COOTRETCTBYET AKCNEPTHOMY OTYETY
a1 12.05.2023 N2 8903
WHQTPYKUMSH N E NOBRATENEHOCTE 0002)

O MEJUIIUHCKOMY INTPUMEHEHWTIO TEKAPCTBEHHOT O TIPEITAPATA

HeiiponTun®

Perucrpauuonnbiii Homep: JII1-Ne(000997)-(PT"-RU)
Toprosoe HaumenoBanue: HeiiponTua®

Memyﬂapounoe HENATEeHTOBAHHOE HAMMEHOBaHMe: ra0aleHTHH

JlekapcTBenHasi gopma: Karcyibl

Cocras

1 kancyia 103upoBkoit 100 MT COIEPIKUT:

Heticmsyrowee eeujecmeo. radbanentun — 100,00 mr;

Bcnomoeamenvnuvle éeujecmea: nakto3pl MoHOruapaT — 14,25 mr, kpaxman Kykypy3Hsiid — 10,00 mr,
tanbk — 10,00 Mr; 0b60on0uka kancyn: xenatud — 39,60 mr, Boga — 6,96 mr, Thutana quokeua — 1,44
mr, HaTpus Jaypuiicynbdar — menee 0,10 mr; uepnuna: memnak — 0,075 mr, Turana auokena — 0,027
Mmr, uaaurokapmud — 0,021 mr.

1 kancyia 103upoBkoit 300 MT COIEPIKUT:

Heticmsyrowee eeujecmeo. radbanentun — 300,00 mr;

Bcnomoeamenvnuvle éeujecmea. nakto3pl MOHOTUApaT — 42,75 mr, Kpaxmain KyKypy3Hsiid — 30,00 mr,
tanbk — 30,00 mr; obonouka kancyn: xenatun — 64,07 mr, Boga —11,02 mr, tutana nuokcug — 0,76
MT, KpacUTelb skele3a okcu I xkenteid — 0,15 Mr, Hatpus gaypuncyiasdat — menee 0,15 Mr; yvepruna:
mestak — 0,075 mr, Turana nuokcua — 0,027 mr, ungurokapmu — 0,021 mr.

1 kancyia 103upoBKoit 400 MT COIEPIKUT:

Heticmsyrowee eeujecmeo. radbanentun — 400,00 wmr;

Bcnomoeamenvnuvle seujecmesa. naktozpl MoHOruapaT — 57,00 mr, kpaxman Kykypy3Hsiid — 40,00 mr,
tanbk — 40,00 mr; obonouka kancyn: xenatud — 80,01 mr, Boga —13,92 mr, Tutana nuokcun — 1,28
MT, KpaCHTEJIb XkKele3a OKCHJT xKenThiii — 0,62 MT, KpacuTels xeme3a okcua kpacHbIi — 0,06 Mr, HaTpust
naypuncynbpar — menee 0,19 mr; yepnuna: memnak — 0,075 mr, turana auokeua — 0,027 wr,
nHurokapmMud — 0,021 mr.

Onucanue

Kancynbr 100 Mr: TBepple HEMPO3PAYHBIE JKEIATHHOBBIE KarCyibl pa3MepoM Ne3, ¢ KpBILIKOH U
KOpIycoM OeJloro IIBeTa, C HAHECEHHBIMU TONyObIMM YEepHWIAMH HAAMUCSIMH - Ha KpBIIIKe

«Neurontin®» u «100 mg», na xopryce — «PD» B kpyre. Llper Hammucu — romy6oit. Comepikiumoe
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COOTEBETCTBYET SKCIHNEFTHOMY QOTYHETY
ot 12.05,2023 Ne 8903
KaricyJ1 OCJIbIiA WIIA TTOYTH OBl MOPOIIIOK. (NOCNEOOBATENBEHOCTE 0003)

Kancynsl 300 mr: TBepAble HENPO3pAYHbIE KEIATMHOBBIE KallCyJlbl pa3MEpOM Ne I, C KPBILIKOW U

KOPITyCOM CBETJIO-)KEJITOrO IIBETa, ¢ HAHECEHHBIMU TOJyOBIMH YEPHWJIAMU HAAIHMCAMHU - HA KPBIIIKE
«Neurontin®» u «300 mg», na kopiryce — «PD» B kpyre. LipeT Haamucu — cepo-romy6oii. Conepxumoe
KaricyJ1 OeIblid MK MOYTH OebIi TOPOIIOK.

Kancynst 400 Mr: TBepable HEMpO3payuHble KeTaTHHOBBIE Karncyisl pazMepoM Ne 0, ¢ KpbILIKOH u

KOPILYyCOM KPEMOBO-OPAHKEBOT'0 ILIBETa, C HAaHECEHHBIMU TOJTYOBIMH YEpHUIAMH HAAMHUCSIMH - Ha
kpoiike «Neurontin®» u «400 mgy, na xopryce — «PD» B kpyre. LiBeT Hajamuicu — cepo-roay0oii.
ConepkuMoe KarcyJl OJIbIN WM MOYTH O€JTbIi TTOPOIIIOK.

dapmakoTepaneBTHYECKas IPYNIA: IPOTUBOAIMICIITUYECKOE CPEJCTBO.

Kon ATX: NO3AXI12.

dapmakoJI0OrH4ecKHe CBOMCTBa

Dapmakoounamuxa

TouHbIil MeXxaHU3M AeWCTBUS rabareHTHHA He U3BECTEH.

Xumu4deckasi CTpyKTypa rabaneHTHHA aHaJIOTrM4YHa CTPyKType Hehpomemunaropa ['TAMK (ramma-
AMUHOMACJISTHOM KHCJIOTBI), OJJHAKO MEXaHU3M €ro JEHCTBUS OTIMYAETCS OT JAPYTUX AKTHBHBIX
BEIIECTB, B3auMojelcTByommx c cuHancaMu ['AMK, Takux Kak Bajbnpoatrsl, O0apOUTypartsl,
6en3zoauazenunsl, UHruOUTOpHl I"”AMK-TpancamuHasbl, MHTHOUTOPH! oOpaTHOro 3axBara ['TAMK,
aronuctsl ' AMK u nponekapctea TAMK. B uccienoBanusx in Vitro ¢ Me4eHbIM paJiion30TONIOM
rabareHTUHOM B TOJIOBHOM MO3Tre KpbIC OblIIM OOHapY»KEHbI HOBbIE 00JIaCTH CBA3BIBAHUS Npernapara
c OenkamMu, B TOM 4YHCIIE HEOKOPTEKC M THIIOKaMIl, 4YTO MOXXET HMMETh OTHOLIEHHE K
IPOTUBOCYJJOPOXKHON W aHAJIBI€TUYECKOH AaKTUBHOCTH TalaleHTHHAa M €ro MpOM3BOJHBIX. BbIIo

YCTaHOBJICHO, YTO MECTOM CBSI3bIBAHHSI TA0ATICHTHHA SBJISETCS 0-2-0 (anbda-2-/1e1pTa) CyObeInHUIa

MOTEHINAI3aBUCUMBIX KAJIBIIUEBBIX KAHAJIOB.
B knuHMYeCKM 3HAYMMBIX KOHIEHTpAlMAX TrabalneHTHH He CBA3BIBACTCA C  JPYTHMHU
paclpoOCTPaHEHHBIMU PELENTOPaMU K JIEKAPCTBEHHBIM IMpenapaTaM MW HEUpoMeauaTopam,
MPUCYTCTBYIOIIMMU B TOJIOBHOM Mo3re, B ToM uucie 'AMKa, TAMKg, GeH3z011a3enMHOBBIMH,
[JTyTaMaTHBIMH, TIUIIMHOBBIMU ¥ N-MeTHI-0-acapTaTHBIMK PELETOPAMH.

["abareHTHH B yCIOBHSIX IN VItr0 He B3aUMOJICHCTBYET ¢ HATPUEBBIMH KaHAJIAMH, YTO OTJIMYAET €ro
oT (peHUTOMHA U KapOamasenuHa. B psje Tect-cucteMm in Vitro mpuMeHeHne rabaneHTHHA PHUBO/IHIIO
K YaCTUYHOMY CHIDKCHHIO OTBETa Ha aroHUCT riryramata N-metun-D-acnaprar (HM/IA), HO TOBKO
B KOHIIEHTpAIMH, peBbitatomniei 100 MKMOJIB/JI, 4TO HETOCTHKUMO B YCIOBHUSX IN VIVO. B ycmoBusx

in vitro MMPUMCHCHUC rabareHTHuHA MNpUBOAUT K HE3HAYHUTCIBHOMY CHUKCHUIO BBICBO60)KI(CHI/I}I
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COOTBETCTBYET QKCIMNEPTHOMY OTYETY
ot 12.05.2023 Ne 8903
MOHOAMHMHOBBIX HEHpOMeanaTopoB. BeeneHfe rabaneHTHiHE | KPHICaM, TIPHBOMNMT K [yBeIAUGHHIO

ckopoctu Merabom3zma 'AMK B HEKOTOpBIX 00JAacTSX TOJOBHOTO MO3Ta, aHAJOTHMYHO I(PPEKTY
BaJIbIIpOATa HATpUs, OJHAKO 3(dexr HalOmogaercss B APYrHX OTAENaX rojoBHOro mosra. Casi3b
OINHCaHHBIX pa3HOOOpa3HbIX 3(P(HEKTOB radarneHTHHA ¢ €ro IPOTUBOCYJOPOKHON aKTUBHOCTBIO €I1Ie
IPEJCTOUT YCTAHOBUTb. Y JKMBOTHBIX Ia0alleHTUH JIETKO INPOHMKAET B TKaHb I'OJIOBHOI'O MO3ra U
IPEIOTBPALIAET CYJOPOIH, CIPOBOLUPOBAHHBIE MAaKCHUMAJIbHBIM 3JIEKTPOILIOKOM, XUMHUYECKHUMHU
KOHBYJIbCAHTaMH, B TOM 4ucie uHruouropamu cunreza AMK, a takxke B ciaydae reHETUYECKHX

MoOJIeIIel CyI0POKHBIX CHHAPOMOB.

