MHHUCTEPCTBO 3/[PABOOXPAHEHU I POCCAMCKOM GEIEPAITIN

HHCTPYKIIHAA

10 MEAHIAHCKOMY NPHMEHEHHI0 JIEKAPCTBEHHOT0 NPenapara
Hcentpecc®

PETHCTPAIIHOHHBIA HOMEP: JII1-002927

TOPI'OBOE HAMUMEHOBAHME: Hcentpecc®

MEXIAYHAPOJHOE  HENATEHTOBAHHOE WA  I'PYIHMPOBOYHOE
HAUMEHOBAHME: panrerpaBup

JIEKAPCTBEHHAS ®OPMA: TabnerKn xeBaTeIbHbE

COCTAB

1 Tabnerka xeBaTelbHas COMEPIKUT:

Jo3npoBka 25 Mr: oOeiicmeyiowee eewecmso panterpasup kamus 27,16 Mr (SKBUBaJIEHTHO
25 Mr pairrerpaBupa);

écnomozamenvhvie eewecmea; runponosa 2,362 mr, Onaxmpait Gecuperseni YS-1-19025-A!
1,771 mr, Surelease® E-7-19040% 2,657 mr, cyxpamosa 2,334 Mr, HaTpus caxapuHar 6,999 mr,
HaTpus nurpara guruapar 1,167 mr, manauTon 153,84 Mr, KpacuTens ikene3a OKCHA JKEJITHIH
1,167 mr, ammonus riuumppusunar (Magnasweet® 135%) 2,334 mr, apomaruzatop GanaHOBEI
narypamsasii WONF Durarome® 501392 TD0991 4,667 Mr, apoMaTH3aTOp AamneIsCHHOBBLA
HATypalbHEH M HcKyccTBembIH 501331 TP0551 6,999 Mr, apoMaTH3arop MAaCKHPYHOIIHi
HATYPAIBHBIA M HMCKycCTBeHHEI 501482 TP0424* 4,667 mr, xpocnoBumon 11,67 Mr, MarHus
creapart 1,167 mr, HaTpus creapuingymapar 2,334 mr.

Josnaposka 100 mx: Oeiicmeyrowee eewjecmeo panrerpasup kamus 108,6 Mr (KBHBaIEHTHO
100 Mr panrerpaBupa);

écnomozamenshvie gewjecmea: rumponoza 9,448 mr, Onampaii Gecrpernsni YS-1-19025-A!
7,085 mr, Surelease® E-7-19040% 10,63 mr, cykpamosa 4,667 mMr, HaTpus caxapusar 14,00 mr,
HaTpus LUTpaTa AMIuApar 2,333 mr, manauTON 239,6 MI, KpacHTensb Kene3a OKCHJ KpPacHBIH
0,28 M, KpacuTemp keme3a OKCHA KeNTHIH 2,333 Mr, aMMOHHS TIMIMPPU3MHAT
(Magnasweet® 135%) 4,667 mr, apomarmsarop GamamoBbii HarypansHeii WONF Durarome®
501392 TD0991 9,334 Mr, apoMaTH3aTOp amNeNbCHHOBEIA HATYPANbHBIA M WMCKYCCTBEHHBIH
501331 TPO551 14,00 Mr, apomMaTH3aTOp MAacCKHPYIOIHMil HATYpPANbHEIM M WMCKYCCTBEHHBIH
501482 TP0424* 9,334 Mr, KkpocmoBHEOH 23,34 Mr, MarHus creapatr 2,334 mr, HaTpua
creapwithymapar 4,667 mr.

! - Onapgpaii GecrpeHsnt YS-1-19025-A cocTouT M3 runpomelniossl 2910/6¢P u Makporoa;



2. Surelease® E-7-19040 cocromr m3 25% BoAHOM
STIIENnoNo3H 20 ¢P, aMMOHMS THAPOKCHA, TPHITHMIICPHAOB CPENHENEIOYHBIX K OJICHHOBOMH KHCIOTEL;

3 . Magnasweet® 135 CoCTOUT U3 3KCTPaKTa CONO/IKH, cOpOuTONa K HPYKTO3EL;

4 - coiepuT acTIapTam.

OIIMCAHHE

JlozapoBka 25 MI: Kpyribie ILIOCKOIMIMHAPHYECKHE CO CKOMIEHHBIMH KpasMu TabneTku

CBETJIO-KEJITOI0 IBE€Ta C BKpPAILNICHHUAMHA Georo nBera, C I'paBHPOBKOﬁ JIOTOTHIIA KOMITAHNH

[rpadmueckuii cuMBOI| Ha OXHOM CTOPOHE H «473» HA APYTOH CTOpOHE.

Jlosuposxka 100 Mr: oBaIbHEIE JBOSKOBEIIYKIBEIE TaOIETKH CBETIO-OPAHIKEBOrO IBETa C

BKpaIIeHUAMH 6enoro Ipera, ¢ rPaBUPOBKON JIOTOTHNA koMnaHuy [rpaduueckuii cumBoi| u

«477», paseneHHBIX PUCKOM, Ha O{HON CTOPOHE M C PUCKOM Ha APYroil CTOPOHE.
BAPMAKOTEPATIEBTHYECKAS I'PYIIIIA: npotusoBupycrHoe (BHY) cpencrso
KO ATX: JOSAXO08

®APMAKOJIOTMYECKHAE CBOMCTBA

dapmMaxkoaHHEAMHKA

Panterpasup uHrunGupyer xaranuTudeckyio akTtmBHOCTs BHWY wumHTerpasei— (epmenra,
yJacTByiomero B perumkamuu Bapyca BHMY. HMurubupoBaHme uHTErpassl NpefOTBpamaer
KOBalleHTHOe BBexenue (MHTerpaimoo) reioMa BHY B reHOM KIETKHM XO3MHAa Ha PaHHUX
cragusx passutds uabexuun. He sxmouennsie B JTHK uenosekxa renomer BUY He criocoGHEI
HHIAYUMPOBATh NPOAYKIMIO HOBHIX BHPYCHEIX YacTHI[, II09TOMy IIO[aBI€HHME IpOLecca
UHTErpaliyl  NPEAOTBpAaNIaeT paclpoCTPaHEHHe BHUPYCHOM HMHGMEKUMM B  OpraHu3Me.
Hurubupyromas cnocoOHOCT, panTerpasupa B orHomieHud ¢ocdorpanchepas denoBeka,
Bxmouast JIHK-nmommepass! o, B 4 ¥, BEIpakeHa HE3HAYUTENBHO.

Muxkpobuonozus

Ilpu mnnasmennod kouuentpauuu 31+ 20 HMoms/n panterpasup ofecrneumBan IOLABIEHHE
permkamuu Bupyca Ha 95% (95% warubupyromas xosuenrpauus, HMKos) B KIETOYHBIX
KYJIbTypax d4enoBedeckux T-mumoruros, MHQUIMPOBAHHEIX aJANTHPOBAHHEIM K KYIbTYpam
knerox Bapumantom HOIIIB BHY-1, nmo cpaBHeHHMIO ¢ KOHTPOJBHOH BHPYC-MHOMIPOBaHHOMN
KyaeTypor xierok. MKos mocturamace B KOHIEHTpauusx oT 6 mo 50 BMons/I B KyJIBTypax
9EeJI0OBEYECKMX  MUTOT€H-aKTHBHPOBAHHBEIX  MOHOHYKJIEApPOB  nepudepuueckodl  KpoBH,
AHQUIMPOBAaHHEIX Pa3lUYHEIMH TIEPBHYHBIMEM KIMHHYECKMMH wmrammamMud BUY-1, Bxmovas
mramMMel 5 He-B moarunos BUY-1, a Taroke mraMMel, pe3uCTeBTHBIE K MBTHONTOpaM 00paTHOMH

TpaHCKpuIrra3sl M uHrHOMTOpaM nporeazsi BUY. Ilpu amamise oxsoro uukina MHGEKIHH
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paiTerpasup moAasisul HHGUIMpPOBaHHe, BEI3BaHHOE 23 mITaMMaMu BUAY, rIpeJICTaBnmoninMn
5 He-B moaTHMIOR M S5 UUPKYIMPYIOIMX PEeKOMOMHAHTHEIX (opM, C UKse= 5-12 aMons/m.
Panrerpasup Taxoke MOJABIAI perumkanuio mrammos BY-2 mpu TecTHpoBaHMHM HA KIETKax
muaun  CEMx174 (MKos = 6 umons/m). IIpm OXHOBPEMEHHOM BBENEHHH B KYIbTypY
yenoBeyeckux T-mambonuroB, uadunuposBanssx BapuanroM HOIIB eupyca BHY-1,
panrTerpaBupa M HYKICO3HWAHBIX HHIHOMTOpOB OOpaTHONM TpaHCKpUNTAasH (3HOBY/HH,
sampuuTabus, craByauH, abakasup, TeHoGOBHp, AUAAHOZUH W JAMHBYIHH), HEHYKJIEO3HAHBIX
UHruGUTOPOB 0OPATHOM TpaHCKpHNTA3H (3(aBUpeHs, HeBUPAIMH H JCNaBHPAHH), HHTHOUTOPOB
nporeassl BUY (MHauHaBUp, CAKBUHABUD, PHTOHABHD, aMHpéHaBnp, JIONIAHABAUP, HeN(PUHABAD U
arazaHaBup) WM uHruburopa cimgEus (3HGYBUpTHA) HAOMIOAANacCh AHTHPETPOBUPYCHAS
aKTHBHOCTD OT aJAAUTHUBHOMN 10 CHHEPTHYHOM.

Pe3ucmenmmuocms K npenapamy

Mytamun unTerpassl BUU-1, cnocoGeTByromue MOSBICHUIO PE3UCTEHTHEIX K PalTErpaBHpY
IITAMMOB BHpYyca (Pa3BHBAIMCEH in Vilro WiIM y TNALMEHTOB, NPUHUMABIIHX PAITErPaBup), B
OCHOBHOM BKJIIOYAIOT 3aMeHHI B monoxeHusx 143 (Y143 samena va C, H mwnmu R), 148 (Q148
samena HaH, K wm R) mwmu 155 (N155 3amena va H), B coueranum ¢ omuod mum Gomee
JOTIOTHUTENIBHEIMY MyTanusaMu (Hanpumep, L74M, E92Q, T97A, E138A/K, G140A/S, V1511,
G163R, S230R).

PexombunanTHBIE BHPYCHI C omHO# mepBuunoi Myramumedt (Q148H, K mma R, mm N155H)
OTIMYANICH CHWXKEHHOH CIOCOOHOCTHIO K PEIIMKAIMM W CHIDKEHHOM YYBCTBHTENBHOCTBIO K
panTerpaBupy in vitro. Bropudansie MyTauuyu Bupyca eme 00JbIe CHIKAIH IyBCTBUTENEHOCT
K palTerpaBupy, HHOTZ[a KOMIIEHCHPYs CHHXKEHHYIO CHOCOOHOCTh BHPYCa K PEILTHKALIUH.
MyTranun, acCOUMMPOBAHHBIE C Pa3BUTHEM DPE3UCTEHTHOCTH K PANTErpaBHpy, TAKKE MOIYT
NPUBOJUTE K (DOPMHUPOBAHMIO PE3UCTEHTHOCTH K JPYroMy HHIHOMTOPY IepeHoca Lemu
HMHTErpasoi snsuTerpasupy. IIpu 3aMene B nonoxenuu 143 9yBCTBHUTENEHOCT K PAITErPaBUPY
CHIKaeTcs B GOJIBIIel CTeleHH, 1eM YYBCTBHUTENIEHOCTE K 3JIBUTErPaBUPY, TOrAa KaK MyTAIlMH B
E92Q BhI3bIBAIOT OONBIIYIO PE3UCTEHTHOCTH K BIBHTErPABUPY, 9€M K paiaTerpaBupy. Y BUPYCOB
¢ MyTauued B nomoxxeHun 148 B coueranuu ¢ omHOHM M Gonee HOMOIHUTETBHEIMA MYTAIIMAMH,
BBI3EIBAIOIIMMH PE3MCTEHTHOCTh K PajITerpaBUpy, TAlOKe MOXeT HaOINOAarhCs KIMHUYECKH
3HaYMMas Pe3UCTEHTHOCTh K AONyTerpaBUpy.

