MHUHUCTEPCTBO 3JIPABOOXPAHEHUS POCCHIGKQI ®EJIERAIVM
WHCTPYKITHS - 003743 - 1807

110 MEIHIIHHCKOMY IIPHMEHEHHIO JICKapCTBEHHOI'O 11'p¢5rllziﬁéi1‘g;: AHO
ATPUTLIIA"
PerucrpannoHubii HOMep:
Toprosoe naspaumue: Atpuiuia
I'pynnuposoanoe HanmenoBauue: Tenodosup + Dmrpunmtabun + Ddasupens
Jlekaperrennan gopwma: TabIeTKH, TTOKPBITHIE MIIEHOYHOH 000TOYKOH
COCTAB
| Tabnerka colepkKuT:

deticmeyrowue eujecmea. Tenodopupa ausonpokcHi pymapar 300 Mr (uto cooTBeTCTBYET 245 MT

TeHO(OBUpA AU301IPOKCHTIA), SMTpHIHTa0uH 200 Mr 1 adasupers 600 Mr;

GCRoMOZdmenblible sejecmed. KpPOCKapMElno3a HaTpHuA 1030 MIL, THAPOKCHITPOIMHIHEILITHOJIO03a
38.4 Mr. wmarnusa creapar 23,5 MI, NeNTION03a MHKpOKpHCTaTTHYeckas 268.1 Mr, natpug

naypuicyisgar 12 mr,

obonouka mabaremrxy: Onangpail 11 posoesnii 46,5 Mr, coacpKallHii KpacHTENIb JKEIc3a OKCHJI
yepubld  (0,05%), kpacurenn xkeneza oxcui kpacuwsiii (0,92%), Maxporon 3350 (20,2%),

MOTARHHUIOBBINA cnupT (40%), Tansk (14,8%), Tutana nuokcua (24,03%).
OINIMCAHHE

KancynooOpa3zusie TabieTk, MOKPHITHIE MAEHOYHONH 00071049K0i pO30BOro 1BETa, ¢ TPaBUPOBKO

“123” Ha OJIHO# U3 CTOPOH.
DAPMAKOTEPAITEBTHYECKAH I'PYIIIA: nporusosupycHoe (BUY) cpenctro

Kox ATX: JOSARO6




GAPMAKOJIONMYECKHE CBOMCTBA
dapmakoIHHaAMHKA

MexannusM JieHeTBus

Atpunia® — 910 KOMBHITHPOBANHLIA TIpenapar ¢ (pHKCHPOBANHOI /1030i1 H(aBUpensa, HSMTPHIMTAOHHA
1 TeHOOBHPA JN30TIPOKCHI hyMapara.

Ddasupens mnpencTaBaser coOOH HEHYKICO3HIHBIH HHIUOMTOpP 00parHOH  TPaHCKPHIITA3hI
(HHHUOT) Bupyca ummyroaeduuuta yenoseka-1 (BUU-1). DdaBupens srnsercs HeKOHKYPEHTHEIM
uaTHOHTOpOM 0bpaTHo# TpanckpunTasel (OT) BUUY-1 1 e oxaswiBaeT 3HauAMOro HHrHOHpYIOMETo
aeiicteus Ha OT Bupyca mmmyrOAchHImTa Yenoseka-2 (BUY-2) u JIHK-nommmepaser (a, B, y 1 0)
KJIETOK YellOBeKa. DMTPHIHTAOMI SBISETCS HYKICOZHIHLIM analoroM HMTHIMHA H OTHOCHTCH K
HYKJICO3UIHBEIM HHrHdoHTOpaM obpatHoil TpanckpunTassl (HUOT). Tenodosupa amsonpokcuia
tymapar - otnocutes Kk HHUOT, korvopoiit invivo npeBpamaercs B TeHO(OBHpP, aHAIOT
HvKJIcosuaMonodocdara (HykneoTHia) axeHoznna Morodocdara.

OMrpunutabun ¥ Tenodorup Gochopunupyiores Mo 1eHcTBHEM BHYTPHKICTOUYHLIX (DePMEHTOB ¢
o0OpazosanueM sMTHpHIHTabuHa Tpudochara u TeHodoupa mudocdara, cooTBeTcTBeHHO. B
UCCIIeIOBAHMAX  in vitro ObUIO TOKa3aHo, 4YTO W OMTPHUIMTAOMH, M TeHO(OBHp npH HX
OJIHOBPCMCHHOM  TIPUCYTCTBHM B KJIIETKaX MOryT OBITh ToJHOCTBIO  hocoprimpoRaHE.
OMrpunuTabuna tpudocdar U teHodosupa audocdar MHrHOHPYIOT 0OpaTHYIO TPaHCKpHNTAazy
BHMY-1 110 KOHKYPEHTHOMY MEXaHU3MY, NPHBO/ K TCPMHHALIME CHHTC3a 1end BupycHoi JIHK.
OmtpunuTabuna tpudochar, Tak ke kak u Tenodorupa mudocdar, sBasioTcs cnabbiMu
uHruburopamu JJHK-nomumepas MiICKONUTAIONMX, IPU3HAKOB HX TOKCHYHOCTH 110 OTHOUICHHKO K

MHTOXOHAPUSAM i72 Vilro W in vivo ne HabinoJanocs.

[IpoTuBOBHPYCHAS AKTUBHOCTE i Vilro

DdasupeH3  [pOABIACT NPOTHBOBUPYCHYIO SPQCKTHBHOCTE B OTHOLICHUH  OOJIBLIMHCTBA
1abopaToOpHBIX U30JATOB, OTHOCAIMXCA K noatuny ne-B (A, AE, AG, C, D, I, G, ] u N), oanaxo,
YCTAHOBJICHA CHUAKCHHAsd IIPOTHMBOBHPYCHAsM AaKTHUBHOCTH OTHOCHTCIBHO BHpycoB rpynmbl O.
DOMTPHUHTAOMH 1POSB/ISET HIPOTHBOBHPYCHYIO @aKTHBHOCTE B OTHOmEHHH noarunos A, B, C, D, E,
Fu G BUU-1. Tenodosup nposeaser npoTHBOBUPYCHYIO aKTHBHOCTh B OTHOHIEHHH TTOJITHTIOR A,
B,C,D, E, F, Gu O BHWY-1. Kak smTpuuTabua, TaKk 1 TCHOGOBHP TPOSBIAIOT CIICUUHYCCKYIO
AKTHBHOCTEL B OTHOIIEHHH mTaMMoB BHUY-2 u anTuBHpyCHYIO aKTHBHOCTL TIPOTHB BUpYCa renaruTa

B. B wuccnenoBanusax in vifro xoMOMHauMM 3gaBupeH3a W 3MTpuuMTaOuHa, ShaBHpeH3a H
2




tenodoBupa, W SMTpHUMTAOHHA H TeHOodoBHpa HAOMOLAICS AIAMTHUBHBIA HIIH CHHEPIrHYECKHH

HPOTHBOBHPYCHBIH 3hdhexT.

PesncTeHTHOCTE

PesrcreHTHOCTL K ()aBHPCH3Y MOXKCT OBITh BBIABICHA i1 Vilro W TIPUBOANTEL K SAHHHYHON MIIN
MHOMXCECTREHHRIM 3aMeHaM amunoxuciotr B rede OT BHUU-1. sxmouaa L1001, VI0SI, VI79D u
Y181C. KI103N - nanbonee uyacto BcTpedatomiascsi 3ameHa B reie OT B BHpyCHBIX H30iTaX ¥
MalMeHToOR ¢ BO30OHORIEHHeM akTHBRHOH perumkaiuu BUY B KIMHHuYecKHX wWcciIe0BaHHAX
spasupensa. Berpeyaimces 3amensl B rede OT B nozuumsix 98, 100, 101, 108, 138, 188, 190 wim
225, Ho ¢ MenbIIel YacTOTOH, MPH HTOM HacTo - TONLKO B koMOunamuu ¢ K103N. Ilpu nayvennn
HCPCKPCCTHOM PE3HCTCHTHOCTH K 3(paBUpCH3Y, HCBHPAIIMHY M ACTaBUPIAMHY (17 vilro TIOKa3aHo, 910
samenia K103N npuBoauT k motepe BocnmpuuMunBocTH Ko BeeM tpeM HHHMOT. Boznukmnorenue
HCPCKPCCTHOH  pe3HCTEHTHOCTH Mexkay 3¢aeupeHzeM W npenapatamu HMOT manosepostho,
MOCKONLKY OHH MMEIOT pa3Hble YYACTKH CBA3LIBAHUA C MHITIEHRIO M OTIHYAIOTCS 110 MeXaHH3My
JeiicTBus. BeposTHOCTE NEPCKPECTHOH PE3HCTEHTHOCTH MexAy »(aBHpeH3eM H HHIHOHTOpaMH
npoteasul (MII) Taxixe HH3Ka BeseJICTBHE TOTO, YTO B KayecTBE MHINEHEH YYACTRYIOT pa3jiHYHbIC
GepMeHTBL. Pe3HCTEHTHOCTE K SMTPHUMTA0HHY WK TeHO(OBUPY HalI0Ja1ach B HCCIEAOBAHUAX i1
vifro u y HekoTopeix BUY-1 uHpuIMpOBANNEIX TAIMENTOB BCIEJCTBHE BOIHWKHOREHHS 3aMeH
MI184V mwmm MI184l B rere OT npu npumcHCHAH 3mTpuuutabuna win 3amensl K6SR B rene OT
npu npuMeHeHHH TeHodosupa. He ycranoBneno Jpyrux BOIMOKHBIX MEXaHU3IMOR pPa3BUTHS
PE3HCTEHTHOCTH K OSMTPHUMTAOMHY WM TcHOQOBHpPY. BHpyCHBIC H30J8Thl, PEC3HCTCHTHBIC K
oMTpHIHTaOHHY ¢ MyTauusmu MI84V/L, okasanuch Takke yCTOHYHMBHLI K JIAaMHBYJIHHY, OJIHAKO,
OCTABAJINCH BOCIIPUMMYMBEl K JMAAHO3MHY, CTAaBYAMHY, TeHOQOBHpPY M 3HIOBYAMHY. MyTtauus
K65R rtakke MoxeT mabmojarncs NMpH NMpUMEHeHWH adakaBHpa MM JIMJIAHO3MHA W, B CBOIO
04Yepe/ib, TAKKC MOXKCT IPHBOJHTL K CHUXKEHHIO 3(dexra npd NPUMEHEHHH 3THX CpPEICTB B
COYETAHHH C JIAMHBYIHHOM, OSMTpUIHTAOHHOM u  TeHodorupoM. Ilpumenenna TteHodoBHpa
JU30NpoKcHIa ¢ymapata cieayer usdcraTs v nauueHToB co wmramvavu BHY-1, umerommmu
mytauuo  K65R. IIpu nammuun myraunin K65R w MI184V/I nonnoctsio coxpansercs
YYBCTBUTENLHOCTE K aasupensy. ¥V wundpuumposanibix BUY-1 nanueHTOB IPH  BbIABICHHMU
SKCIIPCCCHH  TpeX M 00J1cC MYyTalUMi, MHAYUMPOBAHHBIX AHAJIOraMH THMHIHHA, BKIIOUYAIONIMX
zameny M41L wmm L210W 8 rene OT, ObUl0 OTMCYCHO CHHKCHHC YYBCTBHTCIBHOCTH K

TeHoOBMPA TH30NPOKCcHIa hyMapary.