Knunuueckas S(deEKmMGHOCWZb u bezonacHocmsw

B pamkax KIMHUYECKOTO HCCIEIOBAaHUS aJbIOBAHTHOM TEpamuu MapIHAIbHBIX CYyJIOPOKHBIX
NpPUCTYNOB y JeTeil B Bo3pacte OT 3 A0 12 nmer ObUIO MPOJEMOHCTPUPOBAHO HATUYHE
KOJIMYECTBEHHBIX, HO CTATUCTUYECKH HEJOCTOBEPHBIX PA3IMYUi 110 YACTOTE CHUKEHUSI KOJIMYECTBA
npuctynoB Ha 50 % B rpymnmne rabaneHTHHA IO CPaBHEHHUIO ¢ rpynnou rianedo. JJonoaHuTeNbHbIH
aHaJIM3 YaCcTOThl OTBETA HA TEPANHUIO B 3aBUCUMOCTHU OT Bo3pacTta (IIpH pacCMOTPEHUU BO3pacTa Kak
HENPEePHIBHON MEPEMEHHON WU MPH BBIICICHUU BYX BO3PACTHBIX MOATPYIIL: 3 — 5 et u 6 — 12 ner)
HE BBISIBIJI CTATUCTHYECKH JIOCTOBEPHOTO BIHMSHUS BO3pacTa Ha 3 (HEeKTUBHOCTH TEpaIHH.

Pe3y.HI>TaTI>I JaHHOT'O JOIIOJHUTEIIBHOI'O aHalIn3a NpCACTaBJICHBI B Ta6HI/III€ HUWXKCE.

Otet (ynyumenue Ha >50 %) B 3aBUCMMOCTH OT JICUEHHUS U BO3pPacCTa,

nomnyssauus MITT*

Bospacrraas [Tname6o labanenTn 3HaueHue

rpynmna p

< 6 net 4/21 4/17 0,7362
(19,0 %) (23,5 %)

6 — 12 ner 17/99 20/96 0,5144
(17,2 %) (20,8 %)

*MoaubunuupoBaHHas TOMYJSAIKAS B 3aBUCUMOCTH OT HazHaueHHoro jsedenus (MITT)
ompenensiaach Kak COBOKYIHOCTh BCEX IMAlMEHTOB, PaHIOMHU3UPOBAHHBIX B TPYyIIy

HCCJ'ICI[yCMOfI TCpalliu U UMCBIINX MOJJICKAINEC OLCHKEC THEBHUKHU CYJOPOKHBIX ITPUCTYIIOB
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COOTBETCTBYET SKCNEPTHOMY OTHETY
at 12.05.2023 M2 8903
33 MEPHOA JUIMTEIBHOCTBIO 28 1HGH B payiKax(HGXOHHOM, TH- [JBOHHOH] |CTe0H) ba3

HCCICI0BaHUs.

dDapmaxkokunemuka

Bcacwvisanue

[Tocnie mpuema BHYTph MaKCUMajbHas KOHIIEHTPALMs Ta0alleHTHHA B IJIa3Me KPOBU JIOCTHTAETCS B
TedeHue 2 — 3 yacoB. brogocTymHOCTh rabaneHTHHA UMEET TEHIACHIINIO K CHIDKCHHUIO C YBEIIMYCHUEM
110361 TIperapaTta. AOCOII0THAsE OMOOCTYITHOCTh MPHU MpUeMe Karcyi 103upoBku 300 Mr cocTaBiseT
npuomsuTenbHo 60 %. Iluma, B TOM 4ucie ¢ BBICOKUM COJIEPKAHHEM J>KHPOB, HE OKa3bIBacT
KIIMHUYECKH 3HAYMMOTO BIIMSIHHSI Ha TTapaMeTpbl (hapMaKOKUHETHKY Ta0arieHTHHA.
dapmMaKOKMHETHKA rabareHTHHA HE U3MEHSETCS MPY MHOTOKPATHOM NpueMe npemnapaTta. HecmoTpst
Ha TO, YTO B paMKaxX KIMHHUYCCKHUX HMCCIICIOBAHWA KOHIICHTpAIMs ra0aneHTHHA B IJIa3Me KPOBH
00BIYHO BapbUpOBaJia B auana3zoHe 2 MKr/Mi — 20 MKI/MJI, OHa HE T03BOJIsIa POTrHO3UPOBATh HU
3¢ (heKTHBHOCTh, HU O€30IMacHOCTh mpemapaTa. [lapamerpsl (apMaKOKUHETHKHU IPEACTABICHBI B
TadmIe.

Ta6muma - Coansie cpeanue (CV, %) nmapamerpsl papMakKOKHMHETUKHU TaballeHTHHA B PABHOBECHOM

COCTOSHUHU ITPHU MHOI'OKPATHOM IIPUEMC C HHTCPBAJIIOM JO3HUPOBAHUA AJTUTCIbHOCTBIO BOCCMb 4aCOB

[Tapamerp 300 mr 400 mr 800 mr
(bapMaKOKUHETUKH (N=7) (N =14) (N=14)

Cpennee % CV Cpemnee % CV  |Cpemnee |% CV
Crmax (MKT/MIT) 4,02 (24) 5,74 (38) 8,71 (29)
tmax (9) 2,7 (18) 2,1 (54) 1,6 (76)
T1/2 (u) 52 (12) 10,8 (89) 10,6 (41)
AUC (0-8) (mkreu/mm) [24,8 (24) 34,5 (34) 51,4 (27)
Ae% (%) Jlanubie JlanHbie 47,2 (25) 34,4 (37)

OTCYTCTBYIOT | OTCYTCTBYIOT

Cmax — MakcUMambHasi KOHIICHTPAIIHS B IJIa3Me KPOBU B COCTOSIHUM YCTOWYMBOTO PABHOBECHS.

tmax — Bpemst TOCTUKEHUS Cmax.

T1/2 — nepuoa moTyBBIBECHUS.

AUC(0-8) — mutomanp moa KpUBOM 3aBHCHMOCTH KOHIICHTPAIMU B TIa3ME KPOBH OT BPEMCHH B

PaBHOBCCHOM COCTOSIHUU B IICPHUOI OT 0 0 8 "acoB mociie IpueMa Iperapara.

4 u3 17



COOTBETCTBYET SKCNEPTHOMY OTHETY
o1 12.05.2023 Ne 8503
Ae% — nons mpenapara, 3JII/IMI/IHI/Ip0BaBH_ICFO|SI C MOUQ¥i| ByHEH BMEHEHHON BHAE|3aTIEPprOL 0L 0 1o

8 yacoB mocie nmpuema npemnaparax, B IpOLEeHTax OT MPUHATON J03bI.

Pacnpeoenenue

["abaneHTHH HE CBSI3BIBACTCS C OCIKAMH TUIa3Mbl KPOBHU, M €r0 00BEM PACHPEIEICHUS COCTABIISCT
57,7 1. Y mainueHTOB C SNUJICTICHEN KOHIIEHTpAlUsi radaneHTUHA B CIUHHOMO3TOBOM >KHJIKOCTH
(CMX) cocraBnsieT npubausuteabHo 20 % OT MUHMMAaJIbHOW PAaBHOBECHOM KOHIIEHTPALIUHU B IJIa3Me
KpoBH. ['abaneHTHH BBIAENIAETCS B TPYIHOE MOJIOKO.

buompancgopmayusn

OTCYTCTBYIOT JaHHBIE O MeTaboim3Me rabaleHTHHA B OpPraHM3MeE dYenoBeka. [abarmeHTHH He
BBI3bIBACT MHAYKIHUU HECNeUu(PUUECKUX OKCHAa3 TMEYeHH, OTBETCTBEHHBIX 3a METa0O0JIn3M
JIEKapCTBEHHBIX CPEJICTB.

Buviseoenue

['aGareHTHH BBHIBOAWTCS B HEM3MEHEHHOM BHJE HUCKIIOUUTEIBHO ITyTEM IMOYEYHON SKCKPEIUH.
[lepuon nmonyBbIBeeHNS TaballeHTUHA HE 3aBUCHUT OT IMPUHSATOM J103bI M COCTABIISIET B CPEAHEM OT 5
0 7 JacoB.