Bnuanue na 31eKmpoQunNONOZUNECKYI0 AKIMUGHOCING CEPOYa UAU HA HOKA3Amenu
aizekmpoxapOuozpmmu

B panaoMu3HpOBaHHOM, IIANEe00-KOHTPOIMPYEMOM [IEPEKPECTHOM HCCIEAOBAHUHU C YYACTHEM
3I0POBBIX JOOPOBOJNBILEB OMHOKPATHEIH npueM 1600 Mr panterpaBupa He OKa3bIBal BIUAHMS HA

nponopkureneaocTh HHTepBana QTc, HecMOTpPs Ha TO, YTO MAaKCHMANBbHAS KOHIIEHTPAIHS
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(Caax) pamTerpasupa B miasMe KpoBH Obula B 4 pa3a OOIBIIE, 4eM HpH OXHOKPATHOM IpHEME
parrrerpaBupa B fo3e 400 mr.

DapMaKOKHUHETHKA

¥ e3pocavix nayuenmos

Bcacwisanue

PairrerpaBup OBICTPO BCAachIBAaeTCsl IOCIE IpUEMa IIpernapaTra HATOINAK, BPEMS HOCTHIKEHUS
MaKCHMAJIFHOM KOHIEHTpaIuu B I1a3Me KPOBH (Timax) COCTABIISET npuMepHO 3 vaca. Ilromans
nox xpuBoit «xoHuenTpauus — BpeMa» (AUC) u 3Hauenne Cmax PAITErpaBUpa YBEIUIHABAIOTCS
NPONOPIMOHANEHO 703¢ B AmanazoHe A03 oT 100 Mr mo 1600 mr. 3HaveHus KOHIIEHTpAIMH
panrTerpaBupa B mmasMe Kpoeu depe3 12 9 mocme npuema (Cizq) panrerpasupa BO3pacTaroT
NPONMOPLUHOHANLHO J03€ B auanasoHe o3 or 100 mr go 800 Mr m BO3pacTaloT B HECKOIBKO
MeEHBIIEH CTeneHd B amamasoHe A03 oT 100 mr mo 1600 mr. Ilpu pexxume npuema mpenapara
2 pa3a B CyTKH DaBHOBECHOE COCTOSHHE AOCTHUTAeTCs OBICTPO, IPUMEPHO B TedueHue 2 mHeid
nocne Hagana JeueHns. 3HaueHns AUC u Cmax CBUIETENBCTBYIOT B IIOJB3Y OTCYTCTBHS HIIM
MHHHMMAaJLHOH KyMyIsIuy npenaparta, 3HaueHue Cizq — B IONB3Y HE3HAYUTEILHON KyMYJIAIHH
npenapara. B pexuve MoHoTepammu no 400 Mr 2pasa B CyTKM 3HAYeHHE CpPEXHErO
TreOMETPHYECKOro JUIsl IUIOIIAMM IIOX KPUBOM «KOHIEHTpauus-BpeMs» B uHTepsaie ot 0 1o 12 4
(AUCo-124) cocrasismio 14,3 Mxmoins X 4, 3HaueHue Cizq — 142 HMOIB.

A6comoTHas 6MOOCTYITHOCTE pajNTerpaBupa He YCTaHOBJIEHA. ParrerpaBup MOXXKHO IIPUHHMATE
BHE 3aBUCHMOCTH OT PEXHUMA IIpUeMa IHAIIH.

Pacnpedenenue

ITprmepno 83% panrerpasupa ces3biBaercs ¢ OenxaMu IUIa3Mbl B AUANa30HE KOHIEHTPALMIA OT
2 5o 10 MkMOIIB.

Parrerpasup nerxo npeogonesai IUIALEHTAPHEIA 6apbep B 9KCHEPUMEHTAIBHBIX HCCIIEOBAHUAX
Ha KpBICaX, HO He IPOHMKAN uepe3 reMarodnuedanngeckuii 6apbep B 3aMETHOU CTEIICHH.

B 1Byx KIMHMYECKHX MCCIENOBAHHAX C YYaCTHEM NanueHTOB, MHuuposanHsix BHY-1,
KOTOpKIE NpHMHMManM panterpasup B jgoze 400 Mr 2 pasa B CyTKH, panrerpasup OBICTPO
ONpenenAncs B CHHHHOMO3rOBOM xuakoCcTd. B mnepBom wuccuenosanuu (n=18) cpeauss
KOHIIEHTPAI(is PaITerpaBupa B CHMHHOMO3IOBOH XHAKOCTH cocTaBuna 5,8% (B nuanazosne or 1
a0 53,5%) or coorBercrByromieil KOHLEHTpaMH B IUIA3M€ KPOBH, a BO BTOPOM
uccrenosanun (n=16) — 3% (8 guanaszone ot 1 10 61%) OT COOTBETCTBYIOMIEH KOHIEHTPAIMH B
Ijiasme Kponn.' Meznuane! moxydeHHBIX 3HaYeHUH OBLTM MpHOIM3UTENEHO B 3—6 pa3s Hybke, 94eM
KOHIIEHTpaluK cBOOOAHOH (ppakuuu panTerpasupa B I1a3sMe KPOBH.

Memabonusm u evigedenue
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COOTBETCTBYET 2KCNEPTHOMY OTUETY

HccnenoBanuss C HCIONB30BaHHEM CEIEKTUBHBEIX HMHIWOMTODPOB HM30(OPMEI  (pepMEHTa
ypumunaudochar-rmoxyponmntpanchepasst  (YID-I'T), nomydeHHoil IyTeM 3SKXCIPECCHU
komieMentapuoit JJHK, nokasamu, uro VYI®-I'TIAl sBnsercs OCHOBHBIM (epMEHTOM,
Y9aCTBYIOIIMM B OOpa30BaHHU pPaNTErpaBUp-TIIOKYPOHMA. OTH MAaHHEIE IOKA3aIHM, 9TO
OCHOBHOH myTh Mera0omu3Ma painTerpaBupa y dYelNOBEKa NPEACTaBICH IPOLECCOM
TIIOKYPOHUPOBaHHS, onocpenosanHoro YI®-I'T1AL. J[nurensHOCTs KOHEUHO# (has3kl nmeproja
NOJIYBHIBEJICHUS paNTerpaBupa cocTaBnger okono 9 yacos, 6onsmas gacte AUC cooTBercTByeT
Gonee KOpOTKOH O-(hase Kkaxymerocs NEPHOAA NONYBHIBEAEHHS panTerpaBMpa (COCTaBIsLET
npuMepHO 1 gac). Ilocme mpuema BHYTPH PajHOaKTHBHO MEYEHOTO panTerpaBHpa HPUMEPHO
51% ot npuHATOH MO3BI BHIBOAMIOCH depe3 kuuneaHuk u 32% — uepe3 mouxu. Ilo maHHEIM
JOKIIMHMYECKHX MCCIe/OBaHMH B Kajle OOHApY)XHMBAJCS TONBKO DAaNTerpaBuUp, KOTOPEIH,
BEpOSATHO, OOpa3OBEIBAICA IIyTEM THAPONH3a PANTErpaBUp-TIIOKYPOHH[A, BEIACTHBINErOCS C
JKemgrio. B Moge onpepensimich panTerpaBup M painTerpaBUp-TIIOKYPOHUX B KomudecTBe 9% u
23% OT DNpHHATON AO3BI COOTBETCTBEHHO. B rurasMe KpOBM OCHOBHEIM IMPKYIHMPYIOLIMM
paIMOaKTHBHEIM  KOMIOHEHTOM Onul  pamrerpaBup (mpumepro 70% or  of6meit
PagMOaKTHBHOCTH); OCTaNbHAasg pPAJAHOaKTUBHOCTH B IUIa3Me KPOBM UPMXOAMIACH Ha
panTerpaBUp-IIEOKYPOHHUL.

dapmakoxuHemuKa y omoeabHvIX ZpYRn RAYUEHINOE

Ion

Ilon He OKASHIBAET KIMHMYECKH 3HAWMMOTO BIWAHAS HA bapMakoknHeTHIECKHE TTAPAMETPHI
panrerpasupa. Koppeknusa 10361 npenapara B 3aBHCHMOCTH OT IIONIa ALKMEHTa He Tpedyercs.
Ioorcunvie nayuenmuot

Bmusaue Bospacra (18 mer u crapmie) OmEHMBAIOCH B KOMOMHMPOBAHHOM aHANM3E U
HOINYISIMOHHOM (papMakokuHeTHdeckuM aHamm3e. He Oput0 OOHAPYXEHO KIMHUYECKH
3HAYHMOH 3aBHCHMOCTH (DapMaKOKHHETHYECKHX NapaMeTpoB paJTerpasupa OT BO3pacTa
NANMEHTOB, IO3TOMY KOPPEKIMS AO3BI penapaTa B 3aBHCHMOCTH OT BO3PacTa He Tpe0yercs.
TToopocmru u oemu

Ilo pesyneraraM CpaBHMTENBHOTO MCCHERAOBAHUS y 3A0POBHIX B3POCIEIX J0GPOBOIBIEB
TabIleTky KeBaTenbHbIe 00magaroT Oojiee BHEICOKOH IIEPOPANBbHOM OHMOMOCTYNHOCTBIO IIO
CpaBHEHMI0O C TallleTkamu, NIOKPBITHIMH IUIEHOYHOM oOomoukoi, mo 400 mr. B stom
MCCIE0BaHUH IPUMEHEHHE TabIeTOK JKEBATENBHEIX C MHIIEH, c BBICOKHM COJIEp)KaHHEM KHPOB,
npuBozauio k noseiuesnio AUC B cpenuem Ha 6%, camxedHI0 Cmax Ha 62% 1 noppmernto Ciog
Ha 188% 1o cpaBHeHHMIO Cc mpueMOM mpenapara Haromak. IIpueM TaGIeToOK JKEBaTENBHBIX C

numei ¢ BEICOKHM COACPIKAHUEM XXHUPOB HE OKa3hIBajdl KIMHUYECKHA 3HAYUMOrO BIMSHHA HA



COOTBETCTBYET 2K

(hapMaKOKHHETHKY palTerpaBUpa, IIO3TOMY
HE3aBMCHMO OT IpHeMa THUIIH.

Jo3s1 g BUY-unduupoBanHEIX MIaAeHIEeB, AeTeil ¥ NOXPOCTKOB B BO3PACTE OT 4 HEAEnb A0
18 ner (cm. paspen «CIIOCOB ITPUMEHEHUS U IO3bI») pexoMeHnOBaHE! HA OCHOBaHHU
TOro, 4ro (hapMakOKMHETHYECKHE I1apaMeTpbl DPalTerpaBHpa CONOCTABHMEI C TAKOBEIMH Y
B3POCHBIX DANMEHTOB, npuEuMasmmx Mcenrpecc®, TabmeTkd, NOKPEITBIE —ILIEHOYHOM
o6ooukoit, 1o 400 Mr 2 pasa B I€Hb.

MDapMaKOKHHETHKA palTErpaBApa B JIEKAPCTBEHHOH (opme TableTku »xeBaTeIbHBIC Yy AeTeit
MIaaie 2 JIeT He H3ydanach.

Iayuenmer u3 pasHwvix pacoBo~->MHUYECKUX 2pYNN

PacoBo-3THHYECKAs NPUHAIISKHOCTh HE OKa3plBajla KIMHUYECKH 3HAYMMOTO BIHMSHHS Ha
(dapMakoKHHeTHIECKUE apaMeTps! panterpasupa. Koppekius n03s1 He Tpebyercs.

IHayuenmu: ¢ paznuinvim unoexcom maccol mena (UMT)

HWMT He oxassBan KIMHMYECKH 3HAYMMOTO BIMAHUA Ha (apMakOKMHETHYECKHE IapaMeTphI
panrerpasupa. Kpome TOro, B mOIyISIHOHHOM (DapMakOKHMHETHYECKOM aHam3e He OBUIo
BEISIBJICHO KIMHHUYECKH 3HAYMMOrO BJMSHHS MAacChl T€lla Ha ()apMaKOKMHETHKY PaTerpaBHpa.
Koppeknus 103561 npenapata B 3apucuMoctd ot MMT narnmenTa He Tpebyercs.

