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eKapcTBeHHble nopaxxeHus nedenu (JIIIII) - sto

) I pasjinyHble KJMHUKO-Mopdooruyeckue Bapu-

aQHTBI NOpaKeH!s IeYyeHM, KOTopble pa3BHUBa-

I0TCsl B OTBET Ha NpHeM JieKapCTBEHHBIX NpenapaToB

(JIIT). TemaToTokcuuHocTh (['T) mpefcTaBssieT co6oit

KOMIIJIEKC MeTaboJIMYecKUX, JereHepaTHBHO-BOCHA-

JINTeJbHBIX U HEKPOTUYECKHMX M3MeHEeHUH B INeyeHH,

NPUBOJSAIUX KO BTOPHUYHBIM KJIETOYHO-OPraHO-CH-

CTEMHBIM CJIBUT'aM B OpraHu3Me C pa3BUTHEM HUHTOK-
CUKaLMU Y MOJHOPraHHON HeJJ0CTaTOYHOCTH.

JIIII BcTpeyaroTcs € YaCTOTOM OT OJHOIO0 cayvas Ha
1000 nauueHToB #o ogHoro ciaydas Ha 100 000 napu-
€HTOB, KOTOpble NPUHUMAIOT JIeKapCcTBa B TepaleBTH-
YyeCKUX l03ax. B HacTosilee BpeMsl 3aperucTpUPOBaHO
6osiee 1000 npenapaToB, KOTOpble 06JIaAI0T CIIOCO6-
HOCTbIO BbI3bIBATb NNOpaXKeHHe NeYeHH!.

MHorue nekapcTBeHHble cpefcTBa (JIC) moTeHuu-
aJIbHO renaToTOKCHYHbI [1]. C KaXK/bIM roZloM paclLiu-
psieTcsl CHEeKTp JIeKapCTB, BbI3bIBAIOLIMX TOpaXKeHHe
nedyeHu: B 1991 r. umenuch cBefeHus o 748 takux JIC,
B 1992 r. - 0 808, k Hauasy 2000 r. - npumepHo o 1000,
U cnucok Takux JIII mocTossHHO yBesnuvuBaeTcs [2]. B

HacTosilllee BpeMs NOBpeX/JeHHe Nle4eH! — OT CYyOKJ/Iu-
HU4eckux ¢popM 10 GyIbMUHAHTHON NMEeYeHOYHO! He-
JIOCTAaTOYHOCTH — OMUCAHO NPUOLIU3UTeNbHO AJis 1000
JIC. 3 MUJIJINOHOB HU3BECTHBIX XMMUYECKUX BEIECTB
6oJiee 63 ThIC. LIMPOKO UCIOJIb3YIOTCS, U3 HUX OKOJIO
55 ThIC. coelUHEHUN - JIeKApCTBa, MPeJCTABJISIOINE
OTNACHOCTD J1J151 YeJsioBeKa [3].

B nocnenHye rosibl Hab/10AaeTCs YeTKas TEH/ EHILUSA
K pocty yuciaa JIIII, BpiI3BaHHAasA NOCTOSAHHBIM pacCLIv-
peHneM papMaleBTUUeCKOro pbiHKa. Tak, B inoHuu 3a
30-/1eTHU epUOJ KOHCTAaTUpPOBaH 11-KpaTHBIA poCT
snekapctBeHHo# I'T [4].

OCHOBHBIMM NpPUYMHAMHU YBEJHUYEHUS YacTOThI
BcTpeyaemoctu JIIIII B HacTosllee BpeMs ABJISIOTCSA
IIMPOKUN JOCTYN HacesJeHUs K MeJULMHCKON UHPOD-
MallMM U MaccoBOe paclpoCTpaHeHHe caMoJieyeHUs,
yBeJMUYeHHe KOJIMYecTBa JIeKapcTB B Oe3pelenTyp-
HOU mpojaxe, 6ypHOoe pa3BUTHe papMaleBTUIECKON
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MPOMBIILIJIEHHOCTH (TaK, HapuMep, ToJbKo B Poccuu
eXxerofHo peructpupyetrcs okoso 1500 HoBbix JIC),
yBeJIMUeHUe J[0JId HeJHIeH3MOHHbIX I'eHepHUKOB Ha
¢dapmManeBTHYEeCKOM pbIHKe, N03/Hee YCTaHOBJIEHHE
renaToTokCcu4yeckux 3¢QPeKTOB y HOBBIX JIEKAPCTB B
pa3HbIX BO3PACTHBIX U HAlLMOHAJbHBIX I'PyNIax Hace-
JIeHUs1, IOCTapeHNe HaceJleHus], ToJMnparMasus, pocT
yuc/a 60JIbHBIX C BUPYCHBIMU M aJIKOTOJIbHBIMU TOpa-
YKEHUSIMU NedyeHH, YXyALIeHHe 3K0JOoruiyeckoil obcra-
HOBKH [5].

