoBaHUil 3¢ PeKTUBHOCTU
YIXK tonbko 4 pabotsl (n = 279) cOOTBETCTBOBANIN KPUTEPUAM
BKJIIOUEHMSI B 9TOT 0030p, IpUYeM TOIBKO OJHO, MCCIIe[OBaHME
Lindor K.D. ¢ coaBropamu 2004 roga (181), MOI/IO cYMTATBHCS KC-
crefoBaHueM C ManbiM puckom omnbku (low-bias risk trial). As-
TOpaMy He ObUIO OOHapyXeHO Kakoro-mi6o muaHua YJXK Ha
onoxummyeckue nmokasareny gyukumit nedenu (AJIT, ACT, IO,
[TTII), remaro6unnapHyo CMEPTHOCTD U OOILIYI0 CMEPTHOCTD Ia-
IIVIEHTOB, 4aCTOTY Pas3BUTMs OC/IOXXHEHMII OCHOBHOTO 3aboreBa-
HyA. OrpaHNYeHHble COHOTpaduUYecKye U IMCTONOTNYecKIe JaH-
Hble He IO3BOMMIM CHe/laTh OJHO3HAYHOTO BBIBOAA O BAUSAHUU
Iperapara Ha TedeHue creatosa (189).

[Tpn ananuse MOATPYNIBI MALMEHTOB C HEAJIKOTOJIbHBIM CTea-
TorenaTuToM (3 paHZOMU3MPOBAHHBIX McCefoBaHus, 340 yyact-
HUKOB) U HEA/JKOTOJIbHOI >KMPOBOIT O0/me3Hbio meveHu (3 paHpmo-
MU3VMPOBAHHBIX MCCIefoBaHys, 113 y4acTHUKOB), MCIOIb3YOIMX
YIXK, II>xoBanHM Mycco ¢ KomneramMmmu B CBOEM MeTa-aHa/lIN3€e He
CMOT' [IOKa3aThb TOro (pakTa, YTO 3TO CPEACTBO MMeeT KaKoe-Inbo
IIPeNMYILEeCTBO Iepef I1ane6o BO BIMSAHNA Ha BBIPaXKEHHOCTD CTe-
aTo3a, OIpefe/IAeMOr0 PEHTIeHOMIOIMYECKN Y 110 JAHHBIM OMOTICHIL.
B orHomenun BmuanuA YJIXK Ha nmokasarenyu TpaHCaMMHa3 OFHO-
3HAYHOTO BBIBOJA CenaHo He 6bu10: ecnu B rpynmne HACI tepanms
yMeHbIIIaJla YPOBHYU (epMEHTOB, TO B IPYILIIe HEAJKOTOTbHOI JXI-
poBoit 6omesnn Bnuanne YJIXK Ha aktmBHOCTH AJIT okasamoch
HEe3HAYMTETbHBIM. BakKHOV HAaXOOKOJ 3TOr0 MeTa-aHaanu3a MOYKHO
CYNTATh U 0OHAPY)KEeHIE BHICOKOI YaCTOTHI IOOOYHBIX peaKIii BbI-
cokux po3 YXK, koropas cocraBuna 45% nanyueHTOB U MPOAB/IA-
J1ach B BUJIe Pa3HBIX PAcCTPONCTB mepucTanbTuku (190).

He otnmyaercs oONTMMM3MOM B BOIIPOCE UCHOIb30BAHUA
YIXK npun HACI n mera-ananus 2012 roja, BbIIOMHEHHBIT Wu 1
KoteramMu. Onmpasch Ha JJaHHbIE 3-X PaH[JOMU3MPOBAHHBIX II/Ia-
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11e00-KOHTPOIMPOBAHHBIX VICCIEOBAHNUI C 00s3aTEeNbHBIM IIPO-
BefleHVeM OMOIICUY, aBTOPBI II0KA3aJIl, YTO TONBKO BBICOKNE O3B
YIXK yMeHbLIaloT 100y/1ApHOE BOCIATIeHNe, IpK 9TOM 6bll1a 06-
Hapy)XeHa TeHJeHIVA K Iporpeccuposanuio ¢pubposa. broxumn-
YeCKMIl OTBET B IOATPYIIIIE BBICOKO/I030BOII TePAIIN POSBIIAICS
B Bijie ymeHblleHNA akTuBHOCTU I'TTII, HO OofHOBpeMeHHOM yBe-
TMYeHNM KOHIIeHTpanuy obijero 6mmmpyonHa. Pasmmunit Mexnay
rpynnamu B nokasarensax AJIT, ACT n lIJ® obuapyskeHO He ObLIO.
Xots YIXK mokasana ce6s1 6€30macHbIM CPECTBOM TepPAINM, aB-
TOPBI IIPUXOJAT K BBIBOAY, YTO MOHOTEpAIMsA 3TUM IIpeIapaToM
He OKasblBaeT 3HAYMMOIO IO3UTMBHOTO BVSAHMUS Ha COCTOSHME
manuenTos ¢ HACT (257).

[TpoTuBOpeune pe3ynbTaTOB MCCIEROBAHUI 9P(EKTUBHOCTH
YIXK npy HeanKoroabHOM CT€aTOTeNaTUTE 3acTaBAeT TeraTo-
JIOTOB JVICKaTh HOBBIE METOJbl T€PANNI STOTO PACIPOCTPAHEHHOTO
3aboneBanus. B pepakiuonnoit crarbe Haedrich M. u Dufour J.E
«YOXK npu HACT: xorer; nctopun?» («UDCA for NASH: End of
the story?»), omy6nukoBannoit B 2011 rogy B aBTOpUTETHeILIEM
xypaane «Journal of Hepatology», aBTOpbl OTMeYa0T, YTO MOHO-
tepanua Y XK B 06bI14HBIX H03ax He 3¢ (deKTNUBHA, a IpY Ha3Hade-
HUY BBICOKUX 7103 — ee 9¢pexTsl HesHaunTeNbHBI. OIpe/e/IeHHbIe
HaJIeK/bl aBTOPBI BO3/IaTal0T Ha KOMOMHMPOBAaHHOE JICIIOIb30Ba-
Hue YJIXK n Tokodeporna, a TakKe PYTUX SKeTUYHBIX KUCTIOT, /A
KOTOPBIX «MICTOPUA ellje He 3aKOHUYMIAch» (258).

9TO MHeHMe NOAEeP)XUBACTCA M APYTUM M3BECTHBIM VICCIIEN0-
BarenieM Raoul Poupon, koTopsiit B cBoeMm 0630pe 2012 ropa, pac-
CMaTpMBaeT IEPCIEKTUBBI KOMOVMHVPOBAHHOIO JICIIO/Ib30BAHMUS
YIXK u gpyrux npemnapatoB — aronuctos FXR u TGR5 (o6eTnxo-
JIEBOJI KMCIOTHI, HanipuMmep) (259).

Xonmecras 6epeMeHHbBIX

Eme opnoI maronoruen, Npyu KOTOPOJ MIMPOKO MCIIONb3yeT-
ca YIXK, aBnderca xonecras 6epeMeHHBbIX. O HEKOTOPBIX CHUCTe-
MaTU4YeCKMX 0630pax, B KOTOPBIX OlleHMBanach 3¢(eKTMBHOCTD
5TOTO CPeACTBA IPY YIIOMAHYTOJ MATOIOTUY, YKe YIIOMIHAIOCh B
I7IaBe, MOCBSALIEHHO JMCIONb30BAHNUIO aleMeTHOHNHA. ITO 0030-
pst M. Hardy c coast. (2002 roga) (260) n KokpeitHOBCcKuII cucTe-
Matndecknit 063op Burrows R.F. ¢ coasr. (2001 rog, mepecMoTp —
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2010 rop) (261) . Ecniu B mepBOM aBTOPBI PULIUIN K 3aK/TIOYEHUIO,
yto YIXK sABnAercsa spPpeKTUBHBIM IPOTUBO3YIHBIM CPEICTBOM,
CYO'BEKTMBHO IPEBOCXOMALIMM WIM PaBHBIM aJleMETUOHMHY, HO
ycrynatomum kombuHauyy «YIXK + ajeMeTnoHMH», TO BO BTO-
POM BBIBOJIBI MICC/IEiOBATeIell OKa3aauch Ooee mecCUMUCTAYHBI-
mu. ITo muenuto Burrows R.E ¢ coaBr., jokazarenscTs appexTus-
Hocty YIXK mpum xonmectase OepeMeHHBIX, KaK U aJjeMEeTMOHMHA
BIIpOYEM, B HaCTOsIee BpeMs He cymiecTByerT (260,261).

MyxkoBucnngos

B KoxkpeitHoBckoM 0630pe, onybnukoBaHHOM B 1997 rony n
epecMOTPeHHOM B ceHTs10pe 2012 ropa, mocBsieHHOM 3 dex-
tuBHOCTM Y]IXK mpm mykoBucumpose, BbimonHeHHoM Cheng K.,
Ashby D. u Smyth R., aBTOpbI IpMIIIN K BEIBOAY, YTO B HACTOALee
BpeMs KaKMX-mmbo ocHoBaHMII A HasHadeHua Y]IXK Bcem ma-
IVIeHTaM C MYKOBUCIIVIZIO30M He CymiecTByeT (262,263). Beero s
0630pa aBTOpamu 6s110 oToOpaHo 10 MCCIegOBaHMIL, M3 KOTOPBIX
3 (n=118) cooTBeTCTBOBANN KPUTEPUAM BK/IIOUEHNSI. DTO PabOTHI
Merli M. 1994 roga (203), O’Brien S. 1992 roga (205) u Colombo C.
1996 roga (264). Hu B omHOM M3 MCCIeNOBaHMI He ObUIM OlleHe-
HBI TaKJe Ba)KHbIEe IT0Ka3aTeNl, KaK BBDKIBAeMOCTh, IOTPEOHOCTD
B TPAHCIUIAHTALMM TIeYeHN ¥ Ha/IN4ye MOPTalTbHOI IUIIePTEH3NL.
[IpopomKnuTenbHOCTD MCCAeNOBaHUIT — OT 6 10 12 Mecanes. [lepuog,
HaO/TI0fIeH S [TOCIe 3aBepIIeHNA VICC/IeNOBaHNA OB OYOINKOBaH
TonbKo Jyis paborel Colombo C. u p.: ¢ 1996 roga go 2005 roza B
VICXOTHOJI KOTOPTe IAIVIeHTOB OBIIO 3aperiMcTpUPOBAHO KaK MU-
HUMYM 13 cMepreli 1 6 clTy4aeB TPaHCIUIAHTALMM [Te4eHN (JJaHHbIe
oueHmBamuch y 53 mn3 55 manmentos) (265) (Colombo C. n gp.,
2005). K coxxaneHuio, KOHCTaTUPYIOT crieuamucTsl KokpeitHos-
CKOTO cOO0IIeCTBa, M3 TEKCTa He SICHO B KaKOl KOHKPETHO TpyII-
ne, YIXK i nname6o, ObIIM 3aperncTpUpOBaHbL STV COOBITHA.
Vicionb3yemble YIIOMAHYTLIMM aBTOPAMI CyppOTraTHbIe MapKephl
— YpOBeHb TpaHCaMMHAa3 M M3MeHeHMe MAcChl Te/la He IO3BOJA-
I0T CfiefIaTh Kakux-1160 BoIBOfoB 06 addextuBHocTn YIXK, npu
3TOM IO3UTUBHbIE U3MEHEHNA II0C/Ie IPOBeNeHNs Kypca TeueHns
yKas3aHHBIM IIperapaToM OblIM 0OHapYXKeHbI TOTBKO /IS ITOKa3a-
Tessd TpaHcaMyHas, B ocHoBHOM — ACT (262,263,266).
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VIMmmyHOCynpeccus mociae TPaHCIUVIAHTAUM e4eHN

OTpenbHOTO BHMMaHM crenyanucToB KokpertHOBCKOro coo6-
LIeCTBA 3aCAy>XUI BoIpoc ucnonb3oBanua Y/XK y manmeHToB ¢
TPaHCIJTAHTMPOBAHHO II€YE€HbI0. Y UNTBIBASA UMMYHOMOJY/IUPYIO-
IIVie CBOVICTBA 3TOV >KeTYHON KUCIOTHI, OBIIO MPEATIONI0XKEHO, YTO
ee NpMMEHEHMe C NePBOro JIHA I0C/Ie TPAHCIJIAHTALIUMY IIeYeHN B
KOMIIIEKCe C UMMYHOCYTIPEeCCUBHOI Tepamnuel (TTI0KOKOPTUKOV b
+ a3aTMONPMH + LUKIOCIIOPUH WM TAKPOIMMYC) MOXeT OKa3aTh-
cs1 9 PeKTUBHBIM METOJOM IIPefOTBPALeHNsI OTTOP>KEHN Opra-
Ha. O7lHaKO IPOBEJIEHHDINI MeTa-aHa/lIN3 7 PaHLOMU3VMPOBAHHBIX,
KOHTPO/IMPOBAHHBIX IIale00 MM OTCYTCTBMEM BMeIIAaTe/lbCTBa
uccnegoanui (n = 335), yIOBIeTBOPSIOUUX YC/IOBYS BKIIIOYEHNS,
He nofTBepana BausaHuA YJIXK Ha cMepTHOCTh HalueHToB, 00y-
C/IOBJIEHHYIO pasHbIMu npuunHamu (all-cause mortality) u cmepr-
HOCTb BC/IEACTBUE OTTOP>KEHMA IePeCaKeHHOI Ie4eHM, YaCTOTy
perpancmtanTanuii (3 us 68 B rpynne YIXK u 4 u3 64 B rpymnie
1ane60), OCTPON KIETOYHOV peakIy OTTOP>KEHM, KOMNYeCTBO
NAlMEHTOB, Y KOTOPBIX OTTOP)KE€HME OpPraHa acCOUMMPOBANIOCh C
PEe3UCTEHTHOCTDIO K CTEepOUTaM.