Y MOXHIIBIX JIMI] U TAIUEHTOB ¢ HApPYIICHUEM (YHKIUH TOYCK KIMPEHC rabareHTHHA U3 TUIa3MbI
KpoBU CHmwkaerca. KoHCTaHTa »>IMMHMHAINM, TUIa3MEHHBIM KIUPEHC M TIOYEYHBIM KIUPEHC
rabarneHTHHa MPSIMO MPOMOPIIHOHATBHBI KJIUPEHCY KpeaTHHUHA.

["aGaneHTHH ynanseTcsl U3 IUIa3Mbl KpOBH Mpu remoauanuie. [laimentam ¢ HapymieHueM GpyHKIUU
MOYEK WUJIM HAXOJSIIUMCS Ha TeMOJIHAIIN3€ PEKOMEHIYEeTCsl KOPPEKIU 0356 MpernapaTa (CM.pa3en
«Criocob pruMEeHEHHS U T03bD»).

®dapmMaKkOKMHETHKA TrabarneHTHuHa y aered uzydanach y 50 310poBbIX T0OPOBOJIBIIEB B BO3PACTE OT
1 mecsama no 12 nmer. B 1ienom, KoHIeHTpanus rabaneHTHHA B TUIa3Me KpOBH JIeTel crapiie 5 JieT
aHAJIOTMYHA TAaKOBOH y B3pPOCIBIX MIPH MPUMEHEHUH Mpenapara B SKBUBAIIEHTHOM 03¢ HA OCHOBaHUU
pacueTa MI/KT Macchl Telna.

B pamkax uccrnenoBanus hapMakKOKHHETHKH y 24 3TOpPOBBIX JeTel B Bo3pacte oT 1 mo 48 mecsiieB
napaMeTpsl skcnozunuu npenapata (AUC) Obutn npubnmsurensHo Ha 30 % Huke, Cmax — HUXKe, a
KIUPEHC — BBIIIE MPH pacueTe Ha EAWHMUIy MacChl Teja IO CPaBHEHUIO C JIOCTYIMHBIMU
OMyOJIMKOBAHHBIMH JIAaHHBIMHU 10 KHHETHKE Mpernapara y JeTei B Bo3pacTe cTapiie 5 JeT.
Jlunetinocms/nHenunerinocms napamempos hapmMaKoKuHemuKy

buonocTynHOCTh rabaneHTHHA CHIKACTCS C YBEJIMYEHUEM MPUHSITON JI03bI, YTO BJIEYET 3a CO0Oit

HEJIMHEHHOCTh napameTpoB (I)apMaKOKI/IHCTI/IKI/I, KOTOPLIC BKIIIOYAOT B PACUCT IOKa3aTCIIb
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COOTBETCTBYET QKCNEPTHOMY OTHETY
ot 12.05.2023 Ne 8903
orozoctynsoctu (F), Hanpumep Ae%, CL/FJVdA/F. QapMakORuH eTRKE] 3 MEHAMHRL(TIdpamMeTpbl

napameTpos, He Bkirodaromue F, takue kak CLr u T1/2) nydme onuceiBaeTCst TMHENHON MOAEIIBIO.
PaBHOBecHBIE KOHIIEHTpAIMU Ira0al€HTHHA B IUIa3ME KPOBU SIBIISIOTCA MPEACKA3yEMbIMU Ha OCHOBE

JAaHHBIX IIO0 KUHECTUKE IIPHU OJHOKPATHOM IIPHUEME.

IMoka3anusi K NpPUMeHEHHIO

Jleyenune Heitpormatuueckold 0omm y B3pocibiX B Bo3pacTte 18 et u crapme. DPpEGEeKTUBHOCTh U
0e30MacHOCTh Yy MalMEHTOB B BO3pacTe 10 18 JieT He yCTaHOBJICHBI.

MoHoTepamus napiuagIbHbIX CyI0pOT ¢ BTOPUYHOM T'eHepain3anueil u 0e3 Hee y B3pOCIbIX U JIeTel B
Bo3pacte 12 net u crapiie. DPGEeKTHBHOCTh U O€30MIaCHOCTh MOHOTEpAIHU y AeTei B Bo3pacTe 10 12
JIeT He YCTaHOBJICHBI.

Kak 1onosHUTEIIbHOE CPEACTBO MIPH JICYCHUHN MAPIHATBHBIX CYJJOPOT ¢ BTOPUIHON TeHEepaITH3aIHeH
u 0e3 Hee y B3pOCHBIX U JAeTed B Bo3pacTe 3 neT u crapuie. besomacHocTs U 3(h(HEKTUBHOCTD

JIONOJIHUTENBHON Tepanuy rabarleHTUHOM Y JIETel B BO3pacTe MEHee 3 JIET HE yCTaHOBJICHBI.

Hponmonoxawmm
FI/IHCPIIYBCTBI/ITGHLHOCTB KT a6aHeHTI/IHy HJIM BCIIOMOI'aTCJIbHBIM KOMIIOHCHTAM IIpCIiapara.

Jeduuut naxrassl, HEIEPEHOCUMOCTD JIAKTO3bl, [IFOKO30-TaJIAKTO3HAs! MaJIbaOCOPOLHsL.

C 0CTOPOXXHOCTBHIO

IToyeuHast HETOCTATOYHOCTh (CM. pa3acit «Cmnoco06 MMPUMCHCHUSA U )IOBBI))).

IIpumeHenne npu 6epeMEeHHOCTH U B NIEPHO/ TPYAHOT0 BCKAPMJINBAHMSA

Obwuii puck, 00ycio6nenHbill dnuiencuell U npomueoINUIENMU4ecKUMU NPEenapamamis

Puck poxaeHust aereil ¢ BpOXKAEHHBIMU aHOMAIUSAMU Yy MaTepeil, KOTOpble HPOXOAAT JIeYeHUe
IPOTUBOCYAOPOXKHBIMU ~ IIperapartamMu, yBenuuuBaeTcs B 2-3 pasza. Yame Bcero HabOmomaercs
paciienuHa BepxHed ryObl M HeOa, TIOPOKH Pa3BUTHUS CEPlIeYHO-COCYAUCTOM CUCTEMBI U Ae(EeKTHI
HepBHOU TpyOKu. [1pu 3TOM nprieM HeCKOIBKUX MPOTUBOCYI0POKHBIX IIPENapaToB MOKET OBITh CBS3aH
¢ OOJIBIIMM PHCKOM MOPOKOB Pa3BUTHUS, YEM B Ccllydae MOHoTepanuu. [loaTomy, ecim 3T0 BO3MOXKHO,
CIIe/TyeT MMPUMEHSTH OJIMH U3 TIPOTHBOCYIOPOXKHBIX MperaparoB. JKeHIIMHAM IETOPOTHOTO BO3pacTa, a
TaKk€ BCEM OKEHIIMHAM, Yy KOTOPHIX BO3MOXKHO HACTyIUIEHHME OEpeMEeHHOCTH, CIeayeT
MPOKOHCYJIBTUPOBATHCS Y KBATH(UIIMPOBAHHOTO CIIEIMANUCTA. B cilydae ecnu KEeHIIMHA TUTaHHPYET
OepeMeHHOCTb, CIEQyeT €lle pa3 OLEHUTb HEOOXOIUMOCTb HPOJOIDKEHUS IMPOTUBOCYAOPOKHOI
Tepanuu. [Ipyr 5TOM IpOTUBOCYAOPOKHBIE IIPEMAPATHI HE CIIEYET OTMEHAThH PE3KO, TaK KAK 3TO MOXKET

BECTHU K BO30OHOBIICHHIO MMPUIIAAKOB C TSAXKCIIBIMU MOCICACTBUAMU UL MaTCpU U pe6eHI<a. B PCAKHUX
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COOQTBETCTBYET QKCIHEFTHOMY QITHETY
ot 12.05.2023 Ne 8903
Cllydasix y AETeH, MaTep KOTOPBIX CTPAJAIoT[aIMencHeil; Hafmomanack Baepisa: passumms. [pu

STOM HEBO3MOXKHO OMNPEJICIINTh, CBA3aHA JIU 33JICP/KKA PA3BUTHS C ICHCTHUCCKUMHI WM COLIMAIbHBIMA
daxTopamu, 00JIE3HBIO MAaTEPH WIH POTUBOCYAOPOKHON Teparnuei.