B KJIMHMYeCcKOH NpaKTHKe JUarHo3 JIeKapCTBEHHOT 0
nopakeHus neyeHU GOpMHUPYyeTCs HEONPaBAaHHO peJi-
KO, TaK KaK UCTUHHYI0 paclpoOCTPaHEHHOCTb OLlEHUTh
BecbMa 3aTPYAHUTEJIbHO. JTO 0OYC/I0BJIEHO: C OJHOU
CTOPOHBI, HEPEeAKUMHU CAy4asMHU COKPbITHS MOGOYHBIX
3} deKTOB JIeKapCcTB BpauaMu; € APyrou — HeJJOCTATOY-
HOM 0CBe/IOMJIEHHOCTBIO 00 UX KJIMHUYECKUX NpOosiBJIe-
HUSX.

Knunuyeckue nposiyieHus JIIII MoryT koJsie6aThb-
csl OT OTCYTCTBUS WJIM HaJM4yusl CJ1ab0 BbIpa)KeHHBIX
CUMIITOMOB C He3HAUYMUTeJbHbIMHU HapylIeHUSMU pe-
3yJIbTaTOB J1abOpPaTOPHBIX TECTOB (4allle BCEro B BUJe
He3HAUUTeJbHOTO MOBBILIEHNUS YPOBHSA aMWHOTpAHC-
¢depas) 10 BbIpaKeHHOT0 LIUTOJTUTUYECKOTO U X0J1eCTa-
THUYECKOT'0 CUHJIPOMOB C XKeJITYXOH U Jlake pa3BUTHEM
OCTPOM NeyeHOYHOH HeJ0CTaTOYHOCTH C NeYeHOYHOH
KOMOH U JIeTa/IbHbIM MCXOZ0M. [Ipu JlerkoM TeyeHUU
3ab0JieBaHUSA B CJyyae OTMeHbI NpenapaTa HacTynaeT
6bIcTpoe 06paTHOe pa3BUTHeE IIpoliecca.

®dubpos pasBUBaeTcs npu GOJIBLINHCTBE
JIIIIT, a mnpu JiedeHUU LUTOCTATUKAMU SIBJIAETCH
npeo6safaloliuM  NpU3HaKoM. Tak, [JJUTesbHas
KypcoBasl lo3a MeTOTpeKcaTa, CyMMapHo 6osiee 1,5 T,
BeJleT K BhIpakeHHOMY Gubpo3y nedeHu [6]. CorsiacHo
JaHHbIM Larrey D. ¢u6po3 mnedyeHu pasBHUBaeTCs
y 23% mauueHTOB C peBMaTOWJHBIM apTPUTOM
(PA), neuuBmuxcsa MetoTpekcatoM [7]. IlomoGHbIe
MOpa)KeHHUs1 BbI3BIBAIOT U JApPyTHe LUTOCTAaTUKU -—
yukaopochochamMufy, a3aTUOMPUH.

[To6ouHbIe 3¢ PEKTHI CO CTOPOHDI NeYeHU MPU Mpo-
BeJleHUU Tepalnuu MeTOTPeKCAaTOM BKJIIOYAKT OCTPbIH
JIEKapCTBEHHbIM TeNaTUT, TUNEePOUTUPYOUHEMUIO U
$ubpos nedyeHu. MeToTpeKkcaT-UHAYLIMPOBAHHAsA XpoO-
HHUYecKasl 60JIe3Hb NeYeHHU OlNpeJiesisieTcsl KaK CIeKTp
3a00JsieBaHUM, BKJIOYAOIMUX CTeaTo3 MedyeHu U u-
6po3, C PUCKOM IpPOTrpeccHpoBaHHUs B LUPpPO3 Ieye-
HU [6]. XpoHudeckass ['T 06bIYHO pa3BUBAETCS IMOcCJe
JUINTEJIbHOTO TNpUMeHeHUs1 MeToTpekcaTa (0ObIYHO
B TeueHUe 2 Wau GoJiee JIeT) WU JOCTIKEeHUs 0011ei
KyMyJIITUBHOM J103bl He MeHee 1,5 I. YacToTa BcTpe-
YaeMOCTH U TSKeCTb NOPa)KeHUs] TeYeHU, BbI3BAaHHOTO
MeTOTpeKcaToM, oNpefiesseTcs HaauuueM (GpaKTOpOB
pucka JIIII [8]. Tak, npu ynotpe6senuu ankorons ['T
MeTOTpeKcaTa Bo3pacTaeT. Eciiv manueHT NpUHUMaeT
6osiee 100 Mr asnkoroJis B HeJlesll0, TO MeTOTpPeKcaT
NPUBOJHUT K IporpeccrpoBaHuio $pubpo3a XoTs Gbl Ha
O[IHU THUCTOJIOTUYEeCKUH Kjacc y 18% mnanueHTOB, a
ecsy fo03a MeHnbllle 100 Mr B HeZles110, TO 4aCTOTa Npo-
IrpeccUpoBaHHUs COCTaBJsAET 0K0JI0 4,5%

Onpenenenve LUTOKUHOBOro craryca npu JIIII

VMeeT Ba)KHOe MPOTHOCTUYECKOe 3HaueHUe, TOCKOJIb-
Ky ypOBeHb IPO- W NPOTHUBOBOCHAJIUTEbHBIX IIUTO-
KWUHOB, UX COOTHOIlIeHUWEe OTpa)kaeT UHTEHCUBHOCTb
aJIbTePaTUBHO-/eCTPYKTUBHBIX U pereHepaTOpHO-BOC-
CTAHOBUTEJIbHBIX NPOLECCOB, UX JUHAMUKY, Iporpec-
cupoBaHUe 3a60/1eBaHus.

