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MUHVCTEPCTBO 3/IPABOOXPAHEHISI POCCHICKOM ®ENEPAITN
AHCTPYKIAS

0 MEJHIHHCKOMY NPHMEHEHHIO JIEKAPCTBEHHOr0 IPenapara
Hcentpecc®

PETACTPAIITMOHHBIA HOMEP: JIT1-002927

TOPI'OBOE HAUMEHOBAHME: Hcentpecc®

MEXAYHAPOJHOE  HEINATEHTOBAHHOE WA  TI'PYIIUPOBOYHOE
HAUMEHOBAHME: panrerpaBup

JJEKAPCTBEHHAS ®OPMA: TabneTkn xeBaTenbHbIe

COCTAB

1 TabGnerka >xeBaTeipHasn COOCPKHT:

Jo3upoBka 25 mMr: Oeiicmeyioujee 6ewecmeo panrerpaBup kamus 27,16 Mr (3KBUBAJIEHTHO
25 mr panrerpaBupa);

écnomozamenvhvie 6ewjecmea:; tunponosa 2,362 mr, Onappait Gecnserssii YS-1-19025-A!
1,771 mr, Surelease® E-7-19040% 2,657 mr, cykpanosa 2,334 mr, Hatpus caxapusar 6,999 mr,
HaTpus murpara muruapar 1,167 mr, manauTon 153,84 Mr, KpacuTens jkeme3a OKCHJI JKEJITHINA
1,167 mr, ammonns romumppusmsar (Magnasweet® 135%) 2,334 mr, apomarusaTop GanasHOBELA
narypanseii WONF Durarome® 501392 TD0991 4,667 Mr, apoMaTH3aTop anemhCHHOBBIA
HATYpPANGHENT M HMcKyccrBeHmbiH 501331 TP0551 6,999 Mr, apoMaTH3arop MacKHpYIOMHi
HATYPAIBHEIA M HCKyccTBeHHE 501482 TP0424* 4,667 mr, xpocnosmuon 11,67 mr, Marmus
creapar 1,167 mr, HaTpus creapundymapar 2,334 mr.

Hozuposxa 100 mr: Oeiicmsyioujee ewecmeo panrerpasup kamus 108,6 Mr (9XBHBaIIEHTHO
100 Mr parrerpasupa);

ecnomozamenvhvie eewecmea: rumponosa 9,448 mr, Onampaii Gecusernsii YS-1-19025-A!
7,085 mr, Surelease® E-7-19040? 10,63 mr, cykpanosa 4,667 mr, Harpus caxapusar 14,00 mr,
HaTpus nurpata auruapar 2,333 mr, masHMTON 239,6 MT, KpacuTens kene3a OKCHUA KPaCHBIH
0,28 Mr, xpacurenr Kene3a OKCHA OJKeNTBIA 2,333 Mr, aMMOHHS TIIMOUPPU3MHAT
(Magnasweet® 135%) 4,667 mr, apomarusaTop Gamanossii Harypamsasii WONF Durarome®
501392 TD0991 9,334 mMr, apoMaTH3aTOp ANEJbCHHOBEIM HATYPAIbHEIM M HMCKYCCTBEHHEIH
501331 TPO551 14,00 mr, apoMaTH3aTOp MAaCKHPYIOIIMM HATYPANBHEIM M HCKYCCTBEHHBIM
501482 TP0424* 9,334 Mr, xpocmoBumoH 23,34 Mr, Mmarmus creapar 2,334 Mr, HaTpus

creapwitdymapar 4,667 mr.
! - Onanpaif 6ecrpeHsif YS-1-19025-A cocrout 13 ranpomeniosst 2910/6¢P u makporona;
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2. Surelease® E-7-19040 cocronr w3 25% BozHOM
STIIIeInnoNno3sl 20 P, aMMORMS THAPOKCH/A, TPHINMIEPHOB CPENHENEIIOIHEIX K OJICHHOBOH KHCIOTEL,

3 - Magnasweet® 135 COCTORT M3 3KCTPAKTa CONOAKH, cOpOuTONa 1 PPYKTOEL,;

4 - copepxwuT acnapTaM.

OIIMCAHME

Jlo3upoBka 25 Mr: KpyIiibie IUIOCKOIMIMHAPHYECKME CO CKONIEHHBIMH KpasMmu Tabnerxu

CBETIO-XKEJITOr0 IBETA C BKpaIUIeHHsMu Oeioro IBera, C TPaBUPOBKOM JIOTOTMIA KOMIIAHHH

[rpaduueckuii cumBon| Ha oaHO¥ cTopoHe u «473» Ha APYTO# CTOPOHE.

Ho3uposxa 100 Mr: OBaIbHBIE IBOAKOBBIIYKIBIE TaONETKH CBETIO-OPAMKEBOro LBeTa C

BKpaIIeEuaMH 6enoro 1Bera, ¢ rpaBUPOBKOM JOroTHIA KOMIasvuu [rpadudeckuit cumson| u

«477», pa3neneHHbIX PUCKOH, HA OJHOM CTOPOHE U C PHCKOM Ha ApyroM CTOpOHE.
BAPMAKOTEPAIIEBTHYECKAS I'PYIIIIA: nporusoBupycHoe (BUY) cpexcrso
KOJ ATX: JOSAXO08

®APMAKOJOTMYECKHE CBOMCTBA

dapmakoqHHAMHKA

Panterpasup wuHrubupyer xartanuTwdeckyro axktuBHOCTh BHWY wHTerpassi— (epmenra,
ydacTByromero B perumkampu Bupyca BUY. MurubupoBanme MHTErpassl IpemoTBpamiaeT
KOBaJeHTHOe BBexenue (uHrerpamuioo) resoma BHY B reHoM XIETKH XO03SMHA Ha PaHHUX
cragusx passutus uabexkuun. He sxmogennsie B JJHK uwemoBeka renomer BUY He criocoGHEI
WHIAYIUPOBAaTh IPOXYKIHIO HOBHIX BHPYCHBIX YacTHI, IIO3TOMY TIOJIaBJIEHHE Tpolecca
MHTErpaliyl  NpPEAOTBpAamIaer paclpoCTPaHEHHE BHPYCHOM MHOEKOHM B  OpraHU3Me.
Wurnbupyromas crnocoOHOCTE panTerpaBupa B OTHomeHuH (ochorpancdepas denosexa,
Bxmogas JTHK-nomamepassl o, B 7, BRpaXkeHa HE3HAYUTEIBHO.

Muxkpobuonozus

IIpn nnasmenHo# kouuentpauuu 3120 EMOnb/n panTerpaBup obecneumBan IOJAABICHHE
perumkanmy Bupyca Ha 95% (95% mnmrubupyromas xosuesrpamus, WKos) B KIeTodHBIX
KyJIbTypax 9eloBedeckux T-muMQormToB, HHOHUIMPOBAHHKIX aJanTHPOBAHHBIM K KyJIbTYpam
xierox BapuantoM HOIIIB BHUY-1, no cpaBHEHHIO ¢ KOHTPONBHOH BHPYC-MHOMIMPOBAHHON
KynsTypor Kierok. MKos mocruranach B KOHIEHTpauusx oT 6 no 50 BMONB/T B KyJIbTypax
YEJOBEYECKMX  MMTOT€H-aKTHBHPOBAHHBIX  MOHOHYKNEapoB  nepudepuueckoil  KpOBH,
MHQUIMPOBAHHEIX Pa3IMYHBIMM TNEPBUYHBIMA KJIMHWYEeCKMMH mrammamu BHY-1, Brmogas
mrraMMel 5 He-B moarunos BUU-1, a Taroke mramMMsl, pe3uCTeHTHBIE K MHTMOMTOpaM oOpaTHOM

TpaHCKpHUITassl M uHruoOuropam mnporeasst BUY. Ilpu amamse omsoro uukiaa wHOEKIHU
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panTerpaBup NOAABILI WHOHIMPOBaHNE, BEI3BaHHOE 23 MTaMMaMid BWY, TPEACTaBISIOMIAMI
5 ne-B noaTHNOB M 5 QUPKYIHMPYIOIMX pekoMOMHAHTHEIX (opM, C UKse= 5-12 amons/m.
Panrerpasup Taxke mMoAaBaLn perumkanuio mrammos BHY-2 mpu TecTHpoOBaHMM Ha KIETKax
mapun  CEMx174 (UKos =6 amMoms/n). Ilpm OFHOBpEMEHHOM BBENEHMH B KyIbTYpy
gyegoBeyeckux T-mambpoumros, unduuuposanssix Bapuantom HOIIIB Bupyca BHY-1,
panTerpaBupa M HYKICO3MAHBIX HHTHOMTOpOB O0OpaTHOM TpaHCKpHITassl (3MIOBY/MH,
sanpuuTabuy, cTaByauH, abakasup, TeHOGOBHp, JMIAHO3UH M JAMUBYJHMH), HEHYKJICO3HJHBIX
UHrUGUTOPOB OOPATHOI TPaHCKPUNTA3H (3(aBUpeH3, HEBUPAIIHH U JENABUPAUH), HHTHONTOPOB
nporeasst BUY (MHAMHABUD, CAKBUHABUD, PUTOHABHD, aMHpéHaBup, JIONMHARKD, HeN(UHABAD K
arasaHasup) Wi uHrHbmTopa cmmaEus (HGQYBupTHR) HaOmOJanack AaHTUPETPOBUPYCHAS
AKTUBHOCTE OT aJJUTHBHOM O CHHEPTrUYHOM.

Pe3ucmenmuocms K npenapamy

Myramun maTerpassi BUY-1, cnoco6cTByromme NOABIEHUIO PESUCTEHTHHIX K palTerpaBHpy
IITAMMOB BHpyca (Pa3BHBANMCH in Vilro WiM y NALMEHTOB, NPMHUMABIIMX PANTErpaBup), B
OCHOBHOM BKJIIOWAIOT 3aMeHB! B monoxeHmsx 143 (Y143 samena wa C, H wmm R), 148 (Q148
sameHa Ha H, K wmm R) umu 155 (N155 samena va H), B coueranum ¢ ommod wm Gomee
JIOTIONTHUTENbHEIME MyTanusmu (ranpumep, L74M, E92Q, T97A, E138A/K, G140A/S, V1511,
G163R, S230R).

PexomOuHaHTHBIE BHPYCHI ¢ OfHOM mepBuuHoii Myramuert (Q148H, K mma R, mm N155H)
OTIHYANUCH CHUIKEHHOH CrOCOOHOCTBIO K PEIUIMKALMM M CHIDKEHHOM YYBCTBHTEIBHOCTHIO K
panterpasupy in vitro. Bropuaasie MyTauuy BUpyca eme 60bIe CHIKANM IyBCTBUTEIEHOCT
K panTerpaBupy, HHOTa KOMIIEHCHPYSI CHHIKEHHYIO ClIOCOOHOCTS BUPYCa K PEILTHKALIUHL
MyTanun, acCOMHPOBAHHEIE C PAa3BUTHEM PE3UCTEHTHOCTH K PANTErpaBHpy, TAKKe MOTYT
NPUBOJUTE K (DODMUMPOBAHMIO PE3UCTEHTHOCTH K APYroMy HHIHOMTOPY IIE€peHoca Ieid
nHTerpasoi sneurerpasupy. IIpu 3aMene B nonoxeHnu 143 qyBCTBUTENHLHOCTD K PAITErPABHPY
CHUKAETCA B GONBIIEH CTENEHH, YeM TyBCTBUTENBHOCTE K JNIBUTETPABHPY, TOrJa KaK MyTaLUH B
E92Q Br13pmaroT 6011b1IyI0 PE3HCTEHTHOCTH K HJIBUTEIPABUPY, 9€M K PalTerpaBupy. Y BUPYCOB
C MyTanueH B monoxenuu 148 B cogeranuu ¢ ofHOM u Oonee JONONMHUTEIEHEIME MYTAI[UAMH,
BEI3HIBAIOIMMM PE3UCTEHTHOCTh K PpalTerpaBUpy, TakKe MOXeT HaOMomaTsCs KIMHHUYECKH
3HAYMMas Pe3UCTEHTHOCTH K AONYTeTrpaBupy.