Pucxk, obycroenennulii cabanenmurom

["abanenTrH NpoHUKaeT uepes rianeHty. [Ipu npumeHeHnu rabaneHTrHa cOOOIIAIOCH O BPOKACHHBIX
MOPOKAaX pa3BUTHsSI W HEOJAroMpHUATHBIX HMCXOAax OEpPeMEHHOCTH, OJHAKO, aJIeKBaTHBIC
KOHTPOJIMPYEMbIEe HCCIEOBaHUSI MPUMEHEHHs Ipernapara y OepeMeHHbBIX KEHIIUH OTCYTCTBYIOT, U
HEBO3MOXXHO CJIeJIaTh OJHO3HAYHOE 3aKIIOUCHHE O CBS3U Ta0alleHTHHA C TOBBINICHHBIM PHCKOM
BPOXKJICHHBIX aHOMAJIMI WM IPYTUX HEOJAronpHUATHBIX MCXOAAX Pa3BUTHA MPU MPUMEHEHUU €ro BO
Bpemsi OepeMeHHOCTU. PHCK pa3BUTHSI BPOXKACHHBIX aHOMAIUW B 2-3 pa3a BO3pacTaeT y MOTOMCTBA
JKCHILUH, T[Oy4YaBIIMX JICYEHHE MPOTUBOSMIICITUYECKUMHU JIEKAPCTBEHHBIMU CpeicTBaMu. B
HKCIIEPUMEHTaX Ha JKMBOTHBIX ObUIa IMOKa3aHa TOKCHMYHOCTH Ipernapara B OTHOIICHMU IUIona. B
OTHOILIEHUH BO3MO>KHOTO PUCKa Y JIIOJel JaHHBIX HeT. [loaTomy rabaneHTuH cieayeT MPUMEHSTh BO
BpeMsl OEpEMEHHOCTH TOJIBKO B TOM CJIydae, Clii MperosaraeMas 1noJjib3a JUis MaTepy OIpaBbIBaeT
BO3MOXKHBII PUCK IS TI0/A.

B choydasx, 0 KOTOpPBIX HMEIOTCSI COOOIICHHS, HENb3s C YBEPEHHOCTHIO TOBOPUTH O TOM,
COIIPOBOKIAETCS WM HET MPUMEHEHHe rabareHThHa BO BpeMsi OEPEeMEHHOCTH MOBBIIICHHEM pPHCKA
MIOPOKOB Pa3BUTHSI, BO-TICPBBIX, U3-3a HAMYHS COOCTBEHHO JITUJICTICHH, BO-BTOPBIX, H3-32 TIPUMCHEHUS
JIPYTUX TPOTUBOCYAOPOXKHBIX MPETapaToB.

I'pyonoe eckapmnusanue

["abaneHTHH BBIBOIUTCS C TPYAHBIM MOJIOKOM, BITUSTHHE €T0 Ha BCKAPMIIUBAEMOT0 pPeOeHKA HEU3BECTHO,
TI09TOMY BO BpeMsi KOpMJIeHHUS rpyapio Helipontua® crieyeT Ha3HA4YaTh TOMBKO B TOM CIIydae, €CIU

IoJib3a JJIsI MaTCpU ABHO IIEPCBCIINMBACT PUCK JJI MIIaICHIIA.

B HUCCIICAOBAHUAX HA ) KUBOTHBIX HE OTMEYaJIN BIIMSTHUSA rabarneHTHHa Ha q)epTI/IJ'II)HOCTI).

Cnoco0 npuMeHeHHsl M 103bI
HeliponTun® Ha3HAYarOT BHYTPh HE3aBUCUMO OT NpHEMa NHUIM. BcoM HEOOXOMMMO CHHM3UTH J03Y,
OTMEHHTH IpenapaT Wik 3aMEHHUTh €r0 Ha alTbTEPHATUBHOE CPEJICTBO, 3TO CIIEAYET JIENIaTh IOCTEIICHHO

B TCUCHUC MUHUMYM OJHOM HEACHH.

Heiiponatnueckast 0076 V B3POCIBIX

Hauanenas nosza coctaBmster 900 Mr/cyT B Tpu NpueMa paBHBIMH J03aMM; TPH HEOOXOAMMOCTH, B

3aBUCUMOCTH OT 3(QeKTa, 03y MOCTENEHHO YBEJIWYMBAIOT 10 MakcuMaibHOW — 3600 wmr/cyT.
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COOTBETCTBYET GKCNEPTHOMY QOTYETY
ot 12.05.2023 Mo 8903
Heo6X0aMMo yUUTHIBaTh, YTO MPH IpuMeHeHHH npenappra Heipor i 8- fose| Buiie-1800) Mr/cyT

JIONIOJTHUTENbHAS 3P PEKTUBHOCTh HE OTMEYACTCSI.
Jleuenne MOXHO HauyMHaTh cpazy ¢ m03bl 900 mr/cyt (mo 300 mr 3 pa3a B CyTKH) WJIM MOXHO

YBEJIMYMBATh /103y NOCTENEeHHO 10 900 Mr B CyTKH B T€UEHUE MEPBBIX 3-X JTHEH 10 CIIETYIOIIEH cXeMe:

1-i1 neHsb: 300 mr npenapara 1 pa3 B CyTKu
2-1i IeHb: o 300 mr 2 pa3a B CyTKu
3-ii ieHb: no 300 mr 3 pa3a B CyTKH.

[apianbHEIC CYIOPOTH

[Tpu snunencuu oObIMHO TpedyeTcs AMUTENbHOE JieueHue. Jlo3a npenapaTa Mpu 3TOM OINPENEIIeTCs
JieyaluM BpauoM B 3aBUCIMOCTH OT MHIUBHIYaJIbHOM MEpeHOCUMOCTH U 3(h(HEKTUBHOCTH Iperapara.

B3spocnvie u demu 6 6o3pacme cmapwe 12 nem: 3¢dexruBHast 103a — ot 900 1o 3600 mr/cyT. Tepammio

MO>KHO HauaTh ¢ J03bl 300 Mr 3 pa3a B CyTKHU B IEpPBbIil IEHb WK YBEIMYUBATh [TOCTENIEHHO 10 900 mMr
0 CXeMe, OIMCaHHOM BhIlIe (cM. Ttozpaszaen «Heliponaruueckas 6051b y B3pocibix»). B nmocneayromem
71032 MOXeT ObITh MOBBIIIEHa MakcUManbHO A0 3600 Mr/cyT (pa3aeneHHbIX Ha 3 paBHBIX NpUeMa).
OrmeueHa xopolas ePeHOCUMOCTh Tpernapara B 1o3ax 10 4800 mr/cyT. MakCcUMaIbHBIN HHTEPBAT
MEXIy J03aMHU MPH TPEXKPATHOM IpUEME MperapaTa He JOJDKEH MpeBblmaTh 12 4 Bo u3bexaHue
BO300HOBJICHUS CYJIOPOT.

Hemu 6 sospacme 3—12 nem: HauanpHas 703a npenapara Bapbupyet oT 10 1o 15 Mr/kr/cyT, KOTOpyro

Ha3HAyaloT PaBHBIMHU J103aMH 3 pa3a B JIeHb U MOBBIMIAIOT J10 3P PEKTUBHON NPUOIUZUTENBHO B TEUEHUE
3-x qHel. DddekTuBHas 103a rabaneHTHHA y JeTeil B Bo3pacTe 5 JIeT M cTapiie cocTaBiseT 25-35
MI/KT/CYT paBHBIMHM J103aMH1 B 3 nipuema. I deKTHBHAs 103a radarneHTHHa y JeTel B Bo3pacTte OT 3-X J10
5 ner coctapister 40 Mr/Kr/cyT paBHBIMH J103aMH B 3 mpuema. OTMedeHa Xopolias NepeHOCHUMOCTb
mpernapara B 103ax 10 50 MI/Kr/CyT Npy JUTUTEIHHOM MTPUMEHEHUH. MaKCUMalTbHBIM MHTEPBAIT MEXKTY
pUEMOM JI03 NIpernapara He JIOJDKEeH IpeBbIaTh 12 yacoB Bo M30exaHHe BO30OHOBIIEHHS Cy/10pOT.
Her HeoOXxoauMocTu KOHTPOJMPOBAaTh KOHIIEHTpAIMi0 radameHTUHa B Iula3Me KpoBU. OH MOXKET
NPUMEHATHCSA B KOMOMHAIMU C APYTUMH IPOTHBOCYAOPOKHBIMHU TIperapaTaMu 0e3 yueTta U3MEHEHUs
€ro KOHIIEHTPALMH B IJIa3M€ KPOBU WJIM KOHIIEHTPALMHU JIPYTUX MPOTUBOCYIAOPOKHBIX MpEnapaTroB B
CBIBOPOTKE.

Tayuenmut 6 masicenom cocmosanuu

VY DanyeHToB B TSDKEIOM COCTOSHMM, HAlpuUMeEp, B ClIydae IOHM)KEHHOM Macchl Telna, I0cie
TPAHCIUIAaHTALIUN OPTaHOB U T.]1., 03y CIEAYET MOBBIIIATH MEAJICHHEE, JINOO UCTIONIb3YS MEHBILIUE 03I,
100 sienasi GONbIINE HHTEPBAIbI IIEpe]] MOBBIIIEHUEM JI03bI.