[laTosioruyeckve U3MeHeHUs TeYeHH, Kak IpaBUJIo,
ycye3aloT Ha QoHe OTMeHbl NPUYMHHOTrO NpernapaTta
(ecsin He MCYe3alOT — HYKHO MCKaTb JPYIyl0 NPUYU-
Hy). Oco60 c0HY0 33Ja4y [/ Bpaua NpesCcTaBaseT
pa3BuTHe JeKapcTBeHHOH ['T y nmanueHTOB, KOTOPbIM
«IIPUYMHHBINA» IpenapaT Ha3HauyeH 110 BUTAJbHBIM I10-
ka3aHUsM. HauboJiee panioHa/IbHBIM NMOAX0J, K IpeJ-
ynpexzaeHuto ['T iekapcTBEHHBIX CPeJiCTB IPU HEBO3-
MO>KHOCTH MX OTMEHbl — OJJHOBpeMeHHOe Ha3HayeHHe
NpenapaToB C reNaTONpPOTEKTUBHBIMU CBOMCTBaMHU [9].

C TOYKM 3peHHUd JJ0Ka3aTeJbHON MeJUIMHBI, K YHC-
Jly HauboJsiee 3P deKTUBHBIX IpenapaToB JJs KOPpPekK-
uuu JIIII, BHyTpHUIe4eHOYHOro X0JiecTa3a OTHOCATCS
npemnapartbl ypcoge3okcuxoseBoi kucaotel (YAXK) u
aJleMeTHOHMH, TaK KaK OHU 006J/1alal0T MHOI'OTPAHHBIM
CIIEKTPOM /JIeHCTBHSI, KOTOPbIM 06ecrieyBaeT Tepamnes-
THUYeCKHe BO3MOXXHOCTH UX ucnob3oBanus [10,11].

HUcxofs U3 Bcero Bblllle CKa3aHHOTO, MHOTOYHUCJ/IEH-
Hble JJaHHble 0 TeNaTOTOKCUYeCKOM JeCTBUU pasiny-
HbIX JIC mo3BosisoT caenaTh BeiBoj, yto JIIIII sBas-
I0TCS OHON M3 Ba)KHeHIIMX NPo6JieM He TOJIbKO JJIS
racTpO3HTEPOJIOTOB, I'eNaToJIOTOB, HO U JiJI Bpauel
JIPYTHX ClleljuaJbHOCTeN. B pa3BUTBIX cTpaHaxX NpueM
JIEKapCTB sIBJsSETCS JIMAUPYIOlled NPUYMHON pa3BHU-
TUSI NIeYeHOYHON HeJO0CTaTOYHOCTH M Haubojee ya-
CTBIM II0Ka3aHUEM K TPaHCIJIAHTALUU [TeYeHH.

BoJsiblioe YKCI0 NMOTEHLMaJbHO TeNaTOTOKCUYHbBIX
npenaparos, a Tak»xe MHoroo6pasue cnektpa JIIIII Bbi-
3bIBaeT 3HAUYUTeJIbHble TPYAHOCTU KaK B JUAarHOCTH-
Ke, TaK U B JIEYEHUU ITUX COCTOSHUHU. Jlo HACTOsAIEero
BpeMeHHU HeT YeTKUX KpUTepHeB KJIUHUYECKOH, 1abo-
paTopHOM U MOpPGOJOrUYeCcKON AUArHOCTUKU JieKap-
CTBEHHBIX [TOpaKeHUH [eYeHU, He pa3paboTaHbl efu-
Had KJaccuUKalus, CTaHAapThI JIeYeHUsl.

JIIIIT Heo6XOAMMO AWMATHOCTHPOBATb B HauboJjee
paHHME CPOKH, TaK KakK IpojoJsnKaroluiica npuem JIC,
Npe/oJI0KUTEbHO BbI3BABLIMX MOpaXkeHHe NevyeHH,
crocob6eH MHOI'OKPATHO YCWJIMTb TSXKECTb KJIUHHYe-
CKHUX NPOSIBJIEHUH U CYIL[eCTBEHHO MOBJUATDH Ha UCXOJ,
3a60Js1eBaHUs.