Hayuenmo ¢ neuenouHoti HEOOCMAMOYHOCMbIO

PanterpaBup BHIBOAMUTCA INPEHMYILECTBEHHO IIyT€M TIIIOKypDOHMPDOBaHMS B II€YEHH.
dapmaxokvHeTHKa Impenapara Obla HW3ydeHa Yy B3POCHLEIX IAIMEHTOB C IIEYEHOUHOM
HEJOCTAaTOYHOCTBIO CpeHeH CTEHNeHH THKeCTH, a Takke B  KOMOMHUPOBAaHHOM
(apmakoxuHeTnaeckoM ananuse. Kimuuuecku 3Ha9UMBIX OTKIIOHEHUH (hapMaKOKMHETHYECKHX
[apaMEeTPOB Yy B3POCHBIX NAUMEHTOB C IEYEHOYHON HEIOCTATOYHOCTBIO CpefHedl CTemeHu
TSDKECTH IIO CPaBHEHHMIO CO 3J0OPOBEIMH HOODOBONBIAMH HE BBIABIEHO. TaxuMm o6paszoM,
KOppeKIus 036l Ipenapara Npu IeYeHOYHOH HEROCTaTOYHOCTH JIETKOH M CpeaHeil CTereHu
TsDKecTH He TpeOyercd. BiusHue nedeHOYHOM HEROCTATOYHOCTH TSDKEJIOH CTENEHW Ha
(apMaKOKMHETHYECKHE TapaMeTPH PalITerpaBupa He U3ydanoch.

ITayuenmor ¢ noueynoli HEOOCMAIMOYHOCINBIO

Ha noueunsli xiupeHC NPUXOAMTCS HE3HAYUTENbHAd JONA B BEIBEJCHAM pAITErpaBUpa H3
opraau3Ma. DapMakOKHHETHKa Ipenapara Oblla M3ydeHa Y B3POCHBIX NAIMEHTOB C THKEIOH
CTENEHBI0 NTOYEYHOW HENOCTATOYHOCTH, a TAKKe B KOMOMHHUPOBAHHOM (DapMakOKHHETHIECKOM
anamuse. IKUIMHMYECKM SHAYMMEIX OTKIOHEHMH (APMAKOKHMHETHUECKHX LapaMeIpoB Y
DAIMEHTOB C TSUKEJION CTENeHBIO I0YEeYHOM HENOCTATOYHOCTH [0 CPABHEHMIO CO 3AOPOBEIMH
J06pOBONBIIAMM HE BRUIBIEHO. TakuM 00pa3oM, KOppeKims X035 Ipenapara HalMeHTaM C

TSDKEIIOH CTEIEeHBI0 NodegHod HemocrarouHocTu He Tpebyercda. Ilockomeky 3ddexruBrOCTE




W,

COOTBETCTBYET 3K
ot 12.10.

(Bxogawmi M3 N24258335)

Juanusa panTerpaBupa HEM3BECTHA, CICAyeT M30eraTe mpueMa IpenapaTa HakaHyHE CeaHca
Jianusa.

IHayuenmor ¢ nonumopdusmom YD-I'TI1AI

Joxa3aTensCTBA MM Kakue-TH00 JaHHEIe, CBUAETENBCTBYIOIME, YTO HAIMYKME NOTuMOpdu3Ma ¥
depmenta YJ®-ITIAl MoxeT oOkassBaTh KIMHWYECKM 3HAYMMOE BIMAHHE HA
(bapMaKOKHHETHIECKHE IapaMerpsl pamerpanni;a, He Obum momydensl. [lo JaHHEIM
CPaBHUTENLHOIO HCCHEAOBaHMA ¢ YydacTueM 30 B3pOCHBIX 3A0POBEIX J0OPOBOJBLEB C
TCHETHIECKH-ACTEPMUHUPOBAHHON CHIOKEHHOH akTuBHOCTBIO YJI®-I'TIAl u 27 B3pocmsx
3M0POBEIX JOOPOBONENEB C Heu3MeHeHHbIM renotunoM YJIO-I'T1Al orHomeHnue cpemHux

reomerpuaeckux AUC panrerpasupa cocrasuio 1,41 (90% noBepuTenbHEL HHTEPBA COCTABMII
0,96; 2,09).

IIOKA3AHHWSA K IPUMEHEHHAIO

Jleaenne BUY-1 pndexiuu B KOMOMHAIMY ¢ APYTUMH aHTHPETPOBHPYCHEIMH HpeHapaTaMu.

IIPOTABONOKA3AHUA

*  IloBpimenHas 9yBCTBUTENLHOCTD K PANTErPABUPY M APYTUM KOMIIOHEHTAM [PENapara.

e Jlerckuii Bo3pact 10 2 JIeT ¥ Macca Tella MeHee 7 Kr.

e Ilepumox naxramum.

o Jlebmuur caxapass/M30MANLTA3E], HENEPEHOCHMOCTH (PYKTO3EL, TIIOKO30-TAIaKTO3HAS
MababcopOnus.

e (MeHnIKETOHYpHS.

C OCTOPOXHOCTHIO

*  Muonarus u pa6aomuomu3 (B TOM 9uCIe B aHAMHE3€), HAIMYME COCTOSHUM M (aKTOpOB,
MpeApacoNararoiX K UX PasBUTHIO.

* Iledeno4Hast HEOCTATOYHOCTE TSDKENION CTENIEHH.

e OpHoBpeMeHHOE IpUMEHeHHUe ¢ MOHEIME HHAYKTopamu YD-I'T1A1 (pudamnuuus) (cm.
pasgen «OCOBBIE YKA3AHM», nogpasaen «OxHOBPEMEHHOE [IPUMEHEHHE C JPYTHMHU
JIeKapCTBEHHEIMH CPEZICTBAMUY ).

* OgHoBpeMeHHOe NpuMeHeHMe npenapata Hcedrpecc® ¢ aHTANUAAMH, COXEPKAUMIU
AMIOMHHMI MM MarHuii.

. HaIIPIeHTaM C ,uenpeccneﬁ W IICUXUATPAICCKUMH 3a00JIeBaHUAMH B aHAMHE3E,



COOTBETCTEYET 2KCNEPTHOMY OTUETY
ot 12.10.2023 N= 20257
(Bxomawmin M3 N24258335)

INPUMEHEHUE IIPH BEPEMEHHOCTH W B IIEPHO/I TPYJIHOI'O
BCKAPMJUIMBAHU A

bepemennocrts

JlaHHBIE O NPUMEHEHHMH >KEBaTENbHBIX TAOJIETOK pairerpaBupa OEPEMEHHBIMU KEHIIUHAMU
OTCYTCTBYIOT.

Bonbioe xonuuecTBo naHHBIX 0 GEPEeMEHHBIX JKEHIMHAX, IPUHUMABLINX PAITErPABHP B 103€
400 mr gBa pa3a B ieHb B TeueHue nepsoro Tpumectpa (Gosee 1000 npeanonaraeMbeIx HCXO0B
OepeMeHHOCTH), yKa3bIBaeT Ha OTCYTCTBHE Mab(pOpMalMOHHOM TokcuuHocTH. MccnenoBanus
Ha )KUBOTHBIX I10Ka3aJId PENPOAYKTUBHYIO TOKCHYHOCTE.

YMepeHHOe KOIMYECTBO IAHHBIX 0 GepeMEeHHbIX JKEHIINHAX, IPUHUMABLINX PAITErPaBHp B 103€
400 Mr gBa paza B JiIeHb BO BTOPOM W/MJIM TpEThbeM TPUMECTPE (MEXAy NpeanoaaraeMbIMU
ucxonamu Oepemennoctu 300-1000), ykaseiBaer Ha OTCYTCTBHE IOBBILIEHHOTO PpHCKa
(bero/HeoHaTAILHON TOKCUUHOCTH.

Panrerpasup B n03e 400 Mr 1Ba pasa B IeHb MOXHO NIPUMEHSTH BO BpeMs OEPEMEHHOCTH, eCITH
3TO HEOOXOAUMO 0 KIIMHHYECKUM MOKA3aHUSM.,

Pezucmp npumenenus anmupemposupycrnoii mepanuu 60 epems bepemenHocmu

C uenbro MOHHTOpHMHIra KJIMHHYECKMX MCXOJOB y MaTepu M IUIOAA IPH HENpPEIHAMEPEHHOM
NPUMEHEHUM paiTerpaBupa BO Bpems OepemeHHOCTH ObUT co3man MexayHaponusii Peructp
NPUMEHEHUS AaHTUPETPOBUPYCHOM TepanuH BO BpeMms OepemeHHOCTH. Bpauam pexomenayercs
BHOCHTh HMHQOPMAIMIO O TNAUMEHTaX B 3TOT PErHCTP C TMOMOIIBI) 3IEKTPOHHOH IOYTHI

SM APR@APRegistry.com.

Kak npasuio, npu npuHATHH pemieHus 00 HCIOIB30BAHUM AHTHPETPOBHPYCHBIX MPENapaToOB
nns nedenns BUY-unpexin y 6epeMeHHBIX JKEHIHH |, CIIEA0BATEIbHO, Ul CHUKEHHUs PUCKA
BepTUKaAIbHON nepenaun BUY HOBOPOXIEHHBIM, 1JIsl OLleHKH 0€301MacHOCTH /ISt IUIO/A CIIEAyeT
YYHTHIBATh aHHBIC, NOJY4YEHHBIE y JXHBOTHBIX, @ TAKXKe KIMHHYECKHH ONBIT OepeMEHHBIX
JKEHIIIUH.

Ilepuon rpy1HOrO BCKapMIMBAHUS

PanrerpaBup/ero MeraboNMTBI BBIAENAIOTCS C TPYAHBIM MOJOKOM B TaKOHl CTENEHH, 4YTO
BO3/JIEICTBHE HA HOBOPOJXK/IEHHBIX/MJIAZEHLEB, HAXOIILIMXCS HA TIPYAHOM BCKAPMIIMBAHHH,
BeposaTHO. Ilo umeronmmmcs naHHBIM 1O  (apMaKOJMHAMHUKE/TOKCHKOIOIMH Y JKHBOTHBIX,
panrerpaBup/ero MeTaboIUTEI IKCKPETHPYIOTCS B TPYAHOE MOJIOKO.

PHCK 111 HOBOPOKA€HHBIX/A€TEHN IPyJHOTO BO3PACTa UCKIHOUNTh HEJIb3s.

Kenumnam, xuBymum ¢ BUY, pexomenayercs He KOPMUTH IDyAbK) CBOMX J€TeH, 4TOOBI
n3bexars nepenaun BUY.

DepTUIBHOCTE
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COOTBETCTBYET 3KCNEPTHOMY OTUETY

YV caMI[oB ¥ CaMOK KPBIC pajITErpaBup HE BIMsI Ha QEPTUIBHOCTE B A03ax n0 600 Mr/kxr/cyr,
IPY KOTOPHIX 3KCHO3MIMsS B 3 pa3sa NpeBBHINANA TAKOBYI0 Yy YelNOBEKa IPU IPUMEHEHHH

mpenapaTa B peKOMEHIyeMoit zo3e.

CIIOCOBb NPUMEHEHMA A TO3bI

Jleuenue npenaparom Ucenrpecc® npoBoasT B KOMOMHAIMY C MPYTHMH AHTHPETPOBHPYCHBIMM
TpenapaTaMu.

Buyrps. Tabmerku jesarensuble npenapara Mcentpecc® HasHauaoT BHE 3aBUCHMOCTH OT
ImpreMa IUIH. ‘
Jleuenwe npenapatom HMcentpecc® momkeH OPOBOAMTH Bpad, OOIAfaroniuil JOCTATOYHEIM
onsrroM Tepanuu BUY-undexuun.

Taxk xak JrexapcTBeHHEIe QOpPMEI panTerpasupa He SBILTOTCS 6MO3KBHBAIEHTHEIMH, TO TabeTKy
JKeBaTeNbHBIE HE ClefyeT 3aMeHATh TaOlIeTKaMH, MOKPHITBIMH IUIEHOYHOH 000M0uKo#, Io
400 mr. Hccnenosanuit npemapata HMcentpecc® B BuAe TaGlETOK )KEBaTENBHBIX Y
BHY-uadmmpopansbx nerefi ¥ NOAPOCTKOB (B Bospacre or 12 mo 18 mer) m B3poCusIX He
MIPOBOJIMIIOCK.

MaxcumansHas cyTodHas no3a Tabnerox sxeBarelibHbIX cocraBisger 300 Mr 2 pasa B CyTKH.
Pexomenpyemsie 0381 npenapara Mcentpecc® B nexapcTBeHHOM (opMe TaGIeTKH KeBaTeEHEIE
nust nedenns BUY-1 uadexunu y mereli B Bo3pacte OT 2 JIET U CTapiue pacCYUTHIBAIOT IO Macce
TeJa TaK, 9ToOBI MakCHManbHas CyTOYHAs Z[03a pajirerpaBupa He npessuuana 300 mr 2 pasa B

cyrkd (cm. Tabmuny 1).