Ilpumenenue y noxcunvix nayuenmoes (6 eéo3pacme cmapuie 65 n1em)

Bcnencreue Bo3pacTHOr0 CHHXKEHUS (DYHKIUH TOYEK MOXKUIIBIM MAIUEHTaM MOXKET TpeOoBaThCs

KOppeKIus 10361 (0omee moapoOHas nHpopmarms B Tadbmure 1). CoHnmMBOCTb, epudepruaeckue
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COOTBETCTBYET QKCIHEFTHOMY OTYETY
ot 12.05.2023 N2 8503
OTCKHU U aCTCHHMS Y TIOKUJIBIX ITAMEHTOB MOTYT|BCTpEHATHOS Malle. [ | RATENEHOCTE Q003

I1o060p 00361 npu noYeunoii HeOOCMaAMmMoOUHOCHIU

HaI_II/IeHTaM C MMOYECYHOM HEAOCTATOUYHOCTHIO PEKOMCHAYCTCSA CHHIKCHUE T03bI radaneHTHHA COIVIaCHO

Tabmune 1:
Knupenc kpeatununa (m/mun) | CyTtounas go3a (mr/cyT)™
>80 900-3600
50-79 600-1800
3049 300-900
15-29 150°-600
<158 150°-300

A CyTouHyIo 103y Clie/lyeT Ha3HAYaTh B TPU IIPHEMA;

b Hasnauaror no 300 Mr uepes3 jieHb.

BY nanuenTos ¢ xmupencom kpeatunyHa < 15 MiI/MUH CYTOUHYIO 103y HEOOXOIUMO YMEHbIIATH
IPOMOPIUOHAIBHO KIIMPEHCY KPEaTHHUHA (HAIpUMEp, MAUEeHT ¢ KIMPEHCOM KPEaTHHHHA
7,5 MII/MUH JIOIKEH MOTy4aTh TONOBHHY J03bl, KOTOPYIO TOJNydaeT MALMEHT ¢ KIMPEHCOM

KpeaTnHuHA 15 MII/MUH).

Pexomenoayuu ona nauuenmos, HAXO0AUWUXCA HA 2EMOOUATIU3E

[TaruenTam, HaXOIANIMMCS HA TeMOIUAIN3e, KOTOPBIC paHee HEe MPUHUMAIIN rabareHTHH, Ipenapar
peKOMeHIyeTcsl Ha3Ha4yaTh B Hachkimaromei n1o3e 300400 mr, a 3arem npumensts ero mo 200-300
MT ITOCJIe KOXKIBIX 4 9 TeMOIHAIN3a.

JIis manueHTOB CO CHMKEHHOW (YHKIIMEW MoueK, MPOXOAIIMX AWaiu3, MOAJAEpKUBAIOIIas 103a
rabaneHTUHa JOJDKHA MOAOUPAThCS B COOTBETCTBUU C PEKOMEHAALMSMHU, TMPEICTABICHHBIMH B
Tabmune 1. B nononHenune k mojaepxuBarolieil Tepanuu pekomenayercs npuem 200-300 mr

rabareHTHHa MOocie KXo 4-4acoBOi MPOLIEAYPhI JUAITH3A.

ITo0ounoe neiicrBue

[To6ounbie ¢ dexTrI, HAOMOgaEMbIe B KIMHUYECKUX HCCIEAOBAHUAX y TAIMEHTOB C AMUJICTICHEH
(mpu mpuUMeHEeHUM rabarneHTHHA B KadyeCTBE MOHOTEpAluu WIM B KOMOWHAIIMM C JAPYTUMH
MPOTUBOCYJIOPOKHBIMH TIperapaTaMy) WM HEBPONATHUECKUMU OOJSIMH, TPEICTABICHBI HIDKE H
pacrpesiesieHbl 0 CHCTEMaM OPTaHOB M dacToTe. Kareropus 4acToThl Ompeelsyiach CIeayIONIM
obpazom: odeHs gyacto (>1/10); vacto (ot >1/100 mo <1/10); Hewacto (ot >1/1000 mo <1/100); peako
(ot >1/10000 mo <1/1000); ouens peako (<1/10000). Ecnu kaTeropus 4acToThl ObLIa Pa3IHYHON B

Pa3HbIX UCCIICAOBAHUAX, TO H060‘{HOMy 3(1)(pCKTy nprucBanBajiachb 0oJiee BBICOKAS KaTeropus.
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COOTBETCTBYET QKCNEPTHOMY OTHETY
ot 12.05.2023 Ne 8903
[To6o4HbIM SdekTaM, 0 KOTOPHIX COOOIIAIOCH B |[IPOLESEE | MPHMPHCH WA | IPENIApaTd) Tj0ce

perucTpalyu, MPUCBOCHA KAaTErOpHsl YacTOTHl «HEM3BECTHO» (YaCTOTy HEINb3sl pacCUMTaTh Ha
OCHOBaHUHW UMEIOIINXCS JTAHHBIX).

B xaxmoMm pasmene mo 4vacrore moOodHble 3((EKThl MPEACTAaBICHBI B IMOPSJIKE YMEHBIICHHUS
CEPbE3HOCTH.

Hugpexuyuonnvie u napasumapHsle 3a6071€6aHUA: O4eHb Yacmo - BUPYCHbIE MH(MDEKUIUU; yacmo -
ITHCBMOHMS, WH(EKIMS JbIXaTCIbHBIX IMyTeH, WHQPEKIMS MOYCBBIBOASAIIMX ITyTeH, JIPYTHe BHJIBI
UH(EKIUH, CPETHAN OTHUT.

Hapywienus co cmoponsl Kposu u JumMpamuyeckoil Cucmempl: 4acmo - JCUKOIICHUS; HeUu38eCmHo -
TPOMOOIMTOIICHUSI.

Hapywienus co cmoponst UMMYHHOU CUCHEMBbL: HEYdACmo - AUICPTHYSCKUE PEaKIMU, BKIIFOYAs
KPanuBHUILY; HeUu38eCmHO - TUNIEPUYYBCTBUTEIBLHOCTD, BKJIIOYAs CHUCTEMHBIC PEAKIMH, TAKHE Kak
JIMXOPAJIKa, BHICHIAHKS, TSTIATUT, JTUM(paICHONATHS, S03UHOMUIUS U IPyTHE.

Hapywienusn co cmoponsl 00mMena éewyecme U RUMAHUSA: YACMO - AHOPEKCHS, TIOBBIIICHNAE aIlIEeTHTA.
Hapywenusn ncuxuxku: uacmo - BpaKIeOHOCTb, CIIyTAHHOCTh CO3HAHMUSI, JCTIPECCHs, OECIIOKONCTBO,
HEPBO3HOCTh, HAPYIICHWE MBIIUICHHS, SMOIMOHAJbHAS JIAOWIBLHOCTD;, Heuacmo - YXyIIIeHUE
NICUXMYECKOTO COCTOSIHUS;, HeU36eCnHO — CyUIMIAITbHBIC MBICITH, TaJUTIOIUHALINH.

Hapywienus co cmopoHbl HEpPEHOU CUCHIEMbL: OYEHb YACMO - COHIIMBOCTB, TOJIOBOKPYXKCHHE,
aTaKCUS; Yacmo - CyJJOPOTH, TUIIEPKUHE3Us, AU3APTPHSL, aMHE3USI, TPEMOP, OECCOHHUIIA, TOJIOBHAs OO,
HapyIICHHE YyBCTBUTECILHOCTH (HAIIPUMEp, MMAPECTE3WH, TUIIECTE3Ms), HAPYIICHHUE KOOPIWHAIIWH,
HUCTarM, yCUJIeHue, ociallieHne I OTCYTCTBHE pedIeKCOB; Heuacmo — TUTIOKHHE3US; peoKo - IOTepst
CO3HAHUS, HeuzeecmHo - NPYTUe HAPYIICHWs JBIKCHUS (HAIPUMEp, XOpeoaTeTo3, TUCKUHE3HS WU
JTIUCTOHUS).

Hapywienus co cmoponvl opzana 3peHus: yacmo - HapylleHWe 3peHus (Takue Kak, aMOJUOIHS,
JTUTUTOTIHS ).

Hapywienusn co cmoponsl opzana ciyxa u 1a0upuHmHble HApyWeHUA: 4acmo - BEPTUTO, HeU38eCMHO
- IlyM B yIIIax.

Hapywenus co cmoponut cepoya: neuacmo - OIyIeHAE CepAIcONCHUS.

Hapywienus co cmopoHsl cocy0o8: yacmo - CAMIITOMBI Ba30AUJIaTaIlNH, apTeprabHast TUIIEPTEH3MSL.

Hapywenus co cmoponsl 0blxameibHOU cUcmembl, 0p2aH08 2PYOHOU KAemKU U CPe0OCHeHUsL:
yacmo - OJIbIIIKA, OPOHXUT, (PapUHTUT, Kalllelb, PUHHUT.

Hapywenus co cmoponvt »ceny0ouHO-KUMWIEUHO20 MPAKmMA: 4acmo - 3arop, Juapes, CyXocCTb
CIIM3UCTON OOOJIOYKHU TOJOCTH PTa WM TJIOTKH, JUCIENCHS, METEOPU3M, TOIIHOTA, PBOTA, OOJb B
YKUBOTE, 3200JIeBaHUS 3yOOB, THHTHBHT; HeU38eCMHO - TTAHKPEATHT.