Bnuanue na 31eKkmpouzuonozuneckyio aKmMUEHOCHMb Cepoya unu HaA HOKA3amenu
I/1EKMPOKAPOUOZPAMMBL

B panzomMu3upoBaHHOM, MIaneb0-KOHTPOIMPYEMOM NIEPEKPECTHOM HMCCIEHOBAHUY C YIACTUEM
3710POBBIX JOOPOBOJIBIEB OMHOKPATHEI npueM 1600 Mr panterpaBupa He OKa3EIBaN BIMSHHUA Ha

nponokurensHocTe MHTepBana QTc, HecMoTps Ha TO, 9TO MaKCHMAIBHAs KOHIIEHTPAIHS
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(Cuax) panmrerpaBupa B mua3Me KpoBH Obuia B 4 pasa OONbINE, 9€M 1pU OXHOKPAaTHOM IpUEME
panrrerpasupa B gose 400 mr.

DapMaKOKHHETHKA

Y e3pocnvix nayuenmos

Bcacwisanue

PairrerpaBup OBICTPO BCAcHIBAaeTCsl NOCHE NPUEMa Iperapara HATOINAK, BPEMS HOCTHIKEHHS
MaKCHMaNbHOM KOHIEHTpaIMK B I1asMe KpoBH (Tmax) cocraBisger npumepHo 3 uaca. IDromans
nox xpuBoii «xoHuenTpauus — Bpems» (AUC) u 3uauenue Cmax PaNTErpaBupa yBEITMIHMBAIOTCS
IIPONIOPIMOHANBHO A03e B auanazone n03 oT 100 Mr po 1600 mr. 3HaueHus KOHLEHTPALMH
panrterpasupa B minazMe Kposu uepes 12 u mocne npuema (Cizq) panTerpaBmpa BO3pacraioT
TPONIOPLMOHANBHO A03¢ B auanasoHe 103 or 100 mr no 800 Mr u BO3pacTaloT B HECKOIBKO
MeHbIel creneHy B AuanmazoHe n03 oT 100 Mr go 1600 mr. Ilpu pexxwume mpuema npenapara
2 paza B CyTKM PaBHOBECHOE COCTOSHHE AOCTHUIaercs OBICTPO, NPUMEPHO B TE4YeHME 2 JHEH
pocie navana ynegeHus. 3HaueHHs AUC u Cmax CBHAETENBCTBYIOT B NOJB3Y OTCYTCTBHS MM
MMHMMAIBHON KyMyNsSuyM npenapara, 3Hauenue Cizq — B IONB3y HE3HAYMTEIHHOW KyMYJISLHM
npenapata. B pexume MoHOoTepammu mo 400 Mr 2pasa B CyTKM 3HAYEHHE CPEIHErO
TeOMETPUYECKOro s IIOIIAAM 1O KPUBOH «KOHUEHTpalus-BpeMs» B unrepsaie ot 0 go 12
(AUCo-12+) cocraisuio 14,3 Mxmonb X 4, 3Hauenue Cizq — 142 HMOIB.

Ab6comoTHas 6MOAOCTYIHOCTE paNTerpaBupa He YCTaHOBIEHA. Pairrerpasup MOXHO NPHHHMATh
BHE 3aBUCHMOCTH OT PEeXUMAa MpHeMa ITHIIH,

Pacnpeodenenue

ITpumepno 83% panrerpasmpa cesi3piBaeTcs ¢ GenKaMy IIa3MbI B AXANA30HE KOHIEHTPALMH OT
2 no 10 MxMoms.

Parrerpasup nerko npeofonesan IwianeHTapHbii 6aprep B 3KCOEPUMEHTAIBHEIX HCCIEI0BAHUIX
Ha KpbIcax, HO He NPOHUKAN Jepe3 reMarodnuedanngeckuii 6apbep B 3aMETHOM CTEICHH.,

B nByx KIMHMYECKHX MCCIEJOBAHMAX C YYacTHEM NalMeHTOB, uHuuuposanusx BUY-1,
KOTOpEIE NpuHMManu panterpasup B o3¢ 400 mr 2 pasa B CyTKHM, panTerpasup OBICTPO
Onpenensuics B COHHHOMO3TOBOM >XMAKOCTH. B mepBoM wuccrenosanmu (n=18) cpeamss
KOHLEHTpal¥s PaiTerpaBupa B CIIMHHOMO3TOBOM XuUAKOCTH cocraBuna 5,8% (B nquanasone or 1
no 53,5%) or cooTBercrByromeil KOHIEHTpaMH B IUIa3Meé KPOBH, a4 BO BTOPOM
uccnenosaaun (n=16) — 3% (B auanazone ot 1 10 61%) oT cooTBETCTBYIOMIEH KOHLEHTPALMH B
nasMme Kposu. MeauaHs! NoMyYeHHbIX 3HaYeHuH OsUd npubimM3uTensHo B 3—6 pas Hinke, 94eM
KOHIIeHTpanuyu cBoOOAHON (pakiuu panTerpaBupa B Iia3smMe KpOBH.

Memabonusm u evigedenue
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HccnenoBanuss € WCIONHL30BAHUEM CENIEKTHBHBIX MHIMOUTOPOB M30(OPMBEI  (PEPMEHTA
ypumaaaudochar-rmoxyporuntpanchepassr  (Y®-I'T), momygeHHod nyTeM OKCOpPECCHH
xominiemenTapaor JIHK, mokazamm, uro V(®-I'T1Al sBusercs OCHOBHBIM (epMEHTOM,
yYacTBYIOIMM B O0pa3OBaHMM pPaNTerpaBUp-TIIOKYPOHHJA. OTH JaHHEE IIOKA3ald, 4YTO
OCHOBHOM myTh Merabonmm3ma panTerpaBupa Yy delIOBeKa MNPEACTABIEH IPOLECCOM
TIIOKYpPOHHUpOBaHus, onocpenosasHoro YAM-I'TIAL. {nurensHOCTh KOHeUHOH (askl nmeproaa
HOJIYBBIBEIGHHUS palTerpaBupa cocTaniser oxono 9 gacos, 6omsmas gacte AUC coorBercrByer
Oonee KOpOTKOH o-(ase Kaxymierocs NepuoAa MNONMYBHIBEAEHHS panTerpaBupa (CocTaBifer
npumepHo 1 gac). Ilocne mpuema BHYTPh PagMOaKTHBHO MEYEHOTO panTerpaBHpa HPHMEPHO
51% ot mpuHATOI XO3BI BHIBOJMIOCH depe3 kumedanuk u 32% — gepe3 nmouxu. [lo masHEIM
JIOKIIMHMYECKHX MCCHEe/I0BaHMH B Kaje OOHApY>XMBAJCS TONBKO pAaNTErpaBHp, KOTOPHIH,
BEPOSTHO, OOpa3OBEIBANCA NMyTEM THAPONH3A pPaNTerpaBUP-TIOKYPOHH/A, BHIAECIMBIIETOCST C
KEIIbI0. B MoYe onpenensiiuch palTerpaBup ¥ paiTerpaBup-TIIIOKYPOHHA B Komudectse 9% u
23% OT DpHHATOH JO3BI COOTBETICTBEHHO. B IUIa3Me KpOBM OCHOBHEIM IMPKYIMPYIOLIMM
paJHOaKTHBHEIM  KOMIIOHEHTOM ©Onul  panrerpasup (mpumepo 70% or  obmeit
PaZMOaKTHBHOCTH); OCTalbHAs pAJMOAKTHBHOCT B IIIa3Me KpPOBM UPMXOAMIACE HA
PpanTerpaBUp-TIIOKYPOHH.

DapmaKoKuHemuKa y omoenbHvxX 2pynn nayUeHmoe

IIon

Tlon He OKASKIBAET KIMHMYECKH 3HAYMMOTO BIUSHUS HA bapMakokuHeTHYECKHE TAPAMETPHI
panrerpasupa. Koppekmys 10351 penapara B 3aBHCHMMOCTH OT ITOJIa ALMEHTA HE TPpeOyeTcs.
Hooicunvie nayuernmol

Bmasane Bospacra (18 mer m crapmie) OIEHMBAaNOCE B KOMOMHMDOBAHHOM dHAIH3E M
HOIYNSAIMOHHOM  (apMakokuHernmdeckuM aHammse. He O6buio 00HApyKeHO KIMHHYECKH
3HAUMMO} 3aBHCHMOCTH (DaPMaKOKHHETHYECKHX NapaMeIpoB pAaiTerpasupa OT BO3pacTa
NANMEHTOR, IO3TOMY KOPPEKIMs A035I IPenapaTa B 3aBHCHMOCTH OT BO3PacTa He Tpedyercs.
ITodpocmxu u oemu

Ilo pesynsrataM CpPaBHHMTEILHOTO HCCIENOBAHHMS y 3J40POBEIX B3POCIHIX 106pPOBOIBIEB
Tabierku JkepaTenbHBle OOnamaror Golyiee BEICOKON IIEPOPaNbHOM OHOLOCTYIHOCTBIO IO
CpaBHEHMIO C TabmeTrkamu, NOKPHITBIMH IUIEHOYHOHM o6omoukoii, nmo 400 mr. B atom
UCCIIENOBAaHAY IPUMEHEHHE TabIeTOK JKeBATENbHEIX C IHINEH, C BBICOKHM COZIep>KaHHEM JKHPOB,
npusozuio k nopemenuio AUC B cpeaneM Ha 6%, cHmxeHu0 Cmax Ha 62% 1 nossmieruo Cioq
Ha 188% no cpaBHenmio ¢ mpueMoM mpenapara Haromiak. Ilpuem TablleTok JKEeBaTeNmbHBIX C

IUIei ¢ BBICOKHUM COAEPXaHUEM JXHPOB HE OKAa3biBaJl KIMHHYECKH 3HAYUMOIQO BIMSHUA HA
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(apMaKOKUHETHKY panTerpaBupa, IO3TOMY
HE3aBHCHUMO OT IpHeMa NUIIH.

Jlo3b1 aus BUY-paduuuposaHHbIX MIafeHIes, eTell 1 MOJPOCTKOB B BO3PAcTe OT 4 HEAENb A0
18 ner (cm. pasmen «CIIOCOB ITPUMEHEHMS U IO3bl») pexoMeHIOBaHEI HA OCHOBAHHM
TOro, 4r0 (hapMaKOKMHETHYECKHe IapaMeTpsl paNTerpaBHpa CONOCTABAMEI C TAKOBEIMH Y
B3POCHBIX NANMeHToB, npuEuMasmx Mcenrpecc®, Tabmerku, TNOKPHITHIE —TMIEHOIHOM
o6oi104koii, mo 400 mr 2 pasa B I€Hb.

®apMaKOKHHETHUKA pajTerpaBupa B JIEKapCTBEHHOH dopme Tabnerku >xeBaTenbHBIC Yy nereit
MIaiue 2 JIeT He W3yJanack.

Hayuenmor u3 pasHwvix pacogo->MHUYECKUX 2pYnn

PacoBo-3THHYECKas NPUHAIEKHOCTh HE OKa3kpBaja KIMHUYECKM 3HAYMMOIO BIHMAHHS HA
(hapMakOKHMHETHYECKHE napaMeTps! panterpaeupa. Koppexuus no3sl He Tpebyercs.

Iayuenmu: ¢ paznuynvim undexcom maccel mena (UMT)

MMT He oOxasniBal KIMHUMYECKH 3HAYMMOrO BIMSHUS Ha (apMaKOKMHETHYECKHE NapaMeTphl
panrerpaBupa. Kpome TOro, B HONYJSIHOHHOM (apMakOKMHETHYIECKOM aHaium3e He OpUIo
BEIBJIIEHO KIMHMYECKA 3HAYMMOTO BJMSHUS MAcChl Tela Ha (JapMakOKHMHETHKY paiTerpaBHpa.
Koppeknua no3s1 npenapara B 3asucumMocTr or UMT nmanuenta ne Tpebyercs.

Iayuenmul ¢ neyenoyHol HEAOCMAMOYHOCHBIO

Panterpasup BHIBOAUTCS IPEHMYyLECTBEHHO IyTEM IUIIOKYPOHUPOBAHMSA B  IEYeHH.
®dapmakokuHeTHKa mpenapara Obla uW3ydeHa Yy B3POCHBIX MANMEHTOB C IEYEeHOUHOH
HEIOCTATOYHOCTBIO CpEJHEeH CTENeHM TKECTH, 4 Takke B  KOMOMHHPOBAaHHOM
dapmakoxnHerngeckoM anamuse. KimHu4eckyu 3HA4UMMBIX OTKJIOHEHMH (hapMaKOKMHETHYECKUX
IapaMeTPOB Y B3POCHLIX NAIMEHTOB C IEYEHOYHOU HEJOCTATOUHOCTBIO CpeHedl CremeHu
TSDKECTH II0 CPaBHEHWIO CO 3JOPOBBIMH HOODOBOJNBLAMH HE BBIBIEHO. TakuMm oOpaszom,
KOppeKIus 035l Npenapara Npy NeYeHOYHOM HENOCTaTOYHOCTH JErKOM M CPEHHeH CTerneHd
TsDKeCTd He TpeOyercs. Bimsgsue nedeHOUHOM HENOCTATOYHOCTH TKEIOM CTENmeHd Ha
(hapMakoKMHEeTHYECKIEe TapaMETPEI PATErPABUPa He M3yJanoch.