Bnuanme YJIXK un taypo-YIIXK Ha XpOHMYECKYIO peaKLNIO
OTTOp>KeHMs (OLIeHMBAIOCh KOAMYECTBO IIAIVIEHTOB) OKAa3aI0Ch
HEOIHO3HAYHBIM: IIPY JCIOTb30BAHUM MOJENIN CIyYaliHBIX 3-
(eKTOB CTATUCTUYECKM 3HAYMMOTO BO3JEIICTBM OOHAPYKEHO He
ObIIO, @ TIPK VICIIO/Ib30BAHMM MOZieny GUKCUPOBAHHBIX 3D PeKTOB
HAIIpOTUB, TakKoil ap¢ekT Ob1 06HapyxeH. Takum obpasom, cpe-
JIaTh OJHO3HAYHBIN BBIBOJ O II€NIeCO0OPa3HOCTY UCIIO/NIb30BAHNA
IpenapaToB >KeTYHBIX KMCAOT Y HMAlMEHTOB IOC/Ie TPAaHCI/IAaHTa-
LM TIeYeH) aBTOPAM He Y/Ja/loCh, OIHOI M3 MPUYMH Hey[j a4yl OHU
CUNTAIOT MaJIoe KOMYEeCTBO UCCIIeLOBAHMIL M HEOOTIBIIYIO YMCIIEH-
HOCTbD INAaLIYIEHTOB B HMX BK/IIOYEHHbIX. [IpoBeleHNe KPYITHBIX BbI-
COKOKa4eCTBEHHBIX MCCIeIOBAaHNUII B Oy yIeM HO/DKHO IPOSCHUTD
Mecto YJIXK B mpeaynpexaeHnn peakuyy oTTopKeHu: (267).
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14.1. Mcmopus npumenenus

9cceHUMaNbHbIe dbochonunuppr
(9®J1, EPL, monmenmndocdarmmunxo-
nuH, nonveHdocdaTnaxonuH, HoauHe-
HachlmeHHbI pocdarnaunxonuy, ¢oc-
$aTUANIXONMNH) — Pa3HOBUJHOCTD oC-
baTUANIXONNHA B COEIUHEHUN C IIONMN-
HEHACBHII[eHHBIMU KM PHBIMU KUCTIOTAMI.
ToBopst 06 accennmanbubix poconumnm-
JlaX KaK O TrelaTolpOTEeKTOpax, Jalle Bce-
rO MMEIOT B BUJly OUMINEHHBIN SKCTPAKT
ceMsiH coeBbIX 6000B. B manHoM paspene
MBI OyfeM IpUep)KUBATbCS TaKOTO Ke
HOAXOMa, 0 HEOOXONUMMOCTU OT/E/IbHO
oroBapuBasi ocobennoctu IDJI Hecoe-
BOTO NpOMCXOXjeHMsA. OTMeTUM TakKXKe,
4TO 9CcCeHUMaabHble Qocdommunuasi, B
3aBUCUMOCTI OT JIEKAPCTBEHHOTO Cpefi-
CTBa, MOTYT OBITb OTHECEHBI B K/IACCH-
buKaLMAX renaTonpoTeKTOPOB 1 K Ipe-
napaTaM pacTUTEIbHOTO VIIU )KMBOTHOTO
IPOUCXOXKIEHNA.

V3ydyeHnne ¢apMaKomIOTM4eCcKoOil ak-
TUBHOCTY 3CCEHIMANbHBIX (ochonnmu-
IOB Havyanoch B 1939 rogy ¢ MOMeHTa uX
oTkpbiTus, korga Hans Eikermann Bnep-
Bble 9KCTPAr¥pOBa/l BHICOKOOUNILECHHYIO
bpakuo ¢ocharuaunxonnua, a BHe-
JipeHye MepBOTO JIEKAPCTBEHHOTO Cpefi-
cTBa, copepKamero DPJI u3s ceMaH cou,
B KJIMHUYECKYIO IPAKTUKY IPOM3OIITIO B
1952 rony B lepmanumn (1,2).
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Cos (Glycine max (L.) Merrill) — MHOTONEeTHee BbloIjeecst pac-
TeHMe pofa 6000BbIX, pacpocTpaHeHHOe B cTpaHax Asum, Adpnu-
K1 u ABcTpanuu. B Hacrosmee Bpemsa Kynbrusupyerca B CIIA,
Poccun, Ykpaumne, crpanax J/latnnckont AMepuxnu u faxe B Kanape.
CoeBble 600BI ABNATCA ONTMMAIbHBIM MCTOYHMKOM IDDJI, Tak
KaK IIPMPOIHO COEP>KaT BbICOKME KOHIJeHTparuu pochaTuauixo-
nuHa B BUAie 1,2-gunuHoneomndocdaruamaxonuHa (cm. Hmke) (3).

Boobiie, ncronb3oBaHue TepMUHA «3CCEHIINATIBHBIE» CIIPABE] -
MMBO B OTHOIIeHUN $ochonunnaos, cofepxkanne 3-sn-pocaru-
AVJIXONIMHA B KOTOPBIX Konmebnercst ot 73 — 79% 10 92 — 96%. Cun-
TaeTcs, 4T0 appexTr DDJI peanusyoTcs 3a CUeT COREPIKAIMXCA B
cBaA3M ¢ GochaTUANIXONMNHOM HOTVHEHACHIIEHHBIX )KMPHBIX KIIC-
JIOT, IpeXK/ie BCero — JIMHOIeBOI. Bricokoe comepxanne 1,2-gunm-
Honeomndocaruannxonnua (1,2-dilinoleoylphosphatidylcholine,
DLPC) B npepenax 52%, oTmm4yaeT scceHIuanbable pocdonmmmmst
ot apyrux pochonnunmmos, MOCTYIAILINX C MUIIEN Y CUHTe3UPY-
€MBbIX B OpraHM3Me, ¥l MOXXeT CYUTATbCA OCHOBHBIM (hapMalleBTH-
YeCKMM MHIPEeUEeHTOM 3TOro mpemnapara (4). YTBepxpeHue, 4TO
DLPC He cuHTe3MpYIOTCA B OpraHU3Me 4e/IOBEKA He COBCEM BEPHO
— 1,2% Bcero ¢pocdaTuanIxonnHa B CBIBOPOTKE KPOBM IPEfCTaB-
JIEHO 3TUM coenuHeHmneM (5).

Kcratu, cunTe3 docdarnanixonnta B KIeTKaX >XMBOTHBIX U
qe/loBeKa MPOUCXOAUT U3 PocdaTupnasTaHomaMyHa C y4acTieM
dbepMeHTa S-aZeHO3MIMETMOHMH-3aBUCKMON PocaTunIsITaHO-
naMuH-N-MeTunTpancdepassl, I03TOMY HePULINT afieMeTHOHIHA,
B TOM 4MCJIe IPUBOJUT K HEJOCTATKY cuHTe3a pocdommmumos (6).

Kpome DLPC ¢pocharnpunxonun DDJI npencrasieH pyrumMu
ero COeNVHEHUsAMM C XXUPHBIMYM KUCIOTaMM B IIEPBOI U BTOPOIL
MO3UIMI COOTBETCTBEHHO (7):
1,2-mampmutonn-nHoneonndocharnamixonnHom (23% — 24%);
1,2-oneownn-nmuHoneonndocdarrayxonaoM (12% — 13%);
1,2-nmuHONeHOWT-MMHONeoNAPochaTUaMIXOMMHOM (6% — 7%);
1,2-creapoun-nuHoneonndocharTugnaxonnaom (6%);
1,2-nampmuron-oneonndocdaruaaxomHoM (3% — 4%);
1,2-creapoun-apaxugononndocarnamaxontoM (1% — 2%).

OKCTPAKThl COEBBIX OOOOB C OTHOCUTENIBHO HU3KUM COJep-
xKaHueM Qocdarnaunxonnua (MeHee 70%) [OIONTHNUTENIBHO CO-
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mep>xat gpyrue Tvisl pochonnnuios, Hanpumep, pocdarnnmns-
TaHONAMWH, GOCPATUAVIVHO3UT, a TAKXKe MacIa ¥ APyrue TUIIbL
MUIULOB. BeICOKOOUMIIIEHHBIN 3KCTPAKT (92 — 96% pocdhaTupmn-
XO/IMHA) MOXeT COepKaTh Mac/ia U XUPHI, HO He apyrue pocdo-
aununsl (2).

Kpome coeBbIx 60608, B KauecTBe ChIpbs A/ HOMydeHus $poc-
dbonunuIoB MOIyT UCIIONb30BAThCA CeMeHa IOACOMHEYHNKA VN
pamnca. Kak u [y1s1 OCTa/lbHBIX JIeKapCTBEHHBIX CPEACTB, MOTydae-
MBIX 13 PAaCTUTETBHOTO CHIPbs, IJIA IPEIapaToB 3CCEHI[MATbHBIX
dbochonnnnugos xapakTepHbl KoebaHMsI aKTUBHOTO hapMareBTu-
4eCKOro MHIPEe[eHTa B 3aBMCUMOCTH OT reorpaduieckoro mpo-
VICXOX/IeHV CyOCTaHIMM, KIMMAaTUYeCKUX M JPYTUX YCIOBUIL €T0
Ky/IbTUBMPOBaHMs, c6opa 1 006paboTKy, a Takke 0COOEHHOCTEN
IPOU3BOJICTBA JIEKAPCTBEHHOTO CpeficTBa Ha mpepnpusatun (3,8).
CreyeT OTMETHUTD, YTO Ipenaparhl >KMBOTHOTO IIPOMCXOX/IEHA,
KOTOpBbIE, XOTb U1 PEJIKO, HO UCIIONb3YIOTCS B MEAMLIMHE, COTEeP>KaT
3HAUUTE/IbHO MeEHbIe HEHACHIIeHHOTo ¢GocaTuanIXonnHa IIo
CPaBHEHMIO C PaCTUTEIbHBIMMI IeKapcTBaMu (3).

ToBops 0 pochonmmmnupax, He0OXOAUMO OTMETUTD CIIE YOI M
HIOAHC. TepMUH «IeLUTVH», UCIIO/NIb3yeMblll HEKOTOPBIMIU aBTOpa-
mu u npousBopgutenamu IDJI, B XMMMIecKOM CMBICTIE paBHOIIpa-
BeH TepMUHY «bochaTuanIxoanu». B TeXHOMOrM4IecKoil e mpax-
TUKe, HAallpyMep B INIIEBOJ IPOMBINIICHHOCTY, JTELUTUHOM Ha-
3BIBAIOT CMeCh HEVTPA/IbHBIX U IOISAPHBIX TUINUJO0B, COfepKaHue
docharnamixonuHa B KOTOpbIX KonebmeTcs ot 20% mo 90%. Takoir
JIELUTYH MMeeT PasINyHoe IPOVICXOX IeHVIe Y MCIIONb3yeTCs B Ka-
4yecTBe IMy/IbcuduKaTopa vin mnoopukanra (9).

B mocnengHee BpeMs MHTepeC K 9CCeHIMANbHBIM Gocdonmmm-
faM o0ycloBIeH 1 TeM GaKToM, YTO Mule/Io0pa3oBaHe, CBOI-
CTBEHHOE JIsI 9TUX COERVMHEHNI, MOXKeT YCIIIIHO NPUMEHSATHCS B
dapmaneBTUKe IIA CO3/laHUA CBOEOOPA3HBIX TPAHCHOPTHBIX CHU-
cTeM, o0ecreunBalOLIMX yylllee BCaCbIBaHNe M, COOTBETCTBEHHO,
01O OCTYITHOCTD, @ MHOT/A U 6€30IIaCHOCTD JIPYTUX IIPeNapaTos, B
TOM YMCJIe U IPYTUX renaronporekTopos (10,11).

CnpaBeuBo OygeT OTMETUTD, YTO 6€3yC/TOBHBLII IPUOPUTET B
uccnefoBanuy JPJI mpuHAIOKNT ClIelaancTaM HeMenKoit ¢up-
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mbl HatTepmaH (B HacTosAIee BpeMsA — 9acTb Komnauuit Canodu),
OONBIIMHCTBO JVICC/IEOBAHNII 3TOTO JIEKAPCTBEHHOTO CpefcTBa
BBITIOJTHEHO C JICIIO/Ib30BaHNMEM IIpenapaTa Ipou3BOACTBA MIMEHHO
3TOV KOMITAaHUM.

14.2. Papmakokunemuxa

ViccnepoBanusa ¢(apMaKOKMHETMKM SCCEHIIVAJbHBIX JIUIIN-
noB 6asupyrorca Ha usydeHnuy KmHetukym DLPC, xoropwrit, Ha-
INOMHMM, IIpeACcTaBisgeT co60il NpubIN3UTETbHO MOTOBUHY BBO-
IVMMBIX B opraHusM ¢ocdonnmmupos 3Toro mpenapara u CUIbHO
3aBUCHUT OT 0COOeHHOCTel ero mpouspoacTa. IPJI, gocTynHbIe
Ha pbIHKE, MOTYT JICIIO/Ib30BAaTbCSA MHBEKIMOHHO U IepOpajb-
HO. A6copbumsa mpemapaTa B KUIIEYHMKE INPU IepOpParbHOM
IOyTY UCNONb30BaHUA cocTaBndeT 90% B cyTkm (12,13). Vsyue-
Hue nporneccoB abcopbuym IDJI y rpbI3yHOB 0OHAPYKMUIIO, ITO
NpaKTUYeCK! BCA BBeJlEHHAsA per 0S 103a MOJ|BepraeTcs IU/pou-
3y ¢oconmumasoit A go l-anmn-pocharngunxonnua, KOTOPHIi
BIIOC/IEICTBMM YacTU4YHO (50%) pealeTVnInpyercs B MCXOZHOE
cocTosgHMe. JcceHIManbHble Pochommuuasl nocae abcopobuun
HOMNAJAoT B TMM$aTIdecKye COCYAbl U ¢ TOKOM MBI pacnpe-
Ie/IAI0TCA B OPTaHU3ME.

MakcuMajpHas KOHILIEHTpAaLMs Ipelapara B IIa3Me 4eso-
BeKa II0C/ie MpueMa BHYTpb HabmofjaeTcsa depes 6 4acos, Omo-
nocrynHocth ODJI B aToM crydyae Komebnercsa B mpepenax 20%.
B cinyyae BHYTpMBEHHOTO BBe[jeHNA 3CCEHIMANbHBIX docdomnu-
NUIOB KOHIIEHTpalus Iperapara 6bICTpo CHIDKaeTcs: Ha 80% — B
TeyeHue 15 MuHyT, Ha 92% — 75 MUHYT U IOTHOCTHIO — B T€YEHIE
10 yacos (4).

