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
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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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HccnenoBauus in vilro M KJIMHHYCCKHC HCCIICIOBaHHUA (apMaKOKHHETHYECKHX B3auMoOJIeHCTBHH
nokaszanu, uto BepostHocTh CYP- onocpenoBaHHEIX B3aUMOAEHCTBHH 1IPH  OJIHOBPEMEHHOM

ITPHMCHCHHH 3M'prI_IHT’dGHHEI H TEHO[IJOBH[]& C JIPYTAMHA JIEKAPCTREHHBIMH TIpenapaTaMi HEBEIHKA.

Tect na onpejenenue KaHHAOMHOMJIOB

DdaBupeH3 He CBA3bIBACTCH ¢ KaHHAOMHOMIHBIMM perentopamu. EcTh coobmenus o m0XkHO-
MOJIOKUTENRHBIN  Pe3yNbTaTax  CKPUHMHTOBOTO  TecTa MOYM  HAa  KaHHAOMHOMABI Y
HenHPUUHpOBaHHEIX  Jo0poBonbue W BUY-uHQHUUIMPOBaHHBIX  MMAIMEHTOB, TMOJYYaBIIAX
spasupens.  JIna MOATBEPKIECHHA IONOKHTEIBLHBIX PE3YJILTATOB CKPHHHHIOBLIX TECTOB Ha
KanHaOMHOMJIBI PEKOMEHIYETCS LpuMeHeHue Oosiee cnecuuHUYHBIX MCTOIOB aHalM3a — ra3’oBoi

xpomamrpaclmu HITH MacC-CTEKTPOMETPHH.

CoueTanHoe IPUMEHEHHUE TIPOTHBOIIOKA3ZAHO

[lpenapar Atpuria’  Hedb3s TPHMEHATh OIHOBPEMEHHO ¢ TepdeHaMHOM, acTeMH30TOM,
IH3AMPUIOM, MHIA30]1aMOM, TPHA30JaMOM, IIHMO3HI0M, OCIIPHIHIOM HIIH AJIKAJIOUIAMH CIIOPBIHBH
(HanmpuMep, ProTaMHHOM, JTATHIAPOIPTOTAMHHOM, PrOHOBHHOM W METHIDPrOHOBHHOM), TaK Kak
MHTHOHpOBaHKHE MeTaboJIH3Ma THX CPEICTB MOKET IIPHBCCTH K CCPBE3HBIM, YTPOXKAIOIIHM JKU3HA
peakumsM (cm. paszaen «IIpoTuBonokazanusy).

Bopuxonazon: oJHOBpeMeHHOE TPHUMEHEHHE CTaHJAPTHBIX 103 3(aBHpeH3a W BOPHKOHA30]1d
nporuponokasano. IlockombKy Atpunima®  SBIAeTCSs  KOMOMHHPOBAHHBIM  TIpeTiapaTtoM ¢
(UKCHPOBAHHEIMH  JI03MPOBKAMH  KOMIIOHEHTOB, 7033 3(QaBHpeH3a HE MOKET ObITh H3MEHEeHa;
03TOMY BOPHKOHA3071 M ATpHIIA® HC JOKHEI NPHMCHATHCS OJHOBPEMCHHO (CM. pasjen
«ITporusonokazanns» u Tabauiy 2).

3eepoboi npoovipreirennviu (Hypericum perforatum): OIZHOBPEMCHHOE NpPHUMEHEHHE Mpenapara
Artprruia® 1 38epo6osi IPOILIPABICHHOTO HITH TIPENApaToR Ha OcHOBe 3Bepo60s NPOALIPIBIEHHOTO
nporHeonokazano. KoHuenTpaus sgasupeHsa B I1a3Me MOKET CHHKATHCS NPH OJHOBPEMEHHOM
npuMeHeHun  3Bepobost  TIPOABIPABIEHHOIO0 B pe3yihTaTe  HHJAYKIMH  aKTHBHOCTH
MeTabOMU3UPYIOIIMX  npenapar  (QepMEHTOB MW/HJIM - TPAHCIOPTHBIX O€IKOB 1O0JA  JACHCTBHEM
3gepodod. Ecnm manMeHT yke NMPUHUMAET Tpernaparthl Ha OCHOBE 3BepodO0d MPOALIPABICHHOIO,
[IpHCM TaKHX IIPEnaparoB J0KeH OBITH IpekpallleH, olpe/ciieHa BHUpycHasd Harpyska W, ecim

BO3MOXKHO, KOHIeHTpauMs stasupensa. Kouuentpauus sbhaBupeH3a MOKET YBEJIHUHTLCS TOCHe

IIpCKpalicHus NpHeMa TnpenapatoB 3Bepobos npoibipseieHHoro. Muaynuupyromuit akTHRHOCTB




tbepmemoa 3(})(}}6[("1’ MOXKCT COXPAHATBCH HC MCHCC JIBYX HCIACIb IOCIIC NPCKPAllCHUA ITPHMCHCHHA

3repobos (cM. pa3nen «IIpoTusonokazanusan).

CoyeradsHoe IPUMCHCHHAC He PEKOMEHIYeTCH

Amazanaeup/pumonacup: B HACTOSIIEE BPEMS HEJOCTATOYHO JAHHBIX, YTOOBI PEKOMEHJIOBATD
IIPUMCHEHHEC  ONPCACIICHHBIX 103  aTa3aHaBUPA/pUTOHABMPA OAHOBPEMCHHO ¢  LIpLHApaToOM
Atpunna®. [TortoMy He pexoMeH/IyeTcs 0THOBPEeMEHHOe MPUMEHEeHHe aTalanaBHpa/pUTOHARKpA H
lpelapara A’i‘le‘IJla@ (em. Tabauny 2).

Juoanozun: onHOBpeMeHHOE MPHMENENHe Mpernapara AT‘pHI‘IJ‘Iai W JTHJ1aHO3HHA He peKoMenjyeTcs
(eMm. pazaen «Ocobbie ykazanus» U Tadbaumy 2).

Jlexapcmeennvie cpedcmea, IMUMUNGYUSL KOMOPHIX OCYUECTGAACMC Yepe3 NOYKu: TaK Kak
SMTPHITMTAOMH ¥ TeHODORHD IMUMHHHPYKOTCS TIPEHMYIIECTBEHHO 4epe3 TIOYKH, OJTHOBPEMEHHOE
IIPUMEHEHHE TIpelapara Arpuiia” ¢ JIEKapCTBEHHBLIMH CPEACTBAMH, CHIGKAIONIMMH ITOYEYHYIO
GyHKIMIO WM KOHKYPHPYIOIIMMH 33 AKTHEHYIO KAHAIBUECBYIO CEKPCLHMIO (HAIpUMEp, LHAO(OBHP),
MOXET YBEJIMYMBATL KOHIEHTPALMH OSMTpUIMTAOMNA, TeHodoBHpa WHIH  OJHOBPEMEHHO
TMPUMEHSEMBIX  JIEKAPCTREHHBIX  cpecTB.  Ilpemapar  ATpumma’ He  CleAyeT HasHAYaTh
OJIHOBPEMEHHO MJIM BCKOPE 110CJIE NIPHMEHEHHS HE(PPOTOKCHYIECKUX JIEKApPCTBEHHLIX MPEnapaToR.
Crucok  TakuxX TpernapaTtoB BKIIOYAET aMHHOTIIMKO3M/LI, amdotepuuuH B, raHuMxiosup,
(pOCKApHCT HATpUs, ICHTAMMIMH, BaHKOMHUMH, UHA0(GOBHD HIH HHTEpIeHKHH-2, 1O He

OrpaHAYUBAETCH TTEPEUUCIEHHBIMU (CM. pazjen «Ocobbie yKazaHum» ).

BiaumojielicTBHA MeXJy KOMIIOHEHTaMH Tperapara AT‘pHI]JaB' H MHIUOMTOpaMH 1LIpOTEasbl,
AHTUPCTPOBUPYCHBIMH IIPCNApaTaMi, KpOME HHIHOMTOpPOB NpOTeasbl, HE AHTHPETPOBHPYCHHLIMH
NEKapCcTBEHHBLIMM  TIpENapaTaMu  nepevydcieHsl B Tabmuice 2 (YBCIHYCHHE  KOHLCHTPAllMH
0003HaYeHO 17, CHHAKCHHE KOHUeHTpauuu o0o3HadeHo “|”, OTCYTCTBHE HW3MeHeHHH 0003Ha4yeHo
“=", IBaXk/Ibl B CYTKH 0003Ha4eH0 "2 p/cyT.”, 0JIMH pa3 B cyTKH 0003Ha4eHO “1 p/cyT.” W 0auH pa3
Kaxkaele 8 4 obo3HaucHO “Kaxable 8 47). B ckobOkax npupenensl 90% goBepHTEILHEIE HHTEPBAILI

(TIpM MX HAJIHYHH).
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Tabaumna 2:
"
BXOSIIITHME B COCTAB Npenapara ATPHILIA , H APYTHMH JIEKAPCTBEHHLIMH CpedCcTBAMH

B3anmoaeiicTeue

MeZRIY

npenaparaMs  Ha

OCHOBE MOHOKOMIIOHCHTOR,

.:[el(ap(."l'BCHHblC npenapatel no
TepanesTHYECKHM obaacram

Bansinne Ha  KOHUEHTpPaUWH
HPENApPaTOB B N1a3Me,

cpenHee uimenenne AUC, C,...,
Cuin B npouentax  (90%
NOBEPHTENILHBIIN HHTEpBAN, ecH
NPHMEHNMO), MEXAHHIM

Pexomengaunu no COUETAHHOMY
npuMeneniio ¢ npenapatoM ATpunia®
(3paeupensom 600 mr, sMmTpuunTabnHOM
200 mr, Tenodorupom 300 mr')

IpoTuRoHHpEKUHOHHBIC HIPENAPATHI

Ipomusosupycisie rexapemeeniivie cpedcmea dan aedenus BHY

Huzufumaops npomedsst

Atazanasup/puronasup/Tenodonup

(300 mr
1 p/eyr.)

1 p/eyr. /100 mr 1 p/eyr./300 M

ATazanasmup:

AUC: | 25% (1 42-]3)

Crax: | 28% (] 50-135)

Crin: | 26% ([ 46 -1 10)
OaHoBpEMEHHOC [PUMEHEHHE
Atazanapupa/puToHaBipa c
TeHO(OBHPOM HPHBOHT K
MOBBILICHHIO IKCHO3HUHH
TeHohoRHpa. bhonee BLICOKHC
KOHUCHTpauMH TeHodoBHpa MOTYT
MPHBECTH K VBEIWYEHHIO H9acTOTE
HCACITATCNBHBIX ARIICHHIA,
CRAGAHHRIY G
TernodoBHpa, BKIOYAs Hapymenns
(yHELHH 11042K.

npuMeHerreM |

Arazanasup/puronasup/adasupens

(400 mr 1 p/eyt/100Mmr 1 p/eyT. /600 Mr
| p/cyT., lIPHEM BCEX [IPEHAPATOB BO BPeMH
clkl)

AtazaHasup/pUToOHARMD/ Mharupen
(400 mr 1 pleyt 200 1 p/eyvr /600 mr

| p/ecyr., npuem Beex Npenaparos BO BpeMs
Clbi)

ATtazaHarup (Beuepom):
AUC: &% (| 9% - 1 10%)
Coa: T 17%*(18-127)
Crin: | 42%* (] 31 - | 51)

ATazaHarup (BeHCpOM):

AUC: —*/** (] 10% - 1 26%)
Coa: /% (| 5% - 1 26%)

Couin: T 12%*/** (| 16 -1 49)
(nuavkims CYP3A4).

¥ [pe cpaBlHelMH © aTasalaBHpoM
300 s/puronasuponm 100 mi
1 pa3‘cyT Bedepos Oc3 farupeHia.
Taxoe cunmenue C,, atazananupa
MOAET  OTPHLATEILHO  BJAMATL  Ha
HPPEKTHBHOCTD aTd3aHaBHpA.

**  OCHOBAHO HAd  UCTOPHYCCKOM
CPABHEHHH,

Oanospesennoe npuMeHenie
puBHpeHsa ¢
ATa3aHaBHPOM/PHTOHABHPOM HE
PEKOMEHTYETCH,

ATa3aHABHP/PHTOHABHP/IMTPHUA0HH

Bsaumoueicreme e H3YHI0Ch.

NMPUMEHEHHE
npernapara

OHorpeMenHoe
aTazaHapMpa/pHTOHaBHpa W
ATpPHILIAT HE PEKOMEHIYETCH.

Hapyuasup/puronasup/sdarupens

(300 mr 2
I p/eyr.)

5. /eyT.*/100 Mr - 2 p/eyT./600 mr

*N0361 HEKC PEKOMCHIOBAHHLIX, N0J100HLIE
e dekThl OXUIAIOTCH NPH NPUMCHEHHH
PEKOMEIAOBAHHLIX 103,

Hapyuasup:

AUC: | 13%

Crimid 31%

Corae: | 15%

(nunyknus CYP3A4)
Ddasnpens:

AUC: 121%

ez T 1%

Crax: T 15%
(nurubupoeanne CYP3A4)

JHapysasup/purodasup/TreHodosup

(300 mr 2 p./eyr.®/100 mr 2 p./cyT./300 Mr

Hapyuasup:
AUC: «

Coin: =

TpuMenienne  npenapata  ATpHiia® B
KOMOHHALKH ¢ JapyHEBHPOM/PHTOHABHPOM
800/100 mr | paz B ICHL MOKCT IPHBECTH K
cydonTHManLHoit MUHHMAILHOT
koHuenTpanuu  C.,  napyuasupa.  Ecm
npenapat  Arpunna®  npuMensior B
KOMDHHALLUK € DapyHABHPOM/PUTOHABHPOM,
HEODXOMUMO  CICI0BATH CXCME  JICHCHHA
napvuasup/putanasup 600/100 Mr nea paza
B JAcHL. JlapyHaBup/pHTOHABHpP cClleayeT
PUMENATE c OCTOPOAHOCTLIO B
KOMBMHAUMH ¢ npenaparoM Atpuiuia®, Cm.
pasjien  npenaparbl  IPYNIbl  PHTOHABUPA
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JlerkapcTBeHHBIE npenapars no
TepaneETHUELCKHM ofnacTam

Bausinne  Ha  KOHUEHTpPAaUWH
npenapatos B IJaive,

cpeanee wimenenne AUC, C, ..
Cuin B npouentax  (90%
JOBCPHTEILHBIA HHTEPBAJ, €ciun
MPUMEHHMO), MeXaHH3M

Pexomenpaunn no COMETAHHOMY
NPHMEHEHHIO ¢ NIpenapaTomM ATpHiIa"
(rpasupenzom 600 Mr, IMTPHUHTADHHOM
200 mr, Tenodosnpom 300 mr')

1 pJeyr)

* 10351 HUKE PEROMEHJIORAHHEIX

Tenodosup:
AUC: 1 22%
Coin: 137%

JlapyHaBHp/PUTOHABHP/SMTPHIKMTA0HH

BsaumouaefictBHe  He H3YHAIOCh.

fHe. Momer ObITE HazHadeH KOHTPOIb
hvHKIMKE 1oveK. ocobeHHD v DONBHBIX ©

CEPRCIHEIMH CHCTEMHRIMH HITH NMMOYCYHBEIMH
saboieBauaMu, HITH b NMAHEHTOR,

YYHTLIRAA pPazHYHLIC TYTH | NMPHHAMAKOUIAX HedpOoTOKCHICCKHE
ITHMHHALIHH, nekapcTierioe | CPEICTRA.
BIAUMOACACTBHE HE OXRMIIAETCH.

a.

Mocamnpenasup/putonasup/adasipens

(700 mr 2 p/eyr/100Mr 2 p /eyt /600 M1
1 p.J/eyr.)