Bce Bblllle M3/I0XkEHHOEe O00YC/lIaBJMBAeT aKTyasb-
HOCTb NpPO6JeMbI JjaJlbHENIIEro U3y4eHns] 0COOeHHO-
cteil BosHuKHOBeHus JIIII y manueHTOB peBMaTOJIO-
rU4ecKoro npoguis, HaXosMXCsl Ha AJUTeJbHOH Te-
panuu MeToTpekcaToM [12]. Kpome Toro, nepcneKTus-
HBIMU SIBJISIIOTCS pa3paboTKa MeTO/L0B NPOPUIAKTUKHY,
JUAarHOCTUKH, MOHUTOPHUPOBAHUs MOOGOYHBIX 3ddek-
TOB B XO/le TEpAllMU MeTOTPEKCATOM, a TaK>Ke MeTO/|0B
JIeYeHUsl C 1leJIbl0 yMeHbIeHUsI TOKCHYEeCKOoro Jew-
CTBUSl Ha OPraHU3M LIUTOCTAaTHUKOB NPU COXPaHEHUHU
JlOCTaTOYHOU UX 3P PEKTUBHOCTH, YTO MOTJIO ObI HAUTU
IIMPOKOe NPpYMeHeHHe B KJIMHUYEeCKOH NpaKTHUKe.
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Ilesib UccieJ0OBAaHUA

- U3Y4YUTb 3PPEeKTUBHOCTb PA3/JIMUHBIX CXeM MpH-
MeHeHus Y/JXK (npenapata «XoJyZeKcaH») B Je4eHUHU
nposieieHudt JIII y nauuenToB ¢ PA Ha AauTenbHOU
Tepanuu MeTOTPEKCATOM.

3aJa4y MccaeJ0BaHUA

1. U3y4uTb B CpaBHEHUM H3MeHeHHe OGHOXMMUYe-
CKUX NoKa3zaTesiel KpoBU (6unupy6una, AJIT, ACT, we-
JoyHoil pocdaTasel) y manuenTton c JIIII u peBmaTo-
WJHBbIM apTPUTOM Ha QoHe JJHUTEeJbHOU Tepanuu Me-
TOTPEKCAaTOM NpH Ha3HAYeHUH pasUdHbIX cxeM YXK
«Xonynekcan» (15 mr/kr/cyT; 20 Mr/kr/cyT).

2. OnpenenuTb JUHAMUKY NoKasaTeJel
13C-MeTalLeTHHOBOTO JbIXaTeJbHOro TecTa (moACcyeT
Macchl GQYHKIMOHUPYIOLIMX TFelaToOLUMTOB) B X0/e Jie-
YyeHMs NpenapaToM «XoJayJeKcaH».

3. BeIIBUTb JMHAaMHUKy TecTa Ha KPUTHYECKYIO 4a-
CTOTY MeJibKaHUH (oNpesiesieHre NeYeHOYHOU H1eda-
JlonaTuu) Ha ¢poHe NpUMeHEeHHUs Pa3JIUUHbBIX CXeM NPHU-
eMa npemnapara «XoJyZeKcaH»

4. V3yuuTh JuHaMUKy ypoBHeill WUJI-6 u ®HO-a y
6osbHbIX ¢ JIIIII Ha doHe Tepanuu npenapaToM «XoJy-
JleKCaH»

MaTepnaJI U ME€TOAbl

UccnenoBaHue NMpoOBOAMJIOCH Ha 6a3e peBMaToJIo-
ruvyeckoro otjesieHuss KpbiMmckoro Pecny6./mkaHCKo-
ro yupexzaenuss «KTMO «YHuUBepcUTeTCKass KJIMHHU-
ka» OCII KPY «KiunHuuyeckass 6oibHMIIA UMeHU H.A.
Cemamiko». [lanueHnTsl ¢ BepudunupoBanHbiMu JIIII
u PA, pivTenbHO mNoJjyyaroliye MeTOTpeKcaT, OblIU
paHAOMHU3UPOBaHbl Ha 3 rpynnbl: 1-9 rpynma (n=15)
nosy4vasna «XosyieKkcaH» U3 pacyeTa 15 Mr/Kr maccel
TeJla/CyTKU B TeueHUe 2 Mec.; 2-5 rpymmna (n=15) - «Xo-
JlyfekcaH» U3 pacyeta 20 Mr/Kr Macchel Tesa /CyTKH B
TeyeHUe 2 Mec.; 3-1 Tpyna - rpymnmna KoHTpoJs (n=15)
- TOJIbKO Tepallli0 MeTOTPeKCcaTOM 110 [T0BOAY peBMa-
TOUJHOTO apTPUTA.

B uccnenoBanue Bouwio 25 xeHIUH U 20 MyK4HH.
Cpennuii Bo3pacT coctaBua 47,23+5,12 net. bosabuas
YacThb NALMEeHTOB, BOLIEAIINX B MCCIe/J0BaHUE, HAX0-
JWJach Ha TepallMU MeTOTpeKcaTOM B TedyeHue 5-10
JeT (60% My4uH U 56% KeHIIUH).