Pezucmenmuocmy in vivo (Y nayuenmos, e noayyasuiux paiee anmupempoeupyciyio mepanuio,
APT)

B mnacrtosmiee BpeMs IaHHBIE O BO3HHKHOBEHHH YCTOWYHBOCTH K JICUECHHIO Yy TMAIHEHTOB,
MONY9YalONMX Tpermapat ATpumia’, orpaHmdensl. TeM He MeHee, y TalMCHTOB, panee He
nmomyuasmux APT, v B cinywasx, korja sdaBHpens, SMTPHIHTAONH U TeHODOBHPA JAH3OMPOKCHIIA
dymapaT TNpPUMCHAIM KaK  OTJCIBHBIC JICKAPCTBCHHBIC —IIpeniapathl (MM 3QaBUpeH3 H
KOMOHHHMPOBaHHLIA TIpenmapaT, COAECpKaldi SMTPHUMTAOHH M TeHOdOBHpA JH3ONPOKCHIA
¢ymapar), y Beex namdeHToB ¢ nojareepxkacHuoii BMY PHK Gonee 400 xommii/mn a takke y
MarMeHToB, KOTOpPRIE MPEKpaTHJIH Teparui, NpH TeHOTHNMHpoRaHWH Wi3onator BUY-1, Onuio
ycTaHoplcHo, yro myraunu M184V/1 oOnapyxusaimcs B 10,5% ciiydacs 1IpH W3yHeHHH H30JI9TOB
OT TAHEHTOB, IOJYYABIIHX TEPAITHIO, BKIIOYAIONIYIO YhaBHpeH3, SMTPHIHTAOHH U TeHodOoRHpa
nu3onpokcHia (gymapar, u B 34.5% ciyyacB npH M3YHYCHUH M30JI8TOB OT IALMEHTOB, KOTOPHIE
nosrydan dpasupen’ # KOMOWHAIMIO JTaMUBYTHHA | 3oy arHa (p<0,05); Takxke ObUT0 MoKazaHo,
4TO B NPOaHAIM3HPOBaHHBIX o0pasuax He Obulo oOHapyxeno wmyrauun KO65R; u  urto
FeHOTHITHYECKAd pe3IUCTenTHOCTL K adarupensy, muposeiasiomascs wyrammeii KI103N, 6wina
oOHapyxeHa B oOpasuax y 68% HauHeHTOB, LOJYYABIIHX TEPalHio, BKIIOYAIOLIVIO 3(aBHpeHs,
aMTprIHTabun U Tenodorupa auzonpokcuna Gymapar, u y 72% nanueHTOB, KOTOPBIC MONYYalld

3haBUpeHs 1 KOMOMHALMIO JIAMUBYIMHA H 3WI0BYIMHA.
DapMaAKOKHHETHKA

BHOYKBUBAJIEHTHOCTL OJIHOH TalJIeTKH Ipenapara ATpHﬂna'E', NOKPBITOH MIEHOYHOH 000JI04KOH, H
KOMOHHAUMH OAHOH TabNeTKH, MOKPBLITOH MIeHoYHOoH obonoukoit sdasupensza 600 mr, ogHOM
TBepAoi Kancynel sMTpuuuTaduna 200 Mr, 1 0HO# TabaeTKH, NOKPEITOH MUICHOYHOH 000I0UYKOI
TeHodoBHpa Jiu30npokcHIa, 245 Mr (skruBaienTHo 300 Mr Tenodorupa auzonpokcua gymapara),
IIPH HX OJAHOBPEMEHHOM IIPHMEHEHHH. IOATBEpK/IEHA MPH OUEHKE OJHOKPATHOTO MPHMEHCHHSA

HATOIIAK Y 3/I0POBKIX JI00POBOIIBIIER.

Beacwvisanue

V BUY-unduumpoBaHHEIX MAITHEHTOB, MAKCHMAILHBIC KOHLCHTPALHK {aBUpeHsa B IJ1a3Me KPOBH
OTMEYAKOTCH Uepe3 5 YacoB, a PaBHOBECHBIE KOHIEHTPAIIMH B TIIa3Me KPOBH JOCTHIAIOTCS Yepes 6 -
7 nuei. TIpn npumenenun sdasupensza 1 pas B cyTku B o3¢ 600 Mr, MaKCHMaIbHAS KOHLUEHTpPALIAS

(C ) cocraBusier 12,9437 mmonn (%CV  29%) (B papmnoBecHoM COCTOSHHH MHHUMAalbHas



korueHTpauns (C . ) coctaruser 5,6+3.2 MMoIIb (57%). a mIomaiL Mo KPUBOH «KOHLEHTPALMs-

BpeMs» (AUC) - 184473 mmous*u (40%).
OIMTpUIMTAONH OBICTPO BCACKIBAETCA, TIPH OTOM €ro MaKCHMAalbHas KOHLEHTpauus B KpPOBH
socturaerca depes 1-2 waca nocie npuema. lIpy MHOTOKpaTHOM TIpUMEHEHHWH 3MTPHIIMTabWHa,

paBHOBecHas KoHTenTpanus B Tnasme kposw C_ - cocraswier 1,810,7 mxr/ma (39%), C . -

0,09=0.07 mxr/ma (80%) u AUC - 10,0£3,1 mxr*u/mit (31%) B unTepBane donee 24 4acor Mexy
BBCICHHCM J103.

IMocie mnpuemMa BHYTPb HaTowWak TeHO(QOBHpA JAW30mpokcuia (ymapara B jgosze 300 mr
waQumEporanakiMe BUY-1 manmmentamMu MakcHMalibHas KOHIEHTPAUA B KPOBH JOCTHTAETCA B

teenne 1 waca, a C__ u AUC cocrasisnor 296490 ur/ma (30%) n 2287+685 Hr¥u/mn (30%),

COOTEETCTREHHO. BHOMOCTYITHOCTR TeHOo(oOBUpa V MAMENTOB NPH MpHeMe HAaTOIAaK TeHo(hoBHpa

JIU30MpoKcHIIa pyMapara cocTaBiisieT 0Koo 25%.

Buusinue nuyu na ecaceleanie
® i
Bcacriranue npenapata ATpUILIA TP IPHEME BMECTE C ITHIIEH HE H3Y'UalIH.
IIpu npreMe BMCCTE ¢ MHIICH ¢ BRICOKHM coepkanueM xupos 600 Mr sdarnpensa B Buje Karcy,

AUC n C__ odasupenza norermaeres na 28% wu 79%, COOTBETCTBEHHO, MO CPABHEHHIO C

KOHUEHTPALMIAMH [IpH €10 lipueMe Hatourak. llpmem xomOmHamum TeHoOBHpa JIH30MPOKCHIIA
dymapara ¥ SMTpHTIMTaORHA TTOCIIE TIPUEMa MTHIITH ¢ BLICOKMM M HU3KUM COJIepyKaHHeM JKHPOB, 110
CPABHCHHIO ¢ IPHMCHCHHEM HATOILAK, collpoBoxaacTes nopeinenneM AUC tenodopupa Ha 43,6%
n 40,5%, n (T"m — Ha 16% w 13.5%, cooTBeTCTBENNO, H 1€ OKa3LIBAET BJIMAIHA Ha COIEp:KaHHe
3IMTPHUUTAOMHA B KPOBU.

[Tpenapar Arpnnna® peKOMenIyeTcss NMPUMEHsATh HaTOUIAK, IOCKOJILKY MpHEM IHINH MOMKET
[OBBIIATE KOHUCHTpaUHio 3(QaBHpcH3a B KPOBH U YBEIHYMBATh YacTOTY HEkKeNnaTelbHBIX
nekapcTBeHNbIX peakuuid. [IpennonaraeTcs. 9To npU NpUMEHEHHH Npenapara AI])HHII&® HaTOLIAK
KOHIICHTpallHs TeHodoBHpa B N71azMe KpoBH OyaeT Ha 30% HMKe, KaK U [IPH CPaBHEHHH C TIPHEMOM

TeHodoRUpa aU30oNpoKCHIa hymMapara mocie e/ibl B KOMOMHAIIHHA ¢ MOHO-TIpEnapaTaMH.

Pacnpeoenenue

Crsizb 5(haBupensa ¢ HeTkaMu Mia3Mbl KPOBH Rhicokas (>99%), mpenMyINecTBeHHO ¢ aTbOYMHHOM.
Ilpy u3ydycHuM in vitro MOKA3aHO, YTO CBA3b IMTPALMTAOHHA ¢ OenKaMH TIa3sMbl KPOBH YCIIOBEKA
cocTapigeT MeHee 4% H He 3aBHCUT OT BEIHUYHHELI 103bl B auanasode ot 0,02 no 200 mxr/mu. TTocne

npueMa BHYTPh AMTpHIHTAONH cBOOOJHO pacnipenerdeTcs B opranuime. CpenHee COOTHOITIEHHE
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KOHIIEHTpaAllMi B TUTa3Me KPOBH M 1eTLHOH KpoBH coctariasier okono 1.0, a cooTHomenue
KOHIICHTPAUMH B CEMCHHOM JKH/IKOCTH M 111a3Me KpoBH — okoto 4,0. I1pu npuMeHenn TeHodoBupa
B Jinanasone 7103 ot 0,01 10 25 MKr/mMI. KOHIEHTpPAIHS €70 B KPOBH H CBA3L ¢ OeIKaMH MJIa3MEl WIH
CBIBOPOTKH KPOBH in vifro BbIIE, W cocTaBisgeT meHee 0,7% u 7,2%, coorBetctBeHHO. llocie

npuemMa BHYTPb TeHO(GOBUP cBOOOAHO pacupeieNseTcs B OpraHu3Me.

Memabonusm

Wzydenne MeTabomM3ma y YeJIOBeKa H B HCCICAOBAHUAX i1 Vilro Ha MUKpOCcOMax NMCYCHH YCIIOBCKA
nokazano, 4to 3(aBHpeH3 MeTaboIU3UPYETCs ¢ yYacTHEM H30(EepMEHTOB CHCTEMBI IMTOXpPOMA
(CYP) ¢ obpazoBaHHeM THAPOKCHITMPORAHHBIX MeTabonmToR C TIOCTIE YIOLIAM
FITIOKYPOHRPOBaHKEM 00pazoBanHbeIX MeTaboIuToR. MeTabommTel hapMakoTOTHYEeCKH HEAKTHRHEI B
ortHomicHuH BWMY-1. Hcecneporanus in vifro 1O3BOISMIOT IPCAIIONOKHTL, YTO H30(0CPMEHTHI
CYP3A4 u CYP2B6 sgBnsioTcs OCHOBHBIMH HIo(epMeHTaAMH, OCYIIECTRISIONMIMH MeTaboTH3M
acdasupensa, 1 yTo 3dasupens uarudbupyer uzodepmentsl CYP, rakue kak 2C9, 2C19 u 3A4. B
ucenefoBanuax in vitro ahasupens ne uarndbuporan CYP2EL, a CYP2D6 u CYP1A2 unrubuponain
TOJIBKO B KOHIICHTPAIUAX, KOTOPBIC OBLIH 3HAYHTCILHO BEILIC IPUMEHSCMBIX B JICUCHHH.
Konnentpauus sdaBupenia B riazMe KPOBH MOXKET MOBRIMATRCS Y MAHEHTOR, TOMO3ZHTOTHRIX 110
nomdopmusmy rera G5167T uzodepmenra CYP2B6.