Her KITHHHYICCKH
apMakoKHHeTHYeCKHX
BIAUMOACHCTBHH,

FHAYHMEIX

Gocamnpenasup/pUuToHaBAP/ IMTPHLMTAONH

docaMpeHaBup/puTOHaBHP/TeHOdOBHD

BiauMoaeicTBHE HE M3YHAI0Ch.

BaaumoaeHcTRHE He H3YHATOCE,

ATpunina®  H  docaMnipeHarRup/pUTOHABHD
MOIYT TIPHMEHATBCS  OfHOBpeMento  Ges
KOPPEKIHM J103bI.

Cum. pazaen
NHTOHARHPA HIDKE.

TIPCNAPATLI FPYILL

Hnaemasup/sdasupens

(BOO mr kaxkasie 84/200 mr | p./eyT.)

Dianupens:

AUC: &

("l!'uw: s

C-min: r

Hrammasup:

AUC: | 31% (| 81to | 47)

Cmin: 1 40%

OnuHakoroe CHUXKCHUE
IKCTIOZHLMH HILTHIIaBHpa
HaOMOOAIOCh MPH  BBEACHUH 103
HHaHHaBHpa 1000 Mr kaxaeie Bg ¢
ypasnpenszom 600 Mr 1 pa3 B cyTrH.
(naaykuns CYP3A4)

00 0IHOBPEMEHHOM TIPHMCHCHHH
aharupenza € HUIKHUMHE  J103aMH
puTOHaBHpa B KoMOWHAaMH  C
MHIHOHTOpaMKH  npoTeassl  CM.
pas.1e.1 1O PHTOHABHPY HHAKE.

Munuuarup/mTpuinTabus

(800 mr kamawie 84/200 mr 1 p./oyT.)

Wnaunasup:
AUC: &
Cigoes
OMTPHUMTAOUH:
AUC:

Lm‘: o

Hupunasup/renodormup

(800 mr kaacasie 84/300 mr 1 p./eyr.)

Huammasup:
AUC:
Cmat: 74
Tenotorup:
AUC:

Cman: =

Jannpix 18 pa3paboTey pekoMerIalmit mo
JI03UPOBAHHIO HHIWHABHPA B KOMOHHAINH ¢
npenapatoM  Atpumiaa®  He  JlocTatoumo.
XoTa KAHHHIeCKas 3HATHMOCTEL CHIDKCHHS
KOHLEeNTpalmit HHIMHaBApa He
YCTAHOB.ICHA,  BEAMMHHY  Hab/JKjiaeMoro
(apMAKOKHHETHICCKOTO  BIAHMOICHCTRHS
CIEJlyeT NPUHUMATE BO  BHHMAHHC T1pH
HasHAueNHH  JICYENHA,  BKIOHAOUIEro
aasupens, KOMIIOHEHT npernapara

Atpunna®, u wrTHHEARHD.

_-.]:I_OI'I}{HH.BprpHTGHﬁBHp/TEH()Q]OBHp

(400 mr 2 p/eyr. /100 Mr 2 p/eyr./300 mr
I p./eyr.)

Jlonmuuarup/puronanup:
AUC: «

Cmax: e

(-jrnin: -

Tenodarup:

AUC: 132% (1 25-138)

C"I'I'{l:':: e

Chon: T51% (1 37 - 1 66)

bolice  BBICOKME  KOHUCHTPALMH
TCHOORKPA MOTYT BLI3BATH
CBAZAHHKIE €  JICHCTBHEM  3Toro

npenapara HexenaTenLHLIe

ABJICHHA., TOM “HC/IC HAPYIICHHA

Jlanneix s pazpaboTky pexoMeHaaumii no
JIO3HPOBAHHIO JONMHaBHPA/PUTOHABHPA
NpH  NPHMECHCHHH B KOMOWHalMH ¢
npenapatom  Atpunna® He goctatoumo.
Oanospemenoe NpHMenene
JoNUHABHpA/pUTOIIaBHpa M npenapara

Atpunna® He pekomenayeres.,
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JlexapeTeennnie npenapaTsl no
TepanesTHUecKHM 0BaacTam

Bangnue Ha  KOHUEHTPAUMM
NPenapaTos B MJIasme,
cpeanee usmenenne AUC, O,
Cpin B npouentax  (90%
NOBENHTEIbHBII HHTEPBAA, ECIH
NPHMEHHMO), MeXAHHIM

Pexomengaunn no coMeTAHHOMY
NPUMEHEHIIO ¢ npenapatom ATpunaa’
(dasupeniom 600 Mr, IMTPHUUTADHHOM
200 mr, Tenodosipom 300 mr')

(hyHKUIHM 1T04EK.

JIONHHABAP/PHTOHABAD  MATKME  KarcyJibl
HITH pacTBOp 1A HPUMEHEHHA
BIYTPL/ 3 aBupens

JlonuHasnp/pHTOHABHP Tab/ierku

/»haBupcH3
(400/100 Mr 2 p/eyr./600 mr 1 pJeyt.)

(500/125 mr 2 p./eyr /600 Mr 1 pJeyT.)

3HavuTEILNOE CHUKCHHE
IKCIOSHLMH  JToTTHHABMpa TpedyeT
KOPPEKITH J103bl
TOMUHABHPA/pPUTOHARKPA. Ilpn
IPHMEHEHHH B KoMOMHauMA ¢
ABHPCHIOM " ABYMSA
HYKTCOIMIHEIMH - MHTHOHTOpaMH
obpatnoi TPAHCKPUTITAE,
533/133 mr

JOTAHABHPY/PUTOHABMPR  (MATKHE
Karcyiel)  JIBaXABL B JICHE,
KOHIEHTPalHH B nIasmMe
nonmunasrpa OLITH TAKMMK Ke, Kak
npH NpHMEHETAH
TONMWHABHPA/PUTOHARHPA  (MATKHE

kamcymet) 400/100 Mr grakan B
AeHb  Oes  odasmpensa  (aanHble
MPCABLIYIIHY HCCAEIOBAHHHA ).
Kounentparmu JIONTHHARHPA:
| 30%-40%

Konuenrpaumn JIONHHABHPA:
OJMHAKOBRl € TdKOBBIMH  1IPH
TPUMEHEHUN

JIONHHABHP/ PHTOHABKPA

400/100 Mr 2 paza B JAcHe Oes
adarupensa. Koppekims 103k
NAONHITARKPA/ PHTOHABAPA
HEODXOAMME NPH  OJIHUBPEMEHHOM
npUMcHCHUH  dhasupensa.  [Laa
QJIHORPEMEHHOTO NpPUMEHEHHS
paBHpeHsa ¢ HUIKHMH  03aMKB
pHTOHaBHpa B  KomOWHaums ¢
UHTHOUTOPOM 1IPOTEA3hl CM. PasiIe
10 PHTOHABHPY HHKE.

JlonuHaRHP/pUTOHABHP/ 3MTPHUKTAOHH

B3aumojaeficrBue He HIVHLI0Ck.

Puronasup/adasupens

(500 mr 2 p.feyr. /600 mrr 1 p./eyr.)

Puronasup:

Yipo AUC: T 18% (1 6-133)
Beuep AUC: «»

VPO Coae: T 24% (1 12 - 1 38)
Beuep Cpuy: <

Vipo Com: T42%(19-1806)
Beuep Coin: 1 24%(1 3 -1 50)
“diparupeHa:
AUC:121%(110-134)

Crax: T 14% (1 4 -1 20)

Chin: 1 25% (1 7 - T 46)
(MHrROUpOBaHNUE CYP-
ONOCPEAOBAHHOTO OKUCIHUTENEHOTO
MeTabonuima)

Inoxas nepenocumocts Obina v
KOMOMHALIHH hasupensu <
puroraeupom 500 Mr wmm 600 Mr
2pazda B JIcHb  (BOBHMKANH
TOJIOBOKPYHENHE, TOLINOTA,

OauoBpeMelnoe NpUMEHEHHE PHTOHABHPA
B aosax 600 M i npenapara Atpuiia® ne
pekomerayeres.  llpp  oaHoBpemenHoM
npuMeHcHHd  npenapata  Atpunna® ¢
HM3KHMH  j103aMH  PHTOHABHPA  BOIMOKHO
VBEIHYCHNE  HaCTOTHI  HeOIAronpHATHBIX
ABJICHHA,  CBA3AHHBIX ¢ JICHCTBHCM
spasupensa, B pe3ynLTaTe
dapmMakoAHHAMHYECKOTO B3ANMOICHCTBIA.
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JlerkapcTeeHHBIE Npenaparhbl no
TepanesTHYECKUM ofacTam

Bausinme  ma  KOHUENTpauuH
NpenapaTos B a3ime,

cpennee Himenenne AUC, Cu,y,
Cpin B 0OpoueHTax (90%
AOBEPHTENLHBIH WNTEpBAl, e
NPHMEHHMO), MEXAHUIM

Pexkomenaaumnnu no COMETAHHOMY
npuMenenitio ¢ npenapatom ATpunaa”
(3pasupenzom 600 mr, smrpuunrabunom
200 mr, Tenodoupom 300 mr')

napecTe3nn " MOBLIIEITHE
AKTHBHOCTH NCHCHOYHBIX
depmentor).  He  jocratouso
HannLX o MepeHOCHMOCTH
o(aBHpeH3a ¢ HM3KHMH  03aMH

puronasupa (100 Mr, onuy wiK aAsa
pa3sa B JICHB).

PuTOHaBMP/AMTPHUHTAOHH

BaaumoneiicTBUE HE H3YHAIOCh,

PutoHasup/TeHooBUp

Biaumoneicrane ne HIYHAI0CE,

Caxsurasup/puronasup/adannpen

Bsaumopeiictaue  He  u3ynmanock.
Huopmadms 1o oAHOBpeMeHHOMY
IPUMEHEHHID pasupensa ¢
HM3KHMH  JI03AMH  PUTOHARHPA B
KOMOHHAIHH c HHIHOUTOpOM
npoTeassl MpejcTapncna b pasgele
110 PHTOHABMPY BbILLIC,

Caxsunasup/puronasup/TeHodoBup Kmuauaecku THAYHMETX
(hapMAKOKHHETHHECKHX
RIAAMOICHCTRHH He ORUTD
OTMENEHO  NMPH  OJ(HOBPEMCHHOM
MpHMETICHHH Tenodoprpa C
PHTUHABHPOM, YCHIIEHHBIM
CAKBHHABHPOM.

CakBHHABHD/ PHTOHABUD/ IMTPHIMTaGH T

BianmoaeicTaHE e H3VIaI0Ch.

Jlawnerx Juis pazpaboTky pexoMeniatMii mo
JO3HPOBANHIO cakBHHaBHPA/pUTOHABHPA
HPH  UPHMECHCHUM B KOMOMHaUMM ¢
NPenaparoM Amunna@ HC JIOCTATOMHO.
OnroRpeMerHoe MPUMEHEHHE
CaKBHHABHpa/pUTOHABHpa W Tipenapara
Arpuria” ve pekomennyerca. [puvenenne
npenapara /\1"pvm:la’i B KOMOMHAUHMH ¢
CAKBUHABHPOM B Ka1eCTBE CAMHCTBCHHOTOD
HHTHOKTOPa NpoTeaskl HE PEKOMEHIYETCH.

Autaronuer CCRS peuentopos

Mapasupox/adasupens

(100 mr 2 p./eyr./600 mi 1 pu/eyr.)

Mapag#pok:

AUC 5 | 45% (] 38 -] 51)

Co: 1 51% (] 37-1 62)
Komuentpanmm  adasupensa  me
MIMEPHIHCH, HUKaKOIo aquperta He
OHHIACTCH.

Mapasupok/renoopup

(300 mr 2 p/eyr/300 mr 1 peyr.)

Mapasuipox:

J UC|'_1.'nI ez

Conael 3

Konuentpauun  tenodorupa e
W3IMEPATHCH, HHKakoro JdexTa He

O HIACTCH.

Mapagupor/smTpriETadun

BiaumozneiicTBHE He H3YUATOCh.

CM.  MHCTPYKUMH 110 MEIHLUHHCKOMY
HPHUMEHEHHIO A NEKAPCTBEHHBIX
TPEMAPATOR, COCPHATTHY MAPARHPOK.

HHrHGHTOP HHTErpaibt

Panrerpasup/sdasupens

(400 Mr oaHOKpaTHA 103a /-)

Panterpaeup:
AUC: | 36%

(“Ilh: 1 21%

Crax: | 36%
(HHOYKUHA
ypuarHanpocdar-
ITOKOPOHOZHITPaHedepassl )

UGTIA1

Panrerpasup/renodosup

(400 mr 2 p.leyr./-)

Parrerpasup/ sMTpuumtadu s

Crax: 1 23%

Panrerpasup:
AUC: T 49%
C]Zh:T %
Coax: T 64%
(MeXaHu3IM
HEH3IBECTEH)
Tenodosup:
AUC: | 10%

Cion: | 13%

B3AMMOICHCTBUA

B3auMOJeACTBHE HE H3YHWIOCh.

[Ipy  OfHOBpEMEHHOM  NPUMEHCHMH €
1]

npenaparoM  ATPHILIA  KOPPEKUHH J103b1

panterpaBsupa He TpefyeTcs.
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Jexapersennsie npenapaTthl 1o
TepanesTHYECKUM 00.1acTsM

BausiHue  Ha  KOHUEHTPANMH
npenaparTos B njaasme,

cpeance usmenenne AUC, C .,
Cupin B TpoueHTax (90%
NOBEPUTENLHLIIT UHTepPRAN, eclH
TMPUMEHHMO), MEXATH3M

PexomMenaauuu no COMETAHHOMY
npHMeHeRHIo ¢ mpenapaToM ATpunia”
(3pasupenzom 600 mr, sMTpHUHTADHHOM
200 mr, renodoenpom 300 mr')

HEHYKTe103HuINH (8]

uHrHdnTop  obpaTHoii

Hywaeosmanetii  wurudurop  ofpatnoil  tpanckpuntais  (HHOT)
Tpanckpuntasel (HHHOT) )
HHOT/adanupens CnicunHanbHLIC HCCNICNOBAHHA

'R'JE!II\[O,T[EFICTHHSI HE npnnn,rumﬂch c
spamuperzom 1 apyruvu HHOT,
KpOMe TaMHBYIHHA, 3WI0BYIHHE H
TeHodwBHpPA, Kimnnsecku
THAYKHMEIC  RIauMmojclicTRHE He
ODHAPVACHLL i HC MKKHIAIOTCA, Tak
KaK HHOT  w odasnpens
LS| iil"'lUJIH]H[J}"K)'l oM PaIHMHBIMH
IMTAMH, MATORCPOATHO, UTO OHH
lﬁ_\’_’l)"l' l{(l]l[\'}"r‘lq‘lt]ildl'rl: 34 001 | TC
He MeTa00NHINPYIOHE (ePMEHTDI
H ITYTH BLIBCICHHA.

Hs-3a cxouctra MekIy JdMUBYAHHOM M
IMTPHINTAOHHOM, KOMITOHCHTOM
npenapara ATpunna®, npenapat ATpmma@"
HE  CIEAYeT BBOJHTE OANHOBPEMEHHO ¢
JamuByaunoM  (em. pasaen  «Ocobwie
YEAIaHHAY ).

HHHUOT/>dasuperns

BaanmoneiicTane He W3yyanock.