ITayuenmu ¢ noueyHodl HEOOCMAMOYHOCMBIO

Ha moueuyssi XIMpEHC NPUXOMUTCS HE3HAYWTENbHAS A0S B BHIBEACHHM DPAITErpaBupa H3
opranu3ma. DapMakoKHHEeTHKa npenapara Obua M3ydeHa Yy B3POCHBIX IAIMEHTOB C THKEI0H
CTENEHBI0 MOYEYHONW HEAOCTATOYHOCTH, a TAKKE B KOMOMHUPOBaHHOM (PapMaKOKHHETHIECKOM
apanuse. KIIMHMYECKM 3HAYMMBIX OTKIOHeHHH (DAPMAKOKMHETHYECKMX NapaMeTpoB Y
DAIMEHTOB C TSDKEJION CTENEeHBI0 MOYEYHOM HEeJOCTATOYHOCTH [0 CPABHEHMIO CO 3J0POBHIMM
JOOpOBONBIAMM HE BHIABIEHO. TakuM 00pa3oM, KOppeKums HO3El Ipenapara MNanHeHTaM C

TSOKENOH CTENeHpl0 ModegHod HemocraTouHocTH He Tpebyerca. Ilockomeky 3ddexruBHOCTS

COOTBETCTBYET SKCNEPTHOMY OTUETY
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AUanu3a panTerpaBupa HEM3BECTHA, Clle/yeT M3Derat npueMa npenapara HakaHyHE ceaHca
JManu3a.

Iayuenmor ¢ nonumopdusmom YD-I'TIAI

JlokasaTenscTBa MM Kakue-mu0o JaHHbIe, CBU/IETEIBCTBYIONMME, YTO HAMYME IOTUMOpdu3Ma Y
tdepmenta VYIAD-ITIAl MoXer OKaseBaTh KIMHWYECKM 3HAUAMOE BIMSHUE HA
(hapMaKOKHHeTHYECKHE IMapaMerpsl pamerpanupa, He Obum pomydensl. [lo JaHHBEIM
CPaBHHUTENBHOTO HCCIEAOBaHMA € ydacTHeM 30 B3pOCHBIX 370pOBEIX JOOpPOBOJBLEB C
TCHETHYECKU-ACTEPMUHUPOBAHHON CHWKEHHOH aKTUBHOCTRIO Y/ID-I'TIAl u 27 B3pocisix
370POBEIX J0OpOBONBIEB C HeM3MeHeHHbIM reHotunoM YJIO-I'TIA1l orHomenue cpemHux
reomerpudecknx AUC panrerpasupa cocrasmio 1,41 (90% noBepurensHEI HHTEPBA COCTABII
0,96; 2,09).

INOKA3AHWSA K IPUMEHEHWIO
Jlesenne BUY-1 madexuuy B KoMOMHAIMY C APYTUMH aHTAPETPOBUPYCHBIMYU MPENAPATAMH.

IDPOTABONNOKA3ZAHHUA

*  IloBbimeHHas 9yBCTBUTENLHOCTH K PANTErPaBUPY M APYTUM KOMIIOHEHTAM Npenapara.

e Jlerckumii BO3pacT [0 2 JieT ¥ Macca Telia MeHee 7 Kr.

e Tlepmox yaxramuu.

¢ Jlebunur caxapa3s/u30MansTassl, HENEPEHOCHMOCTH (DPYKTO3BL, TIIOKO30-TAIAKTO3HAS
MaisabcopOuus.

*  (DeHWIKETOHYpPHSL.

C OCTOPOXHOCTHIO

*  Muonatus u pabgoMuonH3 (B TOM YHCIE B aHAMHE3e), HAIMYHE COCTOSHUM U (aKTOpoB,
TNpepacnoNaralomuX K HX Pa3BHTHIO.

» IleueHoYHAs HEAOCTATOYHOCTD TSUKENION CTEMEHH.

*  OpuoBpemenHOe npuMeneHyue ¢ MOmEbIME uHAYKTopamu YD-I'T1A1 (pudamnuius) (cm.
paspen «OCOBDIE YKA3AHWA», noapasgen «OnHOBPEMEHHOE LIPUMEHEHHE C APYIHMH
IEeKapCTBEHHBIMH CPEACTBAMUY).

*  OpnuoBpemenHOe mnpuMeHenwe npenapara Mcentpecc® ¢ aHTANMEAMH, COXEPKAIIAME
AMOMMHUHN MM MarHuii.

. IManuenTtam ¢ nenpeccueﬁ HIIHM ICHXUATPHICCKIMH 3a00eBaHUSIMHU B aHAMHE3E.



COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 12.10.2023 N2 20257
(Bxogswwmit M3 N=4258335)

INIPUMEHEHHE T1IPU BEPEMEHHOCTH W B 1IEPHOJ[ TPYJIHOIO
BCKAPMJIMBAHU S

bBepemenHoCTh

JlanHple O NPUMEHEHMH JKeBaTENbHBIX TaGIETOK panTerpaBupa GEPEeMEHHBIMU JKEHIMHAMM
OTCYTCTBYIOT.

Bonemoe komuM4yecTBo JaHHBIX O GepeMeHHBIX JKeHIHHAX, PHHHUMABILINX PAITErPaBUp B /103€
400 mr nBa pasa B eHb B TedeHHe nepeoro tpuMectpa (6onee 1000 npeanonaraeMbix HCXO0B
OepeMeHHOCTH), YKa3hIBAET HA OTCYTCTBHE Malb(OpMALMOHHONH TOKCHMYHOCTH. MccnenoBanus
HA KMBOTHBIX 1OKA3aJIM PENPOYKTHBHYIO TOKCHYHOCTD.

YMepeHHOe KOIMYECTBO IAHHBIX 0 GepeMeHHBIX KEeHIIMHAX, IPUHUMABLIMX PAITErPABUD B 103€
400 Mr nBa paza B JieHb BO BTOPOM H/MJIM TPEThEM TPUMECTpPE (MEXAy NpeanoiaraeMbIMH
ucxonamn bepemennoctu 300-1000), yka3eiBaeT Ha OTCYTCTBHE IOBBILIEHHOTO PHCKA
(bero/HeoHaTANILHON TOKCUUHOCTH.

Panrerpasup B n03e 400 Mr 1Ba pasza B 1leHb MOXHO NIPHUMEHSATH BO BpeMs GepeMEHHOCTH, eciu
9TO HEOOXOAUMO 110 KIMHHYECKHM MOKa3aHHAM.

Pezucmp npumenenus anmupempogupycnoii mepanuu 60 epems bepemennocmu

C uenpl0 MOHMTODPHHTA KJIMHHYECKHX HMCXOZOB Y MaT€pPH M ILUIOAA TPH HENpEeHAMEPEHHOM
NPUMEHEHUH panTerpasupa BO Bpems OepemenHoctn Obun co3man Mexaynapoausii Peructp
NPUMEHEHUS] aHTUPETPOBUPYCHOM Tepanuu BO Bpems GepemeHHoCcTH. Bpayam pekomenayercs
BHOCHTh HMHDOPMAIMIO O MNAMEHTaX B 3TOT PEruCTP C MOMOIIBIO NEKTPOHHOM TNOYTHI

SM APR@APRegistry.com.

Kak npasuo, npu npuHATHH pemieHHs 00 HCHOIB30BAHMH AHTHPETPOBHPYCHBIX NPENapaToB
nnsa nedenns BUY-undexumun y 6epeMeHHBIX JKEHIUMH H, CIIeL0BATENBHO, sl CHUXKEHHS PHCKa
BepTHKAILHOM nepesaun BUY HoBopoxaeHHBIM, /UIs OLieHKH 6€301macHOCTH /IS TUI0Aa ClIeayeT

YYMTHIBATH [IaHHBIC, TOJYYEHHBIE Yy JXKMBOTHBIX, @ TAKXKe KIMHHYECKHH ONBIT OepeMeHHBIX

JKEHIIUH.
Ilepuon rpyIHOro BCKapMaMBaHUs

Panrerpasup/ero MeraGonuTBI BBIAENSIOTCS C TPYAHBIM MOJIOKOM B TaKOM CTENEHH, YTO
BO3EACTBHE HA HOBOPOJX/CHHBIX/MIIAZICHLICB, HAXOJSLIMXCS HA TIPYAHOM BCKAPMIIMBAHHH,
BepoaTHO. [lo wmmeronmmcs jgaHHBIM 10 (hapMaKOAMHAMHUKE/TOKCUKOIOTUH Yy JKMBOTHBIX,
panTerpaBup/ero MetabonIHuThl IKCKPETHPYIOTCS B IPYAHOE MOJIOKO.

PHCK 1151 HOBOPOKAEHHBIX/AETeH IPyIHOTrO BO3PACTA UCKITIOUYNTh HEJb35.

Kenumnam, xusymmum ¢ BUY, pekomenayercs He KOPMHTH IPyabl0 CBOMX Jereil, 4ToObI
n3zbexars nepenaun BUY.

DepTuabHOCTL
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ot 12.10.2023 N= 20257

(Bxogswwmit M3 N=4258335)

COOTBETCTBYET SKCNEPTHOMY OTUETY

VYV caMiioB ¥ CaMOK KpBIC pajnTerpaBup He BIMsUI Ha QepriimbHOCTE B fo3ax 10 600 mr/xr/cyr,
IPM KOTOPHIX SKCHO3MIMS B 3 pasa NpPEBBNNANA TAKOBYIO Y YeNOBEKa IPU NPUMEHEHUH

Ipenapara B peKOMEHIyeMoM J103e.

CIIOCOBb NPHMEHEHHA | 103bI

Jleuenue npenapatoM Mcentpecc® nposoasT B xoMOMHAMY ¢ XPYTHMH aHTHPETPOBUPYCHBIMM
IpenapaTaMu.

Buyrtps. Tabnerxku >cesarenmsubie npenapara Mcentpecc® Ha3HagaroT BHE 3aBHCHMOCTH OT
npreMa OUINH. _
Jleuenuwe npenapatom Hcentpecc® momkeH NpoBOmMTH Bpau, 0o6najaomumil AOCTATOYHEIM
onsitoM Tepanuu BUY-undexuu.

Tak Kax JiexapcTBeHHsIe QOPMEI paiTerpasupa He ABILIOTCK OHOIKBHBAIEHTHEIMH, TO Ta0JIETKH
JKeBaTeNnbHBIE HE CleAyeT 3aMeHaTh TableTKaMu, NOKDPHITHIMHM ILIEHOYHOM 000109xkol, 1o
400 mr. Hccnemosanuii npemapata Mcentpecc® B Bume TabNeToK IKEBATENBHBIX Y
BHY-naympoBaHHEIX AeTeil M noApocTKoB (B Bo3zpacte oT 12 xo 18 mer) u B3pOCHBIX He
IIPOBOAMIOCE.

MaxcumaiibHast CyToOYHas 1032 TableToK xeBaTenbHEX cocrasmsaer 300 Mr 2 pasa B CyTKH.
Pexomenyemsie 0361 nipenapara centpecc® B nexapcraennoit dopme TabneTku xeBaremsHbIe
nns negenus BUY-1 undexun y nereil B Bo3pacrte 0T 2 JIET M CTApIIE PACCYUTHIBAIOT IO MACCe
TeJa TaK, 9YToOBl MaKCHMaNbHas CyTO4Has J03a panrerpasupa He mpeBbmmana 300 mr 2 pasa B

cyrku (cm. Tabmuny 1).

Tabauna 1. PexomenmoBannble n03s1* npemapara Mcentpecc® B nexapcTsenHolt dopme

TabJIETKM JKeBaTebHbIe U1 AeTeH B BO3pacTe OT 2 JIeT ¥ CTaplie ¢ Maccoii Tena He Menee 11 xr.