Veranosneno, uro sdasupens unaynupyet uzobhepmentst CYP3A4 w CYP2B6, 9to npuBOIAT K
yeuileHHo  ero  coberBenHoro Meradonnsma. Take mokaszaHo, uro sdasMpens HHIynupyer
ypumunaudocepar-rnykyporuntpanchepazy  (VJIO-I'T1A1). Tlpy 0AHOBPCMCHHOM IIPHEME C
3haBUpPEH3EM, B KPOBH CHMKACTCS KOHUEHTPALMS palTerpaBupa (seistomerocs cyoctpatom Y J[M-
I'TIAL).

Hannple o merabonusme SMTpuuMTaOMHa orpaHnyencl.  M3BecTHo, HYTO  SMTPHIATAOMH
No/IBEpraeTcs  OKHCIeHMIO  THONOBOH  4actH ¢ oOpazosanneMm  37-Ccysb(OKCHIHBIX
JHACTCPeOU30MepoB (0xK010 9% J103b1) H KOHBIOIATOB C ITIOKYPOHOBOH KHcI0TOH B dopme 27-0-
rmokyponuia (okono 4% jo3el). B uccnenoBanusx in vifro YCTAHOBICHO, YTO HH TeHO(OBHpA
ausonpokcuna (ymapar, Hu TeHooBup, He sBsioTCs cyOcTpatamMu EepMENTOB  CHCTEMBI
uuToxpoMa. B cBolo ouepesh, HU IMTPUITMTAOMH, HU TEHODOBHP, HE UHIHOMPYIOT MeTa0OJIH3M
JICKAPCTBEHHBIX  CPCACTB.  NPOMCXO/MIIMA ¢ ydacTHeM OCHOBHBIX m3odepmenton CYP.
OMTpHuMTabua He MHrHOHpoBan ypuaun 5’-audocdormokyporun tpancdepazy (YD), pepmenr,

OTBEYAIOIIHH 3a B3aUMOCBA3hb C MTKOKYPOHORBOH KHCIOTOM.




Brigedenue

DPaBUpeH3 HMCCT OTHOCHTEIBHO JTHTETRHEN TIepHO/1 TIONYBLIBEICHH — HE MeHee 52 JacoB lpH
oaHoKpaTHOM TiprieMe U oT 40 10 55 9acoB NIPH MHOTOKPATHOM IipdeMe npenapara. Oxono 14-34%
J103E1 2(paBUPEH3d ¢ PaMOAKTHBHOM METKOH oOHapyAHRaeTcs B Move U Menee % nKckpeTHpyeTcs
¢ MOYOit B HEM3MEeHeOM BHIIE.

ITociae 1pucMa BHYTPH TICPHOJ TIONYRBIREJICHHS SMTpHIMTaOMNA cocTapaseT okoino 10 wacos.
IMTPUIHTAOUH B OCHOBHOM BBIBOJAHMTCS 110MKAMM, ITOTHOCTEIO BBEJEHHAS J103a 0OHapyKHBaeTcs B
Moue (noutH 86%) u kane (oxoso 14%). TpuHaaTh MPOIENTOB BBEACHHOH A03bI SMTPHIMTA0HHA
oOHapyXHBaeTcs B Move B BUIe TpeX MeTabonnToB. O0was cKopocTh BbIBCACHUA 3MTPHUHMTAOHHA
cocrasisier 307 MI/MHH.

TTocne mpHeMa BHYTPDL HEPHOJL HOJIYBbIBECHH TeHO(POBHPA cocTaBaseT npubmusurensHo 12-18
yacos. Bremsemerne TeHodoBHpa TTaRHBIM 00pazoM TIPOUCXOIUT Uepe3 IOYKH MOCPEACTBOM
GuILTpaIIMH M aKTHBHOI'O KaHILLEBOIO TpaHcnopra. Oxupacman oOmas cKOPOCTh BhIBEICHHUS
TeHodosHpa cocTapngeT B cpeaneM 307 mu/mun. TToueunslii Knupenc cocTarIseT MPHOIHIRTEILHO
210 MA/MUT, TTPH TIOBLIIIEHHONH CKOPOCTH IVIOMEPYIIAPHOH (uibTpauyu. 10 VKa3hiBACT Ha TO, 9TO

AKTHEHAY KaHallblICRadA CCKpelnd HTpaceT 3HAYUMYH) POJTh R RRIBE/IEHHHA TEFTO(I]OBHPE.

@(ID_-HGKOK?IHE?HNK{I y 0cohbIx SPVRN nAayuenmos

JHemu
® o -
MapMakoOKHHETHKY Ipenapara ATpUIlId Y HOBOPOXKIEHHBIX M JeTeil B Bospacre po 18 jer He

H3y4aiu.

Hootcwiste nayuenmot

&
DQapMaKOKHHETHKY lpenapara ATPHIUIA , TakkKe, KaK H OTICIbHBIX JIGKApCTBEHHBIX (opm
stharipensa, HMTPHIIHTAONHA U TeHo(OBHpa, Y TOXKHIILIX MAllMEHTOB (B BO3pacTe 65 €T U crapuie)

HE H3YYAIH.

Hon

CymecTBenHbIX pazmuuuil B ¢GapMakoKHHETHKe SMTpHIMTAOMHA W TeHODOBHpA Y MYKUMH M
KEHIMUH He oOHapyxeHo. OrpaHnveHHbIe JaHHbIE IMO3BOJAIOT TMPenoiarat, 4TO Yy SKEHIIHH
KOHUEHTPALK 3()aBUpeH3a B 1J1a3ME KPOBH MOXKeT ObITh BBILIC, OAHAKO, CIIy4ad pC3HCTCHTHOCTH K

aaBupensy y KeHuH Hadmo/amich He peke, YeM Y MYKUHH.



Hapywenue gynxyun nouex
MdapmakokuHeTHKY dasupenia, SMTpUIHTAOHHA M TeHODOBHpa AM301IPOKCcHIIA (hymapara 1ocie
NpHeMa  CaMOCTOSTENBHBIX  JICKAPCTBCHHBIX  (JOPM  MJIM  IIperapara Atpumna®  y  BHUU-
WH(PHIMPORAHHBIX TIAIMEHTOR W MATIMEHTOB ¢ MOYEYHOI HeI0CTaTOYNOCTELIO HE H3YHAIIH.
MDapMakOKMHETHHYECKME — [IApAMCTPhl  ONPCACHSNd  NpH  OTHOKpaTHOM  BBejgeHHH 200 Mr
sMTpulTabrHa uan 245 Mr TenodoBHpa JIH3ONPOKCHIA MALHEHTAM C HApyImeHUsSMH (QyHKIIMH
IOYEK Pa3IHYHON CTCIICHH TSKECTH, NpH oTcyTeTBHH wHpuimporanns BUY. Crenens TsxkecTH
Hapymenuid QYHKIMHE TOYEK ONpeie/suii 1o BeauduHe kiaupeHca kpearnHuHa (KK) (dynxuus
noyek He Hapywesa, ecid KK>80 Miu/MuH, HapymeHHE Jerkoif creneHH TsokecTH — eciH KK
coctaruser 50-79 ma/mun, napymenue cpeaneif crenenu TsxkecTH — npH KK 30-49 ma/mun u
Tsielioe Hapywenue — npa KK 10-29 ma/mMun).

Cpennue 3nadenus (%CV) 3KCno3uuu SMTpHIMTAOMHA ToBRIMAtOTeS oT 12 Mr*u/min (25%) y
NAIMCHTOR MPH OTCYTCTBHH HapymeHuid ¢yuxiumun nodek u ao 20 mxr¥u/™Ma (6%), 25 Mir*u/mi
(23%) w 34 mxr*u/mn (6%) y nauMeHToB ¢ HapyueHusMH QVHKIUHHM 110YeK JIerKoH, cpejHeld u
TSKC/IOH CTCIICHH, COOTBETCTBEHHO.

Cpennnte 3navenus (%CV) oskcnosunnn tenodoBupa mopemmarores ot 2185 ar*u/mn (12%) vy
[AIHCHTOR TIPH OTCYTCTBHU QyHKUMEH mouek u 10 3064 ur¥u/nma (30%), 6009 ar*a/mi (42%) u
15985 ur*u/mn (45%) y mamMeHToB ¢ HAPYIIEHHIMH (YHKIIHH TI09EK JIETKON, cpejiHel W TsKenoit
CTEMEHH, COOTBETCTREHHO.

YV nanMeHToR ¢ TePMHUHATLHON MOYEYHOH HEJI0CTATOMHOCTRIO, MEN/TY TIPOIeypaMH reMoIHann3a
KOHUCHTpaUls SMTpULHTA0HHA B KPOBH IOCTENECHHO NOBBILAeTcs B nepuoj Oosee 72 4acoB 10
53 mxr*u/mn (19%), a xonnentpanus teHodoBupa, B nepuosa Oonee 48 yacos, MOBBHIAETCH JI0
42857 ur*u/mn (29%).

(apMakoKHHETHKY d(daBHpeH3a He W3yUald y MalHeHTOB ¢ MOYeYHOH HeI0CTaTOYHOCTLIO. Tem He
MeHee, MeHee 1% npuHATOH 1036l 3haBUpeH3a BEIBOJUTCA MOYKAMH B HEH3MEHEHHOM BHJIE, TAKHM
oOpa3oM, Hapyiienue (GYHKIMH TIO4YeK He JIOJKHO OKa3biBaTh CYIIECTBEHHOTO BIMSHHS Ha

BBIBCJICHHC 3(])3314 PCH34.

Hapywenue ¢hynxkyuu nevenu

|
QapMaKkoOKHMHCTHKY npenapara Atpunia He usydaid Yy BHY-HHQUUMPOBAaHHBLIX 1ALMCHTOB,
HMEIOINX HapyIIeHHd QYHKUHH I€UYEHH. Y NAlHEHTOB ¢ HApYIIeHHAMH (YHKIWH IeYeHH JIerkon

®
CTCIICHH NMPAMCHCHHUE TTpernapaTta ATpUIINIa PEKOMEHIYCTCH C OCTOPOKHOCTHIO.