IMockonbky NpHMeHeHRE IBYX TPEnapaTon,
orHocsiumxes Kk kiacey  HHHOT  we
OIATONPUATHO 110 COOTHOMICHHIO T10JB3a-
PHCK, O/IHOBPEMEHHOE MPUMEHEHHE
npenapara Atpunaia® # apyroro HHHAOT

Jwanoaun/tenodorup

OiHoRpeMEHHOE NpUMEHEHHE
Tenodosupa " Jnjano3Inna
[IPHBOAMT K YBEIHHEHHIO

IKCTIOZHIIHH JHIaHO3WHA Ha
40-60%, 4TO MOKET VBEITHYWRATH
PHCK CBA3aHHLIX C TIpHMEHenHeM
ITOTO npenapara NobOYHBIX
sbdexros. B penkux  coysasx
coofmanocs 0 PAIRUTHI
MAHKPEATHTa W JIAKTOALM034,
HHOTZIZ € JIETANBLHLIM - MCXOI0M,
QUHUBPEMEHHOE [IPHMEHEHHE
TCHOGOBHPA W JIWIAHOIMHA B 103¢
400 Mr exeadesHo Oblllo cBA3aHO
CO  3HAYHTENBHBIM  CHHIKCHHEM
HHCIE JUMouHTOR CD4.
BO3MOKHO H3-3a
RH}'T]:'I HKIETOUHOTO

BIAUMOICHCTBHE € YBEJTHUCHHEM
ypoBHA OCOPHIMPOBAHHOID (T.C.
aKTHBHOro)  jaWaanoidda.  llpn
NPUMEHEHUH  CHIOKCHHOH 10351
anaanospta 250 Mr B kKoMGHHALMA
¢ TeHogoBHpoM  coollmaiocs o

YACTBIX cyuansx
RHPYCONOIMYECKOW  Heyjla4¥  Ha
donie  NpHEMEHEHHA  HECKOIBKMX

TPOBEPEHHLIX KOMOHHQUHE,

Hunanosnn/spaenpens

B3anMOoIcHCTBHE HE H3YYATOCE.

Juaanosun/sSMTpHunTacun

BaaumoneiicTeie He H3VHAI0Ch.

HE PEROMEHLYETLH.
OiHOBpEMCHHOE TIPHMEHEHHE ATleT.’TﬂF’I_{
AMAAHO3HHE HE PEKOMEHIYETCA (CM. pasiel
«Ocolkie yKazaHus» ),
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JlekapcTBeHHBIE npenaparsl
Tepa NeBTHHECKHUM 0f1acTaMm

BiausaHHe  HA  KOHUCHTPAUHM
npenapaTos B njaime,

cpeanee wimenenne AUC, C,,,,
Cain B MpoleHTax (90%
AOBEPHTENBILIT HHTEPBAN, eciH
NPHMEHHMO), MEXAHHM3M

Pekomennaunn no COMETAHHOMY
NIPUMEHEHHIO € mpenapaTom ATpunia’
(3dasupenzom 600 mr, sMTpHUHTADHHOM
200 mr, Tenodoruponm 300 mr)

TIpoTHBOBHPYCHBIE NPENAPATH] LIS JCHEHH

st BUpYcHoro renatuta C

Bouenpesup/adanuperts

bouenperup:
AUC: + 19%*

OcraTodunie KOHIEHTpatiHH ﬁ()llﬂl'lpﬂﬂl!pﬂ R
NaasMe  CHHAATHCE T1PH TIPHMCHCHHH B

(800 mr kamasie 84/600 mr 1 p.J/eyr.) Crax: > 8% KOMOMHALIMH C spasupenzom,
Chin: | 44% KOMITOHCHTOM npernapara ,-\Tpumia“_
Sdasupens: Kounuueckyio IHAYWMOCT
AUC: + 20% HAOMOJaBIICTOCH  CHMIKCHHS  OCTATOMHEIX
Chax: = 11% KOHLIEH TPALHI Oouenpesupa He
(mavkuua CYP3A — pIMSHME HA | OLUCHHBAIM.
dotenperup)
*(-8 mac
OTtcyreTeHe ahexta (=)
COOTBETCTBYET CHHIKEHHIO
CPCIHETO COOTHOMEHHS Ha = 20%
WITH YBETHICHHIO CpPEJIHETO
COOTHOMEHHS Ha < 25%.

Tenanperup/apasupens Tenanpesup (oTHocHTENEHO fo3kl | Hpu  ofHOBpeMeHHOM  NPUMEHEHMH ¢

-]

DdrasupeHs:

AUC: —

Crigs e

Cmin: iR

OTcyTeTRAE pperTa (=)
COOTBETCTBYET CHIKEHHIO
CpeaHero cooTHOWEHHA Ha = 20%
HIIH YBEAHYEHHIO CpeaIHero

COOTHOIIEHAA Ha < 25% .
(vaaykums CYP3IA4)

Cumenpesup/smrpuunradus

BiauMoneiicrBue HE  M3VYHAIOCH.
Knunnuccku THAUUMBIX
B3AMMOIEHCTRHE  He  oxMaaeTcs,
Tak Kak CHMENpesup H
IMTPHLUHTAOHH BbIBOLATCA
Pa3IHYHBIMH ITYTAMH,

Cunmenpesup/renodosup

(150 mr 1 p./ey./300 Mr 1 p/eyr.)

Cumenpesup:

AUC: &

Cmam: L

Cmin: o

Tenodoesup:

AUC: +

Cmu: =

Cmin: S

OrcyTerrue dexta (+)
COOTBETCTBYET CHWKEHHIO
cpednero coornowenns na < 20%

750 Mr kakabie 89): Ipenaparom Atpuiia Telanpesup
(1125 mr kasasie 84/600 Mr 1 p/eyr.) AUC: | 18% (]| 8- 27) clellyer TpPHMCHSTE Mo cxeme 1125 mr
Crae: | 14% (] 3 -] 24) Kakible B vacon.
Crin: 1 25% (] 14 - | 34)
Dpannpens:
AUC: | 18% (] 10- | 26)
Crax: | 24% (] 15-] 32)
Coinz 1 10% (1 1-119)
- (mrnykums CYP3A sdasupenzenm)
CumenpesHp/adasHpeH? CuMenperup: OnHospeMeHHoe TIpUMeHeHMe
AUC: | 1% () 67 10 | 74) cHUMenpesnpa [ adaBupenzom,
(150 mr 1 p/eyt. /600 Mr 1 p./eyT.) Chax: | 51% (] 46 10 | 56) KOMIOHENTOM  npenapara  Atpuia”,
Coin: } 91% (] 88 10 | 92) IPHBOJAUT K 3HAYHTCIBHOMY CHHKCHHIO

RﬂHIltll’l‘]‘iﬂl[lln CHMETPCEHPA B NIA3MC W3-
34 TIOBBILICHHS AKTHBHOCTH M'.30¢)CPMCIITB

CYP3A  odasupenzom, B pesyibrure
BOSMOMHA NaTeps TCPANCBTHHMCCKOTrO
shdexta cumenpesupa.  OaHoBpemeHHOE

NPHMEHEHHEC CHMETIpEBHpa C© npenaparoM
&
A'ipmmu HC PCROMCHLYCTCH.
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.HEKHDCTBEIIHBI(‘ npemapare! no
TepaneeTHYECKHUM obaacTam

Bausinne  Ha  KOHUEHTpAUMM
NPCHAPATOB B L1A3ME,
cpeanee uimenenne AUC, Cg,.,
Cpin B NpouedHTax (90%
JOBEPHTENLHLII WHTepBAT, ecian
HPUMEHHMO), MEXATHIM

Pexomenaannmu no COYETAHHOMY
npuMeneniio ¢ npenapatom ATpuniaa®
(apasupenzom 600 mr, smrpuunTaburom
200 mr, Tenodosupom 300 mr')

WITH YRETHHCHUIO cpeHero
COOTHOLWIEHHA Ha < 25%.

IporusomMukpobibie npenapaTe

KnapurpomMunnn/sharupeHs

(500 mr 2 p./eyr /400 mr 1 p./eyT.)

KnapurpoMumi:

AUC: | 39% (] 30-] 46)

Coax: | 26% (] 15- ] 35)
KaapurpoMuims
l4-ruapokcumeTabonuT:

AUC: 134% (1 18-153)

Crax: T49% (1 32-169)
Didasupens:

AUC: &

Coax: T 11%(13-719)

(uayykinig CYP3A4)

Crine BOIHHKAIA ¥ 46%
HeHH{HIMpOBaHHLIX
100pOBOILLEE, Oy YABIIHX
3paBHPEH3 W KIAPHTPOMHLINH.

KapurpoMHIIMH/ AMTPHUIMTa0HH

BaaumoIciicTBHE HE MAYYAIIOCE.

Knaputpomutmn/rerogonup

BianmoseficTaie 1e W3ysanock,

Kiavnnyeckas 3Ha4HMOCTh STHX H3MEHCHUI
YPOBHCH KIAPHTPOMHIHHA B TUIA3ME HE
M3BCCTHA, MoxHo paccMoTpeTh
NpUMEHeHHE anLTePHATHBHEBIX
KIAPUTPOMHLMHY — JICKapeTs  (Hanpumep,
AIMTPOMHLIAA).  DPPCKTHBHOCTE  APYTHX
MAKPOIMAOR, TAKKX Kak SPUTPOMWIH, B
codetanvu ¢ mpemapatom Atpuitia®, e
M3YHallaCh.

TpoTusoMHKOGAKTEPHATLHEIE CPEICTBA

Pudabyrun/saprpens

(300 mr 1 p/eyT./600 Mr 1 p./eyT.)

Pudabyrun;

AUC: | 38% (] 28- | 47)
Crae | 32% (] 15 - | 46)
Crin: L 45% (] 31 -] 56)
Sdasnpers:

AUC: &

O ppieed

Crin: L 12%(] 24-11)
(nuaykms CYP3A4)

PudabyTun/MTpHIMTAONH

BaauMonelictrue He uavyanock.

Pudadyrun/rernodosup

B3unMOACHCTBIE HE H3YYAIOCH.

Cyrovnas josa pudadyvrusa aomwna Obire
yeeaudena Ha 50% 1npu NIpUMCHCHHE B
kombuHaru ¢ npenapatoM  Atpuiia®.
Heobxoxaumo onennTL nenecoobpasinocts
yeeauvenus ao3el pudabytna B 2 pasa
1IPH 1IPHMEHEHMH 2 MK 3 pasa B HEIEMO B
KoMOMHAIMM ¢ mperapatoM  Atpuiia®
Kmunuveckuit addext vBenmuenus jpo3w
pudadyrnaa npu npuMererny 2 win 3 pasa
B HEICH0 B COYCTAHMH C [IPCHAparoM
Ap'rummm He Oun oucHed. 1py npuuaTHH
pelieHrs O KOPPEKUMH J03L1 HeolXoanMo
YUHTLIBATE HIUIHBHAY AL HYIO
NCPCHOCHMOCTL M BHPYCOIOTHYCCKHIT 0TBET

(cm. paznen «DAPMaKONOTHUECKHE
cBocTBAY ).
Pudamnuunn/spasupens asupens: Ipu OJHOBPEMCHHOM NPHMCHCHHH

(600 Mmr 1 p/eyr /600 Mr 1 p/eyT.)

AUC: | 26% (] 15-] 36)
Crne | 20% (] 11 -] 28)
Con: 1 32% (] 15- | 40)
(nuaykuns CYP3A4 u CYP2B6)

Pudamnuuun/renodorup

(600 Mr 1 p/eyr./300 mr 1 p/eyT.)

Pudammaimn:
AUC:
Crgnrts
Tenodgorup:
AUC: —

Crax: =

Pudammuuma/smrpuunradyi

BaaumoacicTeHe He HIYHATOCE.

npenapata Atpunna® ¢ pudamnuimeon v
nauMenTon ¢ maccoif tena 50 kr w Gonee
IKCIOSHIMA, CONOCTUBHMAN C DKCIIOSMLMEH,
NOIY4acMOii NP NIPHCME  CXKCAHCBHOI
JLO3RE atpanupenza 600 M Ges
prpaMnuIMHA. MOXKET OBITh JOCTHIHYTA,
€ClAH NPHHAMATL  JAONOIHHTEIbHYIO JI03Y
200 mr/cyr (Beero BOO wmr). Kimawveckuii
ekt  ITOH  KOPPCKTHPOBKHM 103k
non#xHeM obpazom He wavuancs. Cnenver
YHUTLIBATE HHAMBHAYAILHYIO
NEPEHOCUMOCTE W BHPYCONOIHYECKHI
arser, NPHHHAMAH PELICHHC Q
KOPPEKTHPORKE  JI03RL (cM.  pasjen
«dapmakosioruueckue  ceoiictsan). He
PEKOMCHYCTCA  KOPPEKTHpOBATH  JIO3Y
pHQAMIHIHHE  PH  KOMOMHHPOBAHHOM
1IIPHEME € NpeliapaToM ATpHILIA .
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Jlekapcrsennbie npenapatbl no

TEPANCBTHHECKHM 00JacTHM

Bansinne  Ha  KOHUEHTpAaUHH
NpenapaTos B NJasme,
cpennee mimenenne AUC, Cp,,.
Chin B NpoleHTax (90%
JOBEPHTEALIBIT HHTEPBAT, ecan
NPHMEHHMO), MEXAHHIM

COMETAHHOMY
npUMenennio ¢ npenapatom ATpuiaa®
(3haeupenzom 600 mr, smTpHUNTAGHHOM
200 mr, Tenodoruponm 300 mr')

Pekomenaauun no

lIpoTHBOrpHOKOBBIC CPEACTBA

Hrpaxonazon/sdarupens

(200 Mr 2 p./cyT./600 M 1 pleyT.)

Hrpakonasomn:

AUC: | 39% (] 21 - | 53)
Chax: 1 37% (] 20- | 51)
Coin: | 44% (] 27 - | 58)

(cHWEEeHHE KOHIEHTPALWH
HTpakoHa3ona: HILTYKIHA
CYP3A4)

[ MApOKCHHTPAKOHA3OI:
AUC: | 37% (] 14 - | 55)
Crax: 1 35% (] 12- | 52)
Coun: 1 43% (] 18- | 60)
Dipaupens:

AUC: &

Cmu-' =
Cpetien

OHA30I/IMTPHLIATAGHH
HrpakoHazol/TeHodhosup

BiamvoschcTnue He

B3auMOoueiicTBHE HE HIVIANIOCK.

Tak  kak HET  PEKOMCHIAUWH 1o
JIO3UPORAHHIO WTpaKkoHa30Ma npH
coYeTaHIloOM TpPHMEeHeHHH ¢  TIpernaparoM

®
ATPHILIA™, CIELYET PUCCMOTPETh BOIPOC 0
NPHMEHEHUH ANLTEPHATHBHRIX
MPOTHBOTPHOKOBLIX CPEICTE.

[Moszakonazon/>dasupens

(/400 mr 1 pJeyr.)

[Mozaxonazon:

AUC: | 50%

G [ AS%

(UDP-G woysmmsy)

TTozakoHa301/ M TPHLHTA0HH

BisaumoaeficrBue He HIVHAI0Ch.

ITozaxonazan/renodiorup

BiaumoaeiicTaue He u3 YHATOCE.

Oﬂlll'll'iptlﬂclﬂli."ll'(l TPHMEHCHHA
NO3dKOHA30/1a W Lpetapara A'l'pl'lll.'l'd‘x
CIENYET Tr'l’jﬁ'i:l"‘a'l"‘bf 33 HCKIHMCHHCM  TeX
CITYHACH, Korjla nmolk3a oT  JIeHeHUS
nepeecuBacT MOTEHIHATbHBIH PHCK LA
TNAUMCHTA,

Bopukorazon/spasupens

(200 mr 2 pleyr /400 Mr 1 pleyT.)