Ta6muna 1. PexomenmoBanueie nossr* npenapara Hcentpecc® B nexapcrsensoit dopme

TabJIeTKH HKeBaTelIbHbIe JU11 AeTeil B BO3pacTe OT 2 JeT | CTapiie ¢ Maccoi Tena He Menee 11 xr.

Macca Teya, Kr Ho3za KoymuecTBo Ta0JeTOK KeBATEIbHBIX
or 1l no< 14 75 mr 2 pa3a B CyTKH 3 x 25 Mr 2 pasa B CyTKH

ot 14 1o <20 100 mr 2 paza B cyTku 1 x 100 mr 2 pa3a B cyTkH

ot 20 1o <28 150 mr 2 pasa B cyTku 1,5 x 100 mrt 2 pasa B cyTku

or 28 mo0 <40 200 mr 2 pasa B CyTKH 2 x 100 Mr 2 pasa B cyTKH

He MeHee 40 300 Mr 2 paza B cyTkH 3 x 100 mr 2 pasa B cyTku

* - PEeKOMEHZAIMM JI03 II0 Macce Tella OCHOBAHB! OPHEHTHPOBOYHO Ha mpueme 6 mMr/kr/mosa 2 pasa B
CYTKH.
T - Tabnerxy xesarensrrie o 100 Mr MoryT GEITE pasneNeHs Ha ABe MONOBHHEL, TeM HE MeHee Cleayer

0 BO3MOKHOCTH H30erath ACIICHUA Ta0IIeTOK HA ABE IIOJIOBUHBI.
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ITarmenTaM clexyer pa3sbaCHUTh HEOOXOAMMOCTH COOMIOJEHMs rpapuka HO3HpPOBaHHA,
IIOCKONBKY 703y npenapara Hcentpecc® crenyer koppekTHpOBAaTE 10 Mepe pocTa pebeHxka.

VY B3pocuex u feredl or 12 ner M Maccoil Tena He MeHee 25 Kr JoibkeH OBITh MCIIONB30BaH
npenapar Hcentpecc®, Tabrerxy noxpeitsie o6omouxoit 400 Mr.

HammenTs! ¢ HapymeaneM GyHKIHH HOYEK

Koppexuus 035! ¥ TALMEHTOB ¢ HapymeHHeM QYHKIUY 0UeK He Tpebyercs.

IManuesTs! ¢ HapymenneM QyHKIHHE DeYeHH

Koppexnus [0361 y MAHEHTOB C HapymeHueM QYHKIMK nedeHu JIErKOi M CPeHe CTemeHH
TsKECTH He Tpebyercs.

BesonacHocTs M 3(()EeKTHBHOCTh NPHMEHEHWS pAITErpaBUpa y NAlMEHTOB C HapyLICHHEM
(GYHKIVY NEYEeHH TSKEIOU CTENe ) He YCTAHOBIICHEL

Benepcreue storo Heo6xoamMmo cOOMIOAAaTh OCTOPOXKHOCTH NIPH IPHUMEHEHHWM IIpenapara
Hcentpecc® y DanueHToB ¢ HapymeHueM (YHKIMH IEUCHH TSKENOH CTENmeHM (CM. pasjien
«DAPMAKOJIOTUYECKHUE CBOMCTBAW, noppasfen «®DapMakOKMHETHKA» © pas3fen
«OCOBBIE VKA3AHM»). Ilpy HOSBIEHMH Yy TakuX NALMEHTOB NPHU3HAKOB YXYIIICHHUS
3a00meBaHus IEUEHU JO/UKEH OBITH PAcCMOTPEH BONPOC O NPEPHIBAHAM MM IPEKPALICHUU
JICUSHUSL.

HOBOYHOE JEMACTBHE

IIpoduns Gesonacuocru npenapara Pcentpecc® 0CHOBaH Ha pe3ymsTaTax 0600IEHHbBIX JaHHBIX
no 6e30IacHOCTH, NOMYYEHHBIX B XOJE KIMHIMYECKHX WCCIIEJOBAHMI C y4aCTHEM NANMEHTOB,
paHee MOMydYaBIIMX aAHTUPETPOBHUpPYCHyI0 tepanuio (APBT), u mnammenros, paHee He
nonygaemux APBT.

B oOnenumenHoM apamu3e pesylBTaTOB KIMHUYECKUX MCCIENOBAHUM aHTHPETPOBHMPYCHOM
TepauMu y NauMeHToB, panee nomyuasmux APBT, wactora OTMEHE! Tepanmuu IO NpUYHMHE
HeXeNaTeNIbHEIX peaknuii coctaBuna 3,9% B Ipynne DaMeHTOB, NPUHUMABIUMX MPENapaT
Hcentpecc® n onTuMusnpoBaHHy0 monomHutensayro Tepamuio (OAT), m 4,6% B rpymme
nauueHToB, npuHuMasmmx mmane6o m OJIT. Yacrora oOTMEHBI Tepanuu 1O IPUYHHE
HEeXEeNaTeNbHEIX PEeakiMi y B3POCIBIX NMAalMEeHTOB, paHee He momydaBmux APBT, cocrasuna
5,0% B rpynme mnauWeHTOB, NpMHMMaBuMX npemapar Mcenrpecc® opmHOBpeMeHHO C
smrpunurabuHoM H TeHodosupa mumsonpoxcmr ¢ymaparom, ¥ 10,0% B rpynme manueHTOB,
NPYHUMABIINX OXHOBPEMEHHO 3(aBHPEH3, OMIPULUTAOMH ¥ TEHO(POBHUpPA JU3OTIPOKCHI
dbymapar.

Haunbonee wacTeiMM HeXXeNaTeNBHEIMA PEAKIMSIMH BO BPEMs JIEYeHHs OBLIM TOJOBHASA 0O,
TomHora H 6oms B xusore. HambGonmee JacTEIMH CePHe3HBEIMM HEXEIATEILHBIME PEaKLHAMH

(3074 CHHAPOM BOCCTAHOBJICHHA MMMYHHMTCTA U CHIIb. B ximHMgEcKUX HCCICAOBAHUAX JacTOTa
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COOTBETCTBYET 2K
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(Bxogaupai M3

Cily9aeB OTMEHBI palTerpaBUpa BCIEJACTBUE HEKCIATCIBHBIX PEaKiiid COCTaBHIA 570 o
MeHee.

Hmxe mpeacraBiieHB! JaHHBIE O HEXENATENbHBIX ABIEHMAX, HAOMIONABIIMXCA B KIMHHUYECKHX
MICCIIEIOBAHMAX, C PA3IHIHON CTENCHBIO BEPOATHOCTH CBI3aHHEIX C mpemaparoM Mcenrpecc®
um ero kxombmuammed c apyroii APBT. HexenmarenpHble sBIGHHS IIEPEYHUCICHBI B
COOTBETCTBMH C CHCTEMHO-OPraHHBEIMH KJlacCaMH M kiaccHduxampeii mo 9acrore: «Jacreie)
(>1/100 u <1/10), «zegactsre» (>1/1000 u <1/100) 1 «uacrora Heu3BecTHa» (JacTOTA HE MOMKET
OBITH YCTAHOBIIEHA Ha OCHOBAHHH HUMEIOINXCS AAHHEIX).

Hudexnmonnsie u napasuTapHeie 3a60neBaHus

Heuacmwvie: renutansHbli  repuec, (ONIMKYIHT, TacTpOSHTEPUT, HpPOCTOM reprec,
repuerayeckas HHOEKIA, ONOSCHBAIONMIMI JIMIAi, rpunn, abcuece muMpoy3na, KOHTArHO3HEIA
MOILTIOCK, Ha30(hapHHIHUT, MH(EKIHa BePXHUX ABIXATENbHBIX Iy TEH.

LobpoxagecTBeHHEIe, 3N0Ka9ECTBEHHEIe X HEYTOUHEHHEIE HOBOOOPa3oBanus (BKIIOYAsS KUCTH U

IOJIMIIBI)

Heuacmule: IamuioMaTos KOXH.

Co cToponE! KpoBH ¥ IuM(aTHIECKOH CHCTEMBI

Heuacmwvie:  anemms, xemesomeduiurTHas  aHeMud, OoNe3HeHHOCTs  JIM(GOY3JIOB,
muMbanesonaTus, HeHTPONEH!US, TPOMOOIUTOIIEHUSL.

Co cTOPOHE! HIMMYHHOH CHCTEMBI

Heuacmule: cHHAPOM BOCCTaHOBIEHHS HMMYHMTETa, THIEPYYBCTBHUTEILHOCTh K IIPENapary,
peaxiuy THIEePIyBCTBUTEIbHOCTH.

Co cTopoHrl 00MeHa BeleCTs ¥ IUTAHMS

Yacmuvie: CHIKEHHE aNIIETHTA.

Heuwacmvle:  xaxexcus, caxapHeli jauaber, AUCIMIINAEMHS, THIEPXOJIECTEPUHEMUS,
THIEPITMKEMUs, THIEpIunuaeMus, runepharus, NOBBINEHHE AaNIETHTAa, TIOIMAUIICHS,
Hapyiesue XHpPOBOro odMeHa.

Hapymenus ncuxuku

Yacmole: HeOOBIYHBIE CHOBHAEHHS, OECCOHHHUIIA, HOUHBIE KONIMApHI, HAPYLIEHUE MOBEIECHUS,
Jenpeccus.

Hewacmeie: ncuxudeckue paccTpOiCTBa, CyMUIMAANBHBIE IIONBITKHA, YYBCTBO TPEBOIH,
CIyTaHHOCTh CO3HAHMA, IIOAABIEHHOE HAacTpoeHHe, OONBIIOE AEMPECCHBHOE PAcCTPOMCTBO,
OeccoHHUIA CepeAMHBl HOYM, M3MEHEHMs HACTPOEHHS, IAHWYECKHE ATAKd, HApyIUEHHs CHa,
CyMIMIANBHEIE HAEH, CyHIHAAIbHOe IoBeJeHNe (0CO0EHHO Y MAlMEeHTOB C ICHXNATPUIECKAMU

3a00neBaHUAMM B aHAMHE3E).

Co cTOpOHEI HEPBHOH CHCTEMEI

11
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Yacmpuie: TONOBOKPYKEHHUE, TONOBHAsE 60/Ib, ICUXOMOTOPHAS THNEPPEAKTUBHOCTb.

Heuacmuie: amHe3usa, CHHAPOM 3aIICTHOTO KaHala, KOTHATHBHEIE PACCTPOMCTBA, HAPYNICHHS
BHHMMaHUS, HOCTYPAIbHOE TOJOBOKPYKEHHE, NUCTEB3US, THIIEPCOMHUS, TUIIECTE3Ms, JIETAPTrHs,
PaccTpONCTBO IaMATH, MHUTPEHb, Nepudepudeckas HeHpOmaTHs, NAPECTE3UH, COHIMBOCTE,
TOJIOBHAS OOJIb HANIPSDKEHUS, TPEMOP, CHIDKEHUE KAYeCTBA CHA.

Co CTOpOHE! OpraHa 3peHus

Heuacmuie: camxenue OCTPOTHI 3pEHUA.

Co cTopoHEI opraHa ciyxa ¥ Ja0UpPHHTHEIE HADYINEHAS

Yacmuie: BepTHTO.

Heuacmuwie: mym B ymax.

Co cTopoHEI cepana

Heuacmevie:  omymenue — cepaueOuMeHMs, CHHycoBad  Opammkapius,  KEIyIOuKOBAA
SKCTPACUCTONHUS.

Co cTOpOHEI COCYHOB

Heuacmuie: «puuBbDy KPOBH K KOJKe JIHIIA C OLIYIEHHEM JKapa, apTEpHAIbHAS THIEPTEH3HA.

Co CTOpPOHEI ABIXATEeIbHON CHCTEMBI, OPTaHOB I'PYIHOM KIETKU M CPENOCTEHHS

Heuacmpvie: mucdonus, HOCOBOE KPOBOTEIEHHE, 3AI0KEHHOCTH HOCA.

Co cTopoHs! KOIYIOYHO-KHINEYHOI'0 TPaKTa

Hacmeie: 9yBCTBO paciMpaHMs B XKHBOTE, OO B XKUBOTE, AUAPES, METEOPU3M, TOLIHOTA, PBOTA,
JUACIICIICHS.