Macca reaa, Kr Ho3za KonrgecTBo Ta0NETOK KeBaATEIbHBIX
orll no<14 75 mMr 2 pa3a B CyTKH 3 x 25 Mr 2 pasa B CyTKH

or 14 no <20 100 mr 2 pasa B cyTku 1 x 100 mr 2 pasa B cyTku

ot 20 no <28 150 mr 2 pa3a B cyTku 1,5 x 100 mrt 2 pasa B cyTku

or 28 no <40 200 mr 2 pasa B CyTKH 2 x 100 mr 2 pasa B cyTkH

He Meree 40 300 Mr 2 paza B cyTkH 3 x 100 mr 2 paza B cyTkH

* - pexOMEHHaIMM 03 IO Macce Tejla OCHOBAHEI OPHEHTHPOBOYHO Ha mpueme 6 mMr/kr/mosa 2 pasa B
CYTKH.
T - Tabnerxu xesarensusie mo 100 Mr MoryT 6sITs pasneneHs: Ha ABe nonoBuHEL. Tem He MeHee cleayer

10 BO3MOJKHOCTH u30erarh JeieHus TaOleTOK Ha JBE NOJIOBUHBI,
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ot 12.10.2023 N2 20257
(Bxopgmwmi M3 N=4258335)

COOTBETCTBYET SKCNEPTHOMY OTUETY

IMaupenTam cnenyer pashiICHUTh HEeOOXOAMMOCTh CcOOMIOAEHWS rpauka J03BpPOBaHMS,
IIOCKONBKY 103y npenapata Hcentpecc® ciemyer KoppekTHpOBaTh IO Mepe pocTa pebenKa.

VY B3pociex U peredt or 12 mer m Maccod Tena He MeHee 25 Kr Ao/nKeH OBITh HCIIONB30BaH
npenapar Mcentpecc®, Tabnerky moxpeITee 060moukoi 400 mr.

IaumenTs! ¢ HEapymenneM QyHKIHHA HOYEK

Koppexuns 035! y Ha@eHTOB ¢ HapymeHneM GyHKIuU oYeK He Tpedyercs.

IManuenTs! ¢ HapymenneM QyHKIHH NeYeHH

Koppexnus [0361 y NaHEeHTOB C HapymeHueM (QYHKIMK NEYeHH JIETKOH ¥ CpPEeIHEH CTeleHH
TSOKECTH He TpeOyercs.

BesonacHoCTs M 3((EKTHBHOCTS NPHMEHEHWS pAlNTerpaBupa y NAUMEHTOB C HAPYIIECHUEM
GyHRIUMK DeYe N TSKETOH CTENEHH HE YCTAHOBJICHEL

Benepcrsue atoro Heobxoammo coOMIOAATh OCTOPOXHOCTE NpPH INPHMEHEHHM IIpenapara
Ucentpecc® y nammentos ¢ HapymenueM (YBKIMM MEYEHH TSIKENON CTENEHH (CM. pasjen
«®APMAKOJIOTUYECKME CBONCTBA», mnoppasmen «®DapMakOXMHETHKA» WU pasien
«OCOBBIE YKA3AHHA»). Ilpu DOABIEHMHM Yy TakuxX NAIMEHTOB NPHU3HAKOB YXYIIICHUS
3aboneBaHUs IEYCHU JOIDKEH OBITE PACCMOTPEH BONPOC O HPEPHIBAHMM KM IPEKPAIEHMU
JICYCHUS.

HOBOYHOE NEACTBHE

IIpodums 6esonacuoctu npenapara Mcentpecc® ocHoBan Ha pesyisTaTax 0600IIEHHBIX JaHHBIX
no 6e30macHOCTH, NONYYEHHBIX B XOAE KIMHUYECKHX HMCCIEZOBAHMNA C yuacTHEM IAIHeHTOB,
paHee nOMydYaBMX aHTUperpoBupycHyio tepanuio (APBT), u paumenros, pamee He
nonyyasmux APBT.

B obsexunennoM amanu3e pesynbTaToOR KIMHHYECKUX MCCHENOBAHMN AHTUPETPOBMPYCHON
TEpanuy y nanueHToB, panee momydaBmux APBT, wacrora OTMEHE! Tepanmuu IO NPUYHHE
HEXENAaTeNbHBIX peakuuii cocrasuna 3,9% B Ipynne DalMeHTOB, NPAHUMABLIMX Mpenapar
Hcentpecc® u onTumusupoBansyio monomautensHyro Tepammo (OT), n 4,6% B rpymme
nauuenToB, npuHuMasmmux mrane6o m OJIT. Yacrora oTMeHsI Tepanuu 0O NPUYHHE
HeXeNaTeNbHEIX PEaKyi y B3POCHBIX NALMEHTOB, paHee He monyyasmmx APBT, cocrasmna
5,0% B rIpynme nanMeHTOB, NpUHMMABmEX mnpenapar Mcentpecc® opHOBpEeMeHHO ¢
smrpunuTabuHoM M TeHodoBupa am3onpoxci ¢ymaparoM, u 10,0% B rpynne nanueHToB,
NPYHMMABIINX ONHOBPEMEHHO 3(aBupeH3, OSMTPuUIMTAaOMH ¥ TEHODOBHPA AHU3OIPOKCHI
tdbymapar.

Haubonee gacThiMM He)XeNaTeNbHEIMA PEAKLMIMHM BO BPEMs JIEYEHHs OBUIM TONOBHAS GONb,
TomHora ¥ 6ome B xuBore. HauGonee gacTeiMu CephE3HBIMH HEXENATEIBHEIMU PECAKHAMHU

OpuTH CHHPOM BOCCTAHOBJICHHS MMMYHHTETA U CHIIb, B xymBangecknx HCCICAOBAHMNAX JaCTOTA

10



COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 12.10.2023 N2 20257
(Bxogswmit M3 N=4258335)

CIIy9aeB OTMEHB! pajTerpaBupa BCIEJCTBME HEXKEIATENbHBIX pEaKiuyi COCTaBula 57 WM
MeHee.

Hmxe npezcTasieHbl JAHHBIE O HEXENaTeNbHBIX ABIEHHAX, HAOMOAaBIIMXCH B KIMHUIECKHX
VMICCIEZIOBAHMAX, C PA3MMYHON CTENEHBIO BEPOSTHOCTH CBI3aHHEIX ¢ mpenapatoM Hcentpecc®
wm ero kxombmmamuedr c¢ ppyroir APBT. HexenarenpHeie sBIEHHS IIEPEYHCIEHBI B
COOTBETCTBHH C CHCTEMHO-OPraHHBIMH KJlacCaMH M Xuraccudukampeil o 9acToTe: «JacThIe)
(>1/100 u <1/10), «ueqacreie» (>1/1000 u <1/100) u «gacrora HeusBecTHa» (JACTOTA HE MOKET
OBITH YCTAHOBIEHA HA OCHOBAHHH HMEIOIMXCS JAHHBIX).

Hudeximonnsie ¥ napasurapusie 3a60neBanns

Heuyacmvie: reHuTAIBHBIA repmec, (QOIMKYIMT, TacTPO3HTEpUT, NpPOCIOH reprec,
repoerdyeckas HH(EKINA, ONOACKBAIONIMI JMILAM, rpumm, abcuecc mumdoysna, KOHTarHO3HEIA
MOJUTIOCK, Ha30(hapHHIHUT, MHOEKIUA BEPXHUX ABIXaTENbHBIX IIyTEH.

Eoﬁpoxaqecmennme, 3JI0KAYECTBEHHEIC U HEYTOUHEHHEIE HOBOOOpasopanug (BKIOUAS KUCTEL U

I10JIMIIBI
Heuacmuie: naminioMaro3 KOXH.

Co cTopoHE! KpoBH ¥ TUMDATHYECKON CHCTEMBI

Heuacmuele:  amemus, o xenesomeduimrHas  aHeMms, OOJNE3HEHHOCTs  JMM(OY3IOB,
nuMbaieHOaTUs, HeHTPONEeH! s, TPOMOOLUTOIIEHH S,

Co CTOpOHEI UMMYHHOW CHCTEMBI

Heuacmuie: cAHIPOM BOCCTAHOBIEHUS MMMYHMTETa, I'MIIEPYYBCTBUTEILHOCTH K IPENapary,
peaxiuy TUNepIyBCTBUTEEHOCTH.

Co croponsl 00MeHa BENIECTB ¥ NUTAHHS

Yacmuie: cHIOKEHUE aNNEeTHTA.

Heuacmwie:  xaxexcus, caxapHeli guaber, gucimumugeMus, TIHIEPXOJECTEPHHEMHUS,
THIIEpIIIMKEMys, THIepIUnuaeMusi, runepdarus, NOBRIIICHAE AINETHTA, IOJHMIUIICHS,
HapyIIeHue XHUPOBOro obMeHa.

H €HUS TIC

Yacmere: HeoObI9HbIE CHOBHAECHHS, OECCOHHMIA, HOYHBIE KOMIMAphl, HAPYLIEHUE IOBEAECHMS,
JIeTIPECCHL.

Heuacmvie: ncuxuyeckue pAcCTPOMCTBA, CyMUMIANBHBIE IIONBITKM, YyBCTBO TPEBOTH,
CIlyTaHHOCTh CO3HAHHA, IIOJABIEHHOE HACTPOEHHEe, OONBIIOe AEIPECCHBHOE PACCTPOMCTBO,
GeccoHHMIa CepeMHBl HOYM, M3MEHCHWS HACTPOEHHS, IIAHMYECKHE ATAKH, HapylIeHMs CHA,
CyMIMIANBHEIEe HAEH, CyHIHanbHoe nosefeHue (0C00EeHHO Yy DAUMERTOR C NCHXUATPUIECKIMU

3a0oneBaHUAMH B aHAMHE3E).

Co cTOpOHE! HEPBHOH CHCTEMEI

11
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COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 12.10.2023 N= 20257

(Bxogswwmin M3 N=4258335)

Yacmuie: rONOBOKpPYxKEHHE, TONOBHAS O0JIb, ICHXOMOTOPHAA THIIEPPEAKTHBHOCTE.

Heuacmuie: aMHe3us, CHHAPOM 3aILSCTHOrO KaHalla, KOTHUTHBHEIE PACCTPOMCTBA, HAPYDIEHWS
BHHUMAHMS, TIOCTYPaNbHOE IOJOBOKPY)KEGHUE, JVCIeB3Hs, TMIEPCOMHHUS, THIIECTE3Hsl, IETAPTHs,
PacCTpPOMCTBO NaMATH, MHUIPEHb, Nepudepudeckas HeHpomaTHs, NAPECTE3UM, COHIMBOCTD,
rOJIOBHAsI 00N HAXIPSUKEHHUS, TPEMOP, CHIDKEHUE KAaueCTBa CHA.

Co cropoHE! oprana 3peHus
Heuacmule: CHIXEHHE OCTPOTHI 3PEHMSL.

Co cTopoHBI Oprasa ciryxa u JaOMpUHTHEIC HAPVIIECHAS

Yacmuie: BepTUTO.

Heuacmele: nym B ymax.

Co cropoHE cepana

Heuacmwvle:  omymenue  cepAueOMEHMs, CHHyCOBas  OpafMkapius, >KEIyJ0uKoBas
SKCTPACUCTOIIUA.

Co croposE! cocyos
Heuacmule: «<npumiss KPOBH K KOXe JIMIA C ONIYINEHNEM 5apa, apTepHabHasi THIIEPTEH3H.

Co CTODOHBI IBIXATEIBHOM CHCTEMBI, OPTaHOB IPYAHON KIETKH ¥ CDETOCTEHUS
Heuacmuie: muchoHus, HOCOBOE KPOBOTEIEHHE, 3AI0KEHHOCT HOCA.

Co CTOPOHBI XXENMYAOYHO-KHUIIEYHOI'0 TPAKTa

Hacmuie: qyBCTBO paCIIMpaHys B KUBOTE, GOIb B XKHUBOTE, JUApes,, METEOPH3M, TOLIHOTA, PBOTA,
TACIIETICHS.

Heuacmuie: racTpurt, omymenne auckomMdopra B xuBoTe, 60F B BEPXHMX OTJENAX >KMBOTA,
Gone3HeHHOCTb B OO/IACTH JKHBOTA, TyBCTBO AUCKOM(OPTA B 06NACTH 3a[(HET0 IPOXO/A, 3a1op,
CYXOCTh BO PTY, OLIyIIEHHE AUCKOMQPOpPTA B SMMIaCTPAIBHOM 001aCTH, SPO3MBHEIA AyONCHHT,
OTPBDKKA, TacTpo330(areasHel pediIoKe, THHIMBHT, TIOCCHT, GONE3HEHHOCTH TPH TIOTAHMH,
OCTpBIX NAHKPEATHT, NENTHYIECKAs 1388, PEKTAJIbHbIE KDOBOTEYEHHS.