Bopukonazon:

AUC: | TT%

Cox: | 61%

ipaBupeHa:

AUC: 1 44%

Crax: T 38%

(konkypenTnoe  MHrnGUpoBaHKe
OKHCIMTEIBHOTO MeTaboIM3Ma)
OJTHORPCMCHHOEC MpUMeHeH}e
CTaHIAPTHHIX 103 3daBupeHza u
BOPHKOHAI0Id  NPOTHBONOKA3AHO
(cm. paznen «llporusonokazanuay ).

Bopukonazon/smrpuumradun

BaaumoaeHcTBHe He H3y4aloch

Bopuxonazon/teHodoBup

BaauMoeiicTBHE He H3yHanoch

Iockonkky ATpHTIIa® ARIACTCH
KOMOHHHPOBAHHEM MpENapaToM c
HKCHPOBAHHBIMK  103dMH  KOMIIOHEHTOB,
103y HpaBHPCH3A HCBOZMOXKHO HIMCHWUTE, B
CBA3H C ITHM ROPHKOHA107 W ATpuria® He

JOMAHE! TPHMCHATECS 0AHOBPEMEHHO.

[poTHBOMANHPHIIHBIE IPENAPATBI

Apremerep/nymedantpun/adapupens

ApTtemetep/TyMedalTpHI/IMTPHUNTA
Oun

Apremerep/mymedanTpus/Tenodorup

ApTemertep: Tak  kak  cHWKkende  KOHLEHTpaLMi

AUC: | 51% apreMeTepd, JAHMHAPOAPTEMUSHHUHA WK
(20/120 mr Tabnerkn, 6 noz no 4 rabnersn | C..0 | 21% ayMeaHTpHHE  MOWKET  NPHUBCCTH K
Ha npotsxenun 3 et /600 mr 1 pofey.) JuruapoapreMusHHnl  (AKTURHBIA | CHHACHUIO NPoTHROMANAPHiiHOrO YpdekTa,

merabonur): pexomeniyercs colnronark 0cTOpoKHOCTL

AUC: | 46% npH OJHOBPEMEHHOM NPHMEHEHHH

Crax: | 38% npenapara  Atpunna™  wm TaBnerox

llymedantpun: apremerepa/nymedanTprsa.

AUC: | 21%

G v

Ddasupens.

AUC: | 17%

Cmax: 3

(CYP3A4 uHavKims)

BiaumoneicTere He H3YHQIOCD.

BiaumoneiicTeue He H3yuanock.

____iporyaunn | AToraxom: OHoBpeMeEHHOrO NPHUMEHEHUA

ATOBaAXOH H
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J]tKapC'IBCIIHblE npenapavtel no
TEPANMEBTHHECKHM obaacTHM

Bausinme  Ha  KOHUEHTpAlMM
NPenapaTos B naaiMe,

cpearee wsmenenne AUC, €.,
Cuin B NpOUEHTAX (90%
JIOREPHTENLHLIIT HHTEPBAN, eclH
MPHMeHNHMO), MeXaHHIM

Pexkomenanun no COMETAHHOMY
npUMeHerIIo ¢ npenapaToM ATpunaa’
(adasupenzom 600 mr, sMTpHuMTaGnom
200 mr, renodposmupom 300 mr')

ruapoxopua/adarpens

AUC: | 75% (| 62 - | 84)
Coae: | 44% (1 20 - | 61)

IHAPOXAOpHI/ TeHohoBHp

(250/100 mr  opmoxpatnas  goza /600 mr | Tlporyamn:
I p.feyr.) AUC: | 43% (1 7-165)
enecas Crnaxt ¢
ATOBAXOH 1 nporvasui | BsaumoneRcTre HE H3YUAIOCE.
THIPOXTOPHI/SMTPHUHTA0HH
Atosaxon " nporvanen | BzaumoaelcTsre He H3yvanoct.

ATOBAXOHA/NPOTYZHUIA ¢ 1IpelaparoM
.Mpmma“" CIIENIVeT, TIO  ROTIMOKHOCTH,
H30CTATL.

Hpomusocydoponcuste cpedcmaa

_ﬁapﬁm8'5CIIHH.".')MT'|JHUH1.‘EI16I}I{'};-

KapOamasenun/spasupens

(400 mr 1 p./eyr/600 Mr 1 pieyT.)

KapDamasernun:

AUC: | 27% (] 20 - | 33)
Coa: 1 20% () 15- ] 24)

Coin: 1 35% () 24 - | 44)

Otpasupens:

AUC: | 36% (] 32 - | 40)
Coac ) 21% () 15- ] 26)

Chin: 1 47% (| 41 10 | 53)

(CHHKEHHE KOHUCHTPALIM i
Kaphamazcruna: WHIYKUHA
CYP3A4: CHHXKEHHE
KOTLEHTPaLH ypannpensa:
unaykins CYP3A4 w CYP2B6).

OIHOBPEMEHHOT IPUMEHEHHE

Oonee BRICOKMX 103 MhHarHpeH3a

WITH kapﬁa.ua?.cmma HE H3YHATIOCE.

BianmoaeiicBue HE 13 YHAI0Ch.

Kapbamasermi/tenodosup

Biaanmoaeicrsue He H3IVIAI0CE.

Her  pexkomennzanuwii 1o I03HPOBAHHIO
npemapara  Artpuiia®  w o kapGavazenuna
npH  KOMOMHHPOBAHHOM  TIPHMCHCHHH.
Creyer paccMOTpeTs  LelecoobpazHocTh
IIPHMEHEHUA JIpYroro
TIPOTHROCYIOpOXkHOTO Tipenapara. Cnenyer
NEPHOIHYSCKH  KOHTPOTHPOBATL  YPOBEHE
KaphaMasenuua B niamMe.

Qeuntonn,  denodapburan w apyrue
NPOTHROCYIOPOMHEIC TPENapaThl, KOTOpLIC
spasioted cyberparamu wsodepmenton CYP

He wuayvanock niaumoleHcTRHE ©
aarUpenseM,  IMTPULHTAOHHOM
win  TeHodopupoM.  Cyluecrsyer
PHCK YBCIHYCHHA M YMCHBIICHHA

MAa3MCHHBIX KOHLICHTpaLHii
feunronna,  denobapburana  w
APYTHX NPOTHBOCY0POAIILIX

11penaparos, ABAAKOUIHXCH
cybcrparamu Hiodepmentoe CYP.
NPH OJIHOBPEMEHHOM  [IpHEME ¢
sdasuperzom.

Hpu OIHOBPEMEHHOM NPUMEHEHHN
npenapara Arpunia® c
NPOTHBOCYI0POKHBIM npenaparom,
KOTOpPBIH AB/IACTCA cyberparom
H30()epPMEHTOR CYP, HCOOX0AHMO
NEPHOJIHYECKH ONPENEIATE KOHIEHTPalMIo
NPOTHBOCYA0POKHBIX npenaparos B

[1asMme,

Bansnpocpas kueaota/spanupens

(250 mr 2 p./eyr. /600 Mr 1 pJ/eyT.)

He  ofwapyxkeHo — KIWHHYECKH
JHATHMOTO BIMATIHS Ha
(apMakoOKMHETHKY ypasupeHsa.
OrpaHHYCHHBIC TaHHBIC MO3BOIAIOT
MPEANOINKHTE, HTO KIWHHYECKH
3HAYHMOTO BIUAHUS Ha
dapMakokMIETHKY  BaLNPOCBO
KHCJIOTHI HET.

BanLnpocsas KHCIOTA/ IMTPHIIHTAOHH

BaaumoJeiicTBHe He U3yHanoch.,

Bansnpoesas kucnora/teHodosup

B3anMoAcHCTBHE HE M3YHLIOCH.

ATPHIIIAK! W BAALNPOCBAs KUCIOTA MOFYT
OAHOBPEMENHO MPHMEHATLCS be3
KOPPeKLHH 103, Heobxoaumo
KOHTPOJIMPOBATL  PA3BHTHC  CYTOPOKHBIX
NPHNAIKOR Y [ALHEHTOB.

Burabarpun/sdarupens

Iabanentun/rdasupens

\!ﬁﬂQBCPQHTHi! Kf_l}!KﬂrPC! 148 34
[ttt mboliies st St b P i

BaaumoznelicTBHe  HE  W3IYYANOCL.
Knunnuecin IHAYHMBIX
B3aHMOCACTBHIT  HE  OXKHAACTCH,
TdK KdK BUradaTpHH M rabancHTHH
BLIBOIATCH HCKIIOMHTCNILHD B
HCH3IMEHHOM  BHJIC 4epe3 TMOYKH:

ATlemnam ¥ purabarpun i rabancnrun

MOFYT  NPUMEHATBCA  OJHOBPEMEHHO,
KOPPEKIMH 103bl He TpedyeTcs.
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JlekapcTBennbie npenaparei
TePANesTHYECKHM oDaacTam

no

Bauauue Ha  KOHUEHTPAUHH
NpenapaToB B 1aiMe,

cpeanee usmenenne AUC, Cg,,,
Cain B NpoueHTAX (90%
JNOBEPUTENLHBLIT HHTEPBAJ, ecaH
NMPUMEHHMO), MEXAHHIM

Pexomengaunmu no COMETAHHOMY
NPHMEHEHHID ¢ TIPenapaTomM .-\'rplm:ra"’
(darupenzom 600 mr, IMTpHIHTADHHOM
200 mr, Tenodosnpom 300 mr')

!\{l!'l'ilﬁt‘i_i'!Hfllip_\’l\"mll‘ic lI}L'pMCHI'I-] H
MYTH BLIBCICHHA C "I(}I&Ht_‘plCH'JOM.

Burabarpuu/ smMTpUIHTaA0HH
TaBaneHTHH/AMTPHIMTAOHH

BaaumoneiicTane He U3 YHAIOCh.

Burabarpun/renodoBup
I"abanenTHH/TeHOPOBHP

B3aumoaeRCTEHE HE H3YYRIOCE.

| AHTHKOAI'YJIAHTBI

Bapdapun/sdasupens

Auenoxymapon/spanupens

BaaumojielicTRHe  He  WIVHANOCE.
Bo3moAHo Kak YBCNHUCHHE, TaK W
VYMEHBLICHHE KOTUCHTPAHH
BapdiapHHA/AICHOKYMAPO .1 B
IL1A3MC 1101 BIHAHHCM MhaBHPCH3A.

Moxer noTpeboBATRCS  KOPPEKINA  103BI
rapflapuHa  WIH  AlEHOKYMapoia  [pH
OJINOBPEMEHTTOM HPHMEHEHHH c
npenaparom Arpuiia®,

AHTHAEINIPECCAHTEI

CenexTusnbie HHrHduTopLI oGpaTHoro 3axaata cepotoHuna (CHO3C)

Ceprpami/sdasupens

(30 mr 1 p/eyT/600 Mr 1 p./eyT.)

Ceprpanun:

AUC: | 39% (] 27 - | 50)
Craxt | 29% (1 15 - | 40)
Couin: | 46% (] 31 -] 58)
Diasupens:

AUC: <

Coae: T 1% (16 -1 16)
len- 2

(CYP3A4 nHayxums)

CeprpaMn/smMTpHIHTadHN

BiaunoaeiicTRue He HIYYATOCE.

Ceprpami/tenodosup

Bsanmoneficrane He H3 YHAIOCh.

Ipu
1IPENapaToOM
VECIIHYMBACTCA ¢
apderra.

U;l!l()l’ipC“C!IIIOM MpUMETeHHH [
®

ATpuitia 1033 CcepTpalivna

VHCTOM  KIHHHYCCKOTO

serabomuueckuit npodmnek, uro u
JUIS NpOKCETHHA, T.¢. Ol ABASeTCA
soitaei wHrHOuTopom CYP2D6,
MOWHO ORKHIATEL. 4TO (UIYOKCCTHH
TAKKE Oyner
BIAUMOACHCTBOBATE c
paBUpeH3onM.

He

PayOKCETHH/ IMTPHIIHTAOHH

BaaumMoelicTEHE HE HIYYaI0Ch.

davokcerni/TenodosHp

B3auMoAeACTBHE HE H3YH@IOCh,

IlapokceTun/sdasupeHs ITapokceTnH: Arpuria® " MapoKCCTHH MOTYT
AUC: <« NIPHMEHATRCS OJTHORPEMEHHO bes

(20 mr 1 pleyT /600 mr 1 p.ieyT) C s+ KOPPEKUHH 10351
CITIII'I" 25
Dpasupens:
AUC: —
Cnut: b
Ciies =

| lapokcerun/surpuunradun B3ammozeiicToue e M3yuanock.

[lapokcerun/TeHodoBup BiaumoaciicTBHE HE HIVUANOCE.

Oayokcernn/adasuperns BanmoacicTeue  He  M3Y4a10Ch. | ATpHmnia’ H dayokceTHn MOTYT
[Mockoabky  Juiss (IVOKCETHHL | HPUMEHATBCH QIAHUBPEMEHHO bes
XapakTcpcH TOT HC | KOPPEKINH JIO3BI

Huruduropss ofpaTaors 3axeara HopaipeHa.

THHA H ..'.lﬂil]all HWHA

Bynponmon/adasupena

BuIcROOOACIEHHA )/600 Mr 1 paz/cyT. |

[150 Mr oanokpatHas a0sd (3aMCIUICHHOTO

bBynponuon:

AUC: | 55% (] 48 - | 62)
Cruax: | 34% (] 21 - | 47)
I'napoxkenGynponnon:
AUC: &

Crax: T 50% (1 20 to 1 80)
(CYDP2B6 HHayKuns)

_Bynponwon/amrpuumrabun

BaauMmoacicTene ne H3IYHAM0Ch.,

Joza OVIIPONHOHA H3MEHMEICH ¢ YHETOM
auHnbeckoro afexra, HO He creayeT
NpeBLINATE MAKCHMANTLHO
pekomenlosannyio 103y, Koppekiin nosw
spasupensa He Tpelyercs.
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JlekapcTBeHHBIC npenaparel no
TepaneBTHYeCKUM ob1acTaM

bynponuoi/TenogorHp

Bausnune Ha  KOHUEHTpAUHH
NpenapaToB B nJjasme,
cpeatiee usmenenne AUC, Cg,,,
Coiw B  npouentax (90%
NOBEPHTEABHLIH HHTEPBAJI, CCAH
NPUMEHHMO), MEXAHHIM

Pexomenaaunn no COYETAHHOMY
NPHMEHEHIIO © npenapaTom ATpuiia’
(daeupenzom 600 mr, sMTpHnHTADHHOM
200 mr, Tenodosupom 300 mr')

B3auMoUelCTBHE HE H3YHIOLE,

Ce PACHHO-COCYIHCTBIC NPENApaTh

Baokamopu "mediennnx" Kaasyuesux Kananod

Juirrrasem/adasnpens

(240 wmr | paz/cyT./600 Mr 1 paz/cyT.)

JnnTnaszem:

AUC: | 69% (| 55- | 79)
Conax: L 60% (| 50 - | 68)
Crin: § 63% (] 44 - | 75)
JnaueTHaauIrHasem:

AUC: | 75% (] 59 - | 84)
Croae: L 64% (] 57 - | 69)
Crin: $ 62% (] 44 - | 75)
N-MOHOZECMETHLIMITHAZCM
AUC: | 37% (] 17- | 52)
Crnax: | 28% (] 7 -] 44)

Coa: L37%{] IT~).52)
Idasupens:

AUC: 1 11%(15-118)
Coen: T 16% (1 6 -1 26)
Crin: T13% (11 -1 26)
(CYP3A4 miuaykums)
ViehuueHue
{hapMAKOKMHETHUCCKHX
napa\!f:'rpna '!(11.'IR“DL‘]T'!§_| HE ﬁl.l!'“)
pacieneno KdK KIAHIHYECKH
SHAYHMOE.

Jlunmruasem/smMTpUuMTatHH

Baaumonaeiictaue He H3VHANIOCE.

Jlnnruazem/renodoBHp

B3anMo/ICHCTRHE HC H3YHAIOCE.