[Tpenapar A’I‘]:)I‘I]‘[JIEI:E 3arpemaercs IPAMEHATh Y TAIHEATOB ¢ TAKEILIMI HapyIeHUsMu (yHKIHH
MICYCHH M HE PeKOMEITyeTCs MPUMEHSTh Y HAUMEHTOB ¢ HAPYIICHUSIMH (DYHKIIHH TICUCHHA CpejIHeH
crenienn. llpy oaHOKpaTHOM BBeJEHMA »(aRMpen3a, Yy EIUHCTBEHHOTO MAIlMEHTa C TKCIOH
CTENenkI0 NMevyenounoi HemocrarounocTd (kiace C nmo kmaccuduxanun Yaiinn-ITero), otmedeno
ABYKPATHOC YBENMYCHHE TepHojia TIOTYBBIBEIENH, YTO YKasLIBAET HA BO3MOXHYKW QoJiec
3HAYUMYIKO CTerneHh KyMynsuud. [Ipm MHOrokpaTHoM lpueMe lpenapara He OBUIO BBISBIICHO
3HAUMMOI'0 BIMAHH MIOPAKCHHUS TICYEHH Ha (hapMaKOKWHETHKY H(aBHpensa y NalHeHToB ¢ JIErKoM
CTEMeHhl0 TeUenoynoi HemocTaroynocTd (kiace A no kinaccuukaumn Yadina-ITero) 1o
CPABHCHHMIO C TIAIIMEHTAMH KOHTPOIBHOK TPyNnnl. B nactodiee BpeMs HET JOCTATOYHBIX JAHHBIX,
4yTOOBl CJIeTAaThL BBIBOJ O TOM, BIMSIOT JIM CPCAHAA MW TAKeJIas CTeNeHb TeYeHOYHOH
HeoctaroynoctH (knace B u C kmaccuduxamn Yaitna-TTso) ra hapMmakoxkueTHky ndasupensa.
MapMakoKHHETHKA YMTPUIIHTA0HHA HEe H3Yy4alach y IIAUMEHTOB, HMEIOLIMX JPYIUC Pa3HOBHHOCTH
relaTiTa, 3a MCKIIYCHHEM BHPYCHOTO TenaTuTa B, Ho HMeronmx pazTuanyio cTenenn NeYeHounon
HejoctaTouynocTH. B menoM, (apMakokHHETHKAa 3MTPUUMTAOMHA Yy IANHMCHTOB C BHPYCHEIM
reinaruromM B He ormimmuanaces or COOTBCTCTBYIOIIIHX rmoxkazartesiei [i]ﬂpMElKOKHHeTHKH '_V E,HOPOBBIX
no6poronsies 1 y BUY-undunupoBannLIx nauneHToB.

Ousokparubiii mpuem 300 Mr TeHodoBHpa TH30MpoOKcHTa GymMapata ONEHNRATH B COOTBETCTBUH C
knaccuduranmueit Yaira-11n1o y manuenTos ¢ pasaHIHOR CTENEHBIO IEIEHOMHON HEJAOCTATOYHOCTH,
He uMerounx BUY-undexumn. ¥V NalMcHTOR ¢ NICYCHOYHOH HEA0CTATOYHOCTBIO He HabmoIaToch
CYIIECTREHHRIX  HM3MeHeHHH  dapMakoKuHeTHKH  TenodoBHUpa,  CIENOBATEILHO,  MOXKHO
PEIIOJI0KH T, Y410 HE TPeOYCTCA KOPPEKIIHU 1036l TeHOPOBHPa AU30IPOKCHIIA hyMapaTa y TaKkux

NaIeHToR.
IHOKA3ZAHWA K IPUMEHEHHIO

Jlevenne BHWY-1 wundeknud, y B3pOCILIX MAIHEHTOB, MOJIYYABIIHX KOMOMHUDPOBAHHYK)

AHTUPCTPOBHPYCHYIO TEpaluio Gonee TpEX MECHANCB U HMCHOINHUX Ha d'l(‘lHE HEE B KpPOBH VPOBEUL

PHK BHUUY-1 menee 50 konuii/mi1.
MPOTHUBOIMOKA3ZAHUA

e TlorkimeHHas YyBCTBHTENLHOCTE K TeHOGOBHPY, IMTPHIHTAOUNY, 2haBHpeH3Y HIH MH0O0MY
IPYTOMY KOMIIOHEHTY Tpernapara.

o  Tsxkenoe HapywcHue pyHKuuH nedcHu (knace C no xiaccuduxanun Yaitna-I1smw).



OHoBpeMCHHEBIH TpreM Tepdenaynna, acTeMnu3ona, u3anpiia, MUIasonamMa, TpHasonama,
THMO3H /14, Genpuania, AIKAIOHI0B CIIOPBIHBH (Hanpumep, AProraMuHa,
JUTHAPOIPIOTAMUHA, SPrOHOBUHA, METHII3PrOHOBHHA) (cM. pasjiensl «B3aumojelcTere ¢
JIPYTAMH JIEKapCTBEHNLIMHA cpeJicTBaMi» U «OcoObIe yKa3aHus»).

OHOBpeMeHHEII  TIpHeM BOpHKOHA3ona (oM. pa3zensl «BzauvouelcTBHE ¢ JIPYIHMM
JICKApCTBCHHBIMH cpeicTBaMHy U «Ocobble yKazaHHA»).

OJHOBpPeMCHHBIH I[IPHCM C IIpenaparaMd  pacTUTEIBHOIO IIPOMCXOAKJIEHHS, Ha OCHOBE

3sepobos npoanpseiennoro (Hypericum perforatum).

C OCTOPOXKHOCTHH)

y MaHEHTOB C CaxapHbIM JAHA0ETOM;
V MOXHUTRIX TTAIHEHTOR (B RO3pacTe ctapire 65 ner);
Y MAIHEHTOB € MOYEYHON HEJOCTATOMHOCTRIO (CM. pazaen «Ocobblie yKazanus»).
Yy [AlUEHTOB, OJHOBPCMCHHO [PHHUMAIOIUX JPVIHC JICKAPCTBCHHEIC IIpCIaparkl,
obnamaromue HeGpOTOKCHYECKUM  JeiicTBHEM (aMHHOIIMKO3HALI, aMmdotepunun B,
(doCKapHET HATpHA, TAHUHUKIOBHD, TICHTAMIHH, BAHKOMHUIHIH, IIMA0(OBHD, HHTEPICHKHH-2
(cM. pasgenst «B3auMopelcTBHE ¢ IPYTHMH JIEKApCTBEHHBIMH cpeactBaMu» n «OcoOble
YKazaHusg»);
y TNAIUMEHTOB, HMEIOLIUX Ncuxuueckue 3aboneBanus B aHamHe3de (cM. paszzen «OcoOble
YKA3aHU» );
y NalHeHTOB € YKajlaHHAMH Ha CYJ0porH B aHamHe3e (MPHCTYNLI HIH CYA0POMKHBIH
cUHJApoM) (cM. paszaen «OcoOble ykazaHus»);
y NMALKHEHTOB ¢ YKa3aHueM Ha 3a00;1eBaHne NneYeHH B aHAMHe3e, B TOM YHCII€ — XPOHHYECKU i
aktusHbI renatuT B umi C (eM. paznaen «OcoOblic yKazaHusa»);
y MNalMeHTOB, NPHHHMAIONIMX JIPYrHe JIeKapCTReHHbIE TpenapaThl, eciu  Tpedyercs
KOpPpeKLMs  J03bl  Hpelnapara A'l‘pHIIJI.’:l!m WIM  JpYI'HX npenaparo  (cMm.  pazled
«BzauMoneRcTBHE ¢ IPYTAMH JIEKapCTBEHHBIMH CpeICTBAMH» ), BKITIOYas:
O JIeKapCTBEHHBIC Npenaparhl, COACPKallue A1 1as03uH i aedcHus BUY-undexunn;
o apyrde npenaparbl Juis siedeHuss BUY-undexumn, B TOM uMciae HHruOMTOpHI
nporeasbl: JapyHaBUp. WHIWHABHD, JTOTIHHABHP/PUTOHABHP, PHTOHABHUP, WIH

KOMOMHAUMA PUTOHABHPA W aTa3aHaBUpa HJIM CAKBHHABHP; H MapaBHPOK;
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O JIeKapCTBEHHBIE TIpenapaTthl JUls Nedenus Bupycnoro renatuta C: OomenpenHp.

TeJIaNpeBHp:

O THIOJHITHIEeMAYecKHe IeKapCTBEHHBIE CpeJCTBA: AaTOPBACTATHH, IIPABACTATHH,
CHMBACTATHH;

O TIPOTHBOCYIAOPOKHBIE NIeKapCTREHHRBIE npenapars (AHTHKOHBYIIECAHTRI):
kapbamazenuH, penntonH, henobapOuTall;

O CcpeJIcTRA JUTd TedeHus GakTepuanbHuIX undexnui, sxmovas Tydepkymes u CITHU]I,
ACCOUMMPOBAHHBIC ¢ AKTHBAUMCH  KOMIUIeKca — MHMKoDakTepwmii  avium:
KJIapUTPOMHIIHH, prdadyTHr, prdaMITuimg;

O TPOTHBOTPHOKOBEIE NPENAPATHI: HTPAKOHA30J HIIH 1103aKOHA301;

O  CpecTRa ISt TeqeHus MalsspHu (aTOBAXOH/TIPOTYAHKIT 110154
apreMerep/liymedanTpuH);

O TOPMOHalIbHBIE KOHTPAIECTITHBHBIE TIpermapathl (TepopaibHbIe, MapeHTepalhHbIe
JIeKapcTBEHHBIE ()OPMBI H HMILIAHTBI).

o Metajion UIs TeUEHHA OTTHATHOH 3aBMCHMOCTH.

o CepTpaluH U1 JI€UeHHs ACIPECCHH.

o bynpormuon s 0Tka3a oT TadaKOKYpCHHS H JICYCHUA JCIPECCHA |

o bBnoxatopsl «MeIIeHHBIX) KATLIHEBLIX KAHATOB: JHIITHA3EM.

o  WMmmMyHOCynpeccanTsl 118 TIPOQHIAKTHKH PEaKIHi OTTOPKCHHS TpaHCIUIAHTaHTa,
TaKHe KaK HHKIOCTIOPHH, CHPOIIUMYC HJIH TAKPOIHMYC.

o Bap(apus uin aueHoKyMapoll Ut CHUKCHHA pHCKa TPOMOO030B.

©  DKCTpakThl ['MHKro JIRyTOTIAacTHOro (JIeKapCTREHHbIE Npernaparhkl pacTHTETEHOTO

IIPOHCXOMKIICHHS).