Crneunduyeckas mpupofa 3CCeHIMANBHBIX ¢ocdonmmnuaos
HO3BOJIAET MM 3aMemarb Gpochommunuabl TUIONPOTENHOB KPOBU
— XMIOMMKpPOHOB (BapbupyeT f0 80%), NTUIIONPOTENOB OYEHb
HU3KOJ U HU3KOI (70 15%), HO IIaBHBIM 00pasoM — JIMIONpOTe-
VIHOB BBICOKOJI IIOTHOCTH (80%) 1, TakuM 06pa3oM, TPaHCIOPTHU-
poBaTbCA ¢ TOKOM KpoBy ¥ mnMsI (14,15). DKCIepuMeHTHI ¢ Jc-
nonb3oBanuem JDJI, meyenrix H?, H?, C'*, mokasanu, 4To ux pac-
Ipefe/ieHNe HAlIPSIMYIO CBSA3aHO C COIep>KaHMeM JIMINJIOB B Opra-
HaX, pajjM0aKTUBHbIE METKM OOHAPY>KMBA/INCh B TOJIOBHOM MO3Te,
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ceneseHKe, KUIIEIHMKeE, JIETKNX, MMOYKAX U TaK Jiajee, M, KOHEYHO
)Ke, B IIeYeHN, TJie KOHIeHTpauys Me4eHbIX GochOonmmunmugoB oKa-
3a71aCh CaMOM BBICOKOM, YTO HEYVBUTENbHO, TaK KaK COflep>KaHue
bochommupos meMbpaH B nedeHn cocrasigeT 80% aToro opra-
Ha. JcceHnyuanbuble GocHOMUINIBI He CeTEKTUBHBI B OTHOIIEHUN
OIIpeJie/IeHHBIX TUIIOB K/IETOK ITIeYeHY U BBIAB/IAIOTCS B MeMOpaHax
KaK TellaTOLMTOB, Tak U KJeToK Kyndepa, 3Be3guaThix 11 9HJOTENN-
a/IbHBIX KJIeTKaX U Tak manee (4,16).

Ikckpenua ODJI ocymecTBaAgeTCA NPENMYILIECTBEHHO MOYKa-
mu (17 — 18% BBemeHHOI 0O3bI), 1erkuMu (0Komo 15%) u ¢ kaaom
(7 — 8%). Hactp ODJI He 9KCKpeTHPyeTcs, TaK KaK MCIOIb3YeTCA
OPTraHM3MOM J/ISl IJIACTUYECKMX HYXK], KJIETOK, OHA OCTaéTCs B CBSI-
3M C IUIIONIPOTEMHAMM U XVJIOMUKpOHaMu (4).

14.3. Mexanu3sm Oeiicmeus

Cunraercs, 4yTo no3utuBHble 3¢ Pexter IPJI peanusyrorcs 3a
CYeT VX BIVMSAHUA Ha OMONOTMYecKye MeMOpaHbl — LUTOTIEMMY U
MeMOpaHbI OpTaHe/I 11, B MEHBIIIEN CTeleHy, 6/1arofaps ux B3anu-
MOJeVICTBUIO C epMeHTaMI.

HevicTBue scceHIManbHBIX (HOCHONMUINIOB U UX OCHOBHOTO
koMioHeHTa DLPC 6bi n3y4eHbl B MHOTOYMC/ICHHBIX 9KCIIEPU-
MEHTaX C BOB/IeY€HIEM HeCKO/IbKIX BIU/IOB TabOpPAaTOPHBIX >KMBOT-
HBIX (IpBI3YHBI, COOAKM, IPUMATBL M APyTUe BUABI) M VICIIOIb30-
BaHIEM Pa3/IMYHbIX MOJie/lell TOKCMYECKOTro, B TOM 4NC/Ie JeKap-
CTBEHHOTO, OPa)KeHNA NedeHN (TeTpaxJIopuf yIJIeposia, STaHOI,
raJlaKTO3aMMH, I1apaleTaMosl, TeTPALMKINH 1 Apyrue) (IOTHBIN
CMCOK mpuBefieH B 0630ope Gundermann K.J. (4)).

9®dJI yMeHbIIAIOT >XeCTKOCTb ¥ IOBBIIIAIOT TE€KY4eCTb MeM-
OpaH, objerdasi mpoieccel 9HA0— U 9K301uTo3a. Kak mM3BecTHO,
NVHOLUTO3, HAPALY C aKTUBHBIM TPAHCIIOPTOM, OOJIETYeHHOI U
naccuBHON aud¢ysueil, ABAAETCI OFHUM M3 OCHOBHBIX METOJIOB
IOCTYIJICHNS BELIeCTB B KIETKY, a 9K30LMTO3 HEOOXOAUM CUHTe-
3MPYIOIUM ¥ CEKPETUPYIOLUM KIeTKaM Ji/Isl BBIIIOJTHEHNS CBOUX
byHKIMIL.

CTabu/IbHOCTh KIETOYHBIX MeMOpaH BIMsAET Ha 3aKpelie-
Hue («3asgKopeHMe») U QYHKLMM acCOLUMPOBAHHBIX C Hell 6eTKOB
(MOHHBIX KaHAJIOB, (ePMEHTOB, PELIENITOPOB 1 TaK [jajee) i, C/Ief0-
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BaTe/IbHO, BOCCTAHOBJ/IEHVIE CTPYKTYPBI MeMOpaHbI MOXeT IIpUBe-
CT) K BOCCTAHOBJ/IEHNIO aKTVBHOCTH 3TUX NTpoTenHoB. Kpome Toro,
nas uenoro psaga depmenton, Hanpumep Na'/K* m Ca** -AT®das,
dochomunuapl MeMOpaH WUIpalOT POIb CBOEOOpPa3HBIX «Kodep-
MEHTOB», TaK KaK (YHKIMOHMPOBaHME 3TUX OETKOB HEBO3MOXKHO
6e3 pocomununos (3,4).

Taxxe DDJI BBIMOMHAIT CTPYKTYPHYIO QYHKIVIO — BCTpan-
BasChb B MeMOpaHy KJIeTKV, OHY 3aMelaloT co00il IIOBPeXXIEeHHbIE
MOeKy/bl GocOonnnmaoB, eCTECTBEHHBIX [/IA YeloBeKa (TaM Xe).

JTro60e Bo3peiicTBYE, IOBPEXJAIOI/e TeIIaTOLNTHI U 3aTpa-
rMBalolee SHePTreTUYeCKNIl 6anaHc KIeTKM, 3aTPYAHAET CUHTES
coOCTBeHHBIX PoconMnumoB, MOITOMY UCIOIb30BaHME 9K30-
reHHbIX D PJI M03BOIAET NPEJOTBPATUTD UM YMEHBIINUTD fiepu-
uut ATO (1).

3a cuer cofep>KaHUA ABONHBIX cBA3elt DDJI cmocob6HbI mpu-
HUMAaTb y4acTue B Ipoljeccax MepeKMCHOTO OKIcaeHus. X0oTs BO
MHOTUX paboTax u ObIa NMPOZEMOHCTPUPOBAHA UX AHTUOKCU-
JaHTHAas aKTUBHOCTb (JJOCTAaTOYHO OOJIBILION CIMCOK TaKOBBIX
npusesieH B 063ope Gundermann K.J. (4)), HekoTOpble aBTOPHI
NpU3BIBAIOT He 3a0BIBATh O BO3MOXXHOM IIPOOKCUJAHTHOM Jeli-
CTBUM HOJIMHEHACHIIIEHHBIX XMPHBIX KUC/IOT, COJeP>KALINXCS B
DI (17,18).

Sccennyanbuble GocHonunuapl MHIMOMPYIOT alloONTO3 rema-
TOL[MTOB, OTPULIATENIBHO BIMsS HAa 9KCIPECCUIO ANIONTO3-Peryu-
pytomux kuHas (ASK-1, p38 MAPK, nporennkunasy C, ¢pocda-
TUAVI-NHO3UTO/N-3-KNHA3Y), 9KCIPeCcCUIo Crenndriecknx 6enKkoB
bax n bid, nogaBnsA0T 9KCIIpeccuio Kacnasbl-3 (4).

YrueteHue anonTosa pasBuBaeTcA U 3a cueT npucymen IO/
IPOTMBOBOCIIA/INTENbHON aKTUBHOCTM, B Pa3BUTUM KOTOPOIl Be-
LYIIYI0 PO/Ib UIpaeT yrHeTeHue pochopuanpoBaHus MHIUOUPY-
fomjero gakropa [kB, koropsiit yrHetaeT akTuBHOCTD NF-kB. Kpo-
Me Toro, O®JI MOo3UTUBHO BIMAT Ha CUHTE3 IIPOBOCHA/INTE/Ib-
HbIX IMTOKMHOB — TNF-a, IL-1P, 6enka xeMoTakcyca MOHOIIMTOB
(MCP-1), yraeraer npogykunio IJOT-2, nugynub6ensuoi NO-cun-
tasbl, 6enkoB agresunu (ICAM-1). Baxxnast ponb B pasBUTUK TIPO-
TUBOBOCHAINTENbHOrO 3¢ deKxTa OTBOAUTCA MHAYKIUU (HaKTO-
pa Nrf2, KOTOpbIil Ha TeHHOM YPOBHE CTUMYIUPYET CUHTE3 ecTe-
CTBEHHBIX aHTUOKCHUJAHTHBIX (ePMEHTOB, B YaCTHOCTI T€MOKCH-
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renaspl-1 (HO-1) (taMm xe).

YMeHbIlleHNe YPOBHA  IPOBOCHANUTENbHBIX  LIMTOKMHOB
(TNF-a, VIJ/I-6 n gpyrux), moxasartesell MHTEHCUBHOCTY IEPeKNC-
HOTO OKVICJIEHMS JIMINOB U POCT KOHIeHTpanuu Gochonnmnmnios
B KPOBI Y IAIIVIEHTOB C aJIKOTOJIHBIM T'eIIaTUTOM IIOfi BIMAHNMEM
9®JI 6pIn mopTBepXKAeHbI B uccnegopanuy H.J. TeitBangoBoit ¢
coaBTopamu (19).

Emre ogauM BakHbIM pakTopoM BospaericTeusa IDJI npu nopa-
JKEHMAX TeYeHU SIBJIACTCS MX CIIOCOOHOCTD IIOAB/IATD IIPOLECCH
CUHTe3a KojutareHa ¢pubpobracTaMu, TO €CTh YTHETaTh IPOLeCCHI
¢ubposuposanus (20). VsBecTHO, yTo IDJI yMEHDUIAIOT KOHIIEH-
tpanuio TGF-f1 u TGF-a, yrHeTaroT CUMHTE3 IIaJKOMBILIEYHOTO
aKTMHA 0, OTPULATENbHO BIMAIT Ha ypoBHU MaTpuyHoit PHK xon-
nareHa lal tumna (4). Vimerorcs cBefieHs O IPSIMOM YIHETEHUM aK-
TUBHOCTY KOJI/TaTeHa3 HeKOTOpbIMU KoMnoHeHTamu DDJI (21).

Omnpepenennoe sHadeHue Bo BauAHuM IPJI Ha maroreHeTHn-
YyecKye IHpOLeCChl B IeYeHNM UIpaeT CIoCOoOHOCTh ¢ocdomumu-
IOB Y/Iy4lIaTb MUKPOLMPKY/IALNIO B OpraHaX M YMeHbIIATh IPO-
ABJIEHUA aTePOCK/Iepo3a COCY[0B, KOTOpOe IPOMUCXOAUT 3a CYET
CHIDKEHMS YPOBHA XOJIeCTepMHA ¥ TIOBbIIIEHNA KOHI[eHTpalun
JITIBII, a Taxxe 3a CcYeT yrHETEHMS arperanuy TPOMOOLUTOB I
aputpouutoB (4). CHMXKeHYe YPOBHS X0/IeCTepUHa B KPOBU 1 YBe-
NMYEeHMEe er0 9KCKPEIVV C XKeTYbI0 CBA3BIBAIOT CO CIOCOOHOCTHIO
9®JI KOHKYPEHTHO BIMATH Ha abCcopOIMI0 XO/leCTepyHa B KMIIeY-
HJIKe, YMEHbIIATh COAEp>KaHle X0lIecTepyHa B MeMOpaHax I, B KOM-
I7IeKCe € KeMYHBIMU KMCIOTaMM, YIy4lIaTh ero pacCTBOPMMOCTb B
xemun. K cnoBy, ator Mmexanusm pmuanuA OPJI Ha cocTaB Xemun
MOJKeT OIIpaBJaTh UX UCIIONTb30BaHMe IpK Xonenntnase (22).

9¢ddexTnBHOCTD MONMMHEHACHIEHHOTO (ocharnaunxonn-
Ha y MaIMeHTOB C >KMPOBOJ 0O/Ne3HbI0 IeYeH! Pa3HOTO IeHe3a,
KpOMe BbIIIeIepeunC/IEHHOT0, 00bACHACTCS U €r0 CIIOCOOHOCTHIO
VHYIVPOBaTh TPUIINLEPUINIIA3Y TeNaTOLUTOB, CIIOCOOCTBYA
BBICBOO OXK/[€HUIO KMPHBIX KMCIIOT B KPOBOTOK (23).

HemanoBa)KHbIM ABIAETCA U YIy4YlleHMe pPeOoTOrMYecKux
CBOJICTB JKem4y, oKaspiBaeMoe JDJI 3a cueT SMyIbranum 1 BOCCTa-
HOBJIEHMS €€ KOJJIOUIHOIo cocTosasHuA (3).

OmnncaHHbIe MeXaHNM3MBI PACIIMPAIOT IIPEACTABICHUA O Pa3BI-
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TUY TepaneBTudeckoro apdexra IPDJI, KOTOPHIT He MOXKET OBITH
00BACHEH MCKIIOUYNTETbHO C TOYKV 3pEeHMsS 3aMelljeHNsA IOoBpe-
XKIEeHHBIX (ocPonunuoB B MeMOpaHax TellaTOLUTOB, KaK 3TO
IpeNCTaB/IAeTCA HEKOTOPBIMU aBTOpaMyu paboT O remaTOIpOTeK-
Topax (24).

14.4. [lannvie KaunHuuecKux uccie008aHuil

BonbUIMHCTBO KIMHMYECKUX MCCIENOBaHUI 3CCEHIMATbHBIX
bochonunugos 6s10 MpoBeeHO B cTpaHax Bocrtounoit u leH-
TpasibHOI EBpoOIBI, a TaK)Ke B CTpaHax A3un.

OcTpble renaTuThl 1 0600CTPEeHNA XPOHNYECKNX IeaTITOB

JlaHHBIE O BIMAHMM 3CCEHIMANbHBIX PocOonMMnumoB Ha Te-
YeHye OCTPOro ¥ 00OCTPEHMIT XPOHNIECKOTO TeIlaTUTa OCTAITCS
npotruBopeunBbiMu. B nccnegosanun Geetha J. n coapropos OPJI,
HasHa4yaeMble B fo3e 1,05 r/cyTKu Ha NpOTSKeHUN 4 HefleNb, IPU-
Be/u K 60jiee BBIPa)KEHHOMY CHIVDKEHMIO TPaHCaMMHA3 y IallJeH-
TOB OIBITHON rpynmsl (n=30) B cpaBHeHNUN ¢ KOHTponeM (n = 24),
YpOBHM OMnMpyOMHA Ipy 3TOM 3HAYMMO He OTIMYanuch (25).
Hu Bpems Tepanuu, HeoOXoguMoe JJist TOTydeHMsT TaKoro addex-
Ta, HU IIPOJJO/DKNUTEIbHOCTD ITpeObIBaHNA NAallVIEeHTOB B CTAI[VIOHA-
pe B 9TOM MCCIeOBAHNM HE OLIEHUBAJNCD, YTO SBJISAETCS €ro ce-
PbE3HBIM HEIOCTATKOM.