Tlpu  opnoBpeMeHHOM  NPHMCHEHMN  C
npenaparom Atpunaa® 1oza amrmHazema
HIMEHACTCA € VIeTOM  KIHHHYECKOTO

spderra (cM HHCTPYKIIO mo
MEHIHIICKOMY TTPHMEHENHIO s
JNIITHAZCMA ),

Bepanamu.  Qesoananmn,  nudeadnun u
HHKAPIAHITAH

BiammoaedcTsie ¢ paBupeHson,
IMTPHUMTADHHOM M TeHO(OBUPOM
He uivuanock. bcma aasupens
NPHUMEHACTCH  OJIHOBPEMCHHO €
GnokaTopom "MeLtennex”
K IbUMCBBIX  KaHAIOB.  KOTOPbIH
ARIgeTea cvOCTparov wiodepmenTa
CYP3A4, BRO3MOKHO CHHKCHHC
KOTLelTpaty  s1oro  Girokatopa
"MENICHHBIX" KAILIIHCBLIX KAHATOR
B I TA3MC.

Ilpn  0AHOBPEMEHHOM  LIPHMCHEHHH €
npenaparoM  ATpHILL a® nona 6 IOKATOPA
"MeAmeHELIX" KANLIHCRLIY KaHANnoe
HIMCHACTC  C VUETOM  KJINHHYCCKOro
apderra (oM. HHCTPYKIHH no
MEJIMUMHCKOMY TIPHMCHCHHIO 1018 KakI01I0
Buokaropa "Me/UICHHBIR" KalLIHERRIY
KaHAIIOR).

INunoaunuaeMuyeckHe JIEKAPCTBCHHBIE CPCACTBA

Hucubumopst I'MI-KoA-pedyxmazn

ATopBactarun/>aBHpens

(10 Mr 1 paz/cyT, 600 Mr 1 paz/cyT)

ATOPBACTATHH:

AUC: [43% (]34 - [50)
Coax: 112% (] 1 - [26)
2-rHAPOKCHATOPBACTATHH:
AUC: [35% (] 13 - [40)
Conae: 113%(]0 - |23)
4-IHIPOKCHATOPBACTATHH:
AUC: [4% ([0 - [31)
Conax: [47% ([0 - [5]1)
Ob6mmit sddest  unrnbuporannsa
I'MI'-KoA-peaykrasur
AUC: |34% (|21 - [41)
Coac: 120% (]2 - 126)

ATOpBACTATUH [MTPHIIHTADHH

Baanmo/IcHCTRHE HE H3YUATOCH.

Atopractarii /Tenodosrp

Biaumoneicreie e H3IYHWIOCh.

HeoOXoMuMO  EPHOJIMYECKK  ONIPEICnsTh
yporeHt  xonectepuna B kponu. [pn

OAHOBPEMCHHOM [PAMEHEHHH c
Hpenaparom :\l'pliil;laﬁ MOAKET
noTpehoBaThes KOPPCKIIHA 03B
aropsBacTarida  (CM.  MHCTPYKUMIO 110
MEIHLUHHCKOMY IIPHMEHCHHIO
aTOPBACTATHHA).

I Iparacrarur/sdparnpen

lIparacraTuu:

AUC: [40% (126 - |57)

Heobxoaumo  neproiuueckn  onpeiensts
VPUBEHbL  XoJecrepHHa B Kpoed,  [lpu
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J-[l.‘I(ﬂpl:TBellllblE npenapavii
TEPANEBTHYECKHM obaacTam

no

Bausinme  HA  KOHUEHTPAUHH
NpenapaTos B MaiMe,
cpeanee uimenenue AUC, C.,.,
Cpin B NpOUEHTAX (90%
AOBepHTEALHBIN HWHTEPBAJ, ecan
NPHMEHHMO), MeXaluIv

PekoMen1atun no COMETAHHOMY
npuMeneHiio ¢ npenapatoM Arpunia®
(3pasupensom 600 mr, smrpuunrTadunom
200 mr, Tenodorupom 300 mr')

(40 mr 1 pas/cyt./600 mr 1 pasfeyr.)

Crax: }18% (159 - 112)

lIpaBacTaTH/ AMTPALMTAONH

Baaumoneficrsme ne HIYHIOChH,

Tlpagacrarns/TenooBup

Bsaunmoneiicrsue ne HIYIANOCE.

OTHOBPEMEHHOM HPEMEHEHHK c
TIpeTIapaTon Arpumma® MO®ET
noTpedoBaTHCS KOppeKIHa 03B
HPABACTATHHA  (CM.  MHCTPYKUMK) 110
MEJIHITHHCKOMY MPHMCHCHHIO

TIPaBacTaTHH a).

Cumpactatui/sdasupers

(40 mr 1 pas/cyr./600 mr 1 pas/cyT.)

CuMBacTaTHH:

AUC: 169% (|62 - |73)

Cran: 176% (163 - |79)
CHMBACTATHHORAA KHCIOTA:

AUC: |58% (139 - |68)

Crex: 151% (32 - |58)

O6umit et  nuruduposanus
I'MI-KoA-peayKrasen

AUC: |60% (152- |68)

Coax: 162% (|55- |78)

(muyvkuns CYP3A4)

[lpn 0IHOBPEMEHHOM NMPHMCHCHHUH
¢ ATOPRACTATHHOM, TTPARACTATHHOM
HIH CHMBACTATHHOM 3HAYCHHA
AUC wm  Cu, 2pasnpensa  #He
WIMEHAIOTCH,

CHMBACTATHH/ IMTPUIIUTAOHH

Hiaumo/ieHcTRHE He W3ydanoch.

Cumpactatii/Tenoosup

BsanMoaeRcTBHE HE H3VIAIOCH.

Creflyer  OCYIIECTBIATL  MEPHOMHUECKH
MOTIHTOPHIT I\'l)il[lf[I'Tpi:lLlHH XQJeCTepyHa B
kposi, Mowker norpefoBaTecs KOppeKius
JLO3BL CUMBACTATHHE 1IPH OAHOBPEMEHHOM
NPUMEHCHUN © IpenapatoM ATpuriia’ (e,
HHCTPYKIHIO o METHIMHCKOMY
TIPHMENCHTHIO Ci'l‘\lFIZI.CTi]THI!il\J.

Posysactatun/sdasupens

B3aumoneiictBHe He W3yHanoch.
Posyeactarun BBIBOJIMTCH B
OCHOBHOM B HCHIMCHCHHOM BHIIC
Hepes KKT, MO3TOMY
riauMoeiicTeie ¢ odannpeniom
HE O IUIUETCH,

Posypacrarud/sMTpuimTaduH

Biaumoieiicreue He 3YHATOCL.

Posypacratun/resodosup

Baaumoaeiicreue e FYHATOCh.

ATpuiia®  w
HPUMEHATLCS
KOPPCKIHK J103.

pO3yBacTaTMH  MOTyT
OIHOBPEMEHHO Oes

I opMOHANLHLIE KOHTPAENTHRLL

ﬂ:lﬁ Illfpﬂpi].’lblflli'(l lIle.\[t.‘ilCllHﬂ'

(0.035 mr+0.25 mr
1 paz‘cyr.)

I paz/eyr,

FTHHHICTPAIHON HOPrecTRMAT/ HhasupeHs

600 mr

DTHHILTICT pAIHoL:
AUC: —

G

Crin: 18% (114 - |25)

Hopaarectpomun (aKTHBHBIN
MeTaboauT):

ALIC: [64% (162 - |67)

Crax: 146% (139 - [52)

Cin: 182% (|79 - |85)
Jleporoprecrpen (AKTUBHBII

METaDOAKT):

AUC: [B3% (|79 - [8T)

Coaax: 180% (177 - [83)

Conin: 186% (|80 - |90)

(HHIYKUHA MeTabommsma)
pasupens: KIMHHYECKH
3HAYMMOTO  BIAUMOJCHCTBHS  11e
BBLIABICHO.

KIMHHYCCKES  3HAYMMOCTL  3THX
apdiekToB He HIBCCTHA.

DrunnpeTpaion/Tenodosup

DTHHAIBCTPATHON:
AUC: «

Comay’ *2

B aononuenne K TOPMOHAILHBIM
KOHTPAUECHTHEAM J0EREH  HCHOLIB3OBATHCH
HAZEeAHLIH METO1 DapLepHOi
Koutpauenuun (oM. pazgen «llpumencine
npH OEPEMEHHOCTH H B 1IEPHOL IPYIHOIO
BCKAPMIIMBAHH ).

36




JlexapcTrennnie npenapaTkl no
TEPANEBTHYECKHM 00aCTHM

Bausune Ha  KOHUEHTPAUHH
NpenapaTos B niaime,

cpeanee usmenenne AUC, C,.,
Coia B NMpoUeHTax (90%
JOBEPHTEALHLIT WHTEPBAN, eciTH
MPHMEHHMO), MEXAHHIM

Pexomenaaumuu no COMETAHHOMY
npuMenenuio ¢ npenapatom Atpunaa’
(3pasupenzom 600 mr, smrpuunTaduHom
200 mr, Tenodosupom 300 mr')

(=300 mr 1 pasz/evr.)

Tenodorup:
AUC:
Cn:ﬂ: i

HoprectuMat/sTHHHIDCTPAIHO A/ IMTPH
UHTaOHH

BsaumvogeiicTsue 1e H3vaaiock.

HMirermm:

Jeno-meapokcHiporectepona
(AMITA )Y adasupens (150 a
QIHOKPATHO)

anerar
JIMITA  Bim

B HCeTe10BaHWH JIEKAPCTREHHRBIN
BIANMOICHCTBHI T TEALHOCTEIO 3
MecH 1L He ObUIO BBISHICHO
3HAYHMBIX pasiHuit
HApPMAKOKUHETHYCC KX
napaverpon JIMITA v cyOnexros.
nomysaemy dpasupen, u e
NMOTYYARIIHX NMPOTHBOBHPYCHOIT
Teparmm. TToxoxue peayneTaTi
l_’lbL"lH iID_I}"ICH’I)] HR ,'lp}'l'l‘l.\'i
HCCIIEA0BAHUH, XOTHA paszdpoc
kouuenTpauni JIMITA B roasye
cyORCKTOR ORI DoaLIe. B obonx
HCCTCTOBAHAAX KOHICHTPAITHH
NpOrecTepolid B NaasMe
HPHHHAMABIIAX 'NtlﬂBH{lCHK H
JIMITA QCTasatuch HHAKHME, UTO
CBHICTETLCTBOBATIO O N0AABICHHN
OBY. IHLHH.

JIMITA/renodonup

BaanmoielicTRHE He W3YHANoch.

JMIIA sMpuumTadue

BiaumouchcTeHe He H3VHA10Ch.

THockonky HMeeTcs JIHIIL  OrpaHiyeHias
unopMartis, B JAOMOTHCHKHE K
FOPMOHQUIBHBIM - KOHTPALETTHBAM  JI0JIKCH
HCTIOB30BATECH HAICKHBII METOI
Gaprepuoit  kouTpatenmiMy - (CM. pajien
«llpumenenme  npn GepeMeHHOCTH W B
NEPHOI TPYIHOTO BCKApMITHBAITHAY ),

HurmanrupyesMeie cpeicTsa:

Dronorectpen/sdanupens

BiamMmoneiicTBMe  He  W3YHanock.
Moxaio OHHIATE CHWKEHHASA
IKCIIOSH LMK ITOHOIECTPEIA
(MHITYKLS CYP3A4) Ectn
eAHIIYHLIE TTOCTPEMHCTPALHOHHBIE
COODLLIEHUA ob OTCYTCTBHH
KOHTpallcnTHBHOTO  3(iiekTa 1pH
HCIOIR30BAHHK FTOHOrecTpena
OJIHOBPEMEHHO ¢ HpaBHPEIZOM.

SToHorecTpen/ TeHodoBUp

BiaumonciicTBrc He H3YHATOCH.

StonorecTpen/IMTpHIETAGHH

Bsaumozneicreue He HIVHATOCE.

B JONOITHEHHe K
KOHTpalETHRAM JOIAKEH HCIO.Ib30BATHCH
HAASKHBLIT METOA Daprepnof
kouTpauermy (cm. pazaen «llpumenenne
NpH OepeMEeHHOCTH K B NEPHOI TPYAHOIo
BCKAPMITHBAHHAY ).

TOPMOHATLHEIM

HMMYHOAENPeccanTh

Hmmy Hosenpeccanl, kotophie | BzaumoaeiictBie  ne  mayuaitock. | Momer moTpeDoBaThCS  KOPPEKUHS  107%h
META00NNIHPYIOTCA ¢ yaacTHen | MoKHO — OKWIATE  CHHACHHA | WMMyHoIcnpeccanta. B wasane wo npu
uzadepmerta CYP3A4 (HanpuMep, | IKCTIOINIME MMMYHOMCTIPECCANTOR | 3aBeplich i neveling nperaparom

LHEIOCIOPHH,
cupoaamyc)/aasnpens

TAKPOIMMYC,

(HuayKLHsA CYP3A4) He
OHIECTCH, uTO YKa3aHHBIC
HMMYHOENPECCAHTRI ByvyT
OKA3LIBATE BIMSTHHC 1a

DRCTOZHUHIO "l(il{ll'-ll‘lpcl 134,

/wplm.mflc PECKOMEHAYETCH  TLIATEBHBIH
MOHUTOPHHT KOHUICHTPAIIHH
UMMYHOJIENPECCaHTa B 11a3Me B TeucHHe
He Menee 2 peaenk (10 VCTAnOBICHHA
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ﬂeKﬂp(‘TBeHHLIE npenapaTel mnon
TepanesTHYeCKHM obaacTam

BausHHe HA  KOHUGHTpPAUWH
npenapaToe B niaive,

cpeanee uimenenue AUC, Cg.,
[ G B mpouentax  (90%
NOBEPUTENLHLIIT HHTEPBAN, eCAH
NPUMEHHMO), MeXaHUIM

Pexomengauun no COYCTAHHOMY
npUMeHeRHI0 ¢ MpenapaToM ATpunaa”
(3arupensom 600 Mr, aMTpHUHTAGHHOM
200 mr, Tenodosupom 300 mr')

Taxponemyc/amrpunurabun/renodorup

(0.1 Mr/xr 1 pas/cyr./200 mr/300 Mr

| pas/cyr.)

Takpommyc:
AUC:

szx.: i

Cogpe
IMTPHIIHTAOHH:
ALC:

C.'ll'lax-l
Cout =
Tenodorup:
AUC: <
C‘mu:-' o d

Coyi

~—

CTaDHARHON KOHICHTPALIFRH).

Onuoudnt

Metanor/adasupenrs

(35-100 nr 1 pas/cyr./600 mr 1 pasz/cyT.)

MeTtanon:

AUC: [52% (]33 - L66)

Crnac: 145% (125- 159)

(mazaykung CYP3A4)

B uecneonannn ¢ yuacruem BHY-
UM pPOBAHHEX MaNEHTOR,
KOTOPbIE BBO.LMIN cele
HAPKOTHYCCKHE  CPCAICTBA  B/B,
YCTAHOBIEHO. MTO OJAHORPEMEHHOE
MpHMEHEHHE apannpensa "
MCTHLIOHA HPHEOIMIG K CHAKCHHIO
KOHICHTpAaLUHi MCTanoHa B IU1a3Me
W K TOSRICHHIO  CHMITTOMOR
OTMEITBI QUTHATOR, Yrobu
YMEHbLIHTE BLIPAKCHHOCTD
CHMITOMOB OTMEHD, 03y
METATOHA YREIHUKRANN B CPETHEM

Hu 22%.

Merazon/renodosup

(40-110 mr 1 paz/cyr./300 mr 1 pas/cyt.)