Kpumepuﬂmu BK/IWYEHUA nayueHmos 6
uccsnedosaHue 6bLaU:

v/corylacue Ha ydacTve B UCC/IE[J0BAHHUU U BBINOJI-
HeHMe BceX HeoOX0JUMbIX JleueGHO-AuarHocTuye-
CKUX NpoLeayp;

v BepuQUIIMPOBaHHbIN AuarHos PA;

v navTesnbHas (6osiee 12 MecsleB) Tepanusi METO-
TpeKcaToM B io3e = 10 MI B HeJjeJ1o;

v’ noBbllieHre ypoBHsa AJIT u/uiau 1we09Hol dpoc-
daTasel (ILlP) Gosiee 2 HOpPM; — OTCYTCTBUE MO
JlaHHBIM aHaMHe3a U NpeJblAYLIUX HCCae0BAaHUN
HacJIe[ICTBEHHBIX 3a60/iIeBaHUN NedyeHU (60Jie3HU
KoHoBasoBa-BusbcoHa, reMoxpomMaTo3a, Aeduiu-

Ta al-aHTUTPUIICUHA);

v OTpULATEIbHBIN PE3YILTAT UMMYHO)EPMEHTHOTO
ucciaenoBanus (MPA) kpoBU Ha MapKepbl BUpPYC-
HbIX renaTuToB B, C u /I;

v oTpunarte/ibHbii pesysibraT UDA KpoBu Ha MapKe-
pbl @y TOUMMYHHBIX TeIaTUTOB.

K kpumepusim uckawoyeHus us uccaedo8aHus
OMHOCUNUCL Cedyrujue:

v/ OBBILIEHHE YPOBHSI GUOXMMHYECKHX IOKa3aTe-
gent (AJIT, I[®, 6unupybuHa) A0 Hayasua MpoBeJe-
HUS Tepanuu METOTPEKCATOM;

v/ 1o3a meToTpekcara MmeHee 10 Mr/Hezeno;

v/ [UIUTEIbHOCTb TePalliy METOTPEKCATOM MeHee 12
MeCSLEB;

v/ cpeJiHsIsl ¥ BBICOKAsi aKTUBHOCTD PA;

v aHaMHEeCTUYeCKHe JJaHHble 06 YIoTpe6IeHud as-
KOroJiss B KJIMHUYECKH 3HAaYMMBIX J03ax (6osee
30 r/cyT pasa myxuuH, 6osee 20 r/cyT A/ KeH-
LKH);

v/ OCTpBIif BUPYCHBIH reNaTUT B aHAMHE3€ B TEYEHUe
nocjaeaHux 12 Mecsies;

v/ HaJIMuMe COMyTCTBYIOI[MX 3a60JIeBaHUI B CTaZNU
JIeKOMIIEeH Cal1y;

v Ha/iMyre XpOHUYECKUX AUPPY3HBIX 3a60/1eBaHUI
Ne4YeHH y KPOBHBIX POJCTBEHHUKOB 1-U JIMHUU
pPOACTBa;

v JKEeHILIMHBI IETOPOHOTO BO3PACTa, MJIAaHUPYIOLIHe
6epeMeHHOCTb B TeYeHHUE CJIEeLYIOLIEr0 rofa; Kop-
MsILMeE rPyblo; 6epeMeHHbIE;

v/ OTCYTCTBUE KOMILJIAeHca.

Juarno3s JIIII B rpynne nauueHToB ¢ PA cuuTasica
NOJATBEPXKJEeHHBbIM NpPU: — HAJW4YUU [BYX NOC/Ie/0Ba-
TeJIbHBIX MOBBIIIEHUN YPOBHS NeYeHOYHBIX pepMeH-
ToB (AJIT, ACT) ¢ Kak MUHUMYM [JIByXHe/leJIbHbIM HUH-
TepBaJoM Ha ¢poHe Tepaluu METOTPEKCATOM UJIN CHUH-
XPOHHBIX HU3MeHEHUH YPOBHS NeYeHOYHbIX pepMEeHTOB
C 1030 MeToTpekcaTa (CHMXKeHHe ypOBHsI IedyeHOoY-
HbIX GepMeHTOB 10CJIe CHUXKEHUS [,03bl MEeTOTpeKcaTa
WJIU ero OTMEHDI); — UCKJIIOYEHUU JAPYTrol BO3MOXKHOHN
3THOJIOTUM NOpPa)KeHUsl nedeHU (HMCK/IOYeHHe BUPYC-
HbIX U Hac/Je[CTBEHHbIX 3a00/1eBaHUI NleYeHH, UCKJIIO-
YyeHMe YIoTpeb/IeHHUs aJIKOT0JI B KJIMHUYECKH 3HAYU-
MBIX [103aX).