Co CTOPOHE! IEYeHH U JKETIEBEIBOIAINAX ITyTeH

Heuacmuie: renatut, CTEATO3 NIEYEHH, ANKOIOJIBHEIM FeATHT, HEIEHOYHAS HELOCTATOYHOCTD.
Co CTOPOHEI KOXH ¥ OAKOMKHEIX TKAHEeH

Yacmuie: KOXKHasA CBIIb.

Heyacmuie: akue, anoneuys,, yrpesIHas CHlllb, CyXOCTh KOJKH, SPHTEMA, JTUIIOATPO(HS Mg,
THIEPTHAPO3, munoarpodus, npuobpereHHas jmuomucTpodus, munoruneprpodus, HOUHAS
NOTIMBOCTB, NPYPHIO, 3yA, 3yA TEHEPANM30BaHHBIA, MaKynspHasd CEIIb, MAaKyJIONamyae3Has
CBIIlb, 3yAAINAd ChbIlb, KPAIMBHHMIA, KCEPONEPMHs, APYTHE MNOPAXKEHHS KOXH, CHHAPOM
Crusenca—/DKOHCOHA, JIEKAaPCTBEHHAs CHINE C 303MHOMMIMEH W CHCTEMHEIMH CHMIITOMAMY
(DRESS-curapom).

12



COOTBETCTBYET SKCNEPTHOMY OTUETY
ot 12.10.2023 N2 20257
(Bxogswmit M3 N=4258335)

Co CTOpOHEI CKEIETHO-MBIIIEYHOMN H COENHHATETEHON TKAHH

Heyacmuie: aptpanrus, aprpur, 6oms B crnuHe, 60mp B GOKy, CKeneTHO-MbpUneYHas Gonb,
Muairus, 6o B o6acTu men, ocreonenus, 60k B KOHEYHOCTAX, TEHAUHAT, pabHOMHOIH3.

Co CTOPOHEI TOYEK ¥ MOYEBHIBOISANIHX nv'reﬁ

Heuacmpie: TOYeYHas HENOCTATOYHOCTS, neppur, BedpommTHas, HUKTYpHS, KHCTA IIOYKH,

Hapymenye QyHKIMH I04EK, TYOYIOMHTePCTHIHANBHET BehpHUT.

Co CTOPOHE! IOIOBEIX OPTraHOB ¥ MONOYHOM XKEIE3BI

Heuacmvie: SPEKTHIIbHAA III{C(I)YHKIIKSI, THHEKOMAaCTHA, CUMIITOMEI MEHOIIAY3bI.

Obmme gaccmoﬁcma M HAapVIICHWSA B MECTC BBEACHHSA

Yacmure: acrenus, cnabocTs, IMXOpaaKa.

Heuacmwie: macxombopT B rpyam, 03HOO, OTeK jauna, yBeldueHue oObeMa MHpPOBOH TKaHH,
cocrosHMe GecrmoKOHCTBa, HEAOMOraHue, NOMYEIOCTHOEe HOBOOOpasoBauue, nepudepueckue
OoTexH, 60ms.

JlaGopaTopHbIe ¥ HHCTPYMEHTABHEIE NAHHEIE

Yacmvle: TOBEIIIEHME AaKTUBHOCTH B IulasMe  amanuHamuHoTpanchepaser  (AJIT),
acniapraramuaorpascdepassl (ACT), numassr 1 aMuIashl OMKETYAOUHON JKEIE3E], OBBIIEHUE
KOHIIEHTPAlMH TPUTIULEPUIOB ¥ KOIMIECTBA ATHIIMYHBIX JUM(OIIUTOB.

Heuacmuie: cuuxenue abCOMIOTHOrO 9ucna HEHTPODHIOB IUIA3MEL, IOBEIIIEHHE AKTUBHOCTH B
nnasMe menodHod ¢ocdarassr, ammiassl, kpeaTHHGOCHOKMHA3EL, CHWKEHHE KOHUEHTPALHH
am0yMHUHa, TOBRIIIEHME KOHLEHTpauuy Oumupy6uHa, XonecTrepuHa, KPeaTHHUHA, TIHOKO3H (B
TOM YHCIIE ONPENeNIeMOli HaTOmak), a30Ta MOYEBHHE], JTHNONPOTENHOB BEICOKOH INIOTHOCTH,
JMIONPOTEMHOB ~ HHM3KOH  NIOTHOCTH;  TOBBULIEHME  3HAYEHWs  MEXKAyHapOJHOIO
HOPMAIIM30BAHHOTO OTHOIIEHHS; CHIDKEHHE KOIHYECTBA TPOMOOIUTOB K JIEHKOIMTOB B KPOBH,
HanM4ue IIIOKO3bI B MOYE, HAJMYHME 3PUTPOLHUTOB B MOYE, YBEIMYEHUE OKPY)KHOCTH TalHU,
YBEIIMYCHHE WIIHA CHIKEHHE MacChl TENa.

TpaBMBl, MHTOKCHKAUWH ¥ OCIOKHEHHS MAHHIYIIAIMI

Heuacmuie: senpeHaMepeHHas IEPEIO3UPOBKA.

B xone xnmHMYECKHX HCCHIENOBaHHMH y IAIMEHTOB, paHee IONYYaBIIMX M HE NOIyYaBIINX
APBT, nabmopamack ciyyad pasBHTHS  3/I0Ka4eCTBEHHBIX HOBOOOpa3oBaHmii  IpH
HCNIONB30BAaHUM KOMOMHAIMM ﬁpenapara Hcentpecc® ¢ IpyruMu aHTHpETpOBHMPYCHEIMH
cpeacTBamu. XapaKTepHCTHKA M 9ACTOTA 3JI0KAYeCTBEHHEIX HOBOOOPa30BaHMH COOTBETCTBOBAIH
TAKOBEIM Il MALMEHTOB C TOKENBIM MMMyHozeduimroMm. PuUCk pasBuTHs 370Ka9ECTBEHHEIX
HOBOOOpa30BaHUi B KIMHUYECKAX WCCIEAOBAHUSX OBLI OJMHAKOB Kak B IPYNNAX NAIMEHTOB,
npuHuMaBnmx npenapar Mcentpecc®, Tak u B rpynnax NanMeHTOB, MPHHUMABIIEX [PEapaThl

CPaBHEHHS.
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COOTBETCTBYET SKCNEPTHOMY OTUETY

V nanpeHToB, NpUHMMABIIMX npenapar MceHTpecc®, HAaOMIOHANOCh NOBHILEHAE AKTUBHOCTH
kpearmadochoxunazsr 24 crenenu. Habmrojamucks ciyuam pasBHTHS MHMODATHH |
pabmomuomusa. Ilanuentam ¢ Muonaruei uim pabaOMHOIM30M B aHAMHE3E, @ TAKKE HMEIOIUM
apyrue (axTopsl pucka (BKII09as COMYTCTBYIOLIYIO TEPAIMIO), MPENApar CIeAyeT Ha3HAYaTh C
OCTOPOIKHOCTBIO.

Coobmanocs o ciyyasx pa3sBHTHs OCTEOHEKP03a, OCOGEHHO y NAUMEHTOB ¢ 06IENpPU3HAHHBIMK
daxropamu pucka, nosgHeid crapuedi BUY-3aGonesanust MM JIMTENBHBIM BO3JEHCTBHEM
xombunuporansoi APBT. Yacrora ero passurusi HEH3BECTHA.

B KIMHHYECKHX HCCIEIOBaHMAX y NAIMEHTOB, paHee nonydasmux APBT, xoxHas CHIIb, BHE
3aBUCMMOCTH OT 3THMOJOTHMH, dame HaONiojanach Npu npuMeHenuu npenapara Hcemtpecc®
OZIHOBPEMEHHO C JApyHaBHPOM, 9€M IPH NPHMMEHEHHM NAHHEIX NPENapaToB IO OTAENBHOCTH.
Tem He MeHee 9acTOTa pasBUTHA KOXHOM CHINH, CBS3aHHOM C IPMEMOM IIpenaparos, Gruia
COTOCTaBMMa BO BCEX Tpex rpymnax jnedenus. Koxnas cems Oblta NErxoif u ymepeHHOU
CTENEHH TSDKECTH U He Bimsna Ha npogomwxenue APBT. V mauuenros, panee ne nonydasmmx
APBT, pasHple KIMHMYECKHX HMCCIEOBAHMII NPUMEHEHHs pPAITETPABMPA OTPaHMYEHEI
OpPUMEHEHWEM B KOMOMHaImMM ¢ JBYMs HYKIEOTUAHBIMH HMHIMOWTOpamMM  OOpaTHOM
tpanckpunrassl (HUOT) (amrpunnrabus u TenodoBHpa qusonpokcu Gpymapar).

HanuenTs! ¢ xo-uadexnueii renaTura B n/umn renatura C

B menrom nmpodmms GesonacHoctu npenapara Hcentpecc® y NAIMEHTOB, KO-MHOUUMPOBAHHBIX
renarurom B w/wmi rematarom C, GbUI aHAnOrMueH npopumo Ge30MacHOCTH y TALMEHRTOR 663
Ko-uHGexnuy renatuta B m/wmm renatura C, X0TS 9acToTa OTKIOHEHHs axtusHocTeil AJIT u
ACT unorza 65u1a BEIIIE B rpynnax ¢ ko-uH(pexuuei renatura B w/wm renarura C.

Herm

Ilo pesyneTaTaM KIMHMYECKHX MCCIENOBAHMI y AETEi U MOAPOCTKOB GBLIO YCTAHOBIEHO, YTO
4acTOTa, THII M BHIPKEHHOCTH HEXENATENbHBIX PEaKlMi, CBA3aHHBIX C IPUEMOM TIPENapara,
OBUIN CONOCTABAMEI C TAKOBEIMH Y B3POCIIBIX HAIMEHTOB.

Y opHoro pauueHTa HaOmMONANACH CIEAYIONME CBS3AHHEIE C OPHEMOM Ipenapara
HEXEIATEeNBHbIE PEAKUMHM: IICHXOMOTOPHAsS T'HMIIEPAKTHBHOCTG 3 CTENEHH, HapyIIeHHE
nosenenus u GeccoHnuna. Y apyroro maupeHta HaGNIOAAnack Cephe3Has HeXeNarelbHAs
peaxuys 2 CTENEHH — aJUIePriHueckas CHIlb.

Eme y omsoro manmenra nHaGmropanock nopemuenue axtuBHoctH ACT 4 cremenu u AJIT

3 crenenu, KoTOpoe GBLIO PaCLEHEHO KAK CEpPLE3HOE.

HNEPENO3HAPOBKA

Creuuduueckux CHMIOTOMOB Nepefo3upoBky npenapata McenTpecc® He BBIIBIEHO.
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COOTBETCTBYET SKCNEPTHOMY OTUETY

B cnyuae nmepeno3UpOBKH HEOOXOAMMO CIIEHOBATH CTAHAAPTHHIM PEKOMEHJIAIMAM, TAKMM Kak
yZanesue HEBCOCABINEroCs Npenapara M3 >KeayJ0YHO-KMINEYHOro TPaKTa, Habmoxenue 3a
NOKa3aTeNIMH JKU3HeAesTeNbHOCTH, BKmoyas DKI', Ha3HAYeHHE CUMITOMATHYECKON TEpaIIHu.

JHanssx 06 addexTusHOCTH AMaTA3a MpU TIepeno3uposke npenaparom Ucentpecc® mer.

B3AMMO/IEACTBME C JIPYTMMH JIJEKAPCTBEHHBIMH CPEJICTBAMHA

B wuccnemoBaHMsIX in vitro OBUIO IIOKa3aHO, YTO palTerpaBup He ABJISETCS CyOCcTpaTom
n3odepmenTos cucremsl muroxpoma P450 (CYP), e uarubupyer CYP1A2, CYP2B6, CYP2CS,
CYP2C9, CYP2C19, CYP2D6 umx CYP3A u He uurubupyer Y® rmoxyposunrpanchepassl
Al u 2B7. Kpome a1oro, panrerpasup ue uaayuupyer CYP3A4 u He sBisiercss mAruGuTOpoM
P-rimuxonpoTeuH-0I0CpeI0BAHHOTO TpaHcnopra. Ha OCHOBaHMM 3THX JAHHEIX MOXKHO CHAEIATh
BEIBOJI, YTO paNTErpaBMp He BIHfeT Ha ()apMaKOKUHETHIECKHE NApaMeTPhl IEeKAPCTBEHHBIX
CpPeJCTB, KOTOPhI® ABIAI0TCA CyOcTpaTaMu ykasaHHbIX (epMenToB wimm P-rimxonporensa.