Heuacmwie: ractpur, omymenne auckoMdopra B xuBoTe, 6016 B BEPXHMX OTIENAX XKHBOTA,
Gone3HeHHOCTH B OONIACTH JXHBOTA, IyBCTBO AHCKOM(OpTA B 06NACTH 3a/JHEr0 IIPOXOJ], 3a1op,
CYXOCTb BO PTy, OlIylIeHHE AUCKOM(POPTa B SIMIaCTPAIbHOU 06IacTH, SpO3UBHEIN JYOIEHHUT,
OTPBDKKA, TacTpo33odareansHeli pedIIroKC, THHIUBUT, ITIOCCAT, GONE3HEHHOCTE IPH TIOTAHMH,
OCTPEIH NAHKPEATHT, MENTHIECKAs 384, PEKTAbHbIE KPOBOTEUEHHS.

Co CTOpOHE! IeYeHH ¥ KETIEBEIBOISAINTNX myTein

Heuacmuie: renaTut, CT€ATO3 NI€YEHH, AKOIOJIGHELN FEATUT, IEIEHOTHAS HE{OCTATOYHOCTD.
Co CTOPOHEBI KOXKH ¥ HOAKOMKHBIX TKAHEH

Yacmuie: K0HAA CHIIb.

Heyacmpie: axue, anonenus, yrpeBHaHas Chillb, CyXOCTh KOXKH, DHTEMa, IMII0aTpOdHs JIHIa,
THNEPrHApPo3, munoarpodus, npuobperenHas jmnomuctpodus, Iunoruneprpodus, HOUHAA
HOTIMBOCT, NPYPUIrO, 3yA, 3yJ FEHEPANM3OBAHHBIM, MakKylApHAsA CHIIb, MaKylIONamyJIe3Has
CBNIb, 3yAAlasd Chbllb, KPAIMBHHMIA, KCEPONEPMHs, JAPYTHE NOPKEHHS KOXH, CHHAPOM

Crusenca—/DKOHCOHA, JIeKapCTBEHHAs Chilb C 303MHOMIIHEHl W CHCTEMHEIMH CHMIITOMAMH
(DRESS-curnpom).

12
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Co CTOPOHE! CKeNeTHO-MBINIEYHON H COeTHHUTENFHON TKAHH

Hevacmuie: aptpanrus, aprpur, 0oms B ciMHe, 60nb B OOKYy, CKeENETHO-MEIIEYHAs OO,
MuaIrHsA, 6016 B 06I1aCTH ImeH, OCTeONeHus, 60 B KOHEIHOCTAX, TEHAUHNT, paOXOMHOIIH3.

Co CTOPOHBI IOYEK ¥ MOYEBEIBOASIIMX OYVTEH

Heuacmyle: modedHas HEIOCTATOYHOCTb, Heppur, HEPpOIMTHA3, HUKTYPHS, KHMCTA INOYKH,

Hapymenye QyHKIMH MOYEK, TYOYIOMHTEPCTHLMAIBHEIA HEQPHUT.

Co CTOPOHE! IIOJIOBBIX OPLAHOB M MOJOYHOH JKeIe3bl

Heuacmwie: SPECKTHIIbHAA JII/IC(I)YHKI.U/DI, THHEKOMACTHs, CHMIITOMEI MEHOIIAY3EIl.

QO6mue paccTpoiicTBa M HAPVIIIEHUS B MECTE BBEIICHHS

Yacmure: acrenus, cliaboCTh, IMXOPAIKA.

Heuacmuie: mucxomopT B IpyAau, 03HOO, OTeK JMIA, yBEIHYEHHE 00BEMA KMPOBOM TKAHH,
cocTossaMe 6eCrmoKOMCTBa, HEAOMOraHHe, IOAYEIOCTHOEe HOBOOOpa3oBaHue, nepudepuueckue
OTEKH, OOk,

JIaboparopHbie ¥ HHCTPYMEHTANLHEIE IAHHEIE

Yacmvle: TOBENIEHHME AKTHBHOCTH B IulasMe  amaHuHamuHoTpanchepaser  (AJIT),
acriapraramMuHoTpadchepassl (ACT), munasst 1 aMIIass! MOMKEIYA0YHOMN JKee3bl, IOBBIIICHUE
KOHLEHTPAalHX TPUTTIULEPHOB ¥ KONMIECTBA ATUIIMYHAIX JUM(OLUTOB.

Heuacmyie: cawxenne abCOMOTHOrO YUCNa HEHTPODHMIOBR MIA3MEL, OBBHINEHHE AKTUBHOCTH B
njasMe menodHod ¢ocdarassl, amMuuassl, KpeaTHHPOCHOKHMHA3H,, CHIDKEHME KOHLEHTPALHH
anp0yMHUHa; TOBEIIICHHE KOHIEHTpaluy OWIMpyOMHa, XONecTeprHa, KPEATHHUHA, TIIOKO3H (B
TOM YMCIE ONPENEseMOH HATOIIAK), a30Ta MOYEBHHEI, JHUIIONPOTEMHOB BBICOKOU IUIOTHOCTH,
JMNIONPOTEUHOB ~ HH3KOM  NIOTHOCTHM;  IIOBBUNIEHHE  3HAYEHHs  MEXKIYHAPOIHOIO
HOPMAJT30BaHHOIO OTHONICHHS, CHIKEHHE KOIMYECTBA TPOMOOIUTOB U JEHKOIMTOB B KPOBH,
HalMYie TIIOKO3Bl B MOYE, HaIWYHe 3PUTPOILMTOB B MOYE; YBEIMYEHHE OKPYKHOCTH TAIMU,
YBEINMYEHHNE UM CHHKEHUE MAcChI TENA.

TpaBMBI, MHTOKCHKANNY ¥ OCHOKHEHHS MAaHUIYIIAMI

Heuacmpuie: senipeHaMepeHHas EPEJO3MPOBKA.

B xome ximHMYECKMX HMCCIEZOBAHHH y IAIlUEHTOB, paHee NONYYABIIMX M HE IOIydaBIIMX
APBT, mnabmopmamick ciyJam pPasBHTHA 3/I0KaUeCTBEHHHIX HOBOOOpa3oBaHmii  IIpH
HCNIONB30BAHNHN KOMOMHAIHM ﬁpenapaTa Ucentpecc® ¢ ApyruMH aBTHpETPOBHPYCHBIMH
cpencTsaMy. XapaKTePHCIHNKA H JaCTOTA 3JI0KAYECTBEHHBIX HOBOOOPA30BaHHi COOTBETCTBOBAIH
TAKOBEIM JUIsl TAIMEHTOB C TDKENTBIM MMMyHoZedmuuroM. PHCK pasBUTHS 370Ka9eCTBEHHBIX
HOBOOOpa3OBaHui B KIMHUYECKHX HCCIENOBAHUSX OBLI OAMHAKOB KaK B IPYNNAax NANMEHTOB,
IpHHUMaBIMX Npenapar Mcentpecc®, Tak U B IpyNnax HAIMEHTOB, OPHHUMABIINX NPENAPaThl

CpaBHEHHL.
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V nampeHToB, npusMMaBIMX npenapar Mcentpecc®, HabMIONAnoCh NOBEIIEHNE AKTHBHOCTH
kpeatungochoxmnassl 24 crenenu. HaGmrogamucs cioy9am  pasBHTHS. MMONATHH |
pabpomuonu3a. Ilanuentam ¢ Muonarueit win pabIOMHMOIM30M B AHAMHE3E, @ TAKKE MMEIOIIM
Apyrue (haxTopsl pucKa (BKII0Yas COIYTCTBYIOIYIO TEPAIHMIO), IIPENapar CIeAyeT Ha3HadaTh C
OCTOPOKHOCTBIO.

Coo6manock o ciryyasx pasBHTHS OCTEOHEKP03a, OCOGEHHO ¥ HAUKEHTOB C OOMENPU3HAHHEIMA
daxTopamm pucka, mosgHedl crapueii BUYU-3aGomeBaHus MIM IMTEIHHBIM BO3ZEHCTBHEM
komOuHupoBanHoii APBT. Yacrora ero pa3suTus HEM3BECTHA.

B KIMHHYECKMX HMCCIEOBAHHSAX Y IAIMEHTOB, paHee nojydasmux APBT, xoxHas chIb, BHE
3aBHCHMOCTH OT 3THMOIOTMM, dYame Halmopanack Ipu IpuMeHeHun npenapara Mcemrtpecc®
OZTHOBPEMEHHO C JAPYHAaBMPOM, YeM IPH NPUMEHEHHM JaHHBIX MPEapaToB IO OTACILHOCTH.
Tem Be MeHee 9acTOTa PasBUTHA KOXHOW CHINH, CBS3aHHOM C [PUEMOM IIPENaparos, GbLra
COIIOCTaBMMa BO BCEX Tpex Irpymnax jeuenusa. Koxsas cemmb Oplma Jlerkoil M ymepeHHOR
CTENCHU TSDKECTH M He BiuAna Ha npogomxeHue APBT. V mauuenros, panee He modydaBmmx
APBT, pasmele KIMHMYECKHMX HCCHCNOBAHHI IPUMEHEHWs pPAITETPABHPA OTPAHHYCHEI
NpUMEHEHHEeM B KOMOMHAIMM C JBYMs HYKICOTUAHBIMM MHIMOWUTOpaMH oOpaTHO
tpanckpurrassl (HUOT) (amrpunmrabun 1 Tenodosupa ausonpokcun Gymapar).

IMamuenTs! ¢ Ko-uHpexnuer renatura B u/mau remaTara C

B nemom nmpodmims GesonacHoctu npenapara Hcenrpecc® y HAIUEHTOB, KO-MHOUIMPOBAHHBIX
renaruToM B u/um renarnrom C, Gbur aHanormuen npodumo Ge30macHOCTH Y IALUeHTOB 6e3
ko-uHbexuuy renartura B w/umu rematura C, X0Tq 9acToTa OTKIOHEnMs aktusHOcTell AJIT u
ACT unorpa 6su1a BEIIIE B Ipynnax ¢ ko-unexuueii renarura B u/wm renarura C.

Hern

Ilo pesymbTaraM KIMHIUECKHX MCCIEHOBAHMIl y AeTell ¥ MOAPOCTKOB GBIIO YCTAHOBIEHO, YTO
9acToOTa, THI M BBIPOKEHHOCTh HEXENATENBHBIX PEaKIMil, CBA3aHHEIX C IIPHEMOM IIpenapara,
OBUIN CONOCTABUMEI C TAKOBEIMH Y B3POCIIEIX NAIMEHTOB.

Y oaHoro pausenta HaONONANMCH CHENYIOIME CBS3aHHEIE C OPHEMOM Ipenapara
HEKENaTeNbHBIe PeakuuH: IICHXOMOTOPHAad TIMIEPAKTHBHOCTG 3 CTENEHM, HapyIIeHHe
noseneHus u 6eccommmma. Y Jpyroro manmeHTa HaGNIOAANACh CEphE3HAs HEXENarebHas
peaxuys 2 CTENEHH — aUIEPIHUecKas Chilb.

Eme y ommoro mamuenta HaGmromanock nosemenue axtuBHoctH ACT 4 crememm u AJIT

3 crenens, KOTOpoe GBIIO PACLEHEHO KAK CEPLEIHOE.

HEPETO3HAPOBKA

Cuenndryeckux CHMITOMOB nepeno3upoBku npenapara Hcentpecc® He BhIiBIEHO.
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(Bxopmwmit M3 N=

B cayuae mepeno3upOoBKH HEOOXOAMMO CIIEAOBATH CTAHIAPTHEIM PEKOMEHAAIMAM, TaKMM Kak
yZaJleHie HEBCOCABIIerocs Ipenapara W3 JKeXyHOYHO-KMIIEYHOr0 TPaKTa, HaOlnogeHue 3a
[IOKa3aTesIMH Jxu3HeaesTenbHocTH, Bmodas JKI', Ha3HadyeHHe CUMITOMATHYIECKON TEpaIlny.

Jausbix 06 addexTuBHOCTH AMaTH3a TPy nepeAo3upoBke npenaparom Mcentpecc® mer.

B3AMMOJIEACTBHYE C JIPYT' MMM JJEKAPCTBEHHBIMH CPEJICTBAMMA

B wuccnemoBaHusX in vitro OBUI0 IOKa3aHO, YTO pANTErPaBHp HE MABIIEICH CyOCTpaToM
m3odepmenToB cucremsl nuroxpoma P450 (CYP), ve uarubupyer CYP1A2, CYP2B6, CYP2CS,
CYP2C9, CYP2C19, CYP2D6 unu CYP3A u ne unrubupyer VI® rimoxyponunrpanchepasst
Al un 2B7. Kpome 3toro, panrerpasup He unayuupyer CYP3A4 n He gBnsercs HHTHOUTOPOM
P-rmuxonpoTenH-0noCpe0BaHHOrO Tpancnopra. Ha OCHOBaHMHM 3THX JAHHBIX MOMKHO CHAEIAaTh
BBIBOJI, YTO palTerpaBup He BuusgeT Ha (apMaKOKMHETHYECKHE NapaMerphbl JeKapCTBEHHBIX
CpeJCTB, KOTOPHIE SBIIOTCA CyOCTpaTaMu yKa3aHHBIX hepMeHTOB WK P-riuxonpoTenHa.