B pa6ote Jenkins P.J. apdexr IDJI npu obocTpeHnn renatu-
Ta B omeHmBanca mMop¢onormieckyu, 1 aBTOpaM yHanoCch OTMe-
TUTb 00Jiee BBIPQKEHHBIN 9P (PeKT Tepanmny 3TUM IIpenaparoM B
CpaBHEHNM C ITale6o Ipy yCIOBUY VICIIOIb30BAHUA BBICOKMX 103
(3 r/menn) u Ha mpoTsHKeHUN JIUTenbHOro BpeMmenn (1 rox). Cre-
flyeT OTMETUTb, YTO NCIIOIb30BAaHHbIE B NAaHHON paboTe JO3BI
9®JI mpeBbIIAIOT [O3bI, PEKOMEHJOBaHHbIEe VHCTPYKUMAMU IO
MEJUIMHCKOMY IIpYMeHeHUI0 O6oblnHCTBa IHpenapartoB JDDJI.
CormacHo VIHCTpyKuNM, cyTOYHasA BO3a HepOpanbHOil POPMBI CO-
crasnseT 1,8 v (2 xancynsl o 0,3 r 3 pasa B JleHb), @ MHBEKI[MOH-
HOI — B TsDKeNBIX cnydaax 1,0 r (4 ammynsl o 0,25 1) (26).

B 30-TMpHEBHOM paHAOMM3MPOBAHHOM [BOVHOM CJI€IIOM
uccnepoanun Visco G. y manueHToB ¢ ob6octpenneM HBV-un-
¢dexuun apgpooBaHTHasA Tepanus ODJI (1,8 r/cyTku) mos3Boau-
la KOOUTHCS CHIDKeHUs crenuduyeckoro mapkepa HBsAg no
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HeoIpefle/iAeMbIX 3HauYeHMI y 15 demosek (u3 30-Tu), TOT Xe
addexr B rpymnme nnanebo Habmwogancsa B gBa pasa pexe (7 us
30 maumenToB) (27).

B cuHranypckoM paHZOMU3VPOBAHHOM IIPOCIIEKTVBHOM JIC-
cnemoBaHuM 9(PQPeKTUBHOCTY HOMMEHMIPoCcHaTuaNIXonHa y
22 TAIMeHTOB C OCTPBIM TeNaTUTOM BMPYCHOW 3TUONIOTUM Ka-
KNX-1MO0 CTATUCTUYECKM 3HAYMMbIX omoxummdeckux (AJIT, 6u-
MUpyO6VH) M3MeHeHuiT 0OHapy)xeHo He Ob110 (28). Hanporus, B He-
KOTOPBIX OTKPBITBIX KOHTPOIVPOBAHHBIX VICCTIELOBAHNAX, HAIIPU-
Mep, B paborax Kowala-Piaskowska A. c coaBropamy, Liu E, Panda
R.S. n Patel D.K. u gpyrux cnenyuanmucToB y MallIeHTOB C OCTPBIMU
dbopmMaMy reraTUTOB OTMEYANIOCh YIy4lleHVe OMOXMMUYeCKIX 110~
Kasaresnen (29-31).

CormacHo faHHBIM Ipodeccopa [yHEepMaHHa, K HACTOSAIIEMY
MOMEHTY KPYIIHBIX PaHZOMU3VMPOBAHHBIX MCCIeTOBaHMIT 9P dex-
tuBHOCTU DDJI y mannueHToB ¢ KOHKPETHBIMI (HOpPMaMU OCTPOTO
remaTuTa He MPOBOAMIOCHh. OTCYTCTBYIOT TakoBble M A (y/b-
MUHAHTHBIX TenaTUTOB. [IpaBpa, CyljecTByeT HECKOIBKO pabdor,
IIOCBSIIEHHBIX BBDK/MBAEMOCTY MALMEHTOB C (PY/IbMUHAHTHBIMU
dbopmamu renatuta u BausHuo JDJI Ha AIUTENTBHOCTD Hepuoa
BOCCTaHOBJIeHUA (4).

B oTKpBITOM paHIOMM3MPOBAHHOM MccaefloBaHuy 13 50 manu-
€HTOB C QYIbMMHAHTHBIM I'elIaTYITOM IIOJIOBJMHA, JOTIOTHUTEIBHO K
CTaH[IAPTHBIM MEPONPUATHUAM, nonydana 0,5 — 1,0 r 9PJI B cyTku
Ha MPOTSHKEHNUU JABYX Hefle/llb. DTO MO3BOMN/IO YBETMYNTD BBIKU-
BAaeMOCTb ITAIIVIEHTOB ¢ oCTpbiMu popmamu ¢ 36,4% o 64,7%, a
HAIJIEHTOB C XPOHMYECKMM TeNaTUTOM U [IeKOMIIEHCUPOBAHHBIM
nuppo3oM — ¢ 50,5% o 87,5%. IlonoxxurenpHoe Bnusanne SPJI Ha
BBDKJBA€MOCTD U TeYeHMe 9HIle(a/TonaTni y IMalMeHTOB C JeKOM-
NeHCYPOBAHHBIM LIMPPO30M, OCTPOIL IIeUeHOYHO HeJOCTaTOYHO-
CTHIO HEM3BECTHOTO TIeHe3a ObIIO MPOJEeMOHCTPUPOBAHO M B He-
CKOJIbKMX JPYTUX McCAefoBaHuAX. KonmmdecTBo mManmeHToB B HUX
OBI/IO HE3HAYUTENbHBIM (4).

XpoHNYecKue BUPYCHbIE TelaTUThI

Vzydenne spdextuBHOCTN npuMeHeHna JDJI npu XxpoHude-
CKMX BMPYCHBIX TelIaTUTAX KaK B KaueCTBe MOHOTEpalui, TaK U B
Ka4yecTBe albIOBAHTHOI, TO €CTh JOIIOTHUTE/NbHO K MHTepdepo-
HaM ¥ puOaBUPNHY, Tepalny IMPORO/KaeTcsl MHOTMe ToAsl. [Tomy-
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YeHHbIe Pe3y/IbTaThl, ONATb-TaKM, HE BCET/la OJHO3HAYHBI.

[lo paHHBIM HEKOTOPBIX MCCIeoBaTeNeil, MCIOIb30BaHNE
9®JI conpoBoXAaeTcA yIydlleHreM MOP(dOIOrnIecKoil KapTUHBI
NOPa)XEHHOJI IIeYeHN: YMEeHbIIAeTCs MHPUIbTpaLusa NOPTATbHBIX
TPAKTOB, CHIKAETCs 0OIIMPHOCTh HEKPO30B (32-34).

B 12-mecAYHOM paHZOMM3MPOBAHHOM [BOJHOM CJIENIOM J}C-
cnegoBaHuy Ilic y manyueHToB ¢ XpOHMYECKMM aKTMBHBIM TeIlaTy-
ToM B Tepanusa OPJI B koMOMHAIVY CO CTAHZAPTHBIMY METORAMMI
JIedeHN A MPUBOAWIA K YIY4LIIEHNIO TMCTOMOTMYECKON KapTUHBI
nedeHn y 23 n3 25 maumeHToB. B rpynme miane6o Takoi addexr
oTMmedanca y 10 n3 25 mannueHTOB. ABTOPBI MCCIEJOBAHMA TAKXe
OTMeTU/IN 3HauMMoe cHipkeHme ypoBHs AJIT u mapkepa ¢pubposa
P-III-P B cpaBHEeHNM C KOHTPOIEM. YPOBHM 1Ije/I09HOM (pocdarasml,
ITTII, ACT u rnytamargeruiporesassl B rpymnmne OPJI cHu3uNCh
3HAYVIMO TOJIBKO B CpPaBHEHMUM C VICXOZHBIMU 3HaYeHUAMMU (35).
CxoxXue pesy/nbTaTbl ObUIM ITOMYy4YeHbI U B JPYTUX MCCIIEJOBAHMAX
3TOM TPYIIIIbI YYEHBIX, KOTOPbIE, IIpaB/ia, OTINYaINCh KpallHel Ma-
JIOYNCIeHHOCTHIO (15 1 20 4eloBeK COOTBETCTBEHHO) (36,37).

B nccnegosanum Wang, 3aK/II04YNTENBHBIN OTYET KOTOPOTO HE
my6/IMKOBaICA, HO M3BECTEeH 110 CChUIKaM B nuteparype ((4)), 3Ha-
YYMOTO Pa3ingys MeXAY YPOBHAMM TPaHCAaMMHA3 1 6MImpyoOnHa
B rpymie 1mwiane6o u rpynme 9PJI nocie Tpex MecsAIeB Tepannun He
OBIIO BBIABIEHO, a B ucciaefgoBanuu Zhang, B koropom 9PJI nc-
MO/Ib30BA/INCh IIECTb MECAILEB, pas3andye MEXAy TPYNIaMu A
IIOKa3aresell TpaHCaMIHA3 0Ka3a0Ch 3HaYMMBbIM (38,39).

[TpoTuBOpedMBbIe pe3yabTaThl MOKa3aa0 M MYIbTULEHTPO-
BOe, PaH/IOMM3MpPOBAHHOE, [BOJHOE CJIeroe, MIane6o-KOHTPO-
nmuposanHoe nccnegosanue «EICH», nmposemennoe Niederau C.
¢ koreramu. Ha mporsoxkenun 24 Hepenb mauueHThl ¢ HBV n
HCV undexnueit, Hapsany ¢ mHTepHepoOHOM-A, JOIOTHUTETBHO
nonyvanu 1,8 r 9OJI wnm mnaunebo, 3ateMm, eme 24 Hefienu, TOIBKO
9®JI nnu wranebo. B rpyme nanueHToB ¢ XpOHMYECKUM TellaTu-
TOM B Kakux-nm60 craTucTryecky 3HAYMMBIX OT/INYNUIL B 4ACTOTE
OMOXMMIYECKOTO OTBETA, @ TAK)Ke CKOPOCTM 3/MMUHALUA BUPY-
conornyecknx Mapkepos Mexay IDJI n ninane6o ob6Hapyx)eHO He
obu1o. Y manuentoB ¢ HCV-undexnuert 9PJI xoMOuHMpOBaH-
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Has Tepanus «uHTepdepoH-a + IDJI» mokasana sHAUUMO OOJb-
myio 9¢pdeKTUBHOCTD, YeM codeTaHue MHTepdepoHa U mamnedbo
(71% npotus 50% cooTBeTcTBeHHO). Ha MOMEHT OKOHYaHUSA UC-
CJIeJOBAHMS Y 3TOJ TPYNIBI HMALMEHTOB 3(P(PeKT COXpaHANCA B
42% n 32% cnydaes (rpynnsl 9®JI n nnane6o, COOTBETCTBEHHO).
buoxummndecknit apdexT Habmromancs BbIpaKeHHee B TpyIIIIe
9DJI (71%), yem B rpymie maane6o (56%) (40).

[l moATBep>KAeHNA MONTyYeHHBIX paHee JaHHBIX 06 addek-
tuBHOCTN DDJI y manueHToB ¢ BUpycHBIM renatutom C ¢ ¢pubpo-
30M, HO 0e3 L[Mppo3a, IPYIIa MCCIefoBaTeNell Moy, PyKOBOACTBOM
Lieber C.S. nannunposana nposepeHne MyJIbTULEHTPOBOTO JBOI-
HOTO CJIETIOTO MCCIe0BaHNA, B KOTOPOM ITALIMIEHThI, KpOMe IeT VI -
poBaHHOrO MHTepdepoHa a2a u pubaBupuHa, nonydanu IPJI un
ntane6o. JJosa acceHunanbHbIX GochONMUNNOB, UCIOIb30BAHHAS
B 9TOII paboTe, KpaliHe BbicOKas — 4,5 r/meHb (TO ecTh 15 Kamcyn B
CyTKM). ¥ MalyMeHTOB, MHPUIVPOBAHHBIX 1-M reHOTUIIOM BUPYCa,
12 mecanes Tepanuy O PJI npuBeny K 3HAYMMOMY Pa3INYNIO MEX-
Iy TOKa3aTe/sAMU TPAaHCAMIHA3 B IPYyIIIe Tepallni 1 B TPYIIIIe IIa-
1160, KOTOpOe COXpaHsAeTCs, KaK MMHUMYM, B TedeHue 18 mecsieB
nocie oKoH4aHusA tepanuu. Tpéxmernuit kypc 9PJI npusoaun
3HAYMIMOMY CHIDKEHMIO MHAeKca pubposa meyenu (41).

Boobuie, mupoxoe mcnonbzoBanme $HochonnnmugoB Ipu BU-
PYCHBIX Temarurax 0ojee XapaKTepHO MHJIA MEeJUIIVMHCKON IpakK-
TUKU B «JoMHTepdepOoHOBbI» Hepuoj. HecMoTpsi Ha HeKOTOpBIE
IO3UTUBHBIE Pe3yNIbTaThl McHonb3oBaHuA DDJI y aTux 60NMbHBIX
(yny4imenue mMopdonorny meyeHyu, MO3UTUBHBIE OMOXMMUYECKIe
CABUTY), HY OJJHO U3 MICC/IElOBAHNUII TOTO BpeMEeHY He IIPOJeMOH-
CTPMPOBAJIO BBIPAXKEHHOTO HPOTUBOBUPYCHOTO 3ddekra (amu-
MUHAIMM BUPYCA M3 OPraHM3Ma), IIO3TOMY ucrnonb3oBanne JDJI
B JIAHHOM CJly4ae MOXHO PacCLieHUTb TO/NbKO KaK IaTOTreHeTudye-
CKYI0, HO He 3TVOTPOIIHYI0 Tepanuio (2).

Tak xak BnuAHue OPJI Ha BBIPa)KEHHOCTb U YaCTOTY pa3BU-
TUSA IUPpPO3a IPYU BUPYCHBIX IrelaTUTaX B KPYIHBIX PAH/JOMU3N-
POBAaHHBIX UCC/IEJOBAHNAX He M3Y4ajloCh, TO HECMOTPA Ha 3KC-
IepyMeHTa/IbHble NaHHbIE, eAVHIYHbIE COOOIeHNs O KIMHIYe-
cKoil 9 PeKTUBHOCTM BBICOKOZO30BBIX cXeM HaszHaueHms DD,
JOCTATOYHBIX OCHOBAHUII K MCIIOTb30BAHNIO ITOJOOHBIX JIeKap-
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CTBEHHBIX CPE[ICTB Yy 9TOJ KaTeropuy MalMeHTOB B HacTosdllee
BpeMs HeT (4).