Kak mnoxaszamu wuccnenoBauvus in vitro W in vivo, panTerpaBHp BEIBOJUTICS B OCHOBHOM
nocpezcrBoM Merabonusma (rmoxyponuposanus) mo YI®-I'T1Al-onocpexosanHOMy My TH.

B ¢apmaxoxuneruxe panrerpaBupa Habmojanack 3HaYNMas MHTEpP- M MHTPAUHIUBUIYAILHAS
HA3MEHYHBOCTb.

Bnusnue panmezpasupa na gapmaxoxunemuxy opyaux J1eKapcmeeHHbIxX cpedcmes

B uccnepoBanmsax no M3y4eHMIO JIEKAPCTBEHHOrO B3aUMOZEHCTBUA PAlTErpaBUp HE OKA3BIBAI
KIMBMYECKM 3HAYMMOr0 BIMAHUS Ha HapMaKOXMHETHKY ITPaBUPHHA, MApaBUPOKa, TeHO(hOBUpa
JIM30TIPOKCHII (pyMapara, FOPMOHANBHbIX KOHTPAI[ENTHBOB, METa0HA M MUa30J1aMa.

B HEKOTOpBIX MCCIIE[OBAaHHSX IIPH OJHOBPEMEHHOM NpuMeHeHuu npenapata Mcemtpecc® c
JapyHaBUpOM HAOMIOAANOCH HE3HAUMTEILHOE CHIWKEHHE KOHUEHTPAUWH AApYHABHUDPA B IUIA3Me
KpoBH. Mexanu3M [JaHHOrO sSBIEHWS HEM3BECTEH. TeM He MeHee BIMSHHUE paiTerpasupa Ha
KOHIIEHTPALMIO AapyHaBHpa B IUIa3Me KPOBH HE CUMTAETCS KIMHHYECKU 3HAYHMBIM.

Bnuanue Opyeux nexapcmeenHwix cpedcme Ha PapmMaKoOKUHEmMUK)y panmezpasupa

Crenyer coGmrofaTh OCTOPOKHOCTE IIPH OJJHOBPEMEHHOM NpEMeHeHuu npenapara Mcentpecc®
¢ momusiMu uBaykTopamu YJ®-IT1Al (wanpumep, pudamMnuiHOM), Y9YUTHIBas, YTO
panrerpasup Merabommsupyercs B OcHOBHOM mnocpepcteoM Y®-I'T1AL. Pubammmius
CHM)KAET KOHIEHTpaUWM paaTerpaBMpa B IUIasMe KpoBH. Biusuaue Ha 3ddexTuBHOCTH
panTerpaBupa HEHM3BeCTHO. TeM He MeHee ecid OJHOBPEMEHHOrO TPUMEHEHHS C
pudaMiuuHOM H3GEKaTH HEBO3MOXKHO, MOXHO YABOMTH 103y mnpemapara Hcemtpecc® y
B3pOCHBIX. JIaHHEIE IT0 OAHOBPEMEHHOMY IpuMeHeH o npenapara Ucentpecc® u pudammununa
y nauuenTos muagme 18 ner orcyrcryror (cM. pasmen «OCOBBIE YKA3AHWA»). Bousmue
APYTHX MOIUHBIX MHAYKTOPOB M30()€pPMEHTOB, METabONH3NPYIOIMX JIEKAPCTBEHHBIE CPE/CTRa,
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COOTBETCTBYET SKCNEPTHOMY OTUETY

Takue Kax ¢esurouH u ¢penobapburan, Ha cucremy Y AD-I' TTAT Hen3secTHO. VIeHee MOIIHEBIE
HHIYKTOPBI (manpumep, adasupens, HEeBUPANWH, 9TpaBUpHH, pudabdyrun,
TIIFOKOKOPTHKOCTEPOUIBI, 3Bep00OH NpPOARIPABICHHBIA, NHOITMTA30H) MOTYT NPUMEHSTHCA
onHOBpeMeHHo ¢ npenaparom Hcentpecc® B pekoMenosanHoOM f103€.

OnHoBpeMeHHOe TpuMEHeHHMe npenapara Mcentpecc® ¢ CHIBHEIMM — MHTMOHTOpaMH
VIAD-ITIA]l (maupumep, ara3aHaBHPOM) MOXKET MOBBICHTH KOHLIEHTPALMIO PANTErpaBUpa B
nnasmMe kpoBu. Menee cuibHble MHrHOMTOps! YJIO-I'TIA1 (Hanpumep, HHAMHABHD M
CAKBUHABHD) TAKKE MOTYT IOBBICHTH KOHIEHTPAIMIO DANTErpaBMpa B ILIA3ME KPOBH, HO B
MeHbIIeH CTeNeHH 10 CpaBHEHHMIO C ara3aHaBupoM. Kpome Toro, TeHohOBMpa AM30MPOKCHUIT
(ymapar MOXeT MOBBICHTH KOHLEHTPALMIO PANTErpaBupa B IUIa3Me KPOBH, OHAKO MEXaHU3M
atoro BiusHusA HeussecTeH (cM. Tabmuiy 2). B ximHuYeCKMX HCCIEZOBaHMIX B KadecTse
JONONHATENLHOH ONTHMU3HPOBAaHHONW Tepanuu Oonemas d9acTh NAIMEHTOB IPHMEHSIA
atazanasup w/win teHodosupa ausonpoxcun dymapar, oba mpemapara, KOTOPbIE IPUBOIAT K
NOBBIIEHUIO YPOBHEH panrerpasupa B muasme. IIpoduns 6GeszonmacHocTH, HAOMOHMAEMBIH Yy
NAIUEeHTOB, MONMYJYaBIIMX aTa3aHaBUp W/umu TeHogoBupa amsompoxkcun Qymapar, B nenoM
YJIeHTHYes npodumo BesonacHoCTH y HaLMEHTOB, KOTOphIe HE NPUHUMANY JaHHEIE NpPenapaThl,
II03TOMY KOPPEKLHs TO3H He Tpedyercs.

OnsoBpemeHHoe mnpuMeHenne upenapara Vcentpecc® ¢ aHTammpaamu, CoxepKAIMME
OUBAJICHTHBIC WOHBI METAJUIOB, MOXET CHIKarh abcopOumio pajrerpasupa ITyTeM
XeaTUPOBAHMS, YTO NPUBOAUT K CHMXKEHHMIO KOHI[EHTPAllUH PANTErpaBupa B miasMe Kpoeu. Tax
KaK NPUEM aHTALMAOB, COAEPXKAIMX AMIOMMHMM HIM MarHui, yepes 6 4acoe nocne mpuema
npenapara Mcentpecc® NPUBOANT K 3HAYMTETEHOMY CHEDKEHHIO KOHIEHTPAIIMH PAITErpaBHpa B
miasMe KpOBH, ONHOBDEMEHHOE mpuMeHeHWe mpenapara MHcentpecc® u  amTanumos,
COJIEpIKALIMX AFOMWHUI HIIM MarHuii, He peKOMEeHAYeTCs.

OnmsospeMenHoe npumMenenue npenapara Ucenrpecc® ¢ anTanuaamu, coxepxamumu KapOoHaT
KalblUsA, CHIDKAST KOHICHTPALMIO pajiTerpaBupa B IUIa3M€ KPOBH, OAHAKO [JAHHOE
B3aMMOJICHCTBHE HE pPacCMaTpUBAETCS Kak KIMHWYECKM 3HaguMmoe. Bcenexcrsue 3toro mpu
OIHOBPEMEHHOM NpHMeHeHnH npenapara Mcentpecc® ¢ anTamumuamu, conepamumy KapGOHAT
KaJIbIUA, KOPPEKLHs 10351 He Tpebyerca.

OnHOBpeMeHHOe TpHMeHeHMe npenapara Mcentpecc® ¢ ADYTMMM  JIEKapCTBEHHEIMU
CpejCTBaMM, MOBHINAIOIMIMME 3HadeHuss pH sxenymousHoro coxa (Hampumep, OMenpason Wid
tdamMOTHAMH), MOXET IIOBBICHTH CKOPOCTh a0copOIum pairrerpaBupa M, COOTBETCTBEHHO,
KOHIICHTPALMIO pajTerpasupa B mnasme kposu (cM. Tabmuny 2). B xmHUIECKOM HCCIIEA0BAHUM
daser I npoduns 6e30macHOCTH B MOATPYINIE MALMEHTOB, IPUHAMABLIMX HHIHOUTOPHI

NIPOTOHHOTO Hacoca WM Onoxaropsl H-THCTaMHMHOBBIX pELENTOPOB, OBLI CONMOCTaBHM C
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npodunem 6e30macHOCTH B IMOATPYIIE NAMEHTOB, HE IPUHIMABIIMX NAHHbIE JIEKAPCTBEHHBIE

cpexcrsa. Koppexuus posur npenapara Hcentpecc® me Tpebyercs npH OZHOBPEMEHHOM

NPUMEHEHHH C HHIMOMTOpPaMH INIPOTOHHOrO Hacoca mimM Oiroxaropamu Ha-rEcTaMHHOBEIX

PELEeNnTOpOB.

Bce uccnemoBanus B3auMOAEHCTBUS JICKapCTBECHHBIX CpEACTB MHNPOBOAWIHCE C YYdCTHEM

B3POCIIBIX TALHEHTOB.

Tabauna 2. {aassie 00 HapMaKOKMHETHIECKOMY B3aUMOJEHCTBHIO JIEKAPCTBEHHBIX CPEACTE Y

h_/l

B3POC/IEIX TTALHAEHTOB.
JlexapcrBennoe ’
cpeacTBo ¢ yderom | B3ammopeiicrBue PexoMeHIAUMHE [0 KOPPEKIHH
TEPATEBTHIECKOM (MexaBH3M, eCIM H3BECTEH) PEKAMA JXO3HPOBAHMS
oGnacTH NpUMeHeHHA
AHTHPCTPOBHPYCHEIC JCKAPCTBEHHBLIC CPEACTRA
Huzubumopsvi npomeasnt (UII)
ara3aHaBUp/pPUTOHABUD pairrerpasup AUCT 41% Koppexis ~ m0o3s1  mpemapara
(pamrerpasup 400 mr | parrerpasup Cizal 77% Ucentpecc® me tpebyeres.
2 pasa B CyTKH) panrerpaBup Cmaxl 24%
(uarnbuposanue YAP-I'TIAL)
THIPAHABUP/PUTOHABHD panrerpaeup AUC| 24% Koppexis 03w  mpemapara
(parrerpasup 400 Mr | panrerpasup Ciz| 55% Hcentpecc® e Tpebyercs.
2 pa3a B CyTKH) parrerpaBup Cmax| 18%
(uagyxmas YAD-I'TIAD)
Henykneozuonste unzubumopst obpamnoii mpanckpunmaszst (HHHOT)
aasupens panrerpasup AUC/| 36% Koppexumss  moset  nmpemapara
(panrerpasup 400 mr 1 pas | panrerpasup Cizql 21% Ucentpecc® ne tpebyercs.
B CYTKH) panrerpaBup Cuax) 36%
(uapyxuas YID-I'T1AL)
3TPaBHPHH panrerpasup AUC| 10% Koppexums 03 mpenapara
(panrerpasup 400 mr | panrerpasup Ciz| 34% HUcentpecc® wm 3TpaBupuHA HE
2 pasa B CyTKH) panrerpaBup Cmax) 11% Tpebyercs.

(uapyxuus YI®-I'T1A1)

atpasupun AUCT 10%
atpasupuH CiaaT 17%
31paBupuH Cuax] 4%

Hyxneoszuonste unzubumopst oopamuoit mpanckpunmass: (HHOT)

TeHO(OBHPA U3OMPOKCHI
¢ymapar
(pasrrerpasup
2 pasa B CYTKH)

400 mr

panrerpasup AUCT 49%
panrerpasup CiasT 3%
parrerpasup Cumax] 64%
(Mexanusm B3aUMOAEHCTBHS
HEH3BECTEH)

teroposup AUC) 10%
renodosup Crsl 13%
TeHODOBHP Crax) 23%

Koppexmus o3
Ucentpecc®  wm
J(U30TIPOKCHI
Tpebyercs.

npenapara
TeHo¢oBupa
(bymapara HE
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Anmazonucmur xemoxunossrx peyenmopos CCR5

MapaBHpPOK pairrerpasup AUC| 37% Koppexuus o3 npenapara
(panTerpaBup 400 mr | panrerpasup Ciza| 28% Wcentpecc® mm mapasmpoka He
2 pasa B CyTKH) parrerpaBup Cmax| 33% Tpebyercs.