MeTanon:
AUC: «
Clnax: e
Cmml ¥
Teuodionup:
AUC: «
Clu’d-‘i:

ot

~—r

Meranon/sMTpHETatHI

Bsaumoneicraue ne HIYHUATOCL.

TTanWeHTRL,  OTHORPECMEHHO  TQTVHAROIIHE
METRION ¥ Tpenapar ATpumaa®. o
HAXOUOHTBCA MO HaGmojenmenM s
CBOCEPEMEHIONO  BBIABJACHHE  CHMITTOMOB
otsvernt.  Lpn coDXOIHMOCTH 403y
METAAOHA  CHEJIYET  VBENHYMTH.  YTOOR
YMEHBUHTE BEIPAKEHNOCTEL CHMIITOMOB.

byrpenopgun/nanakcon/gasupens

bynpcnoppun:

AUC: |50%
Hopoynpenopdim:
AUC: |71%
Dparupens:
Komnmieckn
papMakoKHHETHHECKOTO
B3aHMOAEACTBHA HE BRIABIEHO

IHATHMOTO

_Bynpenopdrivnanokcan/aMrpuumratug

RBaaumoneiicTRIE HE HIVHATOCH,

Eyvipenoppun/nanokcon freHofosnp

BisaumMoueicrBue HE H3YHLIOCh,

Heemotps  Ha CHIGREHME  IKCHOBHIIMH
OynpeHopuHa,  CTyHaeR  TIPOSBICHHA
CHMITTOMOB OTMENbI Y manenTos e
nabmoxawiocs, He tpebyercs  Koppekuns
710361 DYNPEHOPGUHA TIPH OJHOBPCMEHHOM
npUMeHerH ¢ nperiaparor Arpunna®,

1
3nccw u pance no tekery Tadauubl o3uposka 300 M NPHBOAMTCA IS TEHO(OBHDE AH3ONPOKCHI yMUAPAT, YTO COOTBETCTBYET
245 Mr TeHooRHpa.

MCCJ’IE!!DBEIHHH: NPOBEACHHBIE C IPYTIHMH JICKAPCTREHHBIMH CPECTRAMM
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KnmHuveck  3HAYUMBIX  (papMAaKOKMHETHHECKMX — B3aumoJciicTBuil  Mexay sdasupensom.
AIATPOMHIIMHOM, HCTHPH3UHOM, (pocaMmpeHaBHPOM/PHTOHABHPOM, JIOPA3EIIAMOM, HeJIpHHABUPOM,
3UAOBYAWHOM, AHTAIHIAMH AIOMUHUS/MArEUs THIAPOKCHIOM, GaMOTHIMHOM HITH dykomazonom
HC oOHapyxkeno. Mccenenopanus  B3auMoJeHcTBHS  d(haBUpeH3a ¢ JIPYTUMH  a30ThHBIMH
HpOTHBO['pHGKOBbIMH npernaparaMy, TakhuMHW Kak KETOKOHA30JI, ¢ MNpOBOJHIIHCH. Kimnuuecku
3HAYMMEIX  (PAPMAKOKMHETHUECKHX B3aMMOMCHCTBHH MEAKAY SMTPUIMTAOMHOM, CTaRY/TMHOM,
3HIOBYAMHOM MM (aMUMKIOBHpOM He obHapyxeno. He oOmapykeno Takike KIHHHYECKH
3HAYMMEIX  (DAPMAKOKMHETHYECKUX B3AHMOJCHCTBHH MEKIY TeHO(OBUPOM, SMTPHUIMTAOHHOM,

HeipHHABUPOM HITH pHOABMPHHOM.

OCOBBIE YKA3AHUSA

QmHORPEMEHHOE TPHMEHEHNHE ¢ JIPYTHMH JIEKAPCTBEHHLIMHA CPEICTBAMH

[Hockoneky nipenapat Atpunia® spusgercs KOMOMHMPOBAHHBIM TIPENapaToM ¢ (HKCHPORAHHLIMH
JIO3HPOBKAMH TPEX aKTHBHBLIX KOMIIOHEHTOB, €0 HE CJICAYET IIPHHUMATEL OJAHOBPEMEHHO C JPYIUMH
JTEKapCTBCHHBIME CPeJCTBAMH, COJIEPAKANTHMH Te e aKTHBHBIE KOMITOHEHTBI, IMTPHIMTAONH WIH
terodorup. [Ipenapar ATmena'ﬁ' HE€ CJleJIyeT TIPHHHMATL OJIHOBPEMEHHO ¢ JAPYIHMH
JACKAPCTBCHHBIMHA CPEACTBAMH, CojepKalliMH 3haBHpEH3, KpoMe TeX ClIydaeB, Korjla TpedyeTcs
KOppeKIUs JI03L1, HanpuMep. ¢ pudaMmununoM (cMm. pasaen «Crnocod npuMeHEeHHs U 103b1»).
lIoCcKONBKY SMTpUIUTADHH SBISETCA aHAJOrOM IIMTHIAWHA, [penapar ATpHﬂna'R' He clenyer
NPHHUMATH OJIHOBPEMEHHO C JAPYTHMH aHAJIOraMH UHTHIHHA, TAKMMH, KaK JaMUBYAMH. (CM. pa3jei
«BzanmojielicTRHe ¢ JIPYTHMH JIeKapCTREHHBIMH cpeJicTBaMu» ). [Ipenapat ATpHnnaﬁ" HE Cleayer
IIPHHUMATDL OJHOBPEMEHHO ¢ ale()OBUPaA AMITMBOKCHIIOM.

OaHOBRpeMEHHBI TTpHeM Tpenapara ATpHnna"“ W JIMJIAaHO3WHA He peKoMeHJlyeTcd, Tak Kak
SKCIIO3ULMA JMJAHO3HHA B 1J1a3ME CVIIECTBCHHO VBCIMYHMBALTCH IIPH CONYTCTBYIOUICM IIpHEME
Teno(hOBHPA. YTO MOKET NMPUBECTH K YBEITHYEHHIO YaCTOThI MOOOUYHEIX 3(deKkToB THIano3una (cM.
paszaen «B3auMOeHCTBHE C APYIHMH JIEKAPCTBEHHBIMH CpeacTBaMu» ). EcTh coO0IIEeHus 0 peIKkux
CIyyasx [aHKpeaTHTa H JIAKTOAlH/103a. HHOT/1a — CO CMEPTETbHBIM HCXOI0M.

Het nanuwix o 6esonacHocTd ¥ 3()yp)cKTHBHOCTH TPHMEHCHUS TIpenapara Arpﬂnna® B KOMOWHAIIUH
C IPYTHMH aHTHPETPOBUPYCHBIMH IIperapaTaMH.

OnHoBpeMeHHBIt TPHEM TIpernapara ATpnnna'E' u 'unkro bunoba e pexomenjayercss (cM. pasjen
«BsauMoaclicTBHE ¢ IPYTUMH JICKAPCTBCHHBIMH CPCICTBAMM Y ).
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llepexo/1 ¢ pexuMa. OCHOBAHHOIO Ha aHTHPETPORUPYCHEBIX TTpenaparax - HHTHOHTOPAX TIPOTEalLl

V nauuenTtos, cobmoaaromux peskuM APT ¢ npumeHeHneM HHIHOMTOPOB 1IpOTEa3kl, ICPEX0]] HA
npueM Tpernapata ATpATIIa® MOKeT TIPHBECTH K CHHIKEHWIO BRIPAKEHHOCTH OTBETA 1a TeparHio
(eM. pazzen «dapmakonoraueckue cBoHCcTBa»). Takux manMeHTOB HYKHO HA0MOAATL HA LPEAMET
BO3MOXKHOTO MOBBIIICHUS Y HUX BHPYCHOH Harpy3ku M ycuineHus MobouHBIX 3pheKTOR, TOCKOIBKY
npoduns Oe3onacHOCTH 3(aBHpeH3a OTIHUYAETCA OT TAKOBOIO lLIPEHApPATOB Kiacca MHrHOMTOpPOB

TIpoTeassl.

OnnopTyYHHCTHYECKHE A EKITHN

[ lanueHTel, NoTyyYaroIge npenapat ATpHIIA |, WIH JI000H APYroi aH THPETPOBUPYCHEIH Mperapar,
MOTYT UMETh KIIMHWYECKHE TTPOARICHUS ONMOPTYHHUCTHYECKHX nHbeknnit v ocroxuaenns BUY-

HHOCKIHN, B CBA3H € 3THM JOJDKHBI PErYIISPHO HabogaTbes BpayamH.,

lleperawa BUY

Hecmotpss nHa TO, uto crabuienas APT, npuBojsimas K ycTOHYMBOH cynpeccHH BHpyca, B
3HAYUTEITHHOI CTENMEeHN CHIKACT PHCK TepeJadyd BUpyCca MPH MOIOBBIX KOHTAKTaX, TCM HC MCHee,
TIALMEHTH! JOJIKHBI 3HATh, YTO pucK nepenaud BUY npu monoBLIX KOHTAKTaX MM TIPH KOHTAKTE C
KpoBbto coxpansercs u Ha ¢ore APT. Tlostomy HEOOX0AHMO HPUMEHSTE COOTBETCTBYIOIHE MEPEI

I MPpEAoTBpAllCHHA TPAHCMHCCHH BHpYyCA.

Bausinue nuum

® -
ITpuem nipenapara ATpHIIIA  OJIHOBPEMEHHO C NHIIEH MOXKET YBCIMYHTH 3KCIO3ULMIO 3(aBUpeH3a
(cMm. pazaen «@PapMakoIOrHYeCKHe CBOMCTBA») H NPHBECTH K YBEIMUYEHHIO YACTOTHI MOOOYHKIX
s dextor (eMm. pazen «TToGounnie 3ddexTr»). PekoMeHIyeTes MpHHUMATE MpenapaT ATpHIUIAa.

A0 €Abl, NpeAITIOYTHTC/IEHO HA HOYL.

3abojicBaHid [IeYeHU

dapmakokuHeTHKY, GezomacHocTh H 3deKTHBHOCTH Ipenapata ATpHIUIA® Y HALHCHTOB ¢
CEPLE3HBIMHM 3aD0JICBAHMAMY 11€UYEHH He HM3yuand (oM. pasgen «PapMmakoIornyeckne CBOHCTBA®).
ITpenapar ATpHnna® MPOTHBOMOKA3aH Yy MAIMEHTOR ¢ TSOHKETBIMHE HapyIICHUAMH (YHKIIUN TICYCHH
(cMm. paznen «lIpoTHROMOKa3aHMs») U HE PCKOMCHJIYCTCH IMALMCHTAM C HapylIeHUsSMH (DVHKLAH
IEYCHH cpelHeH creneHu 1axectH. [Tockonbky adasupens mertabonusupyercs. TIaBHBIM 06pazoM,
¢ yuactueM H3odepmenTor cuctemsl nuroxpoma (CYP), y nauucHTOB ¢ HapyileHUsMH DYHKIMH

L —_— ®
Ie4eHH  JICI'KOM  CTCLCHH THAXKCCTH IIPHMCHCHHE IIpenapara ATle'IJ'Ia pexkoMenayerca ¢
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OCTOPOKHOCTRIO.
HeobxoauMo TmiaTeasHOE HAOMOJEHHE 34 NAIMCHTAMH ¢ JICIKOH CTEHEHBK ICYCHOYHOM
HEJI0CTaTOYHOCTH JUTT MOHHTOPHHTA MTOO0YHBIX 3 (ekToB, 00YCIOBIEHHBIX TPHEMOM ddaBupen3a,
0COOEHHO CO CTOPOHBLI HEPBHOH cucTeMbl. HeoOxoauM peryisipaeiii 1adopaTtopHbli KOHTPOJIL U1
oneHkH GyHKIHu meveny (eM pasjen «Crnocod npuMeHenusd | J103LI» ).

Y mauseHTOB ¢ paHee AMArHOCTHPOBAHHBIMH 3a00JICBaHHSAMH I1€YEHH, BKIIIOUAs XPOHHYECKHI
aKTUBHBIT TemaTHT, npu  KomOunuporannoit APT mnapymenus ¢(yHKIHH MeyeHH MOTyT
HaGiofaTses OoJlee 4acTo, COCTOAHNE TAKHX HALMCHTOB CICAYCT KOHTPOIMPOBATh B COOTBETCTBHH
co crappapTHOW mpakTHkod. Lcnm nabmomaercs ycyryonenue sabolieBanus TieYeHH, WIH €CITH
MMCET MECTO IOBBINICHHAE «IICYCHOYHBIX» TpaHcaMHHa3s Dolee, 4eM B 5 pa3 oT BepXHCH rpaHuibl
HOPMEI, HEODXOJIMMO TIPOBECTH OIEHKY pHCKa TOKCHYECKHX 3(D(eKTOR W 0KHIaeMOi TI0Th3EI
HPUMCHCHHA Tpenapara A'rpmma?’. Y Takux HALHEHTOB MOXKeT 10TpeOOoBaThCA IEPEPLIB HIH
oTMena Jieuenus (cMm. paszen «ITobounoe jeficTBre»).

Y nauueHToB, TPHHHMAKOIMX JpYrHe TOKCHYHBIC JUIS TICUCHH IpClaparsl, PeKOMEHIYeTCes

MOHHTOPHHT NMEHCHOYHLIX q)CpMC]ITOB.

Hapywenua ¢hynxyuu nedenu

B Tedenme mNOCTPEerHCTPallMOHHOTO TIEPHOJA TaK JKC IMOCTYIAIH COOOLUCHHS O PasBHTHH
HEYEHOYHOH HEJIOCTATOTHOCTH Y TTAIHEHTOB, Y KOTOPBIX He ObII0 3ab0/eBanuii meyeny B anamMHese,
a TaxKe JpYrux onpenciaseMbix Gaktopor pucka (em. pazuen «Ilobounbie addexTrin).

KOHTpONb aKTHBHOCTH «IIEYEHOYHBIX» TpaHCAMHMHA3 CleayeT TPOBOJHTHE Y BCeX MNalMEHTOR,

HE3aRHCHUMO OT HaJIM4YHA d]aKTOpOB PHCKA H/WJIH HCXOAHOTO COCTOSHUS ll)}'HKU.PIIr’I TIICHCHH.,

Tayuenumer ¢ oonospemennoim unpuyuposanuem BHY, esupycom ecenamuma B wnu eupycom
eenamuma C

[TanueHTH ¢ XpOHUYECKUM BUPYCHBIM renatutom B uim C, nonyyatoue komGuanposannyio APT,
OTHOCATCH K IPYIIE BBICOKOIO PHCKA TOKENLIX H MOTEHIHMATLHO CMEPTENhHBIX OCTOKHEHHI co
CTOPOHEI MEYeHH.

Bpauam HeoOXoauMo clenoBath pekoMenjarnuaM no jevenuo BUY-undexunn u BuiGUpaTh
ONTHMATLHOE JIEYEHNE /IS alUeHToB, HEGuuHpoBanHbX BUY 1 Bupycom renatura B.