JlekapcTBeHHbIE IOpaXKeHNA MedYeHN

Bospgericteue D®JI Ha mokasaTeny 3JOpPOBbs IeYeHU NPU Ha-
3HAYEHNMM IIPOTUBOTYOEpPKY/Ie3HBIX CPEe/CTB M3y4daeTcs MAaBHO
— eguHUYHBbIe paboThl, KaK IPaBUIO, pernopTupyoime o 61aro-
HIPUATHBIX pe3ynbTaTax Myonmkyrorcs ¢ 80-x rogos (42,43). B un-
TepecHOM McciefnoBanum Marpaung B. ¢ coaBT., npoBefieHHOM B
1988 roay ¢ ucnonb3oBaHMEM ABOMHOTO cienoro mMeropa, PJI B
mose 1,8 T B CyTKM 3HaUMMO CHMDKAJI STIM30/[bl OBBILIEHN YPOBHA
TpaHCaMMHAa3 y HAI[MeHTOB C aKTVBHBIM TYOepKy/Ie30M, IOTy4ao-
mux nedenue [VIHK n sTambyTonom (44).

B yxe ymoMmMmHaBIIeMcs paHee CUCTeMaTHYecKoM o03ope
Liu Q. ¢ coaBT. IpuCyTCTBYET NNIIb OJJHA CTaThs, IMOCBALIECHHAA
sppexruBHOCTH DDJI TIpM JIEKapCTBEHHOM IIOpaKeHUM Iede-
HIU HpOoTUBOTYOepKynesHbiMM cpencTBamu (45). Kpome roro, ee
Ka4eCTBO OKa3ajoChb BeCbMa HEBBICOKMM M BOIPOC O BIMAHUU
O®JI mpy 9TOM THIIe TTOPAXKEHN TTeYeH Y, II0 MHEHIIO aBTOPOB 00-
30pa, OCTAeTCS OTKPBITHIM (46).

B nccnenoBanum Lata J. nsy4anach appexkTUBHOCTD 3CCEHIIN-
anpHBIX pochomunuaos (50 Mr/6 4acoB B TeuyeHMe 2 Heflenb) B Ka-
JecTBe CPefCTBa, IPeJOTBPAIAOIIero IOpaXKeHNe TeYeHN IpeTa-
paTaMy IapeHTepasbHOTro NuTaHusA, y 20 ManueHTOB C OCTPBIMU
BOCITIA/INTEIbHDBIMU Sa6OHeBaHI/IHMI/I kumreyHmka. CTaTucTm4ecKn
3HAYVMMBble OT/INYVA MEXAY TPYIIIaMy IAI[MeHTOB ObIIM OTMede-
HBI TOJIbKO [ TI0Ka3aTeseil X0IecTaTu4ecKoro, Ho He remaTolesn-
JTIOJISIPHOTO TUIA TOpakeHus (47).

VYmenbmenue aktupHoct AJIT, HabnogaeMoe Iocie IINTeNb-
HOJl Tepaluy JIOBACTaTMHOM, ObIIO IIOKa3aHO B MCCIELOBAHUN
B. I'ypeBuya u coaBTopoB (48).

Vimerotcsa Takke coobueHus o6 3QpdeKTMBHOCTY HOIMHEHa-
cplmeHHOTo (ocdarnannixonua B Tepanyuyu TOKCMYECKUX Iopa-
JKeHUI IedeHN (PeHO/I0M, Kpeas3oIoM I aIKOTOJIeM, a TaKXKe UMMY-
HOCYIIpeCCaHTaMU, UCIO/Ib3YEeMbIMU B JIeU€HUM OITYXOJIell pa3HOTO
reHesa (49-51). be3ycnoBHO, TepanusA ajKOTONbHOTO HMOPaKeHNA
IIeYeHV BBI3bIBaeT HAMOOJIBIINII MHTEPEC M 3aC/Ty>KMBAET OT/e/Ib-
HOT'O PaCCMOTpPEHMS.
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AnkoronbHasA 60ne3Hb MeYeHN

PanpomusupoBanHoe uccnegoBanue Panoz M.Z. ¢ coasT,
nposefieHHOe B 1990 ropy nokasano, 4o IPJI ciocobHbI yBenu-
4YBaTh MPOJO/LKUTENIbHOCTD XXM3HU MALIEHTOB C OCTPBIM aJIKO-
TOJIHBIM I'elIaTUTOM U IVPPO30M, 0COOEHHO ¢ KaccoM B mo kmac-
cudbmkanuu o Yaing-IIpto. CMepTHOCTD MAIMEHTOB COCTaBUIA
22,6% mpotuB 39,2% B rpymie KOHTPO/A. Takoil pe3ynbraT ObII
NOCTUTHYT B Te€4eHMe 2 JieT Tepanuy KpailHe BBICOKUMM JO3aMU —
6 rpamm ODJI B cyTkn (52).

B paH0MM3MPOBaHHOM ABOJHOM CJIEIIOM IITaIie60-KOHTPOIN-
poBaHHOM uccnegoanuu Veterans Affairs Cooperative Study, npo-
BefieHHOM B CIIA, y 789 (412 3akOHYMBIINX VMICCIEOBaHNe) Ia-
IIVIEHTOB C AJIKOTOJIbHO 0O0JIe3HBIO MeYEeHMN ITO/TMHEHACBIIIEeHHBIN
docharnamnxonuu (1,5 rpamma 3 pasza B CYTKM Ha IPOTSKEHUN
2 JIeT) He MOoKa3aJl KaKoro-amdo 3Ha4MMOro BO3IeICTBIA Ha IOKa-
3arenu puOpo3npoBaHMs, KaK OMOXuMMYecKue, Tak 1 Mopdonoru-
yeckye. OCOO€HHOCTBIO 9TOTO VCCIELOBAHMS OblIa €ro «Ipubmn-
JKEHHOCTb» K peasibHO CUTYaluu, KOIjja MalieHThI-a/IKOTO/IUK,
XOTb ¥ COKPATW/INM KOINYECTBO IIPUHMMaeMOro ankorons (¢ 16 go
2,5 103 B CYyTKN), IIOTHOCTBIO OTKA3aTbCS OT Hero He cmornu. Ya-
crora pasButus acunra B rpymnmne IPJI, mpasaa, 6b1a HECKOIBKO
HIDKe, 4YeM B I'pyIIe cpaBHeHM (53).

Pesynbratel Veterans Affairs Cooperative Study nHaxopmsTcs B
OIIpefie/IeHHOM IIPOTUBOPEYNN C JJAHHBIMM 0Oo/lee paHHMX UCCIIeo-
BaHUI 9pPexToB IDJI y 60MBHBIX C AJIKOTOTIBHBIM ITOPAKEHVEM IIe-
YEeH! Pas3/IMYHON CTENEeHM BBIPAKEHHOCTU. Tak, B IBOJIHOM CJIeTIoM
uccnegosanyy Shuller-Perez 1 coaBTOpoB momMHeHACHIeHHBIN (OC-
dbatuanaxonuH, HagHaueHHbI 20 malyeHTaM C aJIKOTO/IbHBIM CTea-
TOTe€NIaTUTOM B Te4eHUe 8 HefleNnb, IPUBOANU/I K YMEHbIIEHNIO aKTHB-
HOCTY TPaHCaMMHa3, KOHLeHTpanyy ovmpyouna, [TTII, menounoi
¢docdaraser u xomecrepuHa (54). Ty FaHHBIE TOATBEPAVIIN BBIBOJBI
6ornee panHero iBoitHOrO crnenoro nccnegoBanus Kntichel E (55).

YMeHblIeHNe BBIPA)KEHHOCTU KIMHMYECKUX IPOSABIEHUII aj-
KOTO/IbHOTO TelaTNTa, COMPOBOXK/JAEMBIX IAaTONTOIMYECKUMU W3-
MEHEHVAMHU cHenn@ruecKux MId Me4eHU OMOXMMUYECKMX ITOKa-
3aTesieil, M3y4asoCch U pe3lOMUPOBAHO B paboTax OTe4eCTBEHHBIX
renarosnoros (3,56,57).
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HeankoronbHasa xKuposas 60/1e3Hb eYeHN

HeakoropHbIi CTeaTOreIaTIT, TOXKANIYIL, AB/IsAeTCA Hanboree
U3Y4YeHHBIM 3abojieBaHMeM, B edeHun koroporo IPJI mokasann
cBOI0 9 deKTUBHOCTD. VI3yueHno a¢pPpeKTMBHOCTH ITUX IIpernapa-
TOB B JIeYEHNUN YKa3aHHOII IMATONOTUY OBIIO MOCBAIIEHO OO/IbIIOe
KO/IMYECTBO 9KCIIEPUMEHTATbHBIX M KJIMHNYECKUX paboT, a Takxe
HECKOJIbKO PaHJOMM3VPOBAHHBIX, C/IENBIX, I/1a1e60-KOHTPOIMPO-
BaHHBIX MccnenoBanuii (3,4,58-60).

B nemMHorouncnennom uccnegopanuy Gonceiarz Z. ¢ coaBTopaMu
usy4amiuch apPexTsl mectumecagnoi Tepamu DD/ y manyueHToB ¢
JKMPOBOJ 60/I€3HBIO ITeYeHN U CaXapHbIM jjuabetoM 2-ro tuma. B nc-
clefyeMoii rpymrie y 4 u3 15 naIyeHToB SABJIeHNs )KMPOBOI MHPWIb-
TpaLuy IedeH) B OMONTATaX MMOTHOCTHIO MCYe3u (B KOHTPOIbHOM
TpyIIIe — Y OfHOTO U3 14), y 3-X — 3HAYNTE/TbHO YMEHbIIN/INCH (aHa-
JIOTVIYHO KOHTPOJII0). B KOHTpO/IbHOII IpYIIIIe ZOIOMTHUTENIBHO OBIIO
3apMKCUPOBAHO NPOrpecCUpoOBaHye CTeaTOrenaTuTa B [uppos (61).
Cxopnblit 3¢ ekt 6b11 momydeH u B uccneposanyu Ohbayashi H.
UL COAaBTOPOB: y 6 U3 8 3a/Ie/ICTBOBAHHbBIX B MCC/IELOBAHUY Tal[i€H-
TOB C HEaJIKOTOJIbHBIM CTEaTOTeNaTUTOM HAOIIofjanu yIydlleHye
MOPQOTOrNYecKol KapTUHbL, Y 1 — M3MeHeHuII He IIPOU3OLIIO, 1 Y
emie 1 manueHTa 60/1e3Hb Iporpeccuposana (62).

B 6onee cBexxem uccnegoanum Arvind N. u zgp. (2006) nposo-
ANIOCh CpaBHeHMe 3(PPEeKTMBHOCTM TPEXMECAYHOTO Kypca ypco-
ne3okcuxoneBoit Kucmorbl (n=20) u 9DJI (n=20). ITauymenTs! OBIIN
IIpe/ICTaB/IeHbl, KaK OOTbHBIMY C CaXapHBIM AMA0eTOM, TaK U C OXKM-
peHueM. Bo Bcex rpymmax perpeccus CyObBEKTUMBHBIX CHMIITOMOB
opu1a nydire B rpynme 9DJI (45% npotus 30%), coHorpaduyeckas
KapTMHA ylIydmanach B 20% ciryyaeB IOC/Ie TpeX MecCAILeB Tepannn
dochommupamu (10% Hpy MCIONMB30BAHUY YPCOJE30KCUXOIEBOI
KICTOTHI), B rpyme DDJI takxe ormedeHo yMenbuieHne AJIT u me-
nouHoit pocdarasel, a B rpynne YIXK — Tompko AJIT (63).

B y>xe nuutnpoBanHOM Bbllle uccnefpoBanuu B. [ypesnya, no-
JIVHEHACBIIeHHbIT GochaTUANIXONNH He TOJIbKO IIPefoTBpallal
n06OYHbIE peaKINJ IOBACTaTUHA, HO U BBI3BIBAJI 60JIee BBIpa>keH-
Hoe cHibkeHue JIITHII B koMOMHanuu ¢ HUM, a TakK>Ke MPefOTBpa-
a1 pOCT JIUMKOB IIJIa3Mbl IPU IIpeKpalleHnn IpuemMa 3TOro Ir'u-
MOJINTINIEMIYECKOTO CpencTBa (48).
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14.5. Besonacnocmo

Cpenu ONMMCaHHBIX B IUTepaType Mo6ouHbIX 9P HeKTOB 3CCeH-
nyanbHbIX pochonnnuoB Hanbosee 4YacTO YIIOMUHAIOTCS TaKIe:
[yapesi, METEOPM3M, 4yBCTBO AMCKOMQOpPTA B AMUTACTPATIBHON 06-
JTaCTY, MOBBIIIEHHOE CIIOHOOTAE/IEHYE U a/lJIeprudecKie peaKInt.
OmnpenenexHast O/ COOOIIEHNMIT O TOOOYHBIX peaKI[MsX KacaeTcs
OCTIOXKHEHUII MHBEKLMOHHOI Tepanuy dcceHIanbHbiMu dpocdo-
IUNNAAMM IPU VICHOTb30BAHUY MX B KOCMETUYECKON MeIVIVIHe
JUIA JIeYeHVIS )KMPOBBIX OT/IOKEHUI (Y Hac CYMTAeTCs MCIIO/Ib30Ba-
HueM off label).

[IpoBeneHHbIe Ha KMBOTHBIX 9KCIIEPVMEHTHI He BBISABUIN Te-
paTtoreHHoro wmm MyrtareHHoro adgexra IPJI. Ham He ypmanoch
OOHApPY>XUTb KauyeCTBEHHble KIMHUYECKue paboThl, KOHKPETHO
HOCBsIlIleHHble M3y4yeHno 6esomacHocTy tepamuu IDJI y pereit,
OepeMeHHBIX ¥ KOpMAIMX Marepeit. Harpumep, JaHHbIE aKTHBHO-
IO MOHMTOPVHIA TOOOYHBIX peaKlMil B cTalioHape. XOTs KINHU-
Jyeckye paboTsl o nsydenuio apdexruBHoctn IDJI npy pasHoM
IOpa)XKeHUN [eYeH) Y JieTeil, B TOM 4JiC/ie HOBOPOXK/IEHHBIX, U Oe-
PEeMEeHHBIX YKEHIIVH IPOBOAMINCE (64) U faXke HAIIIM CBOe OTpa-
KEHJe B PeKOMEeHJAIVIAX 110 KIMHIYeCKOMY IIpMMeHeHuIo (65), ux
«IIpo¢uIaKTIYecKoe» Ha3HadeHMe BpAJA 1u LenrecoobpasHo. Ilo-
TeHIMATbHBIN PUCK PAasBUTUS OCIOXXHeHUi dapMaKoTepanuu u
BO3MOXXHBIII TO3UTUBHBI 3P PEKT TOMKHBI OBITH TIIATENTbHO Olie-
HEHBI B K&XOM K/IMHUYECKOM C/lydae MHANBU/YaIbHO.