IlayueHmul 6bL1u 06€1€008aHbI NO EOUHOMY
n/aaMy, Komopulil npedycmampugan
nposedeHue:

® N0ApO6HOr0 paccnpoca *ajob U aHaMHe3a U 0611ero
OCMOTpa NalUeHTa;

e OMOXMMHYECKOI'0 aHa/lu3a KpoBU (ompeneseHHe
YPOBHS 0611iero 6uMpy6uHa u ero dpakuuii, AJIT, ACT
Y 1es04HOM dpocdaTasbl);

e onpe/ie/ieHHe YPOBHS MPOBOCHAJNTENbHBIX IIUTOKH-
HoB (MJI-6, PHO-a) B cbIBOPOTKE KPOBU OOJILHBIX Me-
TogoM UDA;

e 1cc/el0BaHUsA MapKepOB BUPYCHBIXMayTOUMMYHHBIX
refnaTUTOB B KPOBU MeToZ0M NDA;

e TecTa Ha KPUTHUYECKYI0 YaCTOTY MeJlbKaHUM (onpej-
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ejleHUe CTelleHU NeYeHOYHoU 3H1ledaionaTuu);

. 13C-MeTaneTUHOBOTO JibIXaTeabHOro Tecra (13C-M/IT)
(onpenenenve mMacchl GYHKIMOHUPYIOIIUX TeNaTOIU-
TOB);

Pe3y/ibTaThl U UX 06CYKEHUE

B xofe ucciefoBaHUS HAaMM HU3ydasach JUHAMHKa
YPOBHSI GMOXMMHYECKUX NOKasaTesell [0, B Mpoliec-
ce (Ha 4 Hezene) U nocne neyeHus1 (dyepe3 8 Hezesb).
Bbly10 BBISIBJIEHO, YTO [I0 HayaJa JiedeHHUs BO BCeX HC-
c/lelyeMbIX TpyIax 0TMe4yaJoCh OBbILIEHUE CPeJHUX
3HaueHUH ypoBHel TpaHcamuHas (AJIT, ACT), 6unupy-
6uHa u lI®. K 4 Hefene Obl1a OTMeUEHA TEHAEHLIUS K
CHW)XEHHUIO 3TUX NlOKasaTesel B rpynnax 1 u 2, Te. y
NalMeHTOB, MOJYy4YaBLUIMX JOMNOJHUTEJIBHO «Tepanuio
CONIPOBOXEHHUS» IpenapaToM «XoJyAeKcaH», 10 CpaB-
HeHHUIO ¢ rpynnoi koHTpous. K 8-i1 Hefene Hab0a-
JIOCh JIOCTOBEPHOEe CHHXKeHHe Cpe/lHero ypoBHs UccJie-
JlyeMbIX OMOXMMHUYECKHX [TI0Ka3aTeseld B rpynne 2 (T.e.
B TpyIIle, IJie NalydeHThl oJy4yaad npenapaT «XoJy-
Jlekcan» B fjo3e 20 MI/Kr/cyT) BIJIOTh J0 JOCTUXKEHUS
HOpMaJIbHBIX 3HaUeHUH, a B rpymnne 1 yposuu AJIT, ACT,
1P u 6unnpy6brHa He NpeBbIIaId 2 BEPXHUX IPAHUI]
HopMbl (puc.1,2,3,4).

B xozse ucciefoBaHHWS HaMHM H3ydyajach JAUHAMU-
ka mnokasatesed BC-M/IT pss omnpejesieHUsT MacChl
byHKUMOHUpYOMUX renaTouuToB (M®I). Tak, 6bL10
BbISIBJIEHO, YTO /10 HayaJsla JiedeHHs] BO BCeX HUcciefye-
MBIX IpyMnnax HabJ110/ja10Cb yMepeHHOe UJIM BblpaXKeH-

u nocne

HOe CHMI)KeHHUe JeTOKCUKallMOHHON QYHKIL UM INeYyeHU
(APID): y 86,7% nauuenToB 1-i rpynnel vy 80% nanu-
€HTOB rpynn 2 u 3, cooTBeTcTBeHHO. [locie 8 Hepenb
JledyeHUd npenapaTtoM «XoJiylekcaH» B rpynnax 1 u 2
HopMaJsn3anus pesysabratoB *C-M/IT npowusouuia 60-
Jiee, 4eM y MoJIOBUHBI nanueHToB (v 53,33% mnanueH-
ToB 1-¥ rpynnel U 66,67% NanMeHTOB 2-U IPyNIbl 110
CpPaBHEHUIO C IPYNIION KOHTPOJIS, B KOTOPOM, HA060pOT,
HabJ1t0/ja/10Ch yBeJUYeHUe 4YKc/la NMallueHTOB CO CHU-
keHueM [J®II (Tabs.1).