B ciayyae conyrersyromeii aHruBupycHoi tepanui renatuta B unu C, noxanyiicra, obparurech K

COOTECTCTBYIOIIHM HHCTPYKUHAM 11O NTPUMEHEHHIO JUIA H3THX IIEKAPCTBEHHBIX CPEJICTR.
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D pexTHBHOCTL U 6E3011aCHOCTD NIPElapaTa Arpunna” Juis JIcucHHs XpOHHYECKOTo renaTtuta B He
Hayyanu. B QapMakoIHHaMHYCCKHX HMCCIEOBAHUAX YCTAHORJIEHA TIPOTHROBHPYCHAA aKTHBHOCTh
SMTpHIIMTaOMa U TeHodoBHPa B OTHOIIEHHH BHpYca renaruta B, IpH WX NPUMCHCHHHM Kak B
MOHOTCpAlMM, TaK W B KOMOWHHpOBaHHONW Teparuu. HeMHoro4yHclennnle KIMHHYECKHE JIanHble
CBHJICTEJILCTBYIOT O TOM, 4YTO 53MTpHuMTabMH M TeHodoBHp 001a7al0T TMPOTHBOBHPYCHBIM
JEHCTBHEM B OTHOINEHHWH BHpyca rematuta B, Korjia NpUMeHsIoTcd B cocTaBe KOMOWHHPOBAHHOM
APT ¢ nennio nevennd BUY-undexuun. OT™mena npenapara A’rpml:laﬁ' Y HALHEHTOB C COYCTAHHOI
napeknuedr BUY wu Bupycom remarmta B moxer BeI3BaTh Taxenoe ofocTpeHwe renaturta. 3a
nagnenTaMu, uHQpuuHpoBanHeiMM BMY u BupycoM remarura B, JO0KHO OCYLIECTBIATHCH
TmaTteTbHOEe HabIo/IeHne, Kak KIMHHYecKoe, Tak U 1adopartopHoe, TIo MeHbIei Mepe, B TeueHue 4
MECSICB  1I0C/e NPCKPAIICHHS Tepalud mpermapatoM Atpumia’. B psge ciydaeB Moxer
notpeboraThes BO30GHORNIEHHE Tepanuu renatita B. YV manwedToR ¢ ToOxeTsIME 3a00TeBaHUSMH
MEYEeHH WM LMPPO30M HE PEKOMEHIVETCS OTMCHSTBL JICHEHHE, IIOCKOJILKY BO3HHKAIOLIEE 110CIIe

OTMEHRI JICYHCHH A Qﬁocrpem{e renaTuTa MOKET IMPUBECTH K JIEKOMTIEHCAIIH fl])(’HK'llH’H TMEYEHH.

Hﬂpyﬂ!t’”lf}i RHCUXUKU

HexenartennHele SBIEHHA €O CTOPOHBI TICHXHKH OBUIH  3aperucTPUpPOBAHLl  V  TIAIIHEHTOR,
nosiyuaBminx 3¢gasupens. IlaunmeHTe, Yy KOTOpLIX HaOMIOJAIMCH IICHXHYECCKHE PAcCTpOMCTBA B
aHaMHese, TIOJIBEPIKEHBI DOTBINEMY PHCKY PAa3BUTHSA CEPhEe3HBIX MOOOYHLIX PEaKIHif cO CTOPOHBI
ncuxuku. B wactnocTy, Takenas aenpeccus orMeyanach 6oiaee yacTo y NalMeHToB ¢ JeNpeccHel B
anamueze. [Ipy npuMenennn npenaparta B MOCTPErHCTPAIMOHHOM NMEPHOJIC COODIIANA O TAKEIOMH
JEIIPECCHH, CMEpTH B pesyibrare camoyOuiicrea, Opese M nCUXo30n0100HOM MOBEICHHH.
[MareHThl J0MKHRI ObITh NPOUHGOPMHPOBAHKI O TOM, YTO TPH BOZHHUKHOBCHHM Y HHX TAKHX
CHMITOMOB, KaK JIEIPECcCHs, IICMX03 HIH CYMUMJIANLHBIE MBICJIH, OHM JOKHBI HEMe/ICHHO
00paTUTLCA K Bpavy JUTS OIEHKHM BO3MOKHOMN CBS3H JIAHHBIX CUMITOMOR C IPHEMOM 3 aBHpeH3a;
[PH YCTAHOBJICHHM TAKOH CBA3M HEOOX0MMO ONPEIe/INTh, IPEBOCXOAHT JIH 110JIb3a OT IPHMEHEHHS

npemnapara noTeHIHAILHBIH puck (cM. pasen «ITobGouHoe nefcTrRIEeY).

CHMIITOMBI CO CTOPOHLI HEPBHOH CHCTEMEI

CHMITOMBI, BKIIOYAS, HO, HE O0rpanHYuBasgch, TOJOBOKPYIXKEHHE, GQCCOHHHIIy, COHJIMBOCTH,
HapymeHHe KOHLUCHTpallu#W BHHMAHHA H HCOOBIYHBIC CHOBHIACHHM, 4acTo HalIIOJAIHCL B
KIIMHHYCCKHX HCCICHOBAHHUAX V NMAIIHCHTOB. NOJVYUABIINX 3[1)3BHpCH3 B 103¢ 600 MIr exeaHeBHO.

-

['onoBokpy:kenne Takke HaOMOJATOCh B KIHHHYECKHX HCCIE/OBAHUAX IMTPHIMTAOMHA WM
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tenodosupa. ['onoBras Goib BO3HMKAIA B KIMHMYECKHMX MCCIICAOBAHHAX SMTPHUMTA0MHA (CM
pazaen «lloboynoc aciicTeue»). Hepponorugeckue CHMITTOMEL, CBA3aHHBIE ¢ 2paBUpPEH30M, 00BIYHO
HAYWHAIOTCS B TEUCHHE NEPBLIX JBYX [HEH JIeYeHHS H IIPEeKpallaloTcss B TEUYEHHE lIEPBBIX 2-
4 Hegens. IlanueHToB cneyeT HHPOPMHPOBATH O TOM, YTO BO3ZHUKAKONIUE YAaCTO HERPOJIOTHYECKHE
CAMIITOMBI HOCAT NPEXOAALIMI XapakTep, HCHE3AT 1IPH  NPOJO/DKEHHH JICHEHMS, H HE
LHPOTrHOZMPYIOT pa3BHTH 00J¢C PEJKMX HapyHICHUH €O CTOPOHBI IICHXHKH TIPH JadbHeHIIEM

JICHCHHH.

Cyzaoporu

Cynoporn HabmoAamHch Y TANMEHTOR, TIPHHUMAIONMMX »(aRMpen3, Kak IPaBHI0., HMERITHX
cyaoporn B anaMue3de. [lanmentam, KOTOpLIe MONYYAIOT COMYTCTBYIOUIME TIPOTHBOCYJIOPOKHBIE
cpeJicTBa, MeTaboJIM3NPYIONIHECs TeUeHblo, Takie Kak (heHuTOnH, Kapbamasenun u GerobapbuTan,
CHEAVET IEPHOAMYECKH OIPEAC/ATL KOHUEHTPALMH 3THX IIPElIapatoB B KPOBH (cM pa3zgen
«B3anMoIeliCTBHS ¢ IPYTHMH JIEKAPCTREHHBIMH cpejicTBaMiy ). CreyeT codIroaaTh 0CTOPOIKHOCTR

K
IIPH Ha3HA4YCHHH Npcrapara A'rpml.ua" BCCM IIAUHCHTAM, HMCIOLIMM CYHOPOI'H B alaMIiesc.

Hapymenue ¢yHkumu noyek

IMpimenenue npenapata ATpuiuia® He peKOMeHJyeTcs V NAIHEeHTOB ¢ HapyIleHHeM (YHKIHH
MOYCK CPEJIHCH U TSHKCION CTCIICHU (KIIMPEHE KpeaTHHUHA MeHee S0 MI/MHH).

ITarenTaM ¢ MOYEYHOH HEJOCTATOYHOCTBIO CPEJHCH M TAKCIOW CTCHCHH TsKeCTH Tpedyercs
KOPPCKUMsL 103 SMTPULMTAOMHA M TeHO(OBHPA, KOTOpas HE MOXKET OLITL JOCTHTHYTA TpH
NpUMEHEHHH KOMOWHHpOBaHHOH Tabnerku (cM. pazjgensl «Cnoco® NPHMCHCHHA W 103D H
«DapMaKoIOrHYeCKHe CBOiicTBa»). IlpuMeHenue npenapata ATpumina’ criemyeT m3berarth npH
OJIIOBPEMEHHOM WM HeJIaBHEM IpPUMEHeHHH HedpOTOKCHYecKHMX mnpernapatoB. B tex cioyuasx,
KOI'la OJHOBPEMEHHOI'0 IIPHMMEHEHHMs [penapara ATle’[JIaab H HeppPOTOKCHYECKHX TpernapaTon
(manpamep, aMUHOTTHKO3WA0B, amdorepunmna B, dockapHera HaTpus, TraHIMKIOBHPA,
NICHTAMM/IMHA, BAHKOMMIMHA, UHA0QOBUPA, HHTepieiKuHA-2) u3bexaTs He yaaercd, HeoOXOoIuM
eKeHeJeNIbHLIl  KOHTponk  yHknuM movek (cM. pasgen «BsaumoaciictBHe ¢ Apyrumu
JIEKAPCTBEHHBIMHU CPEJICTBAMMUN ).

Ciayyan oCTpolf TNoYeyHoil HeIOCTAaTOYHOCTH T0cie HadajJa TNPHMEHCHHS BBICOKHX J103 HIIH
HECKOJTBKHX HECTEPOMHBIX  NPOTHBOBOCHANMUTENbHBLIX  npeuaparos  (HIIBIT)  Obum
3aPCIHCTPHPOBAHB] Y LALUMEHTOB ¢ (PaKTOpaMH pHCKa HapylleHHs QYHKINH TI0YeK W TIONYYaBIITHX

tenodorup. Ipu oanospementom npumenennn ¢ HITBIT neoGxoauM KOHTPO/IL (YHKINH T0YCK.
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[Tpy UpPHMCHEHHH B KIMHHYCCKOH TIpakTHKE TeHO(OBHpa coo0INalId O pazBHTHH MMOYEUHO
HEJOCTOTOYHOCTH, HapymeHuH (YHKIIMH TTOYeK, IMOBRINEHHH KpeaTHHHHa, runodocdareMuu H
NPOKCHMAalILHOH TyOyiionaTtiy, sBKiodas cHEApoM Pankonn (oM. pasaen «llobGounsie 3¢ dexTrn).
PexoMenyercss pacCYMTLIBATL KIMWPEHC KpeaTHHHA y BCEX MALMEHTOB JI0 Hadaja JIeuyeHHd
nperapaTom Atpuria®, KOHTpomMpoBaTh (GYHKITHIO TOUEK (KTHpPEHC KpPeaTHHWHA W YPOBEHb
docara B kporu) "Hepez 2 — 4 HeJlend OT Havana JIeYEHHA, 4epe3 3 Mecdlla W B JalbHEHINeM
KaxIble 3 — 6 MecsleB y nauucHToB 0c¢3 GakTopoB pHCKa pa3sBHTHA TOYCYHBIX 3aboneBanuii. VY
NaIlUenToB ¢ HapymenueM (QyHKIWH [MOYeK B aHAMHeE3e MIH TPH HATHYWH PHCKA €ro pa3BHTHSA
HeoOX0MM DoJtee YacThiif KOHTPOITh QYHKITHH TIOYEK.

Ecimn konuentpaums gocdara B cbIBOpoTKE KpoBH cocrtasiser Meree 1.5 mr/an (0,48 Mmoin/1) mim
KJIMPEHC KpeaTHHHHA - HIKe S0 MII/MUH, TOBTOPHVIO OICHKY (GVHKIIH MOYCK CICAYET MPOROIHTE
B TeYeHHE OJIHOH HelelH, BKIOUas OIpelesieHHe KOHUEHTPAHH IIOKO3LI H KalHd B KPOBH,
TIIOKO3BI B MOYe (MpokcumansHas TyOynonatus, cM pa3znen «[lobounoe jeiicTeue»). llockonsky
npenapar Arpuinia” — KOMOMHHPOBAHHBIA LIpenapar, H HEBO3MOXKHO IIPHHHMATL €ro OTJIelIbHLIE
KOMITOHEHTBI ¢ PA3THUHBIM HHTCPRATOM BPEMEHH, JICUCHHC MPENapatoM ATpHIUIA TOJKHO GBITE
IPHOCTAHOBJICHO y TIAUMEHTOB C KIMPEHCOM KpeaTHHHHa Hike 50 MI/MHH WM KOHIEHTparuest
dochara B cwBopotke Kporu Huke 1,0wmr/mn (0,32 mmoms/n). PaccMoTpeTs HEOOXOIHMOCTH
NepEpLIBA B JICYCHHH IIPENapaToM ATpHI'I."Iaﬁ" CJICIYET TIPH MPOTPECCHPVIONIEM CHIKEHNHH QYHKITHH
mouek 0e3 oveBHJHON MpHuHHBLL Ecim Tpedyercs oTMeHa OIHOTO M3 KOMIOHCHTOB, BXOSAIHX B
cocTas npenapara Atpunna’, wim Tpebyercs KOPPEKIHS JI0361 OJTHOTO M3 KOMIIOHEHTOR, Cle/lyeT

MPUMEHSTh Ipenapatsl 3haBupeHs, SIMTPHIHTAOHH U TeHOPOBHP Ha OCHOBE MOHOKOMIIOHCHTOB.

Braugnue na ¢yHKIIHIO KOCTHOM TKAHH

llpn npoBeseHHH KIHHHYECKOrO HMCCIeJ0BaHMS TeHO(POBHpA €O CTaBYJMHOM B KOMOMHAIMH C
TaMHBYJIHHOM B cpaBHeHHH ¢ 2(aBHpEH30M Yy NalUcHTOB, paHee He noayyaswux APT, B o0enx
rpyimax Obljlo OTMEUEHO HEKOTOPOE CHHXKEHHE MHHEPAILHON TJIOTHOCTH KOCTHON TKaHHu Oejpa u
no3poHounuka. Ilpy 3TOoM He OBUTO OTMEYEeHO TOBBINICHHOTO PHCKA IICPEIOMOB HJIH JPYIHX
KJIHHHYCCKH 3HAYMMBIX KOCTHBIX aHOMAJIHIA.

[TaTtonoruueckne U3MeHEHUS B KOCTAX (B HEKOTOPHIX CIIyYasX NPUBOALIME K 1IEPEIOMaM) MOIYT
OBITH CBA3aHBI C LPOKCHMalIbHON TyOynonarueii (cm pasgen «[loGounoe aeicruey). e ects
NOJ03PEHHE HA HATHYHE [aTOJOTHYeCKHUX M3MEHeHWH R KOCTHOW TKaHH, HeoDXOoIuMo

OGCHEH,OBHHHE W KOHCYJIBTAIHA COOTBECTCTBYHOIICTO CIICHHMATHCTA.
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Peakinu co cTOpOHBI KOXKH

HUnmerotest cooOmIeHns 0 RBO3HMKHOBEHWUHM KOKHOH CHITM OT cnaboit 0 yMepeHHOH cTerneHu
BLIDOXCHHOCTH TIPH NPHMCHCHMM OTAC/HBHBIX KOMIIOHCHTOE npenapata Atpuivia’. Chinb,
obycnopnennas k  shaBHpeHioM, OORMHO  Hcuesana TpH  TIPOJIOIKEHHH  Teparui.
AHTHIHCTAMHHHBIC JICKAPCTBCHHBIC TIPCNapaTbl H/HIIH TIIIOKOKOPTHKOCTCPOUABI MOTYT VIIYYIIHTH
MEPEHOCHMOCTh TEPATTHH W YCKOPHTh HCYe3HOReHHe ChIMUA. CIydan MOABIEHHA TAKETOH ChITH,
COIPOBOKIAIOIICHTS 00pa30BaHUEM BOJABIPEH, JCCKBAMALMEH WM HM3BLA3BJICHHEM. OTMEYAIH
Menee deM y 1% maumenton, noixyyaBmux adasupens. MynsTHGOpMHAA 3puTeMa HITH CHHJIPOM
CruseHca-/[)koHcoHa 3aperucTpupoBanbl npumepio B 0.1% ciavyace. B ciydae BO3HMKHOBCHUS
BOITLIpEHt, /IECKBAMAITHIT, JTHXOPATKH MITH BOBIEUEHHS CIM3UCTRIX 00010veK, penapat Atpama’
HYKHO OTMeHMTb. OIBIT NpUMCHeHMs 3(haBupeHs3a Yy  IIAUHEHTOB, KOTOPBIM  OTMEHHIIH
auTHpPETPORMpYCHEIE Tpemapathl  knacca HHWOT, orpanmuen. [lpemapatr Atpumma’  me
PCKOMCHJIYCTCH TCM IALMCHTAM, Y KOTOPBIX PAHCC PA3BHBAIMCHL ONACHBIE JUIA JKH3HH KOKHBIE

peaknuu (nanpumep, cumipoM Crusenca-Jxoncona) npu npueme apyrux HHHUOT.