KcraTtu, oTHOLIEHME PeryIsATOPHBIX OPTaHOB K OZ0OHON K/IM-
HIYECKOII IPAaKTIKe BapbUPYyeT B 3aBUCUMOCTH OT CTPAHBI — €CTIN
B OJHNX CTpaHax (HampuMep, B YKpamHe) 3TO paspelleHo, TO B
npyrux (Kasaxcrasn, k npumepy) — Het (66,67). OgHOI 13 IpUYNH
TAKOTO OTPAaHMYEHMsI MOXKHO Ha3BaTh HajMuMe B MHDBEKIVOHHO
dbopme cenndnueckoro pacTBOpuTesi — 6€H3UIOBOrO CIMPTA.

Cremyer co6moOfaTh OCTOPOXXHOCTD IIPY HAa3HAYEHUMU ICCEH-
1yanbHbIX GocHOMUNNIOB HalMeHTaM ¢ CMHAPOMOM Manbabcop-
OLMM, TaK KaK PUCK Pa3BUTHA JUApeN U CTeaTOpey y TaKMX Maly-
eHTOB Bblle. [10o00HOI IPAKTUKY C/IefyeT NPUAEPKUBATBCA U Y
HalyeHToB ¢ aHTUdocHonunuHbIM cCuHAPOMOM (9).

B nurteparype MMeroTCs yKasaHMs Ha BO3MOXXHOCTb PasBM-
Tus xonecrasa nox sausuuem JOJI (24). B HacTosiee BpeMsi 3TO
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OCNOXKHeHMe (apMaKoTepanuu HEKOTOpPble ABTOPHI OOBSICHAIT
Cofiep>)KaHMEeM BUTAMUHOB B KOMIUIEKCHBIX (popMax IIperaparos.
Kaxk ykaspiBaet npodeccop I'ybeprpun H.B., pna camux OPJI Tta-
Koe JIelICTBUe He XapaKTepHo, 6ojee TOro, B psijie MCCIeOBAHMI
NOMVHEHACHIeHHBI  PochaTUNIXONMNH TIPOJIEMOHCTPUPOBA
aHTUXOJIeCTaTU4ecKye CBOJCTBA, HAIIpUMep B 3KcrepuMmeHTax F.
Chanussot nu B y>xe ynoMmuHasIemcs uccnefpoBannu Lata J. ¢ co-
aBTopamu (3,47,68).

Vimerotcss cBemeHusi, 4To0 GochaTUANIXONNH IPU OJHOBpe-
MEHHOM IIpMeMe C JPYTYMU HyTPUEHTAMI MOXKET yBeIMYMBATh UX
abcopbumio (69), 9T0 MOXET 0Ka3aTbCsA BaXXHBIM U IIPU OJJHOBpe-
MEHHOM 1cnonb3oBaHuy ODJI u 1exkapcTBEHHBIX CPeAcTB. Brpo-
4eM, Ha HaCTOSIIMIT MOMEHT ITOJ00HBIX MCC/IeJOBAHMIT TAKOTO B3a-
VIMOJIeTICTBYA HaMy He 0OHapy>KeHO.

OmnucanHoe Boime Bo3peiicTBue DPJI Ha arperanuio TpomM60-
LUTOB ¥ 3PUTPOLUTOB KpOMeE IONIOKUTEIbHOTO BO3JIE€NICTBMUA Ha
MUKPOLMPKY/IALMIO MOXET TauTh B ceOe MOTEHIMa/NbHYI OIlac-
HOCTbD /1 30,0poBbs nanueHTa. Copepkalnecs B COCTaBe Iperna-
PaTOB 9CCEeHIMATbHBIX (OCHONMNNII/IOB ITOIMHEHACHIIIeHHbIE KIP-
Hble KMCIOTHI B Psfle MCCTIe0OBAHMII, HO He BO BCeX, TI0Ka3aly CBOIO
CIIOCOOHOCTD yBenMMumBaTh pucK KposoredeHuit (70,71). Xors o
HOJOOHBIX MOOOYHBIX peakUMsIX II0Ka He CO0O0Ianoch, BO3MOX-
HBIII PUCK IeMOpPparndecKux OCIOKHEHUII HeOOXOMMO MMETh B
Bupy npu HazHadeHuu JPJI B KOMOMHAIMY C aHTMATPETaHTHBIMU
U aHTUKOATYIAHTHBIMMU IIpeNapaTaMu.

14.6. J[loxa3zamenvHas meouuuna

Bomnpocer addexktnBHOCTY 3cceHIanbHBIX GOCHOMNINIOB IpK
TOV VIV VIHOJI T'eTlaTOOM/IMAPHOII TATOJIOTMY He MOIJIV OCTAaThCs BHE
BHMMAaHUA CIELUANNCTOB, 3aHMMAIOIIMXCA [JOKAa3aTe/lbHON Menu-
nyHoit. K coxxanennio, HaMm He yhanoch OOHApY>XUTb Kakye-mn6o
0630psI Tenaro-bumaproit rpynmel KoKpeitHOBCKOro coo0uecTsa,
MOCBSAIIEHHBIE BOIPOCAM JCIIO/Ib30BAHMS 3CCEHIMANTbHBIX (pocdo-
0B v GocaTuANIXOoNMHA Py IATOJIOTUY ITeYeH .

OnvH U3 BeRyIMX CHeNVaNNCTOB B M3ydeHMM (apMaKosIo-
run DPJI — nonbekuit mpodeccop K. Tynpepmann B 1998 rogy
npoBesl OPMajbHBII MeTa-aHAIN3 MMEIOUIVXCSA Ha TOT MOMEHT
uccnenoBaHnil 3Qp¢GeKTUBHOCTY MOMMHEHACHIeHHOro docdaru-
AVJIXONVMHA y MAllMeHTOB C XPOHMYECKMMU FelaTUTaMyu U SKUPO-
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BOI1 00JIe3HbIO NeyeHn. PaboTa BK/I0Yama 9 paHZOMU3UPOBAHHBIX
IBOVHBIX CJIETIBIX IITane60-KOHTPONMMPOBAHHBIX JCCIELOBAHUI,
nposefeHHBIX V¥ 409 mannenToB. CyMMapHBIT 3¢ (eKT Mo3UTUB-
Horo Bo3geiicTBus JDJI Ha 26,6% npeBocxopnn addekt maaredo
(72). K coxanenuto, JaHHBINI MeTa-aHAIN3 BPSAJ 1M MOXET paclie-
HIBATbCSA KaK ITOTHOLEHHBIN, TaK KaK OH BBIIIOJTHEH HE B COOTBET-
CTBUM C CYLIECTBYIOIMMY IIPAaBUIAMM, BBIPAOOTAHHBIMY /I Me-
Ta-aHaan30B KOKpeTHOBCKMM COOOIIeCTBOM.

I[Tosxe, B 2005 ropy B Kurae O6b11 omy611MKoBaH cucTeMarnye-
CKMit 0030p C MeTa-aHa/IN30M, BBIIIO/THEHHBIN I'PYIIIION CIIeL[1au-
ctoB noj, pykosogctsoM Hu G.P.,, B KoTOpoM aHanu3upoBanch pe-
3y/IbTAThl LIECTY PAHJOMM3MPOBaHHbIX [JBOVIHBIX C/IEIIBIX MICCTIEN0-
BaHUI, IIPOBEJEHHBIX Y 568 MalieHTOB C XPOHUYECKNUM I'elIaTUTOM
pasHoii aTnonoruu. beiro nokasano, yro IPJI sHAYMMO yTydIIaT
onoxummyeckue nokasarenu (AJIT, 6unupy6bun), rucronormde-
CKYI0 KapTMHY U BBIPQ)XEHHOCTb KIMHWYECKNUX CUMITOMOB (73).
CornacHo nudopmanun H.b. I'y6eprpu, B nuccnegosanun Hu G.P.
C COaBT. BIMAHNE IIperapara Ha OOIIyI0 BBDKMBAEMOCTb OOTbHBIX
0Ka3a/I0Ch HEJOCTOBEPHBIM (3).

Takum 06pa3oM, HECMOTPSI Ha JOCTATOYHO OO/IbIIOE KOMMYe-
CTBO 9KCIIEPMMEHTA/IbHBIX ¥ KIVHNYECKUX paboT, B TOM 4yCiIe U
KaueCTBEHHBIX C TOYKM 3peHs UX [u3aliHa, TOBOPUTb 006 000CHO-
BaHHOCTY HazHadeHNT DDJI mpyu HEKOTOPBIX 3a00/IeBaHMAX HeYe-
HU paHO. BoMbIIMHCTBO paboT, MPOBEAEHHBIX C y4acTUeM 3TOTrO
KJIacca IpenapaToB, BKIOYAIM HeOOIbIIOe KOMNYECTBO IaIlVieH-
TOB, OTPAHMYEHbI II0 BPEMEHM, HE YUUTBIBAIM YACTOTY PELUUBOB
VI IPMYMHBI OTCYTCTBUA KIMHNYECKOTO 3d(deKTa, a TaKKe COIyT-
cTByMoI e 3aboneBaHus (72).

K HemocTaTtkaMm uccnegoBanmit DDJI, kak U /I UCCIeTOBAHNUIT
APYIUX IpenapaToB IPYyIIIbl T€NaTONPOTEKTOPOB, MOXKHO OTHECTH
Y OTCYTCTBME YETKUX ONMCAHUI METOIOB PAaHIOMM3ALNM U OCTIe-
I7IEHNSA BO MHOTMX MCC€JOBAHMAX, OTCYTCTBME JITUTE/IbHOTO IIe-
puosia HabMIogeHNs TOCIe OKOHYaHuA uccnefoBanua. K romy xe
MHOTO pafoT, MOCBSAIIEHHBIX 9TOMY JIEKAPCTBEHHOMY CpPeLCTBY,
ObUIM TIPOBeEeHBI JOCTATOYHO faBHO (70 — 90 romsr 20-r0 Beka),
TO €CTb 10 pa3pabOTKMU IPUHATHIX CETOAHA CTaHJAPTOB U IIPUH-
IIVIIOB IIPOBEJeHNA KIMHNYECKUX MCCIeJOBAaHMIT (BO-TIEPBBIX), U
[0 BHEJPEHNA B IPAKTUKY CPEJCTB NMATHOCTUKM U STMOTPOIHOI
Tepanuy renaTuTos (BO-BTOPBIX U B-TPETHUX).
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OTtcyTcTBIE PapMaKOIKOHOMMUYECKNX UCC/IEOBAHNII 1 ABHBII

neUUUT MCCIeTOBaHUI C BBICOKMM YPOBHEM J[OKa3aTelTbHOCTHI
(cucTemaTnyecknx 0030pOB C MeTa-aHAIM3AMIU TAHHBIX, 0030PbI
Tenato-bunmapuoit rpynnsl KokpeitHoBckoro coobiectsa), cra-
BAT 000CHOBAHHOCTD IIMPOKOro ucnonb3osanus IPJI, a, rem 60-
jiee, UX LeHTPa/NIN30BAaHHYIO 3aKyIIKY, IO, COMHEHIE.
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[NpunoxkeHns

NMPHNIOREHHE 2.

HJOKA3ATE/IbHAS BA3A MICIIO/Ib3OBAHUA
TEITATOITPOTEKTOPOB, BKIIIOYEHHbBIX B MOHOTI'PA®UIO

ABTOp M TUN

Pe3ynbkraTthbl KommeHTapuu
uccrnenoBaHus
AnemMeTUOHUH
CwucrtemaTnyeckmin 063op AJEMETUOHUH yMEHbLLAET Bkntovan

Coltorti M. n gp., 1990.

NPOSIBNIEHNSI BHYTPUNEYEHOUYHOTO
xonecrasa (3ya, AMCKOMAOoPT,
YTOMIISIEMOCTb) U YMEHbLUAET
YpOBHM GunupybuHa un LWLo.

nccrnenoBaHUs pa3Horo
KayecTBa (OT OTKPbITbIX
8o PIKW).

CuctemaTnyeckmin 063op
1 meta-aHanus Frezza M.
1992; 1993.

ALEeMeTMOHMH npekpaLuan
KOXHbIV 3y, HOPManu3oBblBan
nnu BblpaxkeHHo (> 50%) cHuxan
ounupyouH, AJIT, TTTH, W®.

6 KOHTPONMPOBaHHbIX
(nnauebo)
1nccrneaoBaHun.
Vicnonb3oBaHue
npenapara orpaHu4yeHo
15-30 gHaAMN.

Cucrtematnyeckun o63op 1
MeTa-aHanua Tambini R. n

np., 1997.

AOEMETUOHMH yMeHbLuaeT
BblPa)XEHHOCTb 3ya 1 YPOBEHb
ounmnpybuHa y 6epemMeHHbIX C
XOrecTasoMm.

IMonHbIN TEKCT
HeOoCTYyMeEH,
BKNtoYan HebornbLloe
KONMMYecTBO
ncenegoBaHun.

KokpenHoBckuii 0630p n

MeTa-aHanu3 Burrows R.F.

n ap., 2001, 2010.

[okasatenscTB 3 HeKTUBHOCTU
npu xonecta3e 6epeMEHHbIX HET,
opHako SAMe yMeHbLuaeT 3y,
KOXM Y TaKknX OOMbHbIX.

Bknitouan 5 PINKW.

KokpenHoBckuit 0630p n

MeTa-aHanm3a Rambaldi A. n

Gluud C. 2006.

Y naumeHToB C ankorosibHoMn
©onesHblo nedeHn SAMe He
NPOAEMOHCTpMpOBas 3HA4YMMOrO
BMNUSIHMS Ha OOLLYI0 CMEPTHOCTb
naumneHToB, CMEPTHOCTb, acCo-
LMMPOBaHHYo ¢ 3aboneBaHnsiMm
neyeHun, YacToTy TpaHCnaHTaumm
1 OCNOXXHeHUN 3abonesaHus, a
TakKkKe Ha KOnmM4yecTBO notpebnse-
MOrO ankoronsi.