[lo pesynbTaTaM TecTa Ha KPUTHUYECKYIO 4aCTOTY
MenbkaHut (KUM) no Hayasia JedeHust BO BCeX rpymnax
npeo6Jaiaiv NalyMeHTbl C MUHMMaJbHON IIe4eHOUHOU
sHnedanonarueit (MuHIlI). [locse nevyeHus B rpynnax
1 u 2 HopMa/IM3alys pe3yJbTaTOB TecTa Ha KpUTHUe-
CKyI0 4aCTOTy MeJIbKaHUM, YTO CBHUJIETEeJbCTBYET 00
oTcyTcTBuM 13, 6bp11a 3apeructpupoBana y 40% mnaru-
eHTOB 1-if rpynnel U 60% naunueHToB 2-i rpynnel. Ha
OCHOBAHMM NOJIyYeHHBIX pe3yJbTaTOB MOXHO CJle/1aTh
BbIBO/J, 00 3¢ dekTUBHOCTU Tepanuu [13 ¢ ucnosb3oBa-
HueM npenapatoB YJXK (puc.5,6).

[Ipy u3ydYeHHMH LMTOKHMHOBOrO cTaTyca (omnpefe-
jsieHuu ypoBHs ®HO-a u WJI-6) y 60/bHBIX ¢ PA, nosy-
YalUUMX /[AJUTEJbHYI Tepalnui MeTOTpeKcaToM, Vy
KOTOPBIX Ha poHe Tepanuu pa3Buuch JIIIII, 66111 BbI-
SIBJIEHBI CJlefyiolie 3aKOHOMepHOCTH: ypoBHU PHO-a
u WJI-6 B rpynnax nanueHToB ¢ PA Ha ayuTenbHOU Te-
panyMu MeTOTpeKcaToM, y KOTopbix pasBuuch JIIIII,
Mex/1y 060 JOCTOBEPHO He oT/inyanuch (p>0,05). Ha
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¢doHe Tepanuu npenapatom «XosyaeKcaH» 6bL10 3ape-
TMCTPUPOBAHO JI0OCTOBEPHOE CHMKEHUE YPOBHS HcCJle-
JlyeMbIX IPOBOCNAIMTENbHbIX IUTOKUHOB (puc.7, 8) no
CPaBHEHHIO C IPYNINON KOHTPOJIS, B KOTOPOM YPOBHHU
@®HO-a u UJI-6 ocTanuch Ha UCXOTHOM YPOBHE.

BbIBOABI

B xoze ucciefoBaHUsA M0 U3Y4YeHUIO 3GPEKTHBHO-
CTU mpenapaTta «XoJyZeKcaH» OblJIO BbISBJIEHO, YTO
Tepanus npenapaToM «XoJIyeKcaH» Ha MPOTsKeHUH 8
HezleJib OKa3asach 3¢ dekTuBHOM B oTHOLeHuu JIIIT y
NalMEHTOB PEBMATOJOTUYECKOTO NPOPUIIs, OKa3bIBa-
IOIMM I0JIOXKUTEJNbHOE BJIUSIHUE HAa OMOXHMUYECKHe
nokasarenu (ypoBeHb AJIT, ACT, LI®, 6unupy6rna),
creneHb [13 U cTeneHb HapylleHUS AEeTOKCHUKALUOH-
HOU QYHKI MU neyeHU. [loslyyeHHbIe HAMU PE3Y/IbTAThI
CBUJETEJLCTBYIOT O TOM, YTO /1032 Xosyjekcana 20 mr/
KT 0Ka3aJiach 6oJiee 3pdeKkTUBHOMN, yeM 15 MT/KT.
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[emaTOTOKCUYHOCTD y IallHEHTOB PEBMATOJIOTMYECKOT' O
HpO(l)I/IJ'IH! 0COOEHHOCTH Te4eHHd, BOSMOXXHOCTH KOPpPEKIUH

E.B. Makcumosa, H.JI. Kaspumckas

Beeznenue. JlekapcTBeHHble nopaxeHus nedenu (JI1I1) - aTo pa3andHble KIMHUKO-
MopdoJsiornyeckre BapUaHThI OPAXKEHHUS [TeYeHH, KOTOPble Pa3BUBAIOTCS B OTBET Ha
IIpyeM JIeKapCTBEHHBIX NIpenapaToB. bosibloe 4110 N0TeHIMalIbHO [eNaTOTOKCUYHbIX
npernapaToB, a TaKKe MHOTooOpasue crnektpa JIIIII BbI3bIBaeT 3HAYUTEIbHBIE
TPYZAHOCTH KaK B IUarHOCTHKE, TaK U B JIEHEHUH 3TUX COCTOAHUM. [lo HacToALero
BpEMEeHH HeT YeTKUX KPUTepHeB KJIMHUYECKOH, 1abopaTOpPHOH 1 MOPPOIOTHIeCKON
JMarHOCTHKH JIeKapCTBEHHBIX IIOpAXKeHUH NeYeH!, He pa3paboTaHbl ejuHast
K/1accuUKaLYs, CTaHAAPThI JIeYeHHUs .

Llesb uccienoBaHus: U3YIUTh 3G PEKTUBHOCTD Pa3/IMYHBIX cxeM NpuMeHeHUs Y/XK
(mpenapara «XoJsygekcaHn») B iedeHuu nposieaeHuit JIII y nanueHToB c PA Ha
JUINTEJbHON Tepanuy MeTOTPEKCATOM.