INPUMEHEHHE IPH BEPEMEHHOCTH H B INEPHO/I I'PYJIHOI'O
BCKAPMJIMBAHUSA

bepemennoctn

Ighasupens: COrNacHO OTYETAM CCMHM PETPOCNCKTHBHBIX HCCICIOBaHUH, y MUIOA0B Hadmoaanu
,llCl.pCK'l'bl pasBuTHA H(‘.‘pBHUﬁ ']'pyﬁl{ﬂ, MCHHHIOMHCIIONCIIC, BCC CJIYYdH OTMCHCHLI Y TEX MﬂTEpCﬁ.
KOTOpble TIPUHHMANH >(aBHpeH3 B pa3THYHBIX J03aX B Tepsble 3 mMecdia OGepeMeHHOCTH (3a
MCKJIFOYCHUCM KOMOHHHMPOBAHHBLIX NPCHAPATOB, B COCTAB KOTOPBIX BXO/AMJIA (PHKCHPOBAHHANA

AO3HPOBKA 3¢laBHp8H3a). HOHOH]IHTBJ’[LHO HMCIOTCA CBCIACHHA O JIBYX CIIydasax (BKMIOYas
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MPOCHIEKTHBHOE H PETPOCNEKTHBHOE HAOMIOIEHNA) BLIABICHUS AedeKTa HEPBHOM TPYOKH B ciIydae
JICYCHHMA  [IpenaparoM, coicpxaiidM  3QaBHpeH3, HSMTpHLHATA0OMH H  TcHOOBHP B BHIC
¢uxcupoBannoii nekapcTBenHoi koMOuHanuu. IIpyannnas B3anMOCBA3L STHX ABJICHHI C TPUEMOM
spaBapeH3a He OBITa yCTaHOBJICGHA, M BBI3BIBAIOIMH HapylmeHHA QakTop HE YCTaHOBJICH.
IMTockonbky AedeKTH HEPBHON TPYOKH Y IIOZ0B BO3HMKAIM B TEUEHHE NEPBLIX 4 HEE/IL Pa3BUTHA
3MOpHOHa (B nepuoja GOPMUPOBAHMS HCPBHOH TPyOKH), PHCK Pa3BHTHA 110J00HBIX HApYIICHWI
MOET CYINIECTBOBATE NMPH TpHeMe dasupensa B niepeble 3 Mecana OepeMeHHOCTH.

B IOKIMHMYCCKUX MCCICAOBAHMAX JAC(CKTEI PasBHTHA U042 HAOMIOJAIH Y CaMOK XHBOTHBIX,
KOTOPBIM BBOJIMJIH 3(aBHPEH3.

Ivmpuyumabur u menogosup.; UMEIONINECH CBEACHHUS O HACTVIIICHHH OCPEMCHHOCTH V KCHIINH
(300-1000 ucxooB OepeMEHHOCTH) YKAIBIBAIOT HA TO, YTO OTCYTCTRYIOT BPOKIAECHHRIE HIMEHEHUS
OpPraHoB IJI0Ja, a TAKKC HEOHATaIbHAs HJIM (ETOIUIALICHTAPHAN TOKCHYHOCTh SMTpHUMTA0HHA H
Tenogobupa. JIOKIHIIYeCKHE JaHIbIe IBYX KOMIIOHEHTOB Mpenapata ATpHIUIa" CBUIETENhCTRYIOT
00 OTCYTCTRHM V HEX PENpOAVKTHRHON TOKCHYHOCTH.

[Mpenapar Atprnia” e cleyeT MpUMEHSTE TIPH GepeMeHHOCTH, 3a HCKIIOYeHHeM CITydaes, Kora
B CB3M C KJIHHHYCCKHM COCTOAHHCM IIALMCHTKH Tpedyercs JiedeHHe KOMOMHMPOBAHHBIM
NperaparoM, BKJIOYAIOMNM J(}aBHpen3, SMTPHIUTAOHH W TeHODOBHP, C YY4ETOM TOrO, HTO

OAxHIaCMa MoJib3a A1 HalHCHTKH HPCELILIACT BO3MOMKHLIH PHCK Y 11104,

llepuos rpy/IHOI0 BCKAPMIIHBAHKS
Ddasupens, IMTPUIIHTAOHH H TEHO(PORUP BBIJIENSIOTCS C TPYIHRIM MOJIOKOM V KEHIIMH. J[aHHBIX O

BIUAHUH 3(aBupeH3a, SMTpHIMTa0MHa U TCHOPOBHpPA HA HOBOPOKICHHBIX/AECTEH HEIOCTATOUYHO.
Puck juis HOBOPOXKAEHHBIX M JieTel 70 | roja MCKMOYHThE Henmb3s. B CRA3M C 3THUM, mpenapar
AtpHiuia” He cliedyeT IPUMEHSTH B NEPHO IPYAHOTO BCKAPMIIMBAHHA.

Jna  uckmouenus nepenaun  BUY  HOBopoxieHHOMY  pexoMenayercs, 4robel  BWY-

PIH[IJHLIH[JOB&HHEIC ACHIIHHEL ITOJIHOCTBH OTKA34/IMChL OT I'PYAHOI'0 BCKApMIIHBAHHA.

DepTUILHOCTE

Kinmuueckue fanMele o BIMSHMM Tperapata ATpumia’ Ha  cHOCOGHOCTE K 3aYaTHI0 M
BHIHAIMBAHMIO JIETEH OTCYTCTBYIOT. B JIOKIMHMUYCCKMX UCCACA0BAHUAX HeDIarOonpusaTHOE BIUSHIE

Hd I.]JC[JTHJ]bHOC'l'l: B(baBHpema_. BMTpHH,HTaGHHB H TCHO(IJOBHPB. HE BLIABJICHO.

CHHOCOBb INPUMEHEHMUSI 1 J103bI

g )



Jledyenne JOTKHO HAuMHATLECS W KOHTPOJHPOBATLCS BPAUOM. MMEIOLIMM OIbIT JieyeHus BHY-
uHpexuun. PexoMenlyemas 1103a npenapara ATpHnna’g' - 1 TabreTka B cyTKH (JU1s pHEMa BHYTPb).
PekOMEHIyeTcs IPHeM TIpenapara ATPHILIA" HATOMIAK, TOCKONBKY IPHEM ITHITH MOKET YBEIHUHTS
SKCIIO3HIHIO '_-)CIJEIBH]JCH'S& H TMPHBCCTH K YBCIHYCHHKD HaCTOThI HEKCIATCIIbHBIX JICKAPCTECHHBIX
peaktmit. Jng yinydurenus nepeHocuMOocTH >haBHpPeH3a B CBA3H € BO3MOKHBIMH HEXKeJlaTe ILHLIMH
PCAKLIHAMH CO CTOPOHBI HCpBHOﬁ CHCTCMEBI, pPCKOMCHIAVCTCH IIpHCM [Mpcliapata IIeped CHOM.
Tabnetkn HeoOX0IUMO TIPOTIATEHIBATE HEJHKOM, 3aiuBas BoA0MH. Henw3s pasxeBrBaTh TabNIETKH.
Echu onosoanue 6 npueme npenapamd Ampum?a'ﬁ’ cocmasuio menee 12 4yaco6, MAMEHTY CIICIYET
KaK MOKHO CKOpee TpHHATh o3y mperapata ATpunma" ¥ BO30GHOBHTE OGHLIMIBIA pesKiM
JO3HPOBAHHA.

Ecnu onoszdanue 6 npueme npenapama /Impuma@ cocmacuno bonee 12 vacos w npubnmxaercs
BpeMsi 00OBIMHOTO TIpUEMa TIperiapaTa, MPONYIICHHYIO 103y IPHHHUMATL HE CICAYET, a NpHEM
cheyiomeil TableTKH ocyiecTsaseTes B 0OBIYHOE BpPeMS W TNpoJIoiDKaeTess OOBIYHEBIN pexHM
JI03UPOBAHMS.

Fenu VY nayuedma e03HUKIA peomd 8 MeveHue ! waca nocne npueMa npenapama Ampuma‘t,
HEOOXOIHMO NPHHATD CLIE OAHY J03Y LIpenapara.

Feau y nayuenma 6osnukna peoma Gonee, wem wepes 1 wac nocre npuesma npenapama Ampunia”,
HET HeOOXOIUMOCTH B IIPHEME €IIIe OQHOM J1035I LIpelapara.

B CityHqac ITeOGXﬂ,‘IHMOCTH KOPPEKIIHA JTO3RI HITH TTpEeKpalieHdd npHemMa 0/IHOTO H3 KOMITOHEHTOR
npenapata ATpHIUIA®, IAlMEHTA ClEAyeT IEPEBECTH Ha NPHEM  NpenapatoB ddaBHpens,
BMT‘pHHHTaGHH HUITH TCHO(;)OBHP B BHJIC MOHOKOMITIOHCHTOBRB.

[1py npeKpalieHuy Tepamni npenapatoM ATpHILIa" HeoGXOIHMO YUHTHLIBATL TAKHE OCOGEHIOCTH,
Kak JUIMTENbHBIA  MepHoj  MoJyBbIBe[AeHWs daBupeH3a MW NPOJOIKUTEILHBIH  MEPHOT
NOJIYBBIBEACHMS HMTpUUMTaAOMHA W TeHOdOBUpA M3 BHYTPHKIETOMHOINO npocTpaHcTsa. BBuay
MHIMBHYATLHOW BapuabelbHOCTH BBhIBEJAGHHS Ipenapara y MaldeHTOB W BO3MOKHOIO pa3BUTHS
PE3HCTEHTHOCTH, CIIeJyeT cOOMOAaTh KIMHHYECKHE PeKOMEH/IalliH, YTBEpIK/ICHHEBIE JUIS JIeYeHns

BHAY-nudexinm, a Takke yYUTHIBATH TPHYHHBI OTMCHBI TCPATTHH.

Koppexyus dozvi:
- - L1 "
- Ecin HeoOXOAMM OAHOBPEMEHHBIA 1IpHEM lpenapara ATpunia ¢ pu(aMIHIMHOM ¥
MauueHToB ¢ Maccoit Tena S0 Kr W BBINE, MOXKET ﬂUTI')EGOBaTBCH JOTTOTHHTEIIBEHOC

npuMeHenne 3dasupensa B o3¢ 200 Mr/cyTku (10 800 Mr).
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Ocobrle TPVIITH MAIHAEIITOR

Hoocunvre nayuerimut (eozpacm cmapuie 65 aem)
Koppekuun 10351 npenapata He TpebyeTcs, HO MPUMEHEHHe TpenapaTa y TalHenToB MOXKHIOTo

BO3pacTa pekoMenayeTcs ¢ OCTOPOKHOCTLIO.

Hapyuwienue gyuxyuu novex

V nanueHToR ¢ HapymeHueM GYHKIHH MoYeK cpejanell W TSHKeIod CTeNeHH MOXKeT MoTpeboBaThes
VYBEIIHYUEHHC HHTCpPBAllA MEHIAY TIPpHCMOM BI\ITPHLIHTaﬁﬂHa " TEHO(‘l]DBHp'd, YTO HE MOXKET F)m'rh
JIOCTUTHYTO TIpH  JICYCHHH KOMOWHMPOBAHHBIM JIEKAPCTBEHHLIM TIpenapaToM ATpHHHa®. ¥
MarHenToB ¢ HapymeHueM (YHKUMH I1I0YEK JIEIKOH CTCICHH KOPPCKUMH 03Bl IIpenapara He

Tpebyeres.