9 PIMKWN (n=434), us
KOTOPbIX TOMbKO 1
Oblna ka4eCcTBEHHOMN.
N3yyanuce obe dopmbl
SAMe.
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IIpodomicenue npunoxerue 2

1 2 3
MeTta-aHanu3 Hardy M. c afleMETUOHWNH YMeHbLUaeT OueHuBanucb
coasrT., 2002. BblPaXX€HHOCTb 3yaa U YPOBEHb NnpenmyLLecTBEHHO
GunupybuHa y naumneHToB C KayeCTBEHHble
XPOHNYECKMMM renatutammn n npu npusHaku. Kakoro-nmbo
xorecTase 6epeMeHHbIX. BIIUSIHUSA HA TeYeHune

3aboneBaHuii NeYeHn
0e3 xonecTasa unu

LUMppo3a caenatb He
yOanock no npuymHe

HEMHOIoO4YNCIIEHHOCTH
pabor.
BetauH
KokpelnHoBckuin 0630p Y naumeHToB C romouuctemHemmnenn KavectBeHHbIe
Hansrani M., 2002, 2006. ahheKkTMBHOCTL BeTanHa ocTaeTcs MUccrnenoBaHus
HeLoKa3aHHOM. OTCyTCTBYIOT. HV ogHa
13 NpoBeAEeHHbIX paboT
He CoOTBETCTBOBana
KpUTEPUSM BKITHOYEHWS.
KokpenHoBckuin 0630p Hukakux cyxgeHuii 06 Tonbko ogHa
Lirussi F. c coast. 2007. achdpekTmBHOCTN BeTanHa n ap. paboTa okasanacb
AHTMOKCMOAHTOB caenaHo He bbino. kavectBeHHon (PIMTKN)
1 COOTBETCTBOBAnNa
KpUTEPUAM BKITIOYEHWS.
KokpenHoBckuin 0630p Huvikaknx cyxaeHumn oo Hwv ogHa pabota He
Angelico F. c coaBt. 2007.  addpekTMBHOCTM BeTanHa caenaHo COOTBETCTBOBana
He 6bIno. KpUTEPUAM BKIHOYEHNS.
Buuuknon
KokpenHoBckun 063op Wu  OBHapyxuTb goKasaTenbcTBa Hu3koe kayecTBO pabor.
T., 2006. appeKkTMBHOCTM BuLmKnona y Tornbko 1 pabota cooT-

nalnMeHToB C BUPYCHbIM renatutoM BETCTBOBana Kputepu-
B He yAanocsb. AM BKIHOYEHUA.
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1

IIpodomicenue npunoxerue 2

2

KokpernHoBckuin 063op Yang OGHapyxutb gokasatenbcrea

X., 2007.

apdekTmBHOCTU Brumknona y

nayneHToB C BUPYCHbIM renatntom

C He yganocs.

3

Hwn3koe kayecTBO
pabort. Tonbko

1 pabota
COOTBETCTBOBANAa
KPpUTEPUAM BKITHOHEHUA.

OpH WUTUHa acnapTtaTt

Cucrtematnyeckun ob3op
¢ meTta-aHanu3om Delcker

A.M. ¢ coasrt., 2000

[Mpenapart ynyywaert TeyeHne
3HUeganonatmum

Bbin onybnvkoBaH B
BMAE pestome, KoTopoe
B HACTOALWMN MOMEHT
He JOCTYMHO.

Cucrematnyeckumint 063op ¢
MeTa-aHanuaom Pilar L. n

Mercado R., 2006

JIOJ1A cTtaTUCcTUYECKM 3HAYNMO
BINMUSAET TOMNbKO Ha NMCUXUYECKUI
cTaTyC NaLMeHToB, HO He Ha
YPOBEHb aMMuaka, U He Ha
nokasarenu nHaekca PSE.

Manoe konuyectso
pabot (3 PKU) n
nauueHToB. bonbLuas
reTeporeHHoCTb.
Mpenapat 6bin
peKkoMeHA0BaH

K NPYMEHEHWIO0 B
KMUHUKeE.

KokperHoBckuin 063op Yuan

W., 2008

HewnsBecTHO.

He 6bin 3aBepLUEH.

Cuctematnyeckmmn o63op
6e3 meTa-aHanusa Soarez

et al., 2009

B cpaBHeHuu ¢ nnauebo

LOLA ymeHbLUaeT nokasatenb
rmnepamMmmMoHMeMIUN Y NaLMEeHTOB
C NeYeHOYHOM aHLedanonaTnen,
ofHako ybeauTenbHbIX
[0oKa3aTernbCTB Bblpa’KeHHOro
GnaronpuaTHOrO BAUSIHUS Ha
TeyeHue sHuedanonatum y aToro
J1C HeT.

BonbLluas
reTeporeHHOCTb rpymnn
B MCCrefoBaHUsAX

(4 PTMKW), Hu3koe
METOAONOorMyecKoe
KayecTBO MOJTIOBUHbI
BKIOYEHHbIX paboT
(JADAD < 3),
He3HauuTenbHas
NPOAOIKUTENBHOCTb
Tepanuu.

Cuctematnyeckuin ob63op
n meTta-aHanus Jiang Q. un

ap., 2009

LOLA B cpaBHeHUM C
nnauebo yny4liaeTt KIMHUKY
3HLedanonaTnm TonbKo B
noarpynne BblpaXKEHHbIX
HapyLUEeHUN.

Bkntouan 3 PKU
(13 HMx 2 nnauebo-
KOHTPONMMPOBAHHbIX).
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IIpodomucerue npunoscerue 2

1 2 3
Cuctematundeckuii 063op 1 OpHUTMHA acnapTaT nokasarn Bknitouyan 8
MeTa-aHanu3 Bai M. n gp., cebs achdekTuBHbIM CpeaCTBOM nccneposaHuin (PKA n
2013 neyeHnsa aHuedanonaTtmum PIKW)

He3aBMCMMO OT ee cTaauu,
3(h(PEKTMBHO YMEHbLLAET YPOBEHD
ammMunaka, 6esonaceH. OgHako
otnuumni mexay JIC n nnauebo
BO BMUSIHUN Ha CMEPTHOCTb He

0oBHapyXeHo.
CunumapuH
Cuctematudeckuii 063op CunumapuH npu ABI 6 nnauebo-
Mullen K.D. coaBrt., 1988. yny4ywaer 6GroxmMmmnyeckme u KOHTPONMPOBAHHbIX
Mopdonornyeckne nokasarenu nccnegosaHun (n=302)
N, BEPOSITHO, YBENNYMBAET pasHbix 0o3 (ot 80
BblKMBaEMOCTb. 00 420 mr/cyTku Ha
NPOTSKEHUN OT 4
Hegernb Ao 6 ner).
Cuctematudeckmii 063op u1  OueHka BUOXUMUYECKUX, 14 pabot (n=433).
MeTa-aHanus Jacobs B.P. ¢ mMopdonornyecknx gaHHbIxX KpuTrka H13Koro
coagr., 2002. N CMEPTHOCTM MaLMEHTOB C KayecTBa paboT.
XPOHUYECKMMU renatutamm OdhekT He MOXeT
pasHOW 3TUONOrMN HEBO3MOXXHA.  ObITb NOATBEPXKAEH
WIN OMPOBEPTHYT,
No3TOMy NpUMEHEeHNe
npenapara B KIMHUKE
He peKkomeHayeTcs.
Cuctematuyeckmin ob3op  CunumapuH obnagaet 14 pabot oTobpaHo.
Liu v gp., 2003. NoTEHLManbHON CNOCOOHOCTLIO [Ona cunumapuHa
«3almLLaTb» TKaHW NeYeHu npu 0BHapy>keHa Tonbko 1
HCV-nHekumnn. BbICOKOKa4YeCTBEHHasi
. MmetoTtca npeteHsunm
K KayecTBy
nccnenoBaHumn

N YACITEHHOCTU
Y4YaCTHUKOB B HUX.
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1 2 3
KokpenHoBckuin 0630p u Y naumenToB ¢ ABI n XBI KavecTtBo
MeTa-aHanu3 Rambaldi c CUNTMMapWH He BNUSIET Ha OonbLUMHCTBA
coasBT., 2005. CMEepPTHOCTb, YaCTOTY OCMOXHEHUI, MUCCneaoBaHUN —
CHWXAET ypoBHU BunupybuHa n HM3koe. OfHO3HAYHOrO
ITT, BNMusHMEe Ha TpaHcamMMHa3bl BbIBOAA O
He AICHO. uenecoobpasHocTH
NPVYMEHEHMS B KITMHKKE
He caenaHo.

Cuctematnyeckun ob3op CunumapuH cnocobeH ynyywarts  VccnegoBaHust
Mayer K.E. ¢ coaBT., 2005. ©Buoxmmmnyeckme nokasatenm cunMmapuHa
(Npexae Bcero — TpaHcamMuHa3sbl), HEBbLICOKOrO KayecTBa
4YTO MOXET OKa3aTbCs BaXHbIM B 1 06nagatoT psgom
npeaoTBpaLLEHNN OCIOXHEHMWN HeoCTaTKOB.
XPOHWYECKMX rENaTUToB —
LMppo3a 1 renatoueniionapHom

KapLUHOMBI.
Cuctematnyeckuin ob63op CunumapuH 3Ha4YMMO CHUXKaeT Mo MHeHuto
C MeTa-aHanu3om Saller u  cMepTHOCTb, aCCOLUUPOBAHHYHO aBTOPOB CUNMMapPUH
coasrT., 2001, 2008. ¢ 6one3HAMU NeYeHn, Ho He LenecoobpasHo

06LLYyI0 CMEPTHOCTb, U 3HAYMMO Ha3Ha4yaTb B Ka4ecTBe

YMeHbLUAET YaCTOTY OCNOXHEHUA  a4blOBaHTHOW

ABIT. Tepanuu nauyueHTam
C OTpaBrieHNEM
aMaHUTUH-
cogepxalmmm
rpuéamm, Ho 1
C anKoronbHbIM
LMPPO30M MEeYEHN
(knacc A).

Cuctematnyeckuii 063op n  NMpu HBV-uHdekumm cunumapuH B 12 PIKW (1966-2012
meTta-aHanua Wei F. n gp.,  KOMOGUHaLMK C NPOTUBOBUPYCHBbIMU IT.). KnnHn4eckux
2012. JIC ny4we, yem MoHOTEpanusi JaHHbIX MoKa eLle
YMEHbLUAET YPOBHM TpaHCaMmnHa3, HegoCTaTOYHoO,
MapkepoB hnbposa, MeanaTtopoB  YTOObI MOATBEPAUTD
BOCManeHusl. NN ONMPOBEPIHYTb
LenecoobpasHoCTb
Ha3HayeHus aToro JIC.
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IIpodomicenue npunoxerue 2

1 2 3
YpcopeokcuxosneBas KMcrnoTta

MeTta-ananns May G.R. c YOXK achchekTmBHEE C 1993 r. meTa-aHan13
coasrT., 1993 XEHOAE30KCUXOrEBOW KUCIOThI He obHoBRAncs.
OIS pacTBOPEHMS KOHKpeMeHToB  Bkritodan 23 KU
npw XenYyHoKaMeHHoW 6onesHu. pasHoro kayectBa. [pu
[MpoueHT ygayHoro pactBopeHus KKB BbICcOKas 4YactoTa
— 38%. peumanBoB. ekt
3aBUCUT OT pasmepa
KOHKPEMEHTOB.
Cuctemartunyeckuin 063op Y naumenTos c MNBL, YOXK 12 uctouHukos (n=800)
n meta-aHanus Simko V. u1  ymenbluaet AJTT, ACT, L® pasHoro KavecTtsa
ap., 1994. n ITTI, HO He BUNNPYOUH; (B wactm INbL).
ynydLiaeT Mopdonoruo neveHu 11 PTKW pasHoro
N accoumnmpyeTcs ¢ MeHbLLEN KayecTBa (B YacTtu
YacTOTOW Heyaad Tepanuu. XPOHNYECKUX
Y naumeHTOB C XPOHUYECKUMMN renaTtuToB).

renatutamun YOXK ynyywaet

nokasatenu AT, ACT, I'TTT1, W®

1 6UNMpPyOUH, HO He OKa3sbiBaeT

3Ha4YMMOro BO3AENCTBUS Ha

CTPYKTYPY NEYEHMW.
Cuctematuyeckuii 063op n  IMpu MNBL, YOXK moxeT 3amegnute 7 PTKW u 6 follow-up
meTta-aHanu3 Shi J. n ap., MPOrpeccMpoBaHne LIMppo3a paHHUX UCCreaoBaHUN.
2006. cragui (p=0,03), yny4LuaeT BbbKu-

BAEMOCTb MALMEHTOB U CHDKAET

noTpebHOCTb B TpaHCnaHTaLumm

neyenu (p=0,05)
KokpenHoBckuii 0630p u BnuaHusa YOXK Ha cMepTHOCTb, Bkntoyan 16 PIKW.
meTa-aHanu3 Gong Y. n gp., noTpebHOCTb B TpaHcnnaHTauuu,
2008 (o6HoBneH Rudic J.S. noptanbHoe faBneHune, Mopgo-
n ap. B 2012). NOrnio, BblpaXXeHHOCTb 3yaa u

cnaboctu y 6onbHbIX ¢ MNBL, o6Ha-

py>XeHo He 6bino. MNoaTeBepxaeHo

yMeHblueHve bunmpybuHa, LW n

TpaHcamunHas. BoamoxxHo, YIOXK

YMEeHbLUAEeT NporpeccmpoBaHune

¢unbpo3sa.
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IIpodomscerue npunoxcerue 2

1 2 3
Cuctemartudeckmii 063op 1 YOXK yny4liaer ructonoruto u 8 PI1KWN.
MeTa-aHanu3 ShiJ. u gp., HopmanuayeT BUoxMMmnyeckme
2009. nokasartenu y nauueHToB C

IMCX, HO He BNUSIET Ha 3ya U
cnabocTb, CMEPTHOCTb M YacToTy

TpaHcnnaHTauumn.
KokpewnHoBckuin 063op n Mpu MCX YOXK He Brnget Ha Bkntouan 8 PITKN.
meTa-aHanm3 Poropat G. ¢ cMepTHOCTb, YacTOTy TpaHcnnaHTa- ABTOPbl HE MOTYT
coasT., 2011. LA, PUCK BO3HUKHOBEHWS Bapnko3a pekoMeHOoBaTb

nvLesoaa, acuuta v sHuedanona- wnm onpoBeprHyTb
TUW, KIMHUYECKME CUMMTOMbI, MO-  LienecoobpasHoCcTb
KasaTenu buoncum n xonaHrmorpa-  ucnonb3dosarus YOXK.
duK, KOHLEHTpaumo anbbymuHa.

Opnako YOXK no3nTuBHO BnvsieT

Ha ypoHu AJTT, ACT, I'TTT1 n 6unu-

py6uH.