(Mexanu3m B32aUMOJEHCTBHSA

HEH3BECTEH)

mapasupox AUC| 14%

Mapasupok Cizq| 10%

MapaBupoK Cmax| 21%
JlexapcTBeHHbIE CPECTBA NPOTHB BEpyca reparata C
Hunzubumoput npomeaszst NS3/4A eupyca 2enamuma C
6ouenpesup panrerpasup AUCT 4% Koppexuus 103 npenapara
(pasrrerpasup 400 mr 1 pa3 | panrerpasup Ciz«) 25% Ucentpecc® wm Gonenperupa He

B CyTKH)

parrerpasap CmaxT 11%

Tpebyercs.

(MexaHn3M B3AUMOJEHCTBHA
HEM3BECTEH)
HpoTHBOMHEKPOOHBIE IPENAPATHI
Ilpomusomybepxynesznsie npenapamst
pubaMmus parrerpasup AUC| 40% Pudavmmpus CHIDKAET
(pamrrerpasup 400 mr 1 pa3 | panrerpasup Cizq) 61% KOHIICHTPALMIO DAITErpaBHpa B
B CYTKH) panrerpaBup Cmax| 38% miasme KpOBH., Ecmu
KOMOMHMpOBaHHON  Tepamuu C
(manyxmus VIO-I'T1AL) pudamMnEIEHOM n3bexars
HEBO3MOXHO, HEeobX0auMO
paccMoTpeTs BO3MOYKHOCTh
yBENMYEHHA  JO3K  Ipenapara
Hcentpecc® B 2 pasa.
CenaraBabIE DpENapaThl
MH/1a301aM mupazonam AUC| 8% Koppexmms no3 npenapara
(pamrerpasup 400 mr | mupazonaM Cma 3% Ucentpecc® wmm munasonama He
2 pasza B CyTKH) Tpebyercs.
INonyuennsie JaHHBIE YKA3BIBAIOT
Ha TO, 9Yro panrerpasup He
ABIAETCA HHIYKTOPOM A
unruburopom CYP3A4 wu  uro
paNTEerpaBHp HE  BIMSET Ha
(hapMaKOKMHETHKY JI€KAPCTBEHHBIX
CPEACTB, SIBIISFOLIMXCS
cybcrparamu CYP3A4.
AnTanuas
Anraumngr, copepxamye | OfHOBPEMEHHO C PATTErpaBHPOM Awnrauunsr, COZiepIKaIIne
QJFOMHHUI HIM MarHuM parrerpasup AUC| 49% AMOMMHHM WM MATHHM, CHEDKAIOT
(pasrrerpaBup 400 mr | parrerpasup Cizq | 63% KOHIICHTpalMi0 paiTerpaBupa B
2 pasa B CyTKH) panrerpaBup Craxl 44% miasme kposd. OpeOBpeMeHHOE
[IPHMEHEHHE npenapara
3a 2 waca o npuema panrerpasupa | Mcenrpecc® " aHTaUMI0B,
parrerpasup AUC| 51% COIEPKAIMMX  ANIOMHHMHA WM
panterpaeup Ciaq) 56% MarHuii, He peKOMEH0BaHO.
panrerpaBup Cumax) 51%
Yepez 2w9aca mocie  OpHeMa
parrerpaeupa
parrerpasup AUC| 30%

panrerpasup Cizq | 57%
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ot 12.10.2023 N= 20257
(Bxoaswwmit M3 N=4258335)
parrerpaBup Cpax) 22%
3a 6 JacoB O NpHeMa parTerpaBupa
panterpasup AUC| 13%
panrerpaBup Cizq| 50%
panrerpasup Cmax) 10%
UYepes 6uacoB mnocne npuema
parrerpasupa
parrerpasup AUC| 11%
panrerpasup Ciaq | 49%
panterpaBup Cmax] 10%
(xenarupoBanue KaTHOHAMH
METaJUIOB)
Axramunsr, comepxxamue | panrerpasup AUC| 55% Koppexmmss ~ nmo3sr  mpenapara
KanbLus kapOoHaT panterpasup Ciag | 32% HUcentpecc® e Tpebyercs.
(panrerpasup 400 mr | panrerpaBup Cmax] 52%
3 2 paza B CyTKH)
1.\J ; (xenaruposanue KaTHOHAMM
’ METAJIIOB)
Baoxaropnt Hy-rECTaAMHHOBBIX PEHEenTOPOB B MArAOETOPLI HPOTOHHOTO HACOCA
OMENpPaso panrerpasup AUCT 37% Koppexmmss  pmo3st  npemapara
(panrerpasup 400 mr | panrerpasup Cizsl 24% Hcentpecc® ue Tpebyercs.
2 pasa B CYTKH) panterpaBup CmaxT 51%
(yBEnMUEHHE PACTBOPUMOCTH )
damornaun parrerpasup AUCT 44% Koppexmuss  go3st  npemapara
(pamrrerpasup 400 mr | parrerpasup Cizqt 6% Ucentpecc® ne Tpebyercs.
2 pasa B CyTKH) parrerpasup Cmaxl 60%
(yBenuyeHHE PACTBOPHMOCTH)
T'opMoHaNbHBIE KORTPANENTHBLI
STHHHUI3CTPAIHON staammacTpaguon AUC| 2% Koppexmus 03 npenapara
HOPIJITeCTPOMUHE 3THHHIACTPATHON Croax T 6% Ucentpecc® mwm ropMoHambHEIX
(pasrrerpasup 400 Mr | mopanrecrpomun AUCT 14% KOHTPalENTHBOB (3CTPOreH~ H/MiIu
2 pasa B CyTKH) HOpareCTPOMHH CraxT 29% IPOreCTareHCOACPKAKX ) HE
i Tpebyercs.
fe OmuonpHabie aHAJBIETHKH
METaI0H meragor AUC— Koppexus 03 Ipenapara
(parrerpasup 400 mr | meragon Craxe> Hcentpecc® wmm MerasoHa He
2 pa3a B CYTKH) Tpebyercs.

OCOBBIE YKA3AHMS

Iauwmenros crexyer nuHGOPMUPOBATE O TOM, ITO COBPEMEHHBIE AHTUPETPOBUPYCHEIE IPENapaThl
He nanedusaror BHY-undeximro u He mpegorspamaor nepemauy BUY apyrum momsM c
KPOBEIO.

Taxoke maupentsr xomkHE! GBITH MPOMH()OPMHPOBAHEI O TOM, 4TO y HHX BCE €€ MOTYT
pasBuTECA  MHGEKUMM  HIM  ApyrHMe  COCTOSHHS,  DAacHpOCTPAHEHHBIE  CPEIH
BNY-unpuuposanssx mammenToB (onmoprysucrudeckue unbexumu). Bo Bpems Tepanuu

npenaparom Hcentpecc® 0ueHb BaXHO OCTABATECS 0] HAGIIOAEHHEM Bpaya.
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COOTBETCTBYET SKCMNEPTHOMY OTHETY

PanxrerpaBup uMeer OTHOCUTEILHO HU3KUH IeHeTHIeCKUH 0aphep K pa3sBUTHIO PE3NCTEHTHOCTH,
TO3TOMY JIs TOBEINEHHs J(QEKTHBHOCTH JIedeHUS M CHIDKGHHS DHCKA Pa3BHTHS
PE3HCTEHTHOCTH K Npenapary panTerpasup HeoGXOAUMO Ha3HadaTh B KOMOMHALMH C ABYMS
JAPYTHMHU aKTHBHBIMH aHTUPETPOBHPYCHBIMH CPEJICTBAMH, ECIIM 3TO BO3MOXKHO.

BaxHo 0OBSCHUTEH NMAanMEHTaM HeoOXOMMMOCTh M3Y9HTh MHCTPYKIMIO IIO IPUMEHEHHIO IEpex
HaganoMm Tepamuy mpenaparom Mcentpecc® m nepeuuTHBATE €€ K@KIBIA Pa3s MpH MOTYYCHHH
odepegHoro penenra oOT Bpaya. llamueHTs! goKkHEI OBITE NIPOMH(OPMUpPOBaHEI O
HEeobX0aMMOCTH co00mAThL Bpady O HOSBJICHAH KakuX-Tu00 HEOOBMHEIX CHMITOMOB, & TAKKE O
COXPaHEHUH WM YXYAUIEHHH TF060r0 H3BECTHOIO CUMIITOMA. '

CHHAPOM BOCCTAHOBICHHS HMMYHHTETA

Ha navanesix sranax xomOunupoBanHO¥ APBT y BUU-uHQUUMPOBAHHEIX INAIUEHTOB C
TSDKEIBIM HMMYHOZehHIUTOM MOXET Pa3BUTHCA BOCHAIMTENbHAS peakuus Ha GECCHMITOMHO
TeKyIIMe MM OCTATOYHEIC ONNOPTYHMCTHUYeckue uH(exuuy (LHTOMEraJOBUPYCHEIH PETHHHMT,
DHEBMOIMCTHAS ITHEBMOHMS, BBI3BaHHAS Pneumocystis jiroveci (paHee uU3BeCTHas Kax
Pneumocystis carinii), JACCEMUHUPOBAHHbBIE MIIM 0YATOBLEIE MUKOOAKTEpHANBHEIE HHGEKIUY U
Ap.) ¥ BHI3BATH YXYAUIEHHE KIMHHYECKOTO COCTOSHUA M YCUIIEHHME MMEIOMMXCS CHMIITOMOB.
O6BrHO Taxas peakiys Moker HaONMIOAATHCA B IEPBHIE HEMEIM WM MECAIB! IOCHE Hadana
xoMOuHMpOBaHHON Tepaumu. JI00ble BOCHATMTEIbHBIE CHMITOMEI JOJDKHEI OBITH OLEHEHE! U
TIpY HEOOXOAUMOCTH HA3HAYEHO JIeYEHUE.

IIpu paseuTHH CHHAPOMA BOCCTAHOBICHHSI MMMYHUTETa OBUIM OMMCAHEI TAKUE AYTOMMMYHHEIE
paccrpoiicTsa, kak Basenosa Gomesnn. PassuTue Takux HaApyITeHHii MOXKET HAGMIONATECS depes
MHOTO MECAUEB IIOCNe Hagana JeYeHus.

Ocreonexpo3

HecmoTps Ba TO, 9T0O 3THONOrHA JAHHOIO OCIOXKHEHMS CYUTAETCS MHOro(axTopHO# (BKIxOYas
TEPAIHUI0 KOPTHKOCTEPOM/IaMH, YIOTPEOIEHNe aNKOTOMNs, TSKeNblii UMMYHOREDHIUT, BEICOKHI
UHJIEKC Macchl TeNa), ONMCAHEI CITyYad PasBUTHS OCTEOHEKPO3a, OCOOEHHO HA MO3AHHUX CTAUAX
BUY-undexmpn u/mum npy JUMTENsHOM NpUMeHeHud komOuauposarnoit APBT. ITanuenTam, y
KOTOPBIX TOSBUIMCh TAKME CHMITOMEI, Kak 0OIb B CyCTaBax, CKOBaHHOCTh MM OrPAaHHYEHHE
TOZABMXHOCTH, HY?KHA CPOYHAsA KOHCYJIbTALMA COSIMAIICTA.