Hapywenue ghyuxyuu nevenu
V nauueHToB ¢ HapyuwicHHMeM (YHKIHH TICYCHH JIETKOH CTeneHH (Kmacc A 10 KiIacCH()UKalHH
Yaitna-ITer0) TeverHne mpenapatoM MOKET MPOBOAMTRCS Oe3 KOPPEKIUH PEeKOMEHI0BAHHON JO3LI

Amnnna'ﬂ.
MOBOYHOE JEUCTBHUE

Ilpoduns OesomacHOCTH KOMOWHMPORAHHOTO TIPUMEHEHMA A(aRWpeH3a. AIMTPHIATAOWHA W
TeHodosupa m3ydann y 460 naupenTtoB, NpH INpUEMe B JIEKAapCTBEHHOM QopMe mpenapara
Atpuinia® Win B BHle MOHOKOMIIOHCHTHBIX npernapatoB. lloGouynoce aeiicTeue KoMOMEMPOBAHHOM
TeparnmuHd B IEJOM He OTIHYAloCch OT COOTBETCTBYIOIIMX pe3YJLTATOB TEPalHH OTAEILHbIMH
HpPELIEPATAMH.

Hanbonee yacto Berpewalonrdecs HEXKelaTelbHbIE ekapeTBeHHble peakuuu (HJIP), Bepositno u
BO3MOJHO CBS3AHHBIC C NPHEMOM Mpenapata ATpHNIA’, OTHOCSTCS K HApYITeHHAM TICHXHKH
(16%), napyuienusamM co cTopoHbl HepBHOH cucTeMbl (13%), HapyIIeHHsIM CO CTOPOHBI JKEJIyJ0UHO-
KHLIEYHOIo Tpakrta (7%).

HnMeroTes coobIenns o TSOKeNbIX KOKNBIX pPeakusax, Bkmodas cunjapom Ctusenca-Jlxoncona u
MYIBTH(OPMHYIO SPHUTEMY; HEHpPOTICHXWYECKWX peakuusx (Taxenas JENpeccus, 3aBepineHHoe
caMOYOHHCTBO, CKIIOHHOCTD K 1ICMX03Y, CYJOPOI'H); HAPYLICHUAX (DYHKLHU 1ICYCHH; IAHKPCATATC H
MAKTOAIH103¢€ (R OT/ICTBHEIX CIyYasX cO CMePTeThHBIM HCXO0I0M).

Takke coolmanoce © HapyulcHHM (QYHKUMH  IIOYCK, TIOYCYHOH HCAOCTATOYHOCTH H

TyOynoMHTepCTHIHANLIOI TedponaTun (B ToM unciie, cupapoMe Mankonu). B OTAEILHBIX CIIydasx
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TIPUBOJISIINX K HAPYHICHHIO CTPYKTYPbl KOCTHOH TKaHW (IIOBBILCHHBIH PHCK IICPETIOMOB KOCTCH).
[laiueHTaM, TIPHHAMAIONINAM TIpenapaT AT]’)HTIITEIEJ, PEKOMEHJTYETCS PEeryIspHO KOHTPOIUPOBATE
(PYHKIHIO NOUEK.

OtmeHa mpenapara AT]‘)H]THa@ y mamuentoB ¢ couertannoit BHUY wmudexumeli W BUPYCHBIM
relaTHToM B, MOXKET CONPOBOKIATECA CCPBE3HEIM 000CTPEHHEM XPOHMYECKOrO TenaTuTa.

HIJIP, wabmonaBinmuecs B KIWINHYECKUX HCCIEJOBAHUAX Iipenapara Arpnnna@' H B PYTHHHOH
KITUHHYECKOH IPAKTHKE, @ TaKkKe 1IPY HPUMEHEHHH 1IPCIapaToB Had OCHOBE MOHOKOMIIOHCHTOB,
IIpe/ICTARIEHRI B RHJIE IpenmodTHTENRHEIX TepMirHOB MedDRA B cooTBeTcTBHN ¢ KnaccuuKannei
cucteM U opranoB MedDRA, yacroToii BCTpe4acMOCTH M KOMIIOHEHTaMH Iperapara ATpHHH&®, K
KOTOPRIM OTHeceHo RosHwkHoBenwe jannoi HIIP. Buyrpu xaxnod rpynunt IJIP ykasaner B
IIOPAAKE CHHKCHHS CTCIICHH HX KITHHHYECKOH 3HaUMMOCTH (cM. Tabnumy 1).

YacToTy ompeieTsTn CeYIONHUM odpa3oM: odenn yacto (= 1/10), wacto (ot = 1/100 no < 1/10),
Heuacro (ot > 1/1000 go < 1/100) wmm peako (ot > 1/10000 go < 1/1000).

HIIP, npu 603HUKHOGEHUL KOMOPBIX 11e00X00UMO 1HEOMAOICHOE N€HCHUC, ACCOYUUPOSAHHBIE MOTBKO
C npUeMom npenapama Ampzm_m@, U He Habodasuiuecs Hpu NPUMEHEHUN nPenapdmaos Ha OCHOGE
MOHOKOMAONENMOE, GKIOYAIOM:

Yacro: anopekeHst

HewacTo: cyXocTh CIHIUCTOR 060JI0YKH TIOTOCTH pTa, 6eCCBA3HOCTL Pedd, NOBLIICHHLIH allleTHT,

CHIOKECHHE JIMOMI0, MAAJITHA

i
Tadauna 1: HJIP, accouuupoBaHnbie ¢ NPHEMOM Ipenapara ATpHINIAa M OTHOcHIMHeCd K

nmpenapartaM na ocnoBe MOHOKOMIIOHEHTOB.

i

Hapywenus co emoponsr Kpost u iumMhamuyecko cucmemnt.

Yacro HEATpOIeHHs

Heuacro aHeMus )

Hapyuwenus co cmoponer uMMYHROU cHemeMsl.

Yacro AJUIEPIHYCCKdad pCaKiiig

Heuacro FHIEPYYBCTBUTC/IBHOCTE
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Hap;me:mﬁ CO cmoponot obmena GEWeCms U numanuA.

.
Quennk yacTo runotocharemun
Yacro THIEPTPUIJIMLICPHAEMHSA THIICPIIIHKEMHS,
THICPTPUTTHLIEPHASMHSA
Heuwacro IHIEPXOJICCTEPHHEMHA TUTIOKATHEMHS
Penko NakToamuaIo3”
Hapywenua newcuru:
Yacto nenpeccus (Takenas B 1,6% | HeoOblYHBIC  CHOBWZICHMH,
3 3
cly4aes) , Tperora . | BeccoHHM1IA
HeoObIuHLle  CHOBHICHHA
becconnmua’
T
Hewacto CYMUMJATEHOE  MOBE/ICHHE ,
3
NonbITKa camoybwuiicTsa’,
3 3 3
MCHX03", MAaHHUA , MapaHond ,
3 - 3
raunouMHauun ,  diidopus
CKIOHHOCTE K adpexty’,
CITYTAHHOCTh COZHAHMS",
3
arpeceus
Peaxo 3aBEPLUEHHOE
- 34 . 34
camoyOuiicTRO™, Opear ™,
4
HERPOZ
Hapyuenus co cmoporbl HEPEHOT CHCMEMBL.
Ouenb 4acTo rojosHas 60mb rONIOBOKPYKEHHE

Yacto 00yCNOBEHHBIE MOPAKEHHEM | FOIOBOKPYKCHHE rojiosHas 00J1b
MO3KeHKa HapyLIeHHS
PABHOBECHS M KOOPJAHHALMH
JNBUKEHHIT COHJIUBOCTD
(2,0%)’,  ronosuas  Goas
(5,7%)", CHMKEHHE
KOHHEHTpalluH BHHUMAHHA
(3,6%),  ronoBOKpYyKeHHE
(8,5%)’

Heuacrto cynnpnru“, aAMHE3HA ",
HapyuieHHe MBIILICHHS .
aTﬂ.KCHH‘, Hﬂp}"IIIEHH‘F
KOOPAMHALUMMK  JIBHKEHHH ,

BO30YKICHHE , TPEMOp

Hap_wueu Wi CO CMMOPOHBL OpPZaHd 2PEeHUA;

Heuacto

HEYETKOCTE
BOCIIDHATHA

3PHTENILHOIO
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Hapywenus co cmoponst opeana cayxa u aabupunmnste napyuleius:

Heuacto
1

Hym B yiax,
rOI0BOKPY/KEHHE (BEPTHTO)

| Hapywenus co cmopons cocyoos:

Heuacto IPHJIHBBDY KPOBH K KOWKE
nuLa
Hapywenua co cmoponst Heeny00uHO-KUWMeyH020 mpaKma:
OueHb HacTo Japes, TOIHOTa auapes, peOTa,
TOLIHOTA
YacTo lMapes, peora, Oomu B | obmee TIOBBIIIEHHE | DO B KHMBOTe,
KHBOTE, TOLIHOTA aKTHBHOCTH aMHIIasbl, B | B3JVTHE, METEOPH3M
TOM 4YHCIIE CBA3AHHOC C
H3MCHCHUSEMU
NOJUKETYIOYHON  KETIE3hI,
NOBBIIIEHHE  aKTHBHOCTH
JHMa3el, pBoTa, OomMH B
JKHBOTE, JHCTIENICHS
S "
Hewacro NaHKpeaTHT narKpeaTHT
Hapywenus co cmopoiibl nevenu u Heeineshla00RUUX nymeit:

. Yacro TIOBBITIEHHE AaKTHUBHOCTH | TIOBLIIIEHHE  AKTHBHOCTH | MOBBLIIICHWE
«T1e4eHOYHbIX» TpaHcamuHasz | ACT H AJIT, | akTUBHOCTH
(acnapraramuHorpaHedepasel | runepOuinupyGHHeMUs «MEHEHOYHBIX Y
(ACT), TpaHcaMHHa3
alaHuHAMHHOTpaHchepasbl
(AJIT). H ramMma-

MIYTAMHATPAHCIENTHIA3 b
(I'TT))
Heuacto OCTpblif renaTut
Penko neveHOMHAasA KMpoBas JIMCTpOhUs

34
HE10CTATOYHOCTD

MEYEeHH , renaTur

Hapyvuenus co cmoponst Kosicu 1 ROOKONCHBIX MKANeil.

OyeHb yacTo

KOKHas Chillb (BBIDAKEHHAR H
yMmepeHHas — 11.6%, Bce
creneHud Taxectd — 18%)

KOXHad Chillb

Yacto

KOMKHBIH 3y]1

BE3MKYIJ IUG}'JIJ] C3HaH,

MyCTye3Has., MakxyJio-
nanysiestas Cblflb, CbIMNb,
KOKHBIH 3V,
KpallHBHHMILLA, H3MCHCHHC
IBETA  KOXM  (YCHIEHHE




MTHIMEHTATIHH)

Heuacro CHHPOM CTHBEHCa- | AHTHOHEBPOTHYECKHMI
Jxoncona, mynbTH(OpMHas orex’
3pu1‘ema", KOJXKHag  ChITb
TsoKenoro revenus (< 1%)
Penko doToannepruveckuii AHTHOHCBPOTHYCCKHH
JIepMaTHT oTeK

Hapywenus co cmoponst CKe1emuo-mulideHou 1 coeounumenvHou mKanu.