Jlunoguctpodus

OrmeueHa cps3h MOKILY KoMOMHMposanHoH APT u nepepacupeie/leHHEM 110IKOKHO-KHPOBOH
KiIeTHaTku  (Janoauctpodueii) v naumentoB ¢ BUY-undexmmeir. Otnanennbie mocieacTeus
JMaHHBIX S(PQeKTOB HE YyCTAHOBJIECHBI. MCXaHH3M pasBHTHs B HACTOSILUECE BPEMs HE IOJHOCTBIO
yeranonnen. [Tpeamonaraercs B3aMMOCBSI3b MEKJIY BHCIEPATEHBIM JIMIIOMATO30M H TIPHMCHCHHEM
Npenaparos Kiacca MHIMOMTOPOB 1IPOTEashl, a Takke Mexay Junoarpodueit u npuemom HUOT.
[ToBpmmenneit puck JIMNOAMCTPOGUH MoKeT ObITh CBA3aH ¢ HHIAMBHAYATHHBIMH (GakTopami,
TAKHMH KaK MOXKHIIOH BO3PACT, CBA3b C IPUEMOM IIpelapara, B ToM yHcle, OoNbinas JIHTeNLHOCTE
APT wu cBaszannbie ¢ He#lt Merabonuwyeckue HapymieHus. KiamHMuYeckas OICHKA BKIOYAeT
BbUBJICHHC 1IPH3HAKOB lICpepaciipe/ie]ieHus KUpoBoH TKand. B mepuon newenuss neoOXoumo
KOHTPOJIMPOBATE KOHIEHTPAIIHIO JIWIMHIOB M TTIOKO3bl KPOBH HaTollak. HapymieHus nHnMaHoro

00MeHa JOIKHBI KOPPCKTHPOBATBECA B COOTBCTCTBHH C KIIHHHYECKHMH IMOKa3aHHAMH (CM pasjen

«[Tobounoe neiicTBHEY).

MuToxoHipHaiLHLIe HapyIeHns

Hykneo3niHple n HYKI€OTH/IHbIE aHATIOTH TTPOJAEMOHCTPHPOBAIIH CIIOCOOHOCTh BbI3BLIBATE i17 VI[FO U
N Vivo MHTOXOHJIPHabHBIC HAapywmieHus pasnuunod  cremend. Coobmanock ©  pa3BUTHH

MHTOXOHJIPHAILHLIX ~ Hapymenuit v BHY-meraTHMBHLIX  HOBOPOXKIACHHBIX, IOABEPrIIHXCH
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BHYTPAYTPOOHOMY W/HIH TIOCTHATAILHOMY BO31€HCTBHIO aHATIOTOB HYKJICO3HI0B. Cpe/ii OCHOBHRIX
3aperMCTPUPOBAHHBIX TTOOOYHBIX peakniii 0TMeHaloTcd TeMaTONIOTHUYECKHE HapyIeHHUs (aHemus,
weliTporienns) W MeTabomUyecKHe HapyIICHHS (IMUICPIAKTATCMMUS, THIICPIHTIA3eMusd). ITH
W3MEHEHMS HACTO HMCIOT TIPEeXOIANIHMil  XapakTep. BRUIH  3aperucTpUpoBalLl  HEKOTOPLIE
oT/IaJIeHHble HEeBPOJIOTHYECKHE HAPYIICHHS (IHIIEPTOHMS, CYAOPOIH, IIOBCICHYCCKAC HAPYIICHUA).
B Hacrosuiee BpeMs HEH3BECTHO, SBIAIOTCSA JIH HERPOJIOIWYECKHe HApYINEHHd TIPEXOIAIIHMHA HITH
MocToANNLIMH. Bce eTH, NoJBepriuyecs BHYTPHYTPOOHOMY BO3INCHCTBHIO HYKIIEO3HMIHBIX HITH
HVKJICOTHIHBIX aHamoroB, mAaxe BHWY-werarHBnnle HOBOPOXKIEHHLIE, JOJDKHLI HAXOAMTHCS 11O
TIMATENLHBIM KITHHHKO-Ta00paTOPHEIM HaOJIIOACHUEM H, B Cllyqae IPOSBICHHS COOTBCTCTRYIOLINX
IPU3HAKOB HJIM CHMITTOMORB, TIPOHTH TiaTeThbHOE 00CTeJ0RAHTE Ha MPEMET BOZMOYKIIOTO HAIHIAS
MHTOXOHIPHAILHLIX W3MeHeHHH. MMerommecs JdHHBIC HE BIMSIOT Ha TCKYUIHC HAHOHATHHEBIC
PEKOMECHJIAIHH, coracHo KoTopkiM BUY-onoxuTensneM GepeMentibiM KeHmuHaM Heo0X0auMo

nposeaenre APT ¢ nennto npoduiiakTiku BepTHkanbHOH nepeaun BHY.

CHIJIPOM BOCCTAHOBJICHHAS HMMYHHTETA

B wawane wxomomuwporawroW APT v BUY-unpuumpopannbx MDAlHEHTOB ¢  TSDKENBIM
HMMYHOZSUIIMTOM MOXKET pa3sBUTbCS BOCHAIMTCILHBIA  OTBCT Ha OCCCHMITOMHBIE MITH
OCTaTOYHBIE OMMMTOPTYHHCTHYIECKHE HI(EKIIHH U BLI3BATL CEPLEINYIO KIIMHUYECKYIO ITaTOIOTHIO HITH
arrpaBauyio cCUMITOMOB. OOBIYHO TAKHC PCaklUMH HaOMOAKOTCS B TeYEHME NEPBBIX HEJElNh WITH
MecsleR  mocine  Havana  koMounupomannod — APT.  Ilpumepamu  MoOryt  ciyxurthb
HUTOMETATIOBHPYCHBIH  PETHHUT, I'E€HEPAJIM3OBAHHBIE W/HIM  OYAaroBblc MHKOOAKTCpHAIIBHBIC
uH(GEKUEH | NHERMOIUCTHAS (Preumocystis jirovecii) nuerMonns. ClieyeT OTCIeKHBATL T00LIe
CUMIITOMDI BOCHIAJIEHHS H, B Ci1y4de HEOOX0AMMOCTH, CBOEBPEMEHHO HAZHAYHTE JICHCHHC.

Ecth coobinenns o ciiyyasX BOZHUKHOREHHS ayTOMMMYHHBIX 3a00/1eBanuii, TakuX Kak JTudQy3apii
TOKCHUYSCKHH 300. Bpemst pazsurus Takux 3a0ojieBaHMi 0T MOMCHTa Hadajga JICUCHHS OUYCHb
Pa3M4aiock; ecTh JIaHHBIE O Pa3BUTHH ayTOMMMYHHBIX 3a00NeRaHnif yepe3 MHOTO MECAIIER NocIie

Hna4dana JICHCHHA.

OcTeonekpos
XoTa STHONOMHA  OCTEOHEKpO3a CuMTaeTcs MHOrodakTopHod (BKIOYAs HMCIOIL30BaHHE

TMHKOKOPTHKOCTCPOHIOR, yno*rpeﬁneﬂne anKoroiad, Hamuywe THKeNoH HMMVYHOCYIIPECCHH,
BLICOKHH HWHIEKC MAacchbl Tena), CIIY4aH OCTCOHCKpO3d PErHCTPHPOBAIIMCH 0CODCHHO 4dcTo vy

naiesToR ¢ nporpeccupyromei  BUY-undexuumelt w/mmm npr AOUTEILHOM  IIpHEME
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kombuanuporanHoil APT. TlanmenTaMm crejyeT pexoMenioBaTh oOpamarnesd 3a KOHCYJILTalued K
Bpavy IMpH IOABJICHHH JTOMOTHI H.1H Oo/1d B CYCTaBdaXx, CKOBAHHOCTH B CyCcTaBax WITH 3aTPYVIHCHHAX B

JIBHJKCHHH,

Perrpojryktusnas  QyOKIINA., TIPHMEHEHHE V. SKEHIIHH, CIIOCOOHBIX K JICTOPOXIUCHUK, W

1]806}{0}_[1‘1]\&])16 MEPbLI KOHTpalcniHH

Henugunni, cnocobnnie K 0emopoXcoetuio

®
Ilepen HauajoM JicueHMs: upenapatoM ATpHIIA  SKCHINMHBL, CIOCODHBIE K JIETOPOKJIEHHIO,

JOMAHBI l'[pﬂﬁTH TECT 11a OTCYTCTBHE ﬁepeMCHHOCTH.

KUH?T?DCJ!!{’H!{HH V MCEHMWWH U MYMNCYUH

B mepwoa mpuUMeHeHHs Mpenapara Arnprmia® HeoGXOIMMO HMCIIONB30BATH HAICKHBIE METOIBI
04apbCpHOH KOHTpAIENIHA B COUSTAHWH C JIPYTAMH MeTOJIaMH  (HarpuMep, TOPMOHANLHEIMH
koHTpatenTeamu). TTockomsky adaBupens uMeeT JUTUTENBLHLIA TIEPHOI TOTYBLIBEJAECHHS, TaKKe
HEOOXO0MMMO HCIIOIB30BaTh HAJCKHBIC MCTOIBI KOHTpANCIIIHM Ha MPOTSKeHWH 12 Hepems mocre

)
nmpexkpatleia JICHCHHA ITIPEIapaToMm ATpHHHa' .

1 lamueH TR TOXKHIIOrO RO3PaCcTa

®
[Mpenapar ATpHiia He M3YYald B MCCJIEAOBAaHHMIX Yy NauudeHToB crapuwe 65 jer. Ilpumensts
npenapaT Atpurina® y manuesToR crapiie 65 NeT CIEIYeT ¢ 0CTOPOKHOCTRIO, TOCKOTBKY B JJaHHOM

IPYNIE MANHCHTOB BLICOKA BEPOATHOCTE IIOYEUHON M NEUEHOUHOH HEJOCTATOYHOCTH.

,ﬂe’m

JhheKTHBHOCTE W Ge30MacHOCT, NpHMEHEeHHs npemapara Artpunia® y aereil 1o 18 ser me

YCTdaHOBJICHA.

[MTaurenTLl, HAUMHAKOUIME APT ¥ nalHeHTL! ¢ JJIHTEILHBIM ONBITOM JICUEHHUS]

R
B HacTosiee BpeMs OTCYTCTBYIOT JIaHHBIE O IPUMEHEHUN Tpernapata ATpUMiIa  y malienTos 6e3
ONBITAa TEPAIIHHU, & TAKKE Y IIALHEHTOB ¢ JUIMTEIbHBIM oubiToM APT.
He pekoMeBayeTcs TNpUMeHeHHe mpenapata ATpPHIUA. Yy TAlMEHTOR € BHPYCOTOTHYECKOH

HeynaueH Ha pone moboI panee nposeuennoin APT.

ITauuenTsl ¢ BUY-1. iMerOmyM MyTalui pe3ucTCHTHOCTH
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®
He pexomenayeTcs IpuMenenue npenapara Atpumnna y nanuestos ¢ BMY-1, umerommm MyTau
K65R, MI184V/l nimm KI03N, 1OCKOIBLKY [PHCYICTBHC TAaKHX MYTAUMH accouMHpyercs ¢

" ®
PE3RCTEHTHOCTRIO K KakJOMY H3 TpeX JIEHCTRYIONTAX BEUIECTB Npenapara ATpuIa .

BeuoMoraTellbHEIC BELICCTRA

B oxanoit Tabnetke mpenapara cojepautces | MMonn (23,6 Mr) HaTpHs, DTH CBEJIEHHS ClieyeT

YYHUTEIBATE ¥V ITAallHCHTOB, KOTOPBIM TpCﬁyCTCH KOHTPOIL COOACPKanHA HATPHA B ITHIIC.

BJIUAHUE HA CIHHOCOBHOCTL VYIIPABJIEHHA ABTOMOBWJIEM H PABOTBI C
MEXAHH3IMAMUH

Hcenenoranus BIMSHHS Ha CIOCOOHOCTE YIIpaBICHHUS aBTOMOOHIIEM U paboThl ¢ MeXaHH3MaMH He
nporojiich. (Jmako, Ha Qone npuema sparupenza, IMTPUIHTAOHNA W TenodoBHpa MOKET
BO3HUKATh TOIOBOKPYKCHHC. D(aBHPCH3 MOKCT TaKXKC BBI3BIBATH HApPYIICHHC KOHIICHTPALHK
RHUMAHHS W CONTHROCTE. [almMenTsl JOMKHEI OBITH MPOHI(GOPMUAPOBANLI O TOM, YTO B clyyae
NOSBICHAS YKA3aHHBIX CHMIITOMOB, MM CICAYCT BO3/ICPAKATECS OT BBIIOJHCHHA IOTCHUMATEHO
ONMacHLIX BHAOB JEATENLHOCTH, TaKHX KaK YIPaBICHHE aBTOMOOMJIEM W HCIOIL30BAHHE

MEXAHHU3MOB.
OOPMA BBIITYCKA
TabneTkn, NOKPRITHIC INeHOYHOH 060noukoii, 245 Mr + 200 mr + 600 Mr.

Ilo 30 tabnerok Bo (urakoH Oenoro usera, BMecTHMOCTBIO 100 MJI M3 MONHM3THICHA BBICOKOMH
TUIOTHOCTH, 3alasHHBIH aTIOMHHHEBOH (ONLIroi. YKYNOpPEHHBIH NOIHIPONHICHOBOH KPBILIKOH €
CHUCTEMOM 3alllUThl OT BCKPBITHH JCTHMH, COICpPKAIIMI KOHTEHHEep WM callle C CHIIMKarejaem, c

Haanuceto (natuHckuMHU OykBamu) “DO NOT EAT™.

[lo 1 dnakoHy BMecTe ¢ MHHCTPYKITHEH 110 MTPHMCHCHHIO B TAYKe KAPTOHHOM!.
YCJOBUA XPAHEHUA

lIpu Temnepatype He Boitne 30 °C.

XpaHuTh B MecTax, HEJIOCTYITHBIX JUIS JIeTeill.
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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

nﬁﬂﬂi‘ﬁﬂﬁﬂ'iﬂﬁﬂ AOMNET .-'IL’h’Lf}Jl‘Z'H?-‘I’(:’H.i‘HJ'E-{ Q"Jrlp.—‘lﬁ:.‘.'

| 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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Bbmyc'xamuﬁ:ﬁ KOHmMpOJie KAyecmed.
I'nnean Caitencus Jimvuten, Upnanus

Gilead Sciences Limited, Ireland

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

Hoayuume OonoinumenvHyio uHopmayuio o npenapame, « MAKHCEe HARPACUMb CE0U

HpemeHsInn U Ui ¢)0p.M AUHI0 O HEHCENAINEIbHBIX AGICHUAX MOXNCHO RO a()pec_ V.

000 «l'nnean Caitencuz Paman
Poccus, 115035 Mocksa, yin. CagoBauueckas, 82/2
Tem.: +7 (495) 641 18 04

E-mail: Info russiaf@egilead.com

ﬂpe}xc TABUTCIIL KOMITANHHA

LY

J.B.JImutpuen
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