MaTepuaJsibl U MeToAblL [lanueHTs! ¢ BepudunupoBanHbiMu JIIIII u PA, fivrtenbHo

63



[oJIy4aloliyie MeTOTPeK AT, ObLIM PaHLOMU3MPOBaHbI Ha 3 rpynmnel: 1-a rpymnmna (n=15)
noJsiyyasa «XosyzeKcaH» U3 pacieTa 15 Mr/Kr Macchbl Tes1a/CyTKH B TeUeHHe 2 MecC.;

2-a rpynmna (n=15) - «XoJsygekcan» u3 pacyera 20 Mr/Kr Macchl Tesia /CyTKH B TeYEHHE
2 Mec.; 3-4 rpynmna - rpymmna KoHTpoJis (n=15) - ToJIbKo Tepanuio METOTPeKCaTOM

no nosoay PA. luarnos JIIIII ocHoBbIBa/ICA Ha JaHHBIX KOMIIJIEKCHOI'O KJIMHUKO-
J1abopaTOPHOro 06C/IeJ0BaHNS U BKJIIOYAJI ONpe/ieJIeHHe YPOBHSA GMOXMMHYECKUX
nokasareseit (AJIT, ACT, P, 6unupy6brna), onpeiesieHre YPOBHS MPOBOCMIAJUTEIbHBIX
utokuHOB (PHO-a u UJI-6), TecT HA KPUTUYECKYIO YAaCTOTY MeJIbKaHUH (/15
olpeiesiIeHHUsl CTeNleHH IleyeHOYHOU aH1edanonaTun), *C-MeTaneTHHOBBIN
JIbIXaTeJbHBIN TeCT (JJ151 onpe/ieJIeHNs IeTOKCUKALlMOHHON QYHKIINY NTeYeHH).

BbiBozibl: Tpenapat «XoJsygekcaH» okasascs 3gpekTuBHbIM B oTHoweHuu JIII y
NalyeHTOB PeBMATOI0IMYeCKOro NPodUIsi, 0Ka3blBAIOIUM I10JIOXKUTEIbHOE BJIUSIHLE
Ha 6roxuMuvecKkre nokasaTeu (yposeHb AJIT, ACT, I®, 6unupy6brHa), cTeneHb
ne4eHOYHOU 3HIedasonaTUH U CTeNeHb HapyIeHNs JeTOKCUKALHOHHON GyHKIIUU
nedenu. Jloza Xosnynekcana 20 Mr/kr okasasack 6osiee 3¢ GeKTUBHOH, yeM 15 Mr/Kr.

Kito4eBble c/10Ba: JIeKapCTBEHHbIE NIOPAXKEHUS IEYEHH, YPCOE30KCUXO0JIeBasd KUC/IOTA,
HWHTepJIeHKUH-6, paKTOp HEKpPo3a onyxo/u-aiboa, *C-MeTaleTUHOBBIHN JIbIXaTelbHbII
TecT

Hepatotoxicity in patients of rheumatological profile: characteris-
tics of the course, the possibility of correction

E.V. Maksymova, I.L. Klyarytskaya

Background. Drug-induced liver disease (DILD) is a variety of clinical and morphological
variants of liver disease that develop in response to the medication. Significant difficul-
ties in diagnostics and treatment of these conditions are caused by a large number of
potentially hepatotoxic drugs, as well as the diversity of spectrum of DILD. So far, there
are no clear criteria for clinical, laboratory and morphological diagnosis of DILD; unified
classification, treatment standards are not developed yet.

Objective: to study the effectiveness of various schemes of ursodeoxycholic acid (UDCA)
(the drug “Choludexan”) in the treatment of the manifestations of DILD in rheumatoid
arthritis (RA) patients on long-term methotrexate therapy.

Materials and methods. Patients with verified DILD and RA on long-term methotrexate
therapy were randomized into 3 groups: group 1 (n=15) had been receiving “Cholu-
dexan” 15 mg/kg day for 2 months; group 2 (n=15) had been receiving “Choludexan”
20 mg/kg day for 2 months.; group 3 (control group) (n = 15) had been receiving only
standart treatment of RA (methotrexate therapy). The diagnosis of DILD was based on
comprehensive clinical and laboratory examination including determination of alanine
aminotransferase (ALT), aspartate aminotransferase (AST), alkaline phosphatase (ALP),
bilirubin, determination of proinflammatory cytokines (TNF-alpha and IL-6), critical
flicker frequency test (identification of hepatic encephalopathy), *C-methacetin breath
test (identification of liver detoxification function).

Conclusions: The drug “Choludexan” was found to be effective in patients with RA and
DILD, has a positive effect on biochemical parameters (ALT, AST, ALP, bilirubin), the
degree of hepatic encephalopathy and the degree of impairment of liver detoxification
function. Choludexan dose 20 mg/kg was more effective than 15 mg/kg.

Key words: drug-induced liver disease, ursodeoxycholic acid, interleukin-6, tumor ne-
crosis factor-alpha, 3C-methacetin breath test.
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