Hapymenu;l CO CMOpPOHblL ne4eéHu u cheleteebwoo;tmux nymet?: Heuszeecmno - ICaTur, XEJITyXa.
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COOTBETCTBYET QKCIMNEPTHOMY OTYETY
ot 12.05.2023 Ne 8903
Hapywenus co cmoponst Koscu u ROOKONCHHX MKAHE Ao [ ONCK, L34 IIYPIYPa-(Halie; Bcero

€€ OMMCHIBAJIM KaK KPOBOIIOATEKH, BO3HUKABILIUE 1IPH (PU3HMUECKON TpaBME), KOXKHAS Cblllb, akHE, 3y
KOXH; Heuzgecmno - cUHApoM CruBeHca-/[)KOHCOHA, aHTMOHEBPOTUYECKUH OTEK, aHaduiIakcus,
MyJIbTH(GOPMHAsT 3pUTEMA, ANOMENHUs, JICKAPCTBEHHAss KOXKHAsl ChIlb, BKIOYAs 303MHOPHINIO U
CHCTEeMHbIE peakuu (cM. paszzaen «OcoOble yKazaHUs»).

Hapywenusa co cmoponbl cKelemuo-mbluieuHoll U COeOUHUMENbHOIl MKAHU: Yacmo - MUAITUH,
apTpayrus, 601k B CIIMHE, IOAEPTUBAHUS MBIIILL; Heu38eCmHo - PadI0MHONIN3, MUOKIIOHYC.
Hapywenua co cmoponsl noueKk u mMouesvble00Au{Ux nymeil: Heuzeecmuo - HEJCp)KaHHe MOYH,
oCTpas oYeyHasi HeJJOCTaTOYHOCTb.

Hapywenua co cmoponvl nonoevix OpzaHoé U MOJIOYHOIL Jicene3vbl: 4acmo — VMIOTEHLUS,
Heu36ecmHo - yBEIIMYEHUE B 00BEME MOJIOYHBIX JKelle3, I'MHEKOMAacTHs, IO0JIoBas IUCHYHKLHUS
(BKJIOYAst U3MEHEHMSI TMOUI0, HAPYLIEHUSI dAKYJISIUN U aHOPra3MHUIO).

Obugue paccmpoiicmea u HAPYUWIEHUs 6 MeCMe 66€0eHUA: OYUeHb YACMO - YTOMIIIEMOCTb, TUXOPaJKa;
yacmo - nepuepuIecKre OTEKH, HapyIICHNE TTOXOIKH, aCTEHHsI, 00JIb PA3IMYHOM JIOKAIHU3AI|HI, 001IIee
HEJIOMOT'aHUE, TPUMIIONOI00HBIN CUHAPOM; Heuacnmo - TeHePaTM30BaHHbINA OTEK, MAJCHUS; HeU36eCmHO
- CHHIPOM OTMECHHI (HauboJiee 9acTo OTMEYAINCH CIIEAYIOIIMEe MOOOYHBIE dPPEKTHI: OECIIOKONCTBO,
0ecCOHHHUIIA, TOIHOTA, 00 PA3IUYHON JIOKAJIM3ALUH U MTOBBIILIEHHOE MIOTOOT/IeJIeHHE), 00JIb B TPYAU.
3aperucTpupoBaHbl CIydad BHE3AIHOW HEOOBSICHUMOW CMEPTH, CBsI3b KOTOPBIX C JICUCHHUEM
rabarneHTHHOM He YCTaHOBJICHA.

Jlabopamopnvie u uncmpymenmanvbHvle OAHHbBlE: YACMO - CHUKEHHE KOHIIEHTPALUH JIEHKOLUTOB,
NOBBIIIIEHUE MAacChl TeJa; Hewacmo - TIOBBIIIEHHE aKTHUBHOCTH allaHWHAMUHOTpaHc(epassl,
acrapraraMMHOTpaHc(hepasbl U KOHLEHTpaluy OniMpyOrHa B I1a3Me KPOBH, TUIIEPIIIMKEMUST; peoKo -
TUMOTTIMKEMHs  (IPEUMYIIECTBEHHO Y TAlMEHTOB C CaXapHbIM JUa0eTOM); HeuzeecmHo -
TUIIOHATPUEMHUSL, TOBBIILIEHHE aKTUBHOCTU KpeaTHUH(OC(HOKNHAZHI.

Tpaemovl, unmokcukauyuu U OCIOHCHEHUA MAHURYAAYUIL: YACMO - TPABMBI, TIEPEJIOMBI, CCAIVHBI,

CBA3aHHBIC C ITIAJACHUSIMU.

NmeroTcs cooOlieHust 0 pa3BUTHH OCTPOro MaHKpeaTuTa Ha ¢poHe Tepanuu rabaneHTHHoM. [IpuunHuas
CBsI3b C rabarieHTUHOM OCTaeTCsl HesICHOMU (cM. pazzen «OcoOble yKa3aHus» ).

NwmeroTcst cooOLeHns o cirydasix MUOIIATHHU C TIOBBIIIEHHEM aKTHBHOCTU KPEaTHHKHMHA3bI Y MAllMEHTOB
C TEPMHUHAJIBHON CTaAMEN MOYEYHON HEOCTaTOYHOCTH, HAXOASIIMXCS HA TEMOANAIN3E.

Criyyan nHGEeKIIH IbIXaTelbHbIX MyTeH, CpeTHET0 0TUTa, OPOHXUTA U CYI0pOT ObUIN OTMEUEHBI TOJIBKO
B KJIMHUYECKHUX HcclieioBaHusIX. Kpome Toro, B KIMHUYECKUX UCCIEIOBAHUAX COOOIIATIOCh O CIyJasx

arp€CCUBHOIO MOBCACHUS U TUIICPKUHE3OB Yy }IeTefI.
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COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 12.05.2023 Ne 8903
IlepenosupoBka (NOCNEOOBATENEHOCTE 0003)

[Ipu omuHokpatHOoM mpuiemMe 49T rabanCHTHHA HAOJIIOJAINCH  CICAYIOIINC CHMIITOMBI:
TOJIOBOKPY’KEHHE, IBOCHHUE B IIa3aX, HAPYIICHUE PEYH, COHIMBOCTD, IIOTEPSI COZHAHMS, COCTOSIHUE
3aTOPMOKEHHOCTH M Juapesi JIETKOH CTENeHH, KOTOpPbIe MOJHOCTBIO MCYE3IN IPH MPOBEICHUH
CHMIITOMAaTHYeCKOW Teparuu.

Crenyer yuuThIBaTh, UTO MOCIE TPUEMa BBICOKHMX 7103 rabareHTHHA, YMEHBIIAETCS €r0 BCAChIBAHNE
B KUILICYHUKE.

[Tpu nepeno3upoBke rabaneHTHHOM BO3MOXKHO Pa3BUTHE KOMBI, OCOOCHHO NPU OJHOBPEMEHHOM
IPUMEHEHHUH JPYTUX JEKapCTBEHHBIX MpenapaToB, nmogasistomux [IHC.

HecmoTpss Ha TO 4YTO TabameHTHH MOXET BBIBOJUTHCA NPU TEMOAHMAIHM3E, MUMEIOIIUICS OIBIT
IIOKa3bIBAET, 4YTO OOBIYHO IMOJOOHONH HEOOXOIMMOCTH HE BO3HMKaeT. [lammeHTam C TSDKENOH
NOYEYHOM HEIOCTATOYHOCTHIO MOXKET OBITh TIOKa3aH I'eMO/HAIH3.

B pamkax skcriepruMeHTOB Ha MBIIIAaX U KPbICax, KOTOPBIM Mpenapat BBoguIcs B 1o3ax 10 8000 mr/kr,
HE yJAJIOCh YCTAaHOBUTH 3HAYCHHE JICTAJHHOM O3Bl rabaleHTHHA MpPU MEePOPaJTHbHOM BBEICHHH.
[Ipu3Haky OCTpO TOKCMYHOCTH Y >KMBOTHBIX BKJIIOYAIHM aTaKCHIO, 3aTPyIHEHUE JBIXaHUS, 1TO3,

TMIIOAKTHUBHOCTH HNJIN BO36y>KI[eHI/Ie.