Tsenble peakEa €O CTOPOHBI KOKH H PEAKIHH MAIEPUYBCTBHTEILHOCTH

Ilonygens! paHHBIE O TOKENBIX (HOTEHUMANBHO IKH3HEYIPOXKAIOWMX) M (aTANBHBIX
HEXENATENbHBIX PeaKnusX CO CTOPOHEl KOXM Yy DANHEHTOB, NPHUHHAMABIUKX Npenapat
Hcentpecc® B cocTase KOMOMHMPOBAHHOM TEPAIMM C APYTMMH JTeKAPCTBEHHBIMH CPEICTBAMH,
aCCOLMHUPYIONMMHMCS C STUMH HEXKEIaTeNbHEIMU PeakuMIMU, TAKUMH Kak cuaxpoM CTuseHca—

JDKOHCOHA M TOKCHYECKMH 3NuAepManbHbI Hekpomus. Takke Coo6mAnocs O peakmusx
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THIIepPYyBCTBUTENFHOCTH, KOTOPBIE NPOSBISIIKCE B BUJE CHIM M'eHEePaJM30BaHHOIO XapaKTepa, U
MHOI/a OPraHHo# AUCHYHKIMH, BKIIIOYAs IEYeHOYHYI0 HeA0CTaTouHOoCTh. Clienyer HeMeajieHHO
NpeKpaTuTh IpEMeHeHne npenapara Mcentpecc® m Apyrux mpenapaToB, MPENNIONOKUTENEHO
CIIOCOOHBIX BBI3BATh TaKHe PEakiud, €CM MOSBMIMCH NMPU3HAKH WM CHMIITOMBI TSDKENBIX
Peaxiuii CO CTOPOHB! KOXKHY WY PEaKlUy IMIepIyBCTBHTENHHOCTH (BKITIOYAS TKEYIO KOXKHYIO
CHIIb MIM CHINIb, CONPOBOXKAAIONIYIOCS JHXOpPaAKoH, odmee Hemomoranme, cnabocrs, 6omu B
MBIIIAX MM CYCTaBaX, IOSBIICHWE BOJIBIPEH Ha KOXeE, NOBPEXAEHHS B POTOBOM IMOIOCTH,
KOHBIOHKTHBHUT, OTEK IHMIN@, TEeNaTUT, J03HHOQMINIO, AHTMOHEBPOTHYECKHHA OTeK, HO He
OrpaHMYMBa’Ch TONBKO MMM). B 3THX chyyagx HeoOXOAMMO MOHUTOPHPOBATE KIMHUIECKUMA
CTaTyc, BKIII09ast aKTHBHOCTh «IEYEHOYHBIX» aMHHOTpaHcdepas, 1 Ha9aTh COOTBETCTBYIOLLYIO
tepanuio. HecsoespemeHHOe mpekpauienue tepanuu npenapatrom Mcentpecc® mmr ppyramu
JEKapCTBEHHEIMU CpPEeJCTBAMH, ACCOLMMPYIOIMMUCE C 3THMHM HEXENATEeNbHBIMH PeaKIUsaMHy,
MOCIE MOABIICHUS TSOKENOH CEIITH MOMKET NIPHUBECTH K XU3HEYTPOXKAONUM PeaKIIUIM.
Muonaras 1 padaoMuOIH3

Coobmanoce 0 pasBuTHH MuONaTud U pabpommonmza. Cnexnyer coGixogars OCTOPOXHOCTE IPU
Ha3HAa4YeHMM Ipenapara DaldeHTaM ¢ Muonmarueil u paGaOoMHOIM3OM B AHAMHE3E W C
KaKuMU-TH00 (paxTopamMu, NpEApacloNaraloNMMH K HX Pa3BUTHIO, B YaCTHOCTH, IpH
COITyTCTBYIOIIEH Tepanuy NpenapaTamMy, CnoCOOHBIMY BBI3BATh 3TH HEXEATEIbHEIE PEAKIuM.
Hapymenne QyHKIHA HeYeHH

BezonacHocts 1 3()(eKTUBHOCTH panTerpaBupa y NANUEHTOB C TSOKEIBIMH COIYTCTBYIOLIMMHU
3aboneBaHMAME IeYeHU He ycraHoBneHsl. Crenyer cobmofars OCTOPOKHOCTE IIPH Ha3HAYECHUM
npenapara Vcentpecc® nauuenTam ¢ TOHKENBIMHA HAPYIIEHMAMHE (YHKIMH IeYeHH.

VY panueHToB C CymecTBYIOmeH AucyHKUMeH NedeHHd, BKIIOYas XPOHHYECKUH TIelaTHT,
MOBHIIIAETCA YaCTOTA Hapymenud dysxiuyu nevend Ha done xombunuporansoit APBT, u ounu
NO/JIeXKAT MOHMTOPHHTY B COOTBETCTBHH CO CTaHAApTHOM npaxTuko#. Ilpu mossienun y Takux
NAaOUEeHTOB NPU3HAKOB YXYMIIESHUs 3a00JieBaHus NEeYeHH A0JDKeH ObITh PacCMOTPEH BOMPOC O
NPEpPHIBAHME MM IPEKPAMICHAN JIEIECHHUS.

ITanuents: ¢ xponmueckuM remaruroM B wm C, Taxoxe nohyqalomne KOMOMHHPOBAaHHYIO
APBT, Bxomsr B Ipymiy pHCKAa PasBUTHA TDKEIBIX H NOTEHUMAIGHO (DaTaubHBIX
HEXKENATENbHEIX SBICHNH CO CTOPOHBI IIEYESHMU.

Koxnas coinb

V nauuentos, padee nomydasmmx APBT, npu npumereHuu mpenapata Mcenrpecc®
ONHOBPEMEHHO C JapyHaBHPDOM KOXHAs ChINb HaOmIomaercd damie, 9eM y NaqueHTOB,
IPHMEHSIONMX ITpenapaTsl no otaensHocTH (eM. pasaen « [ IOBOYHOE IlEFICTBI/IE»).

Jenpeccus
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Henpeccusi, BKIXOYas CYWIMOANBHBIE MIOEH W IIOBEACHME, HAOMIOAANaCh B OCHOBHOM Y
[ALHEHTOB C JeNpPecCHell WM NCHXHAaTpuYecKuMH 3aboneBanmsmu B aHamuese. Cnenyer
COBIIONATE OCTOPOXKHOCTH IPH HasHadeHuH npenapara Hcenrpecc® manuenrtam c aenpeccmeit
MJTH TICUXMATPHYECKAMU 3a00/IeBaHNIMH B aHAMHE3E,

OnsoBpemMeHHOE NPEMEHEHHE C JPYTHMH JIeKapPCTBEeHHLIME CPeACTBAMM

Anmayudwt

OpHOBpeMeHHOE NpUMEHEHHE paNTerpaBupa C aHTALHJAMH, COAEPMAIIMMH AJBOMMHHHA MM
MarHuii, NPUBOAMT K CHWOKEHHIO KOHLEHTpAaUMH palTerpasupa B IUIa3Meé KPOBH.
OJTHOBPEMEHHOE TPHMEHEHHE PANTErpaBUPA C AHTALMIAMH, COJEPKAINAMY AMIOMUHHUI M
MarHu#, He pexomenayercs (cm. pasgen «B3AUMOJEHCTBHE C JIPYTUMHU
JIEKAPCTBEHHbIMHU CPEJICTBAMM»).

Pugpamnuyun

Cnexyer co6moaaTs OCTOPOXHOCTE PH HasHaueHuu npenapara Vcentpecc® oaHOBpeMeHHO C
MompeiMu mHAYKTOpaMu YIID-I'T1Al, Taxumu xax pudamouuud. PudaMmuunub cHukaer
KOHIEHTPAUHIO palTerpaBupa B IUIa3Meé KPOBH, BIMAHME Ha 3G (eKTHBHOCTH panrerpaBHpa
HeusBecTHO. TeM He MeHee ecilM OZHOBPEMEHHOIO NPHUMEHEHHS C pupaMIMUMHOM H30eXaTh
HEBO3MOXHO, MOXXHO Y/BOHTh J03y panTerpaBupa y B3pocisiX. J[aHHEIE IO OXHOBPEMEHHOMY
NPUMEHEeHHIO anTerpaBupa H pudaMmuuuHa y nanueHToB muamme 18 ier orcyrcrByioT (CM.
paszen «B3AUMOJIEHCTBHUE C JIPYTUMH JIEKAPCTBEHHBIMHU CPEJICTBAMM»).
®pyxTo3a ¥ COPOATON

IIpenapar Hcentpecc® B nexapcTeenHoit Gopme TabreTKH KEBATENBHEIC CONEPKUT GPYKTO3Y H
copburos. ITanuentam ¢ peaxuMH HAaCNEACTBEHHBIMU HaPyNIEHUSIMU B BUIE HENEPEHOCHMOCTH
(bpyKTO3BI He ClieAyeT IPUHMMATE AAHHEIH Npenapar.

DeHUNKETORYPHSA

Ipenmapar Hcentpecc® B nexapcTBeHHOM (opMe TaGNETKH IKeBATENBHBIE B COCTABE
apoMaTH3aTopa MacCKMpPYIOIIEro COJEPXHT (eHHIANaHWH Kak KOMIOHEHT acnaprama. Kaxkmas
xeparemsHas Tabnerka 25 mr mpenapara Hcentpecc® comepxur mpuémasmrensro 0,05 mr
¢desunananyHa, a Kaxias keearensHas Tabnerka 100 Mr— npuGmusurensao 0,10 mr

dennnanannna. PeHmIaiaHuH MOXET HAHECTH BPEJ UaluenTaM C (JeHHIIKETOHYPUei.

BJIUSSHUE HA  CHOCOBHOCTH  VIOPABJATH  TPAHCHOPTHBIMH
CPEJICTBAMHM M PABOTATH C MEXAHU3MAMM

Hccnenopanuss mo M3YYeHHIO BIMAHMA Ha CHOCOOHOCTE K YOPABIEHMIO TPAHCIOPTHBIMH
CpeacTBaMM H HCIONB30BaHMIO MEXAaHM3MOB HE ITPOBOMMIIMCE. Tem He MeHee Y HEKOTOPEIX

NalMCHTOB OTMEYAJIOCk TOJOBOKPY)XEHHE BO BpeMd JICUEHHS IO CXE€MaM, BEKIHOYAIOIIHMM
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npenapar Hcentpecc®, 90 MOXET BIMSTH HA CHOCOGHOCT HEKOTOPHIX MAUEHTOB YIPABIATH

TPAHCIIOPTHEIMH CPEACTBAMH 1 HCITONB30BATh MEXaHHU3MBI.

®OPMA BBIIYCKA

Tabnerxu xesarensubie 25 mr, 100 mr. ITo 60 tabnerok Bo (naxkos M3 NOMMITUIECHA BHICOKOH
IJIOTHOCTH, 3alasHHbIA 3aMTHOM MeMOpaHOH M 3aKpHITRIA IUIACTMACCOBOM KPBIIKOH C
YCTPOMCTBOM NPOTHB BCKPHITHA (IakoHa JeThMHU, COAepKaNuii KOHTeHHep(s1) ¢ CHIIMKAreNeM.
Ilo 1 dmaxoxy BMeECTE C HHCTPYKUMEH IO IPUMEHEHHUIO B KAPTOHHYIO TAUKY.

,T_[onycxcae'rcx HaJIN49HE KOHTPOJII BCKPEITHA YIIAKOBKH.

YCJIOBHUS XPAHEHUS
Ilpu Temmeparype He Beme 30°C B NIOTHO 3aKPHITOH OPMIMHAILHOM YIAKOBKE C
BJATONOIIOIMAOIHMM AreHTOM JUIS 3alHUTEI OT BJIAry.

XpaHHUTH B HEAOCTYIIHOM JUIs IETEH MECTe.

CPOK I'OJJHOCTHA
3 roxa.

He ucrions30B8aTh 110 HCTEIEHUH CpOKa roAHOCTH, YKa3dHHOI'0 Ha YIIaKOBKeE.

YCJIOBHS OTIIYCKA
OTtnyckaror 110 peuenty.

IOPHJIMYECKOE JIMIIO, HA UMS KOTOPOI'O BBIJIAHO PETHCTPAIIMOHHOE
YAOCTOBEPEHME
Mepk Illapn u Jloym B.B., Hunepnas st

IMPON3BOIUTEIDL

IIpon3eeneno:

ITareon ®apmacsroruxanc Hak., CIIA

Patheon Phammaceuticals Inc.,

2110, East Galbraith Road, Cincinnati, OH 45237, USA
Beinyckarommii KOHTPOJIL KA4eCTBA:

Mepxk lapn u [loym B.B., Hunepnanzst

Merck Sharp & Dohme B.V.,

Waarderweg 39, 2031 BN, Haarlem, the Netherlands
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OTYETY

NPETEH3UA NOTPEBUATEJIEA HAIIPABJIATH IO AJIPECY

000 «MC/1 ®apmacsr0THKAICH

ya. Tumypa ®pynse, a. 11, crp. 1
T. Mocksa, Poccust, 119021

Ten.: (495) 916-71-00

daxc: (495) 916-70-94

Benymuit cnenmanucT oTaena

110 paboTe C PeryIaTOPHBIMH OPraHaMHU
000 «MC]I DapmMackOTHKAICYH
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