Meta-ananus Triantos C.K. Y[XK He BnuseT Ha 8 PTKW (5 —

n ap., 2011. BbIPaXXEHHOCTb KIMUHUYECKUX CTaH4apTHble 003bl;
CUMMTOMOB, MCTONOrNM4YecKoe 3 — BbICOKME O03bl
nporpeccupoBaHue, 4acToTy YOXK).

pa3BUTUSI XONaHIMOKapLIMHOMbI U
CMepTHOCTb nauueHToB ¢ MNMCX.
Cuctematudecknii 063op 1 YOXK He cHmkaeT cmepTHocTb U 7 PIKW. BeiBoa
meTa-aHanma3 Othman M.O. noTpebHOCTb B TpaHCMNaHTaunMm  OAHO3HAYHBIN:
n ap., 2012, BonbHbIX ¢ NCX, He ynyywaet ncnonb3oBaHne YOXK
MOPONoruio, He U3MeHsIET He onpaBAaHHo.
YaCcTOTY XONaHMMOKapLUNHOMBI
N HE MOXET KOHTPONMpoBaTb
CUMMTOMbI 60OME3HN.
[MonoXuTensHO BNMSET TOMBKO Ha
YPOBEHb TPaHCAMMHA3.
KokpenHoBckuin 0630p 1 Y nauMeHToB ¢ MykoBucumgo3om  Bknrouan 3 PIKU
mMeTa-aHanm3 Cheng K. 1 YIOXK BnMsieT TONbKO HA YypOBEHb  PA3HOro Ka4yecTBa.
ap. 1997, 2000, 2012. TpaHcamuHas (ACT). BbpkmBaemocTb, No-
TpebHOCTb B TpaHC-
nnaHTauum NevYeHn He
M3y4yanucb H1 B OLHOM
pabote. OcHoBaHWI
ansa HasHadeHus YOXK
npv MyKoBUCLMO03€e
MoKa HeT.
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1

KokpenHoBckui 0630p n
meTa-aHanm3 Chen W. n
ap. 2007.

2

>KenuHble KMcnotel, B TOM
yucne YOXK, moryT ymeHbLiaTb
ypoBeHb AJTT, HO He BRMSIOT Ha
PUCK BO3HMKHOBEHNS LIMPPO33a,
rnokasaTtenu NopTanbHOro u
nepunopTarnbHOro BocnaneHus,
nepcucreHumo HCV-PHK.

IIpodomsicenue npunoxerue 2

&

29 PKW, npu atom
HU OHO He ObIno
BbICOKOIO KayecTBa.

KokpenHoBckuin 0630p 1
meTa-aHanu3 Orlando R. n

ap. 2007.

Y naumentoB ¢ HAXKBI YOXK He
BrnuseT Ha yposHu AJTT, ACT, L,
[TTr, renatobunuapHyto 1 obLLyto
CMEpPTHOCTb NaLMEHTOB, YacTOTy

Pa3BUTUST OCIIOXKHEHWUNA.

4 PIMNKW. AHann3s
JaHHbIX 6uoncumn
HEBO3MOXEH.

Cuctemarmdeckumii 063op un
meTa-aHann3 Musso G. n

ap., 2010

Mpn HAXKBEIN YOXK He umeet
npeumyLlecTs nepeq nnawuebo
BO BIMSIHUKM Ha cTeaTos (No
OaHHbIM 6uoncumn). BnnsiHue
Ha TpaHcaMuHa3bl ObHapYXeHO
TONbKO B rpynne nauueHToB C

HACT.

6 PINKN.
Mcnonb3oBaHue YOXK
He onpaBaaHHo. Puck
pa3suTtus MNP o4eHb
BbICOKMI (MO JAHHbIM
aBTOPOB — OKOJ10
46%).

MeTta-ananus Wu un gp.,
2012.

Mpn HACT Bbicokne go3bl YOAXK
yMEHbLLaT Mopdonornieckune
NPU3HaKn BocnaneHusi, Ho
CMOCOOCTBYIOT MPOrPECCUPOBAHNIO
¢durbposa. buoxmmmnyecku:

YOXK ymMeHbLUIaeT akTUBHOCTb

ITTI, Ho cnocobeTByeT

YBEMUYEHUIO KOHLIEHTpaLIMK
OvnupybuHa. BnusaHue Ha
ypOBeHb TpaHcamuHa3a u LD He

oTnunyaetcsd ot nnaueobo.

3 PI1KW. MoHoTepanus
YOXK He okasbiBaeT
3Ha4YNMOro
NMO3UTUBHOIO BIUSIHUS
Ha COCTOsIHMe
naumneHtoB ¢ HACT.

MeTta-aHanus3 Hardy M. ¢

coasrT., 2002.

Mpwn xonecTtase 6epemMeHHbIX
YOXK asnsetcs adhHekTUBHbIM
NPOTUBO3YAHbIM CPEACTBOM,
CyOBbEKTMBHO NPEBOCXOASALLUM
UIN PaBHbIM aAEMETUOHVHY,
HO yCTynatoLLMM KOMOUHaLMK

«YOXK+ageMeTnoHuHY .

Tonbko KayecTBeHHas
oueHka (cM. Takke
ALEeMEeTUOHMH).

KokpenHoBckuin 0630p 1

MeTa-aHanu3 Burrows R.F.

n ap., 2001, 2010.

[okasaTenbcTB a(pHEKTUBHOCTHU
YOXK npu xonectase 6epeMeHHbIX

HE CYLLECTBYET.

5 PIKW.
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1 2 3
KokpenHoBckuit 0630p 1 Mpwn TpaHcnnaHTaumm neyeHmn 7 PMNKW. Marnoe
meTa-aHanus Poropat G. n YOXK He BNMSET HA CMEPTHOCTb  KONMYeCTBO
ap., 2010. (all-cause mortality) n B Tom KayeCTBEHHbIX

yucne BCreaCTBUE OTTOPXKEHUS paboT, BKIOYaOLLMX

nepecaxeHHOro opraHa, 4actoty  Hebonbluoe

peTpaHcnnaHTauui, ocTpo KOnu4yecTBo

peakuuun OTTopXKeHusi. BrnvsaHne  nauuneHToB.

Ha XPOHMYECKYIO peakumio OKoHuaTenbHoro

OTTOPXXEHWS HEOAHO3HAYHO. BblBOZAA O
LenecoobpasHoCcTn He
cAenawo.

AcceHumnanbHble hochonunuabl

dopmarnbHbI MeTa-aHanmM3 Y naumMeHTOB C XPOHUYECKUMM Bknitowan 9 PITKA
Hundermann K.J., 1998. renatutamu n HACIC cymmapHbin (409 naumneHToB).
3 eKT NO3UTUBHOIO BO3AENCTBUS He oTBevaeT
OdJ1 Ha 26,6% npeBocxoamn COBPEMEHHbIM
adppekT nnauebo TpeboBaHMsM
KokpenHoBcKoro
coobLecTBa kK MmeTa-
aHanmsam.
Cucrtematnyeckuii 063op O®J1 NO3MTUBHO BO3AENCTBYIOT Ony6nuvkoBaH Ha
Hu G.P. c coaBr., 2005 Ha TpaHCaMWHa3bl, TMCTOSIOrnI0 KUTaMCKOM S3bIKE,
NeYeHn N BbIPAXKEHHOCTb MOSTHbIV TEKCT U
CYMNTOMOB Y naumeHToB ¢ XI pe3toMe He JOCTYMHO.
pasHOW 3TMONOTNN. Bkntovan 6 PINKA (568

nauuneHToB). CornacHo
[aHHbIM HEKOTOPbIX
aBTOPOB BMMSHUS

Ha BbPKMBAEMOCTb
nawuMeHToOB He
0BHapyXeHo.
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SAKJIIOYEHME

3aBepiiasg 3Ty paborTy, elle pas3 XO4YeTCs OTMETHUTb, 4TO TPYII-
IIa TaK Ha3bIBae€MbIX I€NAaTONPOTEKTOPOB — 3TO OfHA U3 Hau-
Oonee pasHOPOAHBIX TPYIII JIEKAPCTBEHHBIX CpencTB. llpu
3TOM €€ Ppa3HOPOJHOCTb NpOABIAETCA M BO BpPeMeHUM WUX IO-
ABJIEHMA B apCeHasle Bpadell, M B XUMWYECKOM CTPYKType, U
B npodmrAx 0e30IacHOCTY, ¥, KOHEYHO >Ke, B IOTYYEeHHBIX
K HacTOsIIEeMYy BpeMeHM [O0Ka3aTelbCTBaX 3(QPEeKTHBHOCTM.

JleiicTBUTeNbHO, MCTOPUA MEAUIVIHCKOTO IIpYMEHEHMs pac-
TOPOIIIV JIM COJOAKM HACUUTHIBA€T HECKOJBKO TBHICAY JIeT, B
TO e Bpema Takue JIC, Kak OpHUTMHA acIapTaT, aHTpajb, IIy-
TapruH OBUIM CUHTE3MPOBAHBI HECKONBKO MECATKOB JIeT Ha3afl.

Xumudeckasi CTPYKTypa MOJIEKYN IpefcTaBuUTeNneil aroit dap-
MaKOTepaINeBTUIeCKOll TI'PYIIbI MOXeT OBIThb IIpefcTaB/eHa IIPO-
CTBIMM COefMHeHMsAMM (6eTamH), aMMHOKUCIOTAMU (OPHUTVH,
IIyTaMMH, apTYHMH), (IaBaHOMJAMM, a TaKXe UMETb CXOJCTBO
co crepoupamy (rmmyppusuH). bomee Toro, HekoTOpble Ipe-
Iaparbl IpPEACTAaBAAT co00il He OfHY MOJIEKYTy, a HeCKOJb-
Ko. B kauecTBe mpuMepa 1A TOATBEPXKAEHMS STOrO YTBep-
KMIEHMA MOXKHO IIPUBECTM CIIVMMApuUH, KOTOPBIA ABIAETCA
KOMIUIEKCOM CM/IMOVHHA, CYININAHVHA, CUINKPYCTIHA Y 130 OpM
3TMX coefuHeHui. [loaToMy Kmaccudumkalusa renaronpoTeKTopoB,
OCHOBaHHasA Ha MX XMMWYECKOM CTPOEHUU, BPAJ /M BO3MOXKHA.

OTM4aTCsA TEemaToNpOTEKTOPBl M II0 MeXaHM3MaM pPa3BUTUA
ne4e6HOTO 3¢ PekTa, KOTOpPBIE HEe MOTYT OBITH CBEJIEHBI K KAKOMY-TO
OIHOMY MeXaHM3MY AeliCTBUA (HallpuMep, aHTUOKCUJaHTHOMY). Tak,
OPHMTHHA acIIapTaT IPMHMMAaeT aKTVBHOE yJacTIe B IIPOLjeccax Heil-
TpaIM3aLNU AMMIAKA VI CTUMY/IVPYeT CUHTe3 0€/IKOB ¥ HYK/IeTHOBBIX
KIUCTIOT, CWIVIMAapVH 06/I1aJjaeT MOIIHBIM aHTUOKCYJAHTHBIM, IIPOTH-
BOBOCITQ/INTEbHBIM, AHTUBMPYCHBIM ¥ HPOTMBOGUOPOTIYECKUM
3¢ deKTOM, ITTyTapriuH MOXKET CTUMY/IMPOBATh CUHTE3 OKCHJA a30Ta,
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0e/IKOB, HeITpalN30BaTh aMMIAK I TaK jjasiee. BbIenTh «Bey1mii»
MeXaHU3M JOCTAaTOYHO CJI0XKHO, @ VHOIZA IPOCTO HEBO3MOXKHO.

OKCTpanoNALMA [AaHHBIX, IONY4YEHHBIX B MCCIENOBAHMAX IIa-
I[IEHTOB C OJHONM IIaTOJIOTMel, Ha 3ab0/eBaHMA II€YeHM BOOO-
e — OfjHa U3 Hambosee OMACHBIX IIPAKTUK, MPUCYIINX ITOI TPYII-
me. Kak ObIIO TOKa3aHO BbIlle, HEKOTOPbIE T€MATOMPOTEKTOPHI
IIOKa3bIBAOT OO0/bIIYI0 9PQPEKTUBHOCTD IIPK XONECTATUIECKOM,
a Jpyrme — IpM LUTOMUTUYECKOM cuHApoMe. CucreMarmyecKue
0030pBI, CONPOBOXKAaeMble MeTa-aHa/IN3aMM, XOTb U Y4MUTBbIBa-
IOT JaHHble HECKOJIbKMX Hambojaee KadyeCTBEHHBIX MCCIENoBa-
HUI, B OOJBIIMHCTBE CIydYaeB BCe-TaKM HE MOTYT OJJHO3HAYHO
OTBETUTH Ha BOIPOC O I1€71eCO0OPa3HOCTU MCIONb30BAHNS TOTO
WIX MHOTO mpenapara. HecMoTpsi Ha 60/blIoe KOMMYECTBO Tera-
TOIMPOTEKTOPOB Ha MOJKAX anTeK, BHIOOP MX I Bpada, OPUEHTH-
PYIOLIETOCsA Ha JJaHHbIE [JOKa3aTe/lIbHOV MEIMIIVIHBI, OTPAaHNYEH CHU-
muMmapuHoM, YIXK, LOLA u, B MeHblIIel CTelleH ), aZleMeTUOHVHOM.

XoTenock 6bI OTMETUTBD, YTO (papMalleBTUUECKITT PPIHOK MO-CTO-
SIHHO IIOTIOJIHAETCS HOBBIMU NPEACTaBUTE/IAMY 3TOTO K/Iacca Ipema-
paToB, a KOMMYECTBO IKCIIEPUMEHTAIBHBIX U KIMHUYECKUX PaboT,
HaIlpaB/IEHHBIX Ha M3y4YE€HME PA3HbIX ACIEKTOB NPVMEHEHN Iela-
TOIIPOTEKTOPOB, CTAOM/IBHO pacTeT. ABTOP HajieeTCs, 4TO Ipe-
CTaB/leHHasT MM MOHOrpadusi NMOMOXKET BpayaM ONPEREIUTbCA C
HeOOXOMMOCTBI0 Ha3HAuYeHMs IIPerapaToB 3TO IPYIIIbI, BHIOpATh
Hanbosiee MOAXOsIIEe, TO €CTh MaKCUMaNbHO 3P deKTUBHOE U B TO
JKe BpeMs 0e30IacHOe CPENCTBO, HA3HAYNTD €To B JOCTATOYHOI J103€
U Ha JOCTaTOYHOE /i pasBUTUA 9ddeKxTa BpeMs, JPyTUMM C/I0Ba-
MJ - IIOMOXKET MCIO/Ib30BAaTh TeNaTONPOTEKTOPBl PalMlOHAJIBHO.
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