OueHb 4acTo

TNOBLILICHHE dKTHBHOCTH
KPCATHHKMHA3bI

Heuacro pabIOMHOITHY,
MEbllIevHas cadocTs

Penxo OCTeOMATAIHNA
(nposBagromancs

GonsaMH B KOCTAX M
repe/loMaMH KOCTeH B
OTJICITBHBIX
cn}ﬂiaﬂx)z"",
MUOTTATHS

Hapyutenus co crmoporsl ROYEK U MOYEEbIBNOAUUX NYMET.

Hewacrto

IMOBLILLICHHE
KpeaTHHHHA,
NPOTEHHYPHUS

Peaxo

noveynas
HEJIOCTATOUHOCTE
(ocTpas H
XpOHHYECKan),
oCTpelit  TYOYsapHbIi
HEKpo3,
NPOKCHMATLHAA
peHanbHas
TyOynonarTus,
BKJIHOYAsA CHHZPOM
Bankonn (B TOM
uMcie OCTpbIi
HHTEPCTHUHATbHbIH
HedpuT)’,
nedporennpli
HecaxapHeid 1Haber

H apyiiesus ¢o CROpoRsl NOIOGHIX OPZAHOE 1 MONOYHOU JHCeNe3bl!

Heuacrto

FTHHCKOMACTHH

Obugpue pacempoticmsa u HAPYUCHUSA 6 MECINE 66EOCHIL:
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OyeHb 4acTo acTeHus

YacTo NMOBBIHIEHHAA YTOMIIHCMOCThH ﬁDJ’[h__ ACTCHHA

L'V pereii anenmus BCTPEYaeTcA 9acTo, a M3MEHEHHe LBETa KOKH NPH NPHMEHEHHH 3MTpHONTabWHa (yHacTkH
THNIEPIHIMeNTaunn) HabmrogaeTcs O4eHb YacTo.

2y kazannas HITP MOKET NOABHTLCS KAK CICACTRHE NPOKCHMATBLHOH peHaibHOR TYOyIonaTin. B orcytersue jlanioro
COCTOAHHA CYMTAETCA, 4YTO BO3HHKHOBeHMe ykasannoil HJIP He Hocur Xapakrep npu4umHHON BIaMMOCBAZH C
TIpAMeHeHHEM TeHO(ORUpa.

3ﬂ0ﬂp05nnc onucanue otaensHux HITP npeacraeneHo Hike.

41lanmbie HIIP GIH BHISBIICHEI Yy TANWEHTOB, TIOMYYABIONX 3harHpeH3, IMTPHUHTAOMH HIH TeHodoBHp TIpH
HabMOJeHWH B pPYTHHHON KIHHWYecKoH mMpakTWke. YacToTy BCTpeMaeMOCTH OMpElendaidH TNo  pe3yibTaTam
CTATHCTHYECKMX  BRITHCIEHHH ¢ yueToM oOmIero 49Hcena TANMEHTOB, MONMYYABIIHX NedwenHe 3danupensem,
IMTPHLUATAOHHOM HITH TEHO(DOBHPOM B KIIMHHYECKHX HCCIe10BAHHAX.

Omucanue otiensaerx HITP

Kooicnaa ceinb: B KIMHAUECKHX HCcIeA0BAITUAX d(paBHpen3a KOKHAd ChITlh MPOARIANACK Kak cmabo
WIH YMEPEHHO BHIPAKEHHBIE MaKyJI0TIANYJIC3HBIC KOKHBIC BBICHIIIAHMS, BO3ZHHKAIOLUIME B TEUCHHE
IIEPBLIX JBYX Hejellb OT Hauaua npueMa >daBupensza. Y OONLITHHCTBA MAIMEHTOR KOMXKHAS ChIITh
Mcue3aeT NPH NPOJIOTKERHH TePAIUI B TeueHHe oHoro Mecsna. Ipenapar Arpuiuia” Moxer GbITh
MMOBTOPHO HAa3zHayeH MalHenTaM, KOTOPKIE TIPEKPATHIIA ero TIpHeM H3-3a TIOSBICHHS KOKHOH ChITTH.
[Ipi TORTOPHOM HA3HAYCHHH IIperapara ATpPHILIA.  [ALHEHTaM cllelyeT pPeKOMEH0BaTh
NPAMEHCHHE AHTHIHCTAMHHHLIX M TTIOKOKOPTHKOCTEPOUIHEIX ITPENnapaToR.

Cuntnmomsl co cmoponst neuxuky, Y TTAUHCHTOB, UMCIOIUIHX B aHAMHE3¢ VKA3aHUS Ha IICHXHIECKHE
3HGUJICB3HH£, MOKET INOBLIIATLCA pHCK p&".BHTHﬂ CCPBESHHX MCHXHYCCKHUX pcaKLmi'{, VKa3aHHBIX B
cooTBeTcTBYIOMEM pasuene HJIP, orHocsumxcs K adaBupensy.

Cumnmomut co cmoponvi Heperou cucmemsr: CHAMITOMBI CO CTOPOHBI HCPBHOH CHCTCMBI 11PH
npueme npenapara Atpuiia’ uiaentHunsl HJIP, BOSHMKAIOMHM 1pH npueMe Hdasupensa.
CHMNTOMBI YMEPEHHOH M TAXKENOi CTerneHH BBIPAKEHHOCTH OTMevanuch y 19% mnanucHTOB
(mokenoi crenenu - y 2%), y 2% nanMeHTOB BO3HHKHOBEHHE TaKHX CHMIITOMOB TOCIYHCHIIO
NPUIHHOH OTMEeHBI Tepanuy. Kak nparuno, CHMNTOMBI BOZHHKAKOT B TCUCHHMC ICPBBIX JIBYX JIHEH
npueMa paBupeH3a M, B OCHOBHOM, IIPEKPALIAOTCsl B Ccpok OT 2 110 4 Henens. CHMITOMEI CO

¥ Bmecte ¢ HHLIEH,

CTOPOHLI HEPBHOM CHCTEMBI Hallle BO3HUKAKOT MPH TIpHEME Npenapara ATpuIlia
YTO MOXKCT OBITH CBS3dHO C IOBLINIEHHEM KOHUCHTPAITHH DQJaBHpeIBﬂ B KpOBH. nCpﬁHOCHMOCTh
TaKMX CUMIITOMOB YJIYUINAeTCs, €CITH Mperapar MpUuHAMAETCs TIEpesl CHOM.

Iewenounan nedocmamovnocms npu npuesme s¢hasupensa: llopakenue 11eYeHH, B TOM YHCIE Y

nauucHToB Oe3 3a00/IcBaHUH 11eUeHH B aHaMHe3e HIH d)aKTOPOB pHCKA, ITO JTaHHBIM TPUMEHEHHA B
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IOCTPEIHCTPAIHOHHOM TIEpHOJIe, B OT/JETBHBIX CIyyasx TpoTekano B GymbmunanTnoi dopme.
MPHBOJA K HEOOXOIUMOCTH TI€PECAIKH IeYEeHH HIIH CMEPTCIIBHOMY HCXOAY.

Hoveunas nedocmamounocms: B cBg3u ¢ TeM. uTo Ha (oOHe mpHeMa IIpenapara .*-‘xrpmmag:
BO3MOMKHO HapylleHHe (yYHKUMM 10Y9CK, B TICPHOA JIeYeHHS HEOOXOAHMO peryispHo
KOHTPOIHPOBATh (PYHKINIO MOYeK.

Bzaumoodeiicmeue ¢ oudaroszunom: OJHOBPEMEHHBIN 1IPHEM [Ipenapara A‘I‘pHI’IJ‘Ia@ H JIHJIaHO3MHA He
PEKOMEHIIVETCS, TIOCKOIBLKY IKCTIO3UINAS JINIAHOIMHA MOXKeT yBennuuThes Ha 40-60%, urto, B cBOIO
o4epe/ib, MOKET MPHBOIUTL K YBEIHYEHHIO 4acTOThl 110004HbIX 3¢ dexroB auaanosuna. Mmerores
COOOIIEHAA 0 PeKNAX CITyYadx MaHKpeaTHTa | JTaKToal|/103a, HHOT/Ia — CO CMEPTEIBIBIM HCXO0JIOM.
Jakmoayudos u euIpadcennas 2enamoMe2anis 6 COMCMAHUN ¢ HUPOGOT UHDUTbMPaYUet nedenu:
[Ipn nedeHwn HYKIEO3WIHBIMH aHAJIOTAMH HMEIOTCS COODIMenHs O pPa3BHTHH IIAKTOAIN03a,
ACCOTIHUPOBANHOTO € JKHPOBOH HHHUILTpanHeH neueHH. Eciii y nalueHToB BRIABISIIOT CUMITOME
FHIICPIAKTATEMHH, MeTA00THYECKOTO H/WITH TAKTOAIH 1034, TIPOTPECCHPYIOTIEi renatoMerainy HiTH
OLICTPOTO IOBBLIIICHHS AKTHBHOCTH «IICUCHOYHBIX» TPAHCAMHHA3, JICYEHHE HYKICO3HIHLIMH
aHaJoraMH J0KHO OLITE Cpa3y NpekpaiieHo.

Jlunuowi, nunoducmpogus u memaboruveckue napywenua: Ilpumeneane komObuanposannoi APT
accouMupyercs ¢ MeTaDoIMYeCKMMH  HapyIIeHHUSMH, TaKWMH KaK THIEPTPUTITHIEPUIEMUS,
THNEPXO0JIeCTEPHHEMHS, HHCYIHHOPE3HCTEHTHOCTD, THIIEPTIIMKEMHS HIIM THIIEPIaKTaTeMH.

IIpuem xomOuHuporannoit APT accoumupopancs ¢ nepepaclpelCIiCHHCM JKHPOBOH  TKaHM
(manomuctpodus) y BUY unduumpoBaHHBIX NMallMEHTOB, BKMIOYas YMEHLIIEHHE [OJKOKHON
AHPOBOH KJIeTHaTKH B 00/1aCTH JIMLla M KOHCYHOCTCH, YBCIMYCHHAE KHPOBOH KICTYaTKH B 00/1acTH
AKHUBOTA U BHYTPEHHUX OPraHoB, rHNepTpoHIo MOTOUYHELIX AKele3 H OTIOKEHHE KHPOBOH TKAaHW B
JIOpCcOLEpBHKAILHOM obsacTu («ropO OyiBonay).