Kak nokazamu wuccnenoBasus in vitro W in vivo, painTerpaBUp BEIBOJUTCS B OCHOBHOM
nocpeactBoM Merabomusma (rmoxyponuposanus) no Y®-I'T1A1-onocpe1oBaHHOMY My TH.

B dapmaxokuHernke panrerpaBupa HaGmOAanack 3HAYMMAs MHTEP- ¥ MHBTPAUHIUBUIYAILHAS
HW3MEHYHUBOCTE.

Brusnue parmezpasupa Ha papmakoxuHemuxy opyaux 1eKapCmeeHHbIX cpedcms

B nccnenosanusx mo W3y4eHMIO JIEKADCTBEHHOTO B3aUMOMEHCTBHA PAlTErPaBHp HE OKAa3BIBAI
KIMBHYECKH 3HAYMMOTO BIHMSIHUA Ha (apMaKOKMHETHKY 3TpaBUPHHA, MapaBUpOKa, TeHodosupa
JIM30IPOKCHII (hymapaTa, TOPMOHANBHBIX KOHTPAIIENTHEOB, METa0Ba M MHa301aMa.

B HeKOTOpHIX HCClleNOBaHMSAX NPH OJHOBPEMEHHOM NpuMmeHeHuH npenapara Hcenrpecc® c
JapyHaBUPOM HaOMIOJANoCh HE3HAYUTENbHOE CHIKEHUHE KOHIEHTPALMH AapyHABUPa B ILIa3Me
KpoBu. MexaHusM NaHHOTO SBIEHMA HEM3BECTeH. TeM He MeHee BIHSAHHE paiTerpaBHpa Ha
KOHIIEHTPAIMIO JJApYHABHUPA B IUIa3Me KPOBU HE CUMTAETCS KIMHUIECKH 3HAYAMBIM.

Brusanue opyaux nexapcmeennsix cpeocme Ha yapmaKoKuUHemuKy panmezpasupa

Crenyer coGmI0RaTh OCTOPOXKHOCTG IPH OJHOBPEMEHHOM IpEMeHeHuU npenapara Mcenrpecc®
¢ wmommeiMu MHAyKTOpamu YAD-I'T1Al (mampumep, pudammunuHOoM), yqnmnéx, YTO
panrerpaBup Meraboimmsupyercss B OCHOBHOM mocpernctBoM YI®-I'T1Al. Pudamnumua
CHHJKAET KOHIIEHTPAIMM palTerpaBupa B IUIa3Me KpoBH. Bimussue Ha 3(GEKTUBHOCTE
panTerpaBupa HEH3BECTHO. TeM He MeHee eclM OIHOBPEMEHHOrO TPUMEHEHHS C
pudamnuiuEOoM u36exars HEBO3MOXKHO, MOKHO YABOMTh m03y npemapara Hcemtpecc® y
B3POCHEIX. JlaHHEIE [0 OHOBPEMEHHOMY IpUMEHeHHI0 npenapara Hcentpecc® u pudammunmna
y manuenToB maaame 18 ner orcyrcryror (cM. paspen «OCOBBIE YKA3AHUS»). Biusuue

APYTHX MOIFHEIX MHAYKTOPOB M30(epMEHTOB, MeTabONMU3NPYIOLMX JEKAPCTBEHHBIE CPENCTBA,

15



o
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TaKue Kak GpenuronH u Qpenobapouran, Ha cucremy ¥ JAD-I'TTAT nenseecTHO. MeHEe MOIIHBIE
HHIYKTOPBI (nanpumep, aasupens, HEBUPAIVH, 9TpaBUPHH, pudalbyTiH,
TIIFOKOKOPTHKOCTEPOUEI, 3BEp000il NpOABIPSABICHHEIH, NHOIIMTA30H) MOTYT HPUMEHSTHCH
oxHOBpeMenHoO ¢ mpenaparom Hcentpecc® B pekoMennoBaHHOMM 03€.

OnHOBpeMeHHOE mNpuMEHeHWe npemapara Mcentpecc® ¢ CHIBHEIME — MHTMGHTOpaMH
VYA®-IT1A]l (wampumep, aTra3aHaBHPOM) MOXET NOBBICUTH KOHIEHTPALMIO pPAITErpaBupa B
miasMe KkpoBu. Menee cuinpable HETMOHTOPH! YJ®-I'T1Al (Hanpumep, HMHAWMHABHD WU
CaKBHHABHP) TAKXKEe MOTYT IIOBBICHTH KOHIIEHTDALMIO PajTerpaBMpa B IJIa3Me KPOBH, HO B
MeHBIIe}i CTEleHH IO CpaBHEHUIO ¢ araszaHaBupoM. Kpome Toro, TeHoOBHpa AHU3OIPOKCHI
(hymMapar MOXeT IOBHICUTh KOBLIEHTPAIMIO pajJITErpaBupa B IIa3Me KPOBH, OJHAKO MEXaHU3M
aToro BiumsiHUS HeusBecteH (cM. Tabmuny 2). B kiMHUYeCKHX HCCIEOBAHMAX B KAYECTBE
JOTIONHHUTEIFHOA ONTHMU3UPOBAHHONW Tepanuy Oonbmas d9acTh NAIMEHTOB IPHMEHSIIA
arasanasup u/mim TeHodoBupa jusonpokcun (¢ymapar, o6a mpemapara, KOTOPEIE IPUBOAAT K
MOBEINIEHUIO YPOBHEH panrerpasupa B Iurasme. Ilpodmms GezomacHocTH, HAOMIOMaeMEI ¥
NANMEHTOB, IONYJABIIMX aTa3aHABHP WHIM TeHOGOBHMpa AM30HpOKCHI (yMapaT, B IEIOM
UJIeHTHYEeH POQHIIO 6e30nacHocTH y HalMeHTOB, KOTOPhIe He NPUHUMANH JAHHBIE NPENapaTsl,
[I03TOMY KOPpPEKIUs K03 He Tpebyercs.

OnHoBpeMEHHOE TNpUMeHeHHe mpenapata Fcentpecc® ¢  aHTamuuamu, CoOepHKALIMME
OMBaJIGHTHBIE MOHEI METAJUIOB, MOXET CHIXarh abcopOummio panrerpasupa IIyTeM
XenaTHpPOBaHMA, YTO MPUBOAMT K CHIDKEHHUIO KOHI[EHTPAIMH PAJITErpaBHupa B IIa3Me KpoBu. Tak
KaK NPHEM aHTAIWAOB, COAEPXKAIMMX ANIOMMHMI MIM MarHui, depe3 6 9acoB mocne mpueMma
npenapara cenTpecc® MpUBOANT K 3HAYMTEILHOMY CHIDKEHHIO KOHIIEHTPAIMH PAITErpaBupa B
mwiasMe KpOBH, OIHOBPEMEHHOE mpuMeHeHue npenapara Hcentpecc® u  amrTamumos,
COAEPIKAIKX ATFOMUHMI MIIM MATHUH, HE PEKOMEHIY€eTCsl.

OpnHoBpeMeHHOE IpUMeHenue npenapara Vcenrpecc® ¢ aHTAIMAAMH, CONEPKAIUMI KapOOHAT
Kanpllisg, CHIDKACT KOHIEHTPAUMIO paiTerpaBupa B IUIa3Me€ KPOBH, OAHAKO [JaHHOE
B3aMMOJICACTBHE HE pPaccMaTpUBaerCcs Kak KIMHWYEeCKH 3HaguMmoe. Bcenexncreue 3toro mpu
OZTHOBpEMEHHOM IIpUMeHennu npenapara Hcenrpecc® ¢ aHTamuuamMuy, cogepikamumy KapGoHAT
KaIbLHs, KOPPEKLHKA 0351 He Tpebyercs.

OmHoBpeMeHHOE TNpUMEHeHHMe npenapata Hcentpecc® ¢ OpyruMH  JIeKapCTBEHHBIMH
cpeAcTBaMM, NMOBRINAIOINMHA 3HadeHus pH sxemymognoro coxa (HampuMep, OMenpazon HiH
bamMoTHAMH), MOXET IOBBICUTH CKOPOCTh aOcOpOIMM paiTerpaBupa M, COOTBETCTBEHHO,
KOHIIEHTPAMIO panTerpasypa B masme kpoBu (cM. TaGmuny 2). B KIMHEYIECKOM HCCIEA0BAHUU
¢azer Il mpoduns OGezomacHOCTH B HOATPYINE MAHEHTOB, NPMHAMABLIMX HHIHOHUTOPEHI

IIPOTOHHOTO Hacoca wim Omokaropsl Ho-rHCTaMMHOBHIX penenTopoB, OBLI CONMOCTAaBHM C
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npoduaeM 6e30mMacHOCTA B MOATPYIIE NAUMEHTOB, HE NPUHAMABIIMX AaHHbIE JEKAPCTBEHHEIE

cpeactsa. Koppexuusa posmi npenapara Hcentpecc® He Tpefyercs npH OXHOBPEMEHHOM

TIPUMEHEHHH ¢ WHTHOMTOpaMH NPOTOHHOrO Hacoca mwiM Onokaropamu Hr-rrcTaMHHOBEIX

PELENTOPOB.

Bce HCCIIeaOBaHNA BS&PIMOJZ[EI‘/'ICTBI/UI JICKApCTBCHHBIX CpPEACTB IHNPOBOAMWIHNCH C YYaCTHEM

B3POCBIX NAITHECHTOB.

Tabauna 2. Jaunse no GpapMaKOKHHETHIECKOMY B3aHUMOJEHCTBHIO JIEKAPCTBEHHBIX CPEACTE Y

B3POC/IBIX TAIHEHTOB.
JlexapcrBennoe ‘
cpeacte0 ¢ y4erom | BzammoselicTRue Pexomenmanuu 10 KOPPEKIHH
TePANEBTHICCKOM (Mexauu3M, eCJIM H3BECTEH) PEKIMA I03MPOBAHMA
001aCTH IPEMEHCHHEA
AHTHPETPOBHMPYCHBIC JICKAPCTBEHHBIE CPETCTBA
Huzubumopst npomeazvt (HID)
aTa3aHaBUD/PHTOHABUD parrerpasup AUCT 41% Koppexmmss  mosm  mpemapara
(panrerpasup 400 mr | parrerpaeup CizaT 77% Hcentpecc® ne Tpebyercs.
2 pasa B CYTKH) parrerpaBup Cumaxl 24%
(usrubuposanue YAD-I'TIAL)
THIPaHABUP/PUTOHABHD panrerpaeup AUC| 24% Koppexims ~ mo3sr  mpemapata
(panrterpasup 400 mr | pamrerpasup Cizl 55% Hcentpecc® ve Tpebyercs.
2 pasa B CyTKH) pairrerpaBup Cuaxl 18%
(uagyxus YID-I'TIAL)
Henykneozuonste unzubumopst obpamioii mpanckpunmaszsr (HHUOT)
3¢asupens panzerpasup AUC| 36% Koppexknms  moser  mpemapara
(parrerpasup 400 mr 1 pas | panrerpasup Ciaql 21% Ucentpecc® ne tpebyercs.
B CYyTKH) parerpaBap Cuaxl 36%
(maayrms YIO-T'T1IAL)

3TPaBUPHH
(panTerpasup
2 pasa B CyTKH)

400 mr

panrerpaeup AUC| 10%
panrerpasup Cizq| 34%
panrerpasup Cumax| 11%

(uunykmus YVIO-T'T1A1)
atpasupud AUCT 10%

atpaBupuH Ci2qT 17%
arpasupul Cpex] 4%

Koppexrps 03 mpenapara
HUcentpecc® wunm 3TpaBupHHA HE
Tpebyercs.