B3aumojeiicTBue ¢ APYrUMH JeKAPCTBEHHBIMH CPeACTBAMHU

Hmerorcss cooOllieHHsT O CIIOHTaHHBIX Cllydasx, a Takke M0 HMH(QOpMalUM M3 JINTEPaTypHBIX
VCTOYHUKOB BO3MOXKHO YTHETEHUE ABIXAHUS, CHMIITOMBI CEJAllUM U CMEPTH, CBSI3aHHBIE C IPUEMOM
rabareHTUHa [IPU OJJHOBPEMEHHOM Ha3HAYEHUH C JIEKAPCTBEHHBIMHU MpenapaTtaMu, M0IaBISIOUIMI
I[THC, BkiItouas ONMOMIHBIE AHAJIBICTUKH. B HEKOTOPBIX M3 3THUX CIy4yaeB aBTOPBI CUUTAIH, UTO
OJIHOBPEMEHHOE TpHMEHEHUE TabaneHTHHa C ONHOUJAaMH SBIsIeTcs 0co0oil mpoliemMol y
oca0JIeHHBIX MalMEHTOB, Y MOXUJIIBIX MAIMEHTOB, Y MAIUEHTOB C CEPbE3HBIMU COIMYTCTBYIOIIUMHU
pecnupaTOpHbIMU 3a00JI€BaHUSIMH, Y TAIIUEHTOB, KOTOPHIM OJJHOBPEMEHHO Ha3HA4YaeTCs HECKOJIBKO
JIEKapCTBEHHBIX CPEJICTB, U y MAllUEHTOB, KOTOPBIE 3JI0YNOTPEOIISAIOT ICUXOAKTUBHBIMH BEIIECTBAMH.
[Ipu npumenennu 600 Mr raGameHTHHA 4yepe3 2 yaca mocjie mpuema MopduHa B BHJE KarcCyll C
IIPOJIOHTUPOBAHHBIM BBICBOOOXKIeHHEM 110 60 MI oTMeuaeTcs yBenuueHue cpensero 3Hauenns AUC
rabaneHTiHa Ha 44 % 1O CpPaBHEHHWIO C MOHOTEpamueld radarmeHTHHOM, YTO aCCOIUUPYETCS C
yBeJIMYEeHHUEM OO0JIEBOro Mmopora (XoJoJ0BOil mpeccopHbil TecT). KnnHudyeckoe 3HAaYeHHE 3TOrO
U3MEHEHHUs HE YCTAHOBJEHO, (apMaKOKMHETUYECKHE XapaKTepUCTHKH MOpGUHA NPU 3TOM HE
u3MeHsuiuch. IloGounble 3¢ dexTsl MOpdHUHA MPH COBMECTHOM IIpHEME C TabarneHTHHOM He
OTJIMYAJINCh OT TAaKOBBIX MpH TpremMe MopduHa coBMecTHO ¢ muiane0o. CTerneHp B3auMOJICHCTBUS

JAaHHBIX NPCIapaToB B APYIrUX N03aX HECU3BCCTHA.
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COOTBETCTBYET QKCNEPTHOMY OTHETY
ot 12.05.2023 Ne 8903
BianmozeiicTBrs MExX/Ty rabancHTHHOM 1 (GeHPOapONTATONM, QISR TOHHON, BAIEHPOCBOH, KHOJIOTO! 1

Kap0aMa3zenuHoM He OTMeueHO. DapMaKOKMHETHKA Ta0AllCHTHHA B PABHOBCCHOM COCTOSHHH
OJIMHAKOBA Y 3/I0POBBIX JIFOJICH U MAIIMEHTOB, TOJTyYaIOIHX IPYTHe TIPOTHBOCY IOPOKHBIC CPEIICTBA.
OnHOBpeMEHHOE TPUMEHEHHE TradarneHTHHa C IMepOpabHBIMUA KOHTPALCNTHBAMHM, COJCPKAIIMMH
HOPITHCTEPOH W/WJIM STUHHIICTPAINOIN, HE COMTPOBOXKIACTCS M3MEHEHUSIMU (hapMaKOKUHETHKH 000HX
KOMITOHEHTOB.

OHOBpEMEHHOE NMPHMEHEHUE TabaleHTHHA C aHTAIlUMIAMU, COJCPKAIIUMU aJIOMUHHA W MarHu,
COINPOBOXKIAETCS CHI)KEHHEM OMOIOCTYITHOCTH rabareHTuHa npuMepHo Ha 24 % (cM. pazaen «OcobOble
YKa3aHUsD» ).

[TpoGenerw 1 He BIUSET HA MOYSYHYIO SKCKPELHMIO TabaneHTHHA.

Hebonbmoe cumxenue (14 %) moyeyHoOM SKCKpeluu rabaneHTWHA TpPU OJHOBPEMEHHOM IMpHUeMe
[IMMETH/IHA, BEPOSTHO, HE UMEET KIIMHUYECKOTO 3HAYCHHS.

[Ipu omHOBpeMeHHOM mpuUMeHeHHH HampokceHa (250 mr) m rabGameHTtmHa (125 Mr) ormedanoch
noBeIeHne abcopOiym radamnentura ¢ 12 % mo 15 %. ['abaneHTHH He OKa3bIBAaeT BIMSHHSA Ha
(bapMaKOKHMHETHUECKHUE MTapaMeTPhl HAIIPOKCEHA. Y Ka3aHHbIE J03bI IPETapaToB MEHbIIIE MUHUMAITbHBIX

TCPAINICBTHYCCKUX. OI{HOBpeMCHHOG MMPUMCHCHHNEC JaHHBIX MPCIIapaTOB B OoNBIIMX A03ax HE U3y4aJioCh.

Oco0ble ykazanust
CyuyuoanvHule uoeu u nogeoenue

Coobmanocb 0 CYMIMIAIBHBIX  MBICISIX M TOBEACHMU y  MAIMEHTOB, IOJy4YaBIIUX
NPOTUBOAUIENTUYECKUE CPEJICTBA 110 HECKOJIIKUM MOKa3aHUAM. MeTa-aHalu3 paHa0OMHU3UPOBAHHBIX
1a11e00-KOHTPOJIMPYEMBIX  MCCIIEAOBAaHUI MPOTUBOAMIEHTUYECKUX CPEACTB MPOJEMOHCTPUPOBAI
HEeOOJBIIIOE TIOBBIIICHHE PHUCKA TMOSBICHUS CYHWIUTAIBGHBIX MBICIEH W TIOBEIEHHSA. MeXaHW3M
TIOBBIIIICHUS PUCKA PA3BUTHS CYWIMIATBHBIX UIIEH Her3BecTeH. Ha0monanmch ciyvyan CyriuaalbHbIX
MBICIIEi M TIOBeAEHHS y TMAIMEHTOB, I[OJyYaBIIMX JIEYeHHE TrabaleHTHHOM B XO[e
HOCTPErHCTPAIIMOHHOTO TIpUuMeHeHus (cM. pasaen «[1o6odHoe nelcTBIEY ).

B cimyyae mnosiieHUs] MPU3HAKOB CYUIIMJAIBHBIX MBICICH HMJIM MOBEACHUS MalueHTaMm (M JIniam,
OCYIIECTBIISIOIINM yXOJ 32 MMAIINEHTaMH ) CIeyeT 00paTUTHCS K Bpady.

[TareHTOB, MOMyYAIOIIKX 3TH MpenapaTsl, ClieAyeT TIIaTeIbHO HaOII01aTh Ha IPEAMET HOSBICHUS
NPU3HAKOB CYMIUIAIBHBIX MBICIEH M MOBEACHHUS, a TaKXKe CIEeIyeT PpacCMOTPETh HEOOXOIMMOCTb
NPOBEICHUN COOTBETCTBYIOLIETO JieueHUs. B cilyuae TOSBICHHS CyMIHUIATBHBIX MBICIEH |
TIOBEJICHHS CIIEyeT PAaCCMOTPETh BOZMOKHOCTh TIPEKPAICHHS TEPAITUH ra0arleHTHHOM.

Ocmpuiti nankpeamum

B cmydae pasBuTHsS OCTpOro mMaHKpeaThuTa Ha (OHE MpueMa rabarneHTHHA, CIEAyeT OICHHUTH
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COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 12.05.2023 Ne 8903
BO3MO’KHOCTE OTMCHEI ITpETIapaTa. (NOCNEOOBATENEHOCTE 0003)

Cyoopoeu (cunopom «ommenvi»)
XOTs CHHAPOM «OTMEHBI», COMPOBOXKIAIOIIUNACS PA3BUTHEM CYIOPOT, IIPH JICYUEHUH rabareHTHHOM He
OTMEUEH, PE3KOE MPEKpaIleHHE TEepanuu IMPOTUBOCYIOPOKHBIMUA TIperaparaMyd y MalKueHTOB C
SNUIENICUEN MOXET MNPOBOLMPOBATh pa3BUTHE JMUIENTHYECKOro craryca (cMm. paszzmen «Crocob
IIPUMEHEHUS U JI03bD»).

Kak u mpu mnpuMeHeHMH ApPYyruxX MPOTUBOSNMICIITUUECKUX MpenapaToB, Ha (oHE NpPUMEHEHHUs
rabarneHTuHa MOKET OTMEUAThCS YBEIIMUCHUE YaCTOTHI CYIOPOT MJIH MOSIBJICHUE IPYTOr0 THITA CyI0POT.
Tak ke Kak U B ciay4ae ¢ APYTUMH aHTHUKOHBYJBCAHTAMH, MOIMBITKM OTMEHUTH BCE COIYyTCTBYIOIINE
MPOTHBORIMJICTITHYECKUE Tperaparbl, 4roObl HAa4YaTh MOHOTEPAINUIO0 Ta0AlCeHTHHOM B CIIydyae
pepakTepHOCTH K JIEYCHUIO Yy TAlMEHTOB, MPUHUMAIOIIMX HECKOJBKO aHTHKOHBYJIBCAHTOB, B
OCHOBHOM HE 3aKaHUUBAIOTCS yCIIEXOM.