Cunopom eoccmanoenenus ummynumema: Y BHUUY-undHIMpPOBaAHHEIX MalHEHTOB € TAXKEILIMH
HAPYLICHUAMH HMMYHHTCTd B MOMEHT Hayala KOMOMHMpoBaHHOH APT BOo3MoxkHO obocTpeHue
OECCHMITOMHBIX HITH OCTATOMHBIX MPOSABICHUH OMMOPTYHHUCTHYECKHX HHbeknnit. Takxe uMmeroTcs
cooOuieHHsa 00 ayTOMMMYHHBIX HapylleHHAX (Oosie3nb I'peliBca); OAHAKO, BpeMs Hadala TakMX
HapyUIeHWH pa3TuyHO, OHU MOTYT BO3SHUKATh M CNYCTS MHOTO MECSTIER OT Havasa JIeqeHHS.
Ocmeonexpos: VMEIOTCS JaHHbIC O Ppa3sBUTHH OCTCOHCKPO3a, B HYaCTHOCTH, Y IALHEHTOB C
W3BeCTHBEIMHM (akTopaMu pucka, Ha mo3aaux cragusx BHWY-wndexnuu, wim y mnanuenTos,

JUTMTENBHOE BpeMs ToTyvarommx komouauposanHyo APT. Yactora BeTpeyaeMoCTH OCTeOHEKpO3a

HC H3BCCTHA.




Jlpyrue ocoOble nONY/IALHH

Hayuenmsr ¢ noveunott nedocmamounocmsio. B cra3w ¢ TeM, 4uto TeHOooORHp obnagaer
He()POTOKCHUECKUM JICHCTBHEM, B 1LEPHOI JICYCHHS IIpernapaTroM Artpurina”  HCOBXOIMMO
TIIATETRHO KOHTPOIHPORATL PYHKIHIO MOYEK y BeeX MAIHEeHTOB CO CHIDKenHeM (YHKIHH IoYeK
CPeAHEH CTENEHH TAKECTH.

Hayuenmer ¢ covemannon unexyuetr BHY u eupycom cenamuma B ww C: Tlpodwib
OezomacHocTH  3dasupenza, HSMTpULMTAOMHA M TeHO(OBHpa Yy TIAIMCHTOB, OJHOBPCMCHHO
nauimporanuerx BUY u supycom renatuta B, mmm BUY u Bupycom rematuta C, oxazancd
cormoctaBuM ¢ npoduiem 6e30macHOCTH y MalMeHTOB, HHOHUHPOBaHHBIX Toiabko BUY. Tem ne
MeHee, Y arieHToR ¢ codeTanHoi nHdekueit game nabmoaercs rnopenmenne aktheHOCTH ACT u
AJIT, 110 CpaBHEHUIO ¢ NAUKMEHTAMH, HHPULUPOBAHHEIMK ToJIbKO BIAY.

Ilpocpeccuposanue  2enamuma  nocie  omMervi  dedenus. Y  TalMEHTOR, OJTHOBPEMEHHO
nunbdunrpoanael BUY u BupycoM renatuta B, Ha ¢oHe oTMeEHEI JeueHHAa MOryT HabiomarTbes

CHMITTOMBI TIPOTPECCHPOBAHNUSA TelTaTHTa, MOATBEPKIICHHEIE 1ab0paTOPHBIMHA JTaHHBIMH.
HEPEJTO3HPOBKA

CHMIITOMEL:
YV  HEKOTOpbIX LALMEHTOB, ciaydaidHo npHHsBMX 600 Mr sdaBupeHsa JIBOKILI B CYTKH,
Habmoaanock ycyryOieHHe CHMIITOMOB CO CTOPOHBI HEPBHOM CHCTEMBI. Y OJQHOrO MalHeHTa

OTMCYAJIOCE ITOABJICHHUC HCITPOH3BOJIBHBEIX MBIIICHHLIX CITA3MOB.

Jleuenue:

B cnydae mepeao3MpoOBKH ClHeAyeT TINATENRHO KOHTPOJIMPOBAThH KITMHHYECKOE COCTOSHHE
HALMEHTOB, 1PH HeOOX0AMMOCTH HA3HAYATH CHMIITOMATHYECKYIO ¥ NOUIEPKHBAIOLIVIO TEPAITHIO.
JIns BeIBeseHHs HeajcopOHpOBaHHOTO 3haRHpeH3a MOXKHO NPHMEHUTh AKTHBHPOBAHHBIH YIOJb.
Crnenuduyeckoro anTuaoTa JUis JIe4eHHs NEpPeI0o3UPOBKH ddaBupensa Het. B cBs3m ¢ TeM, 4To
CTCMEHb CBs3BIBaHMA A(papupeHsa ¢ OelKaMH IIa3Mbl KPOBH BBICOKAs, MajlOBCPOATHO, YTO C
IIOMOIIBIO FEMOAMAIIH3A MOKHO YIATUTEL CYIIECTBEHHOE €r0 KOJIMYECTBO.

Jo 30% sBeennoi n1o3nl oMTpHIMTabUna 1 okono 10% tenodoBupa BLIBOJUTCS MPH TeMOJIHATHAE.

Heu3zBecTHO, BHIBOASTCS JIM SMTPUUMTAOHH H TeHOPOBHUP € IIOMOILILIO TIEPHTOHEATLHOTO JAHATH3A.

B3AUMO/IEUCTBHUE C IPYTUMH JEKAPCTBEHHBIMH CPEJICTBAMH
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CrienuaILHLIX HCCIIEIOBAHUH JICKAPCTBCHHLIX B3aUMOJICHCTEHAH ¢ IIpenapaToM ATpHnna@ B opme
TabacTok He mporoaunH. [Ipemapar Ammma"ﬁ' CONEPIKHUT HPABHPEH3, IMTPULIUTAOHH U TeHODOBUD,
mosToMy  Jio0ble  B3aMMOACHCTBHA,  KOTOpbie — HaOMOAamMch € COOTBETCTBYIOITHMH
MOHOKOMIIOHEHTHRIMH TIperapaTaMH, MOTYT BO3HHKaThb TAKKE M IIPH NIPHMEHEHHM lipeliapara
A‘I’pHIUIa@, HcesieioBanust JICKapCTBCHHEBIX  B3aUMOJEHCTBHI JITA 3THX BEINECTB TPOBO/IMIIHCE
TOIBKO Y BIPOCITBIX.

TTockonbky A'rpmula“y SBJSICTCH  KOMOMHHPOBAHHBIM  ITperiapatoM ¢ (PHKCHPOBAHHBIMA
JIO3UPOBKAMH ~ KOMTIOHEHTOB, €ro He CJIeayeT INPHHHMAThL OJHOBPEMEHHO € JUPYIHMH
JIEKAPCTBCHHBIMH CPCACTBAaMH, COJCPAKAIIHMHU SMTPHIIUTAONH Wi Terodorup. [Tpemapar A'rpunna@'
He cre/lyeT TIPHHHMATEL OJIHOBPEMENNO ¢ JIPYTHMH JIEKAPCTBEHHLIMH CPEACTBAMM, COUCPKALIMMH
3(aBUpeH3, KpoMe TeX CIydacB, Korjla TpedyeTcs KOpPpPeKIUs JI03Bl,  Hampumep, TpH
OJIHOBpEMENTIOM TIpHeMe ¢ pabaMIHIHEOM (cM. pasjell «Cnocod IPpUMEHEHUS H J103b1» ).
IlockonBKY SMTPHIMTAOMH SRISETCS aHATOTOM TIMTHJIMHA, TIpernapar Arpmma@ HE CIEOVET
TIPHHAMATL OAHOBPEMEHHO € JAPYI'MMH dHAIOraMM LMTHIMHA, TAKHMH Kak JaMHByuH. llpemapar
Arpuruia® He creyeT IPHHAMATE OJTHOBPEMEHHO ¢ a/le(pOBHPA JTHITHBOKCHIIOM.

Ddasupens gBseTCS HHAYKTOPOM H3odepMenToB cucTeMbl nuToxpoma P450 CYP3A4, CYP2B6 u
UGTI1ALI in vivo. llpu 0ZHOBPEMEHHOM MPUMEHEHIH 3(aRMpPEH3 CHIKACT KOHTIEHTPATIHIO B MJIa3Me
BEIECTB, KOTOpPLIE ABIAIOTCA cyOcTpaTtamMu 3THX H30o(epMeHTOB. DdaBHpeH3 MOKET OBITh
uaaykTopoM mzodepmentor CYP2CI9 m CYP2CY9; oanmako. wnrubupopanue nadmonanoch B
UCCIeI0OBAHUAX in Vilro, B 3G deKT OIHOBPEMEHHOIO NIPUMEHCHHUS ¢ cyOcTparaMu 3THX (epMCHTOB
HesiceH (eM. paszjaen «@apMakosormyeckie CRoHCTRAY ).

DKCno3uIHg 3haBApeH3a MOXKET YBEJIHYHBATLCS 1IPH OJAHOBPEMEHHOM LIPHMCHEHMH € HCKOTOPBIMHA
JIEKAPCTBEHHREIMH  ITperapataMi  (HampuMep, PUTOHABHPOM) WJIH TPOAYKTaMH (HampuMep,
rpedndpyToBLIM COKOM), KOTOpbIc MHIMOUPYIOT aktuBHOCTE H3odepmentos CYP3A4 u CYP2B6.
OnHOBpEMEHHRII NTPHEM C TIpernapaTaMi pPacTHTENLHOrO MPORCXOKICHHA U BEIIECTBAMH, KOTOPLIE
SABIAIOTCS MHAYKTOPaMHM 9THX (PepMCHTOB (HanpuMmep, sKkcTpakTaMu |'muakro bunoda u 3sepobem
NPOABIPABICHHBIM, Hypericum perforatum), MOKET MPUBECTH K TTORBITIIEHHIO HCXO/HO CHHKEHHOM
KOHLEHTpaLn: >(aBupenHsa B miazMe Kposu. OJAHOBPEMEHHBIA lIpMeM ¢ lpeuaparamu 3Bepodos
NPOJBLIPABIEHHOr0 MpoTHBonokalan (cM. pasaen «lIporuBonokazanus»). OTHOBPEMEHHBIH IpUeM
lpenapara Arpuna® u skcerpakToB |'makro Bunoda we pexomenmyercs (cM. pasyen «Ocobble

YKa3aHus»).
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CPOK T'OJINOCTH

4 roaa.

He HPHMEHATE 10 HCTCHCHHEN CPOoKa TOIHN0CTH, YKATaHoTo Ha YTakoBKe.

YCJNOBHA OTITYCKA

[lo peueny.

BINAJNEJNEU PETHCTPALHHOHHOI'O ¥Y1OCTOBEPEHWAH
I'mmean Cafiencns Horreprermmn Jlrp., BemuxoOpuranua

Gilead Seiences International Lid. UK

Flowers Building, Granta Park, Abington. Cambridge, CR21 6GT, 11K
MMPOU3BOIHTEL
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| maean Caitencns Jinvuren. Mpiannna

Gitlead Sciences Limited. Ireland

IDA Business and Technology Park., Carrigtohill. Co. Cork, Ireland

llareon Muk., Kamama
Patheon Inc., Canada

2100 Syntex Court, Mississauga, Ontario, L3N 7TK9, Canada

Takens I'nbX, 'epmanias
‘Takeda GmbH, Germany

Betriebsstatte Oranienburg. Lehnitzstrasse 70-98, 16515, Oranienburg, Germany

Hepewanan ynaroesrea:

['maean Cattenens Jlumuren, Mpnanmms

Gilead Sciences Limited. Ireland

IDA Business and Technology Park, Carmigtohill, Co. Cork. Ireland
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