Hyxneozuonsie unzubumopnt o6pamuoii mpancxkpunmasvl (HHOT)

TeHO()OBHpA AM30MPOKCHIT
(ymapar
(pasrrerpasup
2 pa3a B CyTKH)

400 mr

pairerpasup AUCT 49%
parrerpasup Ciaql 3%

panrerpaBup Cuax| 64%

(Mexanu3M B3aUMOJIeHCTBHA
HEH3BECTEH)

tedHodosup AUC| 10%
rerothosup Cosql 13%
TeHODOBHP Cmax) 23%

Koppexms 103 mpemnapara
Hcentpecc® wmum  TeHodorupa
JA30NPOKCHII tbymapata HE
TpedyercsL.
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MapaBHPOK
(panterpasup
2 paza B CyTKM)

400 mr

parrerpasup AUC| 37%
panrerpasup Ciza| 28%
panrerpaBup Cmax) 33%
(mMexanu3M B3aUMOACHCTBHA
HEH3BECTEH)

mapasupox AUC| 14%
Mapasupok Cize| 10%
MapaBHPOK Cmax] 21%

Koppexuus o3 mpenapara
WUcentpecc® mm Mapasupoka He
Tpebyercs.

JlexapcTBeHnbIe CPEICTBA

npoTnB Bupyca renarura C

Huzubumopnt npomeazer NS3/4A eupyca 2enamuma C

Oonemnpesup
(panrerpasup 400 mr 1 pa3
B CYTKH)

panrerpasup AUCT 4%
panrerpasup Cizq) 25%
pairrerpasup Cmaxl 11%

Koppexnus o3 mpernapara
Hcentpecc® mm Gonenpesupa He
Tpedyercs.

(Mexanu3M B3aUMOICHCTBHS
HEU3BECTEH)
IIporuBoMAKpPOGHBIE MPEXAPATHI
IIpomusomybepkynesusie npenapamst
pudaMomps parrerpasup AUC) 40% Pudavmumus CHIDKACT
(panterpasup 400 mr 1 pa3s | panrerpasup Cizq] 61% KOHIIGHTPAIMI0 paiTerpasupa B
B CYTKH) parerpaBap Craxl 38% mnasme KPOEH, Ecimm
KOMOMHMpOBaHHONH  Tepamuu ¢
(uanyrmua VIO-T'T1A1) pubaMIuIMHOM u3bexars
HEBO3MOJKHO, HE00X0MHMO
paccMOTpeTs BO3MOKHOCTh
YBEIMYEHHs  HO3El  Tpenapara
Hcentpecc® B 2 pasa.
CenaruBHbBIE HPEMAPATHI
MHAa30/1aM mugazongam AUC) 8% Koppexnus 103 mpenapara
(panrerpasup 400 mr | mapgazonaM Cmaxl 3% HUcentpecc® wm mumasonama He
2 pasa B CYTKH) Tpedyercs.
IlonyueHHsle HaHHBIE YKA3BIBAKOT
Ha TO, 9Yr0 panTerpaBHp HE
SBIACTCA HHIYKTOPOM 200’
uaruburopom CYP3A4 wu =10
pajgTerpaBHp He  BIMAET Ha
(hapMaKOKMHETHKY JIEKAPCTBEHHBIX
CpencTs, SIBIISFOLMXCS
cyocrparamu CYP3A4.
AHTananb
Anranunel, copeprkamue | OZXHOBPEMEHHO C paTTErpaBUpOM Awnranynasr, coAepIKanue
AMFOMHHMI WM MArHAH parrerpasup AUC| 49% AIOMMHHI MM MATHHM, CHIKAIOT
(panrerpasup 400 mr | panterpasup Cizq | 63% KOHIEHTPalWIO pajTerpasupa B
2 pasa B CyTKH) parrerpaBup Cumaxl 44% miasMe kpoBH. OnHOBpeMeHHOE

3a 2 gaca 0 npueMa panrerpasupa
pasrrerpasup AUC| 51%
panrerparup Ciaql 56%
pasrerpaBap Cmax] 51%

Uepes 2wgaca mocie
pairrerpaeupa
parrerpasup AUC| 30%
parrerpasup Cizq | 57%

npHeMa

NPHMEHEHHE npenapara
®

Hcenrpecc H aHTalUAOB,

colepKallMX  ANMOMHMHHN WM

MarHuii, He PEKOMEHIOBaHO.
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pairrerpaBup Cmax] 22%

3a 6 5acoB 0 NpHeMa parTerpasupa
panrrerpasup AUC| 13%
panrerpasup Cizq| 50%
panrerpasup Cmax| 10%

Yepes 649acoB mocne mpuema

panrerpasupa

pairerpasup AUC| 11%

panrerpasup Cizy | 49%

panterpaBup Crax] 10%

(xenaTupoBanue KaTHOHAMU

METAJUIOB)
Axramunsr, comepxxamue | panrerpasup AUC| 55% Koppexmms  mossr  mpemnapara
KaJIbIHA KapOoHaT paxrerpasup Ciz | 32% HUcentpecc® Be tpebyercs.
(panrerpasup 400 mr | panrerpaBup Cuax] 52%
2 pa3sa B CyTKH)

(xenarupoBanue KaTHOHAMM

METAJLIOB)
Bbaokaropet H>-rHCTAMHHOBBIX PENeNTOPOB M MHTEOMTOPLI MPOTOHHOTO HACOCA
OMenpason panrerpasup AUCT 37% Koppexmmis ~ mosst  mpemapara
(panrerparup 400 mr | panrerpasup Ciz«f 24% Hcentpecc® me Tpebyercs.
2 pa3a B CyTKH) panterpaBup CmaxT 51%

(yBenuueHHe pacTBOPUMOCTH)
thamoTHaHH parrerpasup AUCT 44% Koppexmus  go3sr  mpenapara
(panrerpasup 400 mr | panrerpasup Ciz2T 6% UcenTtpecc® Be Tpedyercs.
2 pasa B CyTKH) pamrerpaBup CpaxT 60%

(yBenmieHHEe PACTEOPHMOCTH)

TopMonaIbHEIE KORTPANENTABLI

STHHHI3CTPAIHOI srrHmerpaguon AUC| 2% Koppexus 203 mpenapara

HOP3JITeCTPOMMH STHHIIACTPAIHON CraxT 6% Hcentpecc® mwm ropMoHambHEIX

(pasnrerpasup 400 mr | Hopanrectpomun AUCT 14% KOHTPaUENTUBOB (3CTPOTEH~ H/HH

2 pasa B CyTKH) HOpamrecTpoMEH Crax] 29% MPOreCTareHCOACPKAIIHX ) He
Tpebyercs.

Onuonaanie AHAILIETAKH

METaJ0H MeragoH AUC— Koppexmus o3 Ipenapara
(pairrerpasup 400 mr | meTagoH Cuaxe> Ucentpecc® wm wMeragoma He
2 pasa B CyTKH) Tpebyercs.

OCOBBIE YKA3ZAHMA

NaupenTos cnexyer uAEGOPMUPOBATE O TOM, UTO COBPEMEHHbIE AHTUPETPOBUPYCHEIE IPENapaThI

He m3nequBalor BAY-undexmmio u He mpexorBpamanor mepepady BUU apyrum momsM c

KPOBBIO.

Taxoxe mamweHTsl HOWKHEI GBITH NPOMH()OPMHPOBAHEI O TOM, 9TO y HHX BCE €M[e MOTYT

pasButbcs  uH(eKuuM

W fApyrue

COCTOSIHHSI,

PacIpOCTpaHEHHBIE  CpeOH

BUY-undumposansrx manpenTos (onmoprynucTadeckue unbexmuu). Bo BpeMs Tepanum

npenaparom Hcentpecc® ouens BaxHO ocTaBaThCs 0 HAGIOEHUEM BpadJa.
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(Bxogaupai M3

Paxrerpasup nMeer OTHOCHTENHLHO HU3KHIi IeHETHIECKUH Oaphep K pa3BUTHIO PE3UCTEHTHOCTH,
TO3TOMY JI TWOBHIIEHHS 5GQEeKTHBHOCTH JiedeHUs W CHIDKEHHMS PHCKA DPa3sBUTHS
PE3UCTEHTHOCTH K NpPeNapary PanTerpasup HeoOXOAMMO HasHa4aTh B KOMOMHAIMH C AByMS
JPYTUMH aKTHBHBIMH aHTHPETPOBHPYCHBIMU CPEJICTBAMH, ECIIM 3TO BO3MOXKHO.

BaxHO 00BACHUTE IAUEHTaM HEOOXOAMMOCTh H3y9HTh MHCTPYKIHUIO IO NPUMEHEHHIO IEpex
Ha4anoM Tepamuu mpenaparom Hcentpecc® u mepeduTHBATE €€ KOKIBIA pa3s OpH MOMYUCHHH
odepesHOro penenta OT Bpada. llarueHTsl MAOIKHEI OBITE NPOMH(POPMUPOBAHEL O
HEoOXOAMMOCTH cOO0MAaTh Bpavuy O IOSBJICHUH KAKMX-THO0 HEOOBIMHBIX CHMIITOMOB, 4 TAKKE O
COXPaHEHUH WM YXYAIIEHHH JI000r0 H3BECTHOrO CHMIITOMA. '

CuaapomM BocCTaHOBJIEHHA HMMYHHTETA

Ha naganenerx aranax xomOunupoBanHOW APBT y BUY-mHOHUIHMPOBAHHEIX NALUEHTOB C
TSDKENBIM MMMYHOAE(DHIITOM MOXET Pa3sBUTHCA BOCHAIMTENBLHAS Peakuyus HAa GECCHMITOMHO
TeKylMe WIM OCTaTOYHBIE ONIOPTYyHHCTHYeckue HHGbeKnuy (LUATOMEraaoBUPYCHEIM PETHHHT,
DHEBMOIMCTHAS TTHEBMOHMS, BHI3BaHHAA Pneumocystis jiroveci (pamee wu3BecTHAas Kax
Pneumocystis carinii), IMCCEMUHUPOBAHHEIE MIIM OYATOBLIE MHUKOOAKTEPHAIBHEIE HHOEKIUH U
ZP.) ¥ BBHI3BATh yXyJUIEHHE KIMHAYECKOTO COCTOSHHS H YCHIEHHME MMEKOIIMXCS CHMIITOMOB.
OOBrgHO Taxas peakiyss MOXET HaOMIOJAThCA B IIEPBEIC HENEIM KM MECALB IOCHE Hagaaa
KOMOUHUPOBaHHOHM Tepaumnu. Jr00ble BOCHATMTEILHEIE CHMITOMEI JOIDKHEI OBITH OLIEHCHHI M
IIpY HeOOXOJAUMOCTH Ha3HAYEHO JIEICHUE.

ITpu pasBuTHH CHHAPOMa BOCCTAHOBIICHHS UMMYHHTETA OBLUIM OIMCAHEI TAKME AyTOMMMYHHEIE
paccrpoiicTsa, kax basenopa 6onesss. Passurue Takux HapyIIeHuii MOXKET HaBIOAaTECA gepes
MHOT'O MECSIIEB IIOCIIEe HAYaIa JIEUSHMUS.

Ocreonexpo3

HecmoTps Ba TO, 9TO 3THONOTHS AAHHOIO OCIOXHEHMS CYUTAETCS MHOTrO(aKTOpHOH (BKIOYas
TEPaNuI0 KOPTMKOCTEPOMIAMH, YIIOTPEOIeHHe aIKOTOM, TSKEIbI UMMYHOAE(HIMT, BEICOKHIA
MHJIEKC MacCHI TeNa), ONMCAHBI CIyJad PasBUTUA OCTEOHEKPO3a, OCOOEHHO HA MO3AHMX CTAIHIX
BUY-unbexuun u/mig Ipy AMUTENISHOM NpUMeHeHH komOurauposanuoi APBT. IManuenTam, y
KOTOPBIX TOSBUIMCH TAKHE CHMIITOME], Kak 00JIb B CycTaBax, CKOBAHHOCTh WM OrPaHMYEHHE
TOABIKHOCTH, Hy>KHa CPOYHAs KOHCYNIbTAlHUS CIEIHAINCTA.

Tszkenble peakIHH CO CTOPOHbI KOXH M PEAKIHH FHIEPYYBCTBHTEILHOCTH

Ilomygensr paHHbIE O TSOKENBIX (DOTEHUMANBHO JKU3HEYTPOKAIOMMX) M (aTaIBHEX
HEXEJNATENbHbIX DPEaKuusX CO CTOPOHEI KOXH Y TAUWEeHTOB, NPUHEMABMIMX Mpenapar
Hcentpecc® B cocTaBe KOMOMHHPOBABHOM TEPAIMH C APYTHMH TeKaPCTBEHHEIMH CPEICTBAMY,
aCCOLMMPYIOMHIMHCS € STHMH He)XelaTellbHEIMU PeaklMsIMHU, TaKMMH Kak cuHxpoM Ctusenca—

JDKOHCOHA M TOKCHMYUECKMH snuuepManbHeIi Hekponu3. Taioke COOOIIANOCE O PeaKmHsX
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THIEepYyBCTBUTELHOCTH, KOTOPBIE IIPOSBIIAINCE B BUAE CHIIM I'eHEPaIM30BaHHOTO XapaKTepa, 1
HHOI/[@ OPraHHoi JucHYHKIMH, BKIIFOUas IEYeHOIHYIO HeaocTaroyHoctsh. Clueayer HeMeIeHHO
IpeKpaTUTh IpUMeHeHHne npenapara Mcenrpecc® u Apyrux mpenmaparos, NMPEIIIONOKUTENEHO
CHOCOOHBIX BBI3BATh TAKHE PEaKLHH, €CIM HOSBUIMCH NPU3HAKH MM CHUMIITOMBI TSKEIBIX
peaxiuii CoO CTOPOHBI KOXKM MM PEaKLUM TUIePIyBCTBATENFHOCTH (BKIIIOUAS TAKEILYI0 KOXKHYIO
ChIIb HIM ChIIb, CONPOBOKIAIONIYIOCS JMXOPaJKOH, obmee Hemomoranue, cinabocrs, 6omu B
MBIIIIAX WM CyCTaBaX, HOSBIEHUE BOJALIpEH Ha KOXKE, NMOBPEXAECHUA B POTOBOM IIOJOCTH,
KOHBIOHKTHBHT, OTEK JIMIA, TENaTUT, S03MHO(MINIO, aHTMOHEBPOTHYECKHEA OTEK, HO He
OrpaHMYMBAACh TOJNBKO MMH). B 3THX cioygasx HEOOXOJUMO MOHHTOPHUPOBATH KIMHHYIECKUM
CTaTyC, BKIIOYas aKTHUBHOCTH IIEIEHOYHBIX» aMHHOTpaHCcdepas, ¥ HAYaTh COOTBETCTBYIOILYIO
tepanuio. HecBoeBpeMeHHOE npekpaiienue Tepanuu npenaparoM Hcenrpecc® mmu ppyramum
TEeKapPCTBEHHEIMU CPEICTBAMH, ACCOLMHPYIOIUMUCH C 3THMH HEXENAaTelIbHBIMHA PEeaKIUsIMU,
IIOCHIe NOSBICHUSA TSKENOH CHITM MOXKET IPUBECTH K KU3HEYTPOKAIOMIUM PeaKIUsM.
Mpuonaras 1 padaoMmoans

Coobmanock 0 pa3BUTHH MHONATHY U pabaommonusa. Crexyer coOm0AaTh OCTOPOXKHOCTD IIPH
HA3HAYEHUH Ipenapara IalueHTaM ¢ MHonartdedlt u pabGAoOMHUOIM30M B aHAMHE3E WM C
KakuMu-mu00 (daxkropaMu, TNpPEAPacloNaraloNMMH K HX pasBUTHIO, B YACTHOCTH, IIPU
CONYTCTBYIOIIEH Tepanuy NpenapaTaMu, CHIOCOOHEIMY BBI3BATh 3TH HEXKENATEIbHEIE PEaKLH.
Hapymenne pyaxnun medenn

BezonacHocts 1 3((EKTUBHOCTS paNTErpaBupa y MALMMEHTOB C TOKEIBIMA COIYTCTBYIOIIAMHU
3a00eBaHUAMY IIeYeHH He ycTaHoBleHbl. Cremyer coboxaTh OCTOPOKHOCTH ITPH HA3HAYECHUH
npenapara Hcentpecc® nanuenTam ¢ TSOKEIEIMA HAPYIEHAME QYHKIMHA NEIeHH.

VY npanmeHToB ¢ CymecTBylomeid mucyHKiped nedeHHd, BKIIOYAas XPOHHYECKUH TIelaTur,
HOBEINIAETCS YACTOTa HapymeHuid GyHkiuy nedeHd Ha hone koMOuuupoBanuoit APBT, u ouu
HOJUIEeXAT MOHUTOPUHTY B COOTBETCTBUHM CO CTAHAAPTHOM NpaxkTHKO#. IIpyu mosBireHun y TaKux
NalMeHTOB IPU3HAKOB YXYAUICHUs 3a00NeBaHMS IEYSHU AOJDKEH OBITH PacCMOTPEH BOIPOC O
NIPEePHIBAHMM MM IPEKPAMIEHAH JICICHHUSI.

ITanuentsl ¢ xponmueckum remarutoM B mmm C, Taxke nohyqammue KOMOMHHMPOBAHHYIO
APBT, Bxomsr B TIpymny puHCKa PasBHTHS TDKEIBIX M IOTEHOHAIGHO (aTalbHBIX
HEe)XeNaTelIbHBIX SBICHUH CO CTOPOHEI IEYEHH.

Koxxnas cpinb

V nanpenros, panee nonydasmux APBT, npu npuMeHenmu mpenapata Kcestpecc®
OJTHOBPEMEHHO C JapyHaBHPOM KOXKHAs ChIIb HaOMIOJaercs damie, 4eM Y MalHeHTOB,
IPUMEHSIONMX IPenapaTsl 0o oTaesHocTH (cM. pasaen «[IOBOYHOE JEMCTBHEY).

Henpeccus
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Hemnpeccus, BKIIOYas CYWIMJAILHBIE HJeM U IIOBEJEHHE, HaOMoJalaCh B OCHOBHOM Y
NALHMEHTOB C JeNpeccHedl WiM ncuxuaTpudeckumu 3aboneBaHusmu B aHamHese. Cremyer
cOBIIIONATE OCTOPOKHOCTE IIPM HasHaueHHH npenapara Mcenrpecc® manmenTtam ¢ aempeccuedt
MM ICHXUATPUIECKIMU 3300/ IEBAHUSIMY B aHAMHESE.

OnHoBpemMeHHOE IPAEMEHEHHE C JPYTHMH JeKaAPCTBEHHLIME CPeCTBAMM

Aumayuoduv

OpnoBpeMEHHOE NPUMEHEHHE PANTErpaBupa C aHTAIUAAMH, COAEPKAIMMH aTFOMHUHMM KM
MarHui, TPUBOAUT K CHIDKGHHIO KOHIEHTpPAIl[MM palTerpaBUpa B IUIa3Me KpPOBH.
OjHOBpeMeHHOe IPUMEHEHNE DPAINTErPaBupa ¢ AHTAIMAAMH, COACPKAITAMH ATIOMHHHH MM
Marmuii, He pexomenayercs (cM. pasmen «B3AUMOJEMCTBUE C JPYTHUMU
JIEKAPCTBEHHBIMU CPEJICTBAMM»).

Pughamnuyun

Crenyer cobmonaTs OCTOPOXHOCTE IIPH HasHaueHuM npenapata Hcenrpecc® omHOBpeMeHHO C
momueMH uHAykTopamMu YID-I'T1Al, takumu xax pubpamounud. Pudamvuunus cHybkaer
KOHIEHTPALMIO pajTerpaBupa B IUIa3Me KPOBH, BIMIHHE Ha 3((eKTHBHOCTH panTerpasupa
HeU3BeCTHO. TeM He MeHee eclli OJHOBPEMEHHOrO NpPHMEHEHUs C puGaMIMLIUHOM H30€XKaTh
HEBO3MOXKHO, MOXXHO YJIBOHTH JI03y palTerpaBupa Yy B3pOCHBIX. J[aHHEIE IO OXHOBPEMEHHOMY
DpHMEHEHMIO anTerpaBupa X pupaMImIuEa y nangesToB muamue 18 mer orcyTcTBYIOT (CM.
paszen «B3AUMOJIEMCTBHUE C JIPYTUMH JIEKAPCTBEHHBIMU CPEZICTBAMMy).
DpyxTo3a B COPOATON

IIpenapar Ucentpecc® B mexapcTenHOM GopMe TabneTKH xKeBaTeIbHbIE COAEPKHUT DPYKTO3y U
copOuron. ITanuenTam ¢ pegKAMY HAaCIEACTBEHHBIMU HapYLIICHUSMH B BHIE HENEPEHOCHMOCTH
(GPYKTO3HI HE ClIeAyeT NPHHAMATh JAHHEIH IIpenapar.

DeHHAKETORYPHS

Ipenapar Hcentpecc® B nexapcrBenHo#t (opme TabNETKM >KeBAaTEIbHBIE B COCIABE
apoMaTH3aTOpa MaCKMPYIOMIEro COACPXHT (eHHnanaHuH Kak KOMIOHEeHT acmaprama. Kakmas
xeBarensBas Tabmerka 25 mr mpemaparta Mcenrpecc® comepxur npubmmsurensao 0,05 Mr
¢deHunanasMHa, a Kaxxasd okeBarensHas Tabmerka 100 Mr— mpubmusurensao 0,10 mr

denmnanannaa. OeHmIaaduH MOXKET HAHECTH BPEJ UaUeHTaM ¢ (PeHMIKEeTORYpHEHL.

BJIMAHUE HA CIIOCOBHOCTHB YIPABJIATH TPAHCIOPTHBIMHA
CPEACTBAMMU N PABOTATH C MEXAHU3MAMM

HccnenoBanuss no M3YYeHHIO BIMAHHA HA CHOCOOHOCTH K YOPABIEHHIO TPAHCHOPTHBIMH
Cpe[CTBaMM H HCIONB30BAHMIO MEXaHU3MOB HE IPOBOAMINCH. TeM HE MeHee Y HEKOTOPHIX

IIaMHCHTOB OTMEYalOCh TOJOBOKPYXCHHE BO BpEMs JICUCHHA II0 CX€MaM, BKIIOYAIOMUM
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npenapar Hcentpecc®, 40 MOXeT BIMSTH Ha CIIOCOGHOCTS HEKOTOPBIX NALMEHTOB yIPABIATH

TPAHCIIOPTHBIMHU CPEACTBAMH 1 HCITIONB30BATh MEXAHHU3MEI.

®OPMA BBIITYCKA

Tabnerxu »xesatenpHbie 25 Mr, 100 mr. ITo 60 TaGnerok Bo (uiaxoH M3 MOMMATHIEHA BRICOKOM
IUIOTHOCTH, 3alasHHbIA 3aMMTHOM MeMOpaHOH M 3aKpHITHIA INIACTMACCOBOM KPBUIKOH C
YCTPOMCTBOM NPOTHB BCKPHITHS (IAKOHA JETHMH, COAepKanuii kouTeituep(bl) ¢ CHIIMKAreIeM.
ITo 1 dmaxoHy BMeCTe ¢ HHCTPYKI(HE# IO IPUMEHEHHMIO B KAPTOHHYIO IIAUKYy.

HJomnyckaercsa HaluIue KOHTPOIISE BCKPHITHSA YIIAKOBKH.

YCJIOBHUS XPAHEHUSA
Ilpu Temmeparype He Bemue 30°C B IIOTHO 3aKPHITOH OPHUIMHANBGHOM YIAKOBKE C
BJIarONOIIONIAIONIMM areHTOM IS 3aI(UTEl OT BIIATH.

XpaHUTH B HEAOCTYIIHOM JUIsL A€TEH Mecre.

CPOK I'OJJHOCTHA
3 roxa.

He ucnonn30BaTh 110 HCTEYESHUH CPpOKa TOAHOCTH, YKa3aHHOI'0 Ha YIIaKOBKE.

YCJIOBHUA OTIIYCKA
Otnyckaror o penenry.

IOPHJIMYECKOE JIMIO, HA IMS KOTOPOT'O BBIJAHO PETHCTPAIINOHHOE
YIOCTOBEPEHME
Mepk Illapn u lToym B.B., Hupepnauast

IIPON3BOUTEID

IIpou3seneno:

ITareon PapmacsroTuxanc Uuk., CIIA

Patheon Pharmaceuticals Inc.,

2110, East Galbraith Road, Cincinnati, OH 45237, USA
Broinyckanomuai KOHTPOJIbL KAa4eCTBA:

Mepxk Ilapn u loym B.B., Hunepnass:

Merck Sharp & Dohme B.V.,

Waarderweg 39, 2031 BN, Haarlem, the Netherlands
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IPETEH3VA IIOTPEBUTEJIEA HAIIPABJIATH IO AJIPECY
000 «MCJ dapmacbIOTHKAIC»

yir. Tumypa @pynze, a. 11, crp. 1
r. Mocksa, Poccus, 119021

ten.; (495) 916-71-00

daxc: (495) 916-70-94

Benymuii cnenpanuct otTaena
10 paboTe C PeryISTOPHBIMH OpraHamMu

000 «MCJ] PapmacbIOTHKAIIC»
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