Cunraercs, uro rabamneHTHH Hed()(PEKTUBEH MpHU NEPBUYHBIX TI'E€HEPATU30BAHHBIX MPHUIAJKAX,
HarpumMmep, abcaHcax, U JaKe MOXKET YCHIIMBATh TaKUE TIPUTIAIKH Y HEKOTOPBIX MAIMCHTOB. B CBsI3M C
STUM MPUMEHSTh Ta0areHTHH Y MallMeHTOB CO CMEIIaHHBIMU MPUIAJKaMHU, BKJIOYasi aOCaHChI, CIeIyeT
C OCTOPOXKHOCTBIO.

THoorcunvle nayuenmoi

CucremaTudecKue UCCIeIOBaHMS MAIIMEHTOB B BO3pacTe 65 JIeT U cTapiiie, MPUHUMAIOIINX TabareHTHH,
HE MIPOBOIMIINCH. B IBOMHOM clienoM rccieJoBaHiuH MpUMEHEeHuUs rabaneHTHHA IPY HEBPOIIAaTUYECKOI
00 y TIAIMEHTOB B BO3pacTe 65 JieT u cTapiie Halmoaanach 0ojiee BbICOKAs 4acTOTa COHJIMBOCTH,
nepudepuyeckux OTEKOB W aCTEHMHU IO CPABHEHHIO C MAallMeHTaMH B Bo3pacTe miaamie 65 jer. 3a
WCKJTIOYCHHUEM 3TUX PE3YJIbTaTOB MPHU KIMHUYECKOM OOCJICIOBAaHUN TAHHOW TPYIIIBI MAIIUEHTOB OBLIO
MOKa3aHo, 4TO MPOGHIIb MOOOUHBIX 3((HEKTOB y HUX HE OTIMYAJICS OT OCTAIBHBIX.

Jlemu

Bnusinue nnurensHol Tepamuu (Oonee 36 Henmenb) rabalmeHTHHOM Ha CIIOCOOHOCTH K OOYYEHHUIO,
MHTEJUIEKT U pa3BUTHE peOEHKa 10CTaTOYHO He n3yueHo. Cienyer OEHUTh COOTHOIIEHHE BO3MOKHOTO
pHICKa U TOJIB3bI IPU HA3HAYCHUH JJIUTEIbHOM Teparvu.

3noynompebnenue u 3asucumocms

B 0asze mJaHHBIX MOCTPETMCTPAIIMOHHBIX HAOMIOJCHUA WMEIOTCS COOOIIEHUS O CIydasx
37I0yNOTpeOsIeHUsl MpernapaToM M 3aBUCHUMOCTH oT Hero. Kak u B ciywae mo0oro mpemnapara,
piusitomiero Ha [[HC, Bpadam crenyer ToiaTenbHO M3ydaTh aHaMHE3 MAlMEHTOB Ha MPEIMET
3II0YNOTpeOIeHUs TTpernapaTaMy U HaOI01aTh 32 HUMH C IEJIbIO BBISIBIICHUS] BO3MOKHBIX TPU3HAKOB
31I0yNOTpeOsieHns Ta0aneHTHHOM (HalpuMep, CTpeMIIeHHe HEOOOCHOBAaHHO TONMYYUTh IMpernapar,

pa3BHUTHE YCTOWYMBOCTH K Tepanuy rabareHTHHOM, HEOOOCHOBAHHOE TIOBBIIIICHHUE J03bI MPEMapara).
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DRESS-cunopom (NOCNEOOBATENBHOCTE 0003)

Ha ¢one npuema mpoTHBOAMMICNITHYECKUX TPETIApaTtoB, B TOM 4YHCIC raballcHTHHA, COOOIIAI0Ch O
CIydasix Pa3BUTHS TSDKENBIX JKU3HEYIPOXKAIOIIMX PEAKLIU TUIePYyBCTBUTEIBHOCTH, TaKHX Kak
JIEKApCTBEHHAsSI CHIMb C COIyTCTBYIOMICH 303UHOMIINEH U CHCTEMHBIME cumnToMamu. Heo6xomaumo
IOMHHTh O TOM, YTO PaHHHE NPH3HAKU PEAKIUH TUIIEPYYBCTBHTEILHOCTH, TAKUE KAK IMOBBIILICHHE
TEMIIEpaTyphl Teia, JTUM(baICHONATHSI, MOTYT Pa3BUBATHCS IAXKE B OTCYTCTBUH KOXKHOU ChITi. B ciyuae
HOSIBJICHUS TTOJOOHBIX CHMIITOMOB, HEOOXOAMMO HEMEIUICHHOe olciemoBaHue manueHta. Eciu He
HAWICHO JPYTHX TPUYHH, KPOME MPHMCHCHUs TabaleHTHHA, NPUMCHCHHE Mpernapara Clieayer
OTMCHUTB.

Anagunaxcus

[Iprem rabaneHTHHA MOKET NPUBECTH K pa3BuTHIO aHaduiakcuu. Clieyronye CUMIITOMBI U IPH3HAKA
OTMEYasM B CIydasx pa3BuThs aHa(Iakcuu Ha (POHE nmprema rabareHTHHA — 3aTPy/IHCHUE JIbIXaHUS,
OTEeK Try0, Topja U s3bIKa, TAKXKE OTMEYAIOCh BBIPAKCHHOE CHIDKCHHE apTepPUaTIbHOTO aBJICHUS,
TpeOyrolee CPOYHOTO MEAUIIMHCKOTO BMeIIaTenbeTBa. ClieyeT mpeaynpeiuTh MalueHTOB O TOM, Y4TO
IpH Pa3BUTHU IPU3HAKOB MM CHMIITOMOB Pa3BUTHs aHA(QUIAKCHUM CIEAYeT MPEKPaTUTh MpUEeM
npernapara u 00paTUThCS 38 MEIUIIMHCKOW TIOMOIIIBIO.

Jlabopamophvie mecmoi

[Ipy COBMECTHOM NPHMEHCHHH TabareHTHHA W JIPYTHX MPOTHBOCYIOPOXKHBIX CPEICTB ObLIH
3apErUCTPUPOBAHBI JIOXKHOIOIOKUTEIBHBIC PE3YJIbTAThI IPU OIPEICICHUH OeKa B MOUYE C MOMOIIBIO
TecT-nostocok Ames N-Multistix SG®. Jlns onpenenenns 6enka B Mode peKOMEHIYETCs TOIb30BaATHCS
Ooee crienM(pUIHBIM METOJIOM MPELUIUTAINH CYIb()OCATUINIOBOI KHUCIOTO.

Brusnue na ITHC

Bo Bpemsi JieueHHs: rabaneHTHHOM HaOIFOJATUCh CIyYau TOJIOBOKPYKEHHS U COHJIMBOCTH, KOTOPbIC
MOTYT YBCJMYHBATH BEPOSTHOCTH TIOJNYYCHHUS CIy4allHOW TpaBMbl (Ipu  majacHun). B
HOCTPETHCTPAIIMOHHOM TEPHOJC TAKXKE COOOIIAIOCh O CIIyYasx CIyTaHHOCTH CO3HAHHs, MOTEPU
CO3HAHMS M HapyLICHHS YMCTBEHHOW NesITeNbHOCTH. [103TOMY MaimeHTaM CiieyeT PeKOMEHIO0BATh
COOJIIO/IATh OCTOPOXKHOCTH JI0 T€X MO, MOKa UM HE CTaHYT M3BECTHBI BO3MOXKHBIC d(P(EKThI ITOr0
JIEKapCTBEHHOT'O Mperapara.

Oonoepemennoe npumeHneHue ONUOUOHBIX AHATLLEMUKOS U OPY2UX JeKAPCMBEHHbIX Npenapamos,
nooasasowux I{HC

[Ipy OHOBPEMEHHOM MPUMEHEHHH C OMHOUAHBIMU aHATBICTUKAMH MOXKET OTMEUYAThCS MOBBIIICHHE
KOHIICHTpAIlMK Tra0alleHTHHA B IUIa3Me KPOBU. B CBSI3M C 3TMM MAIlMEHTHI, KOTOPBIM TpebyeTcst
IPOBE/ICHUE OJHOBPEMEHHOH Teparuu ¢ JeKapCTBEHHBIMHU mpenaparamu, nogasistomumu [THC,
BKJIFOYAsi OMMOM/IHBIE aHAIBTETHKH, HY)KIAIOTCS B TIIATEIBHOM HAOIOJCHUM Ha MPEIMET Pa3BUTHS

IMMPU3HAKOB YITHCTCHUA ]_[HC, TaKHUX KaK COHJIMBOCTb, C€Aalus U YTHCTCHUC (I)YHKI_II/II/I JAbIXaHWs. I[O3BI
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COOQTBETCTBYET QKCIHEFTHOMY QITHETY
ot 12.05.2023 Ne 8903
raQareHTHHa WIM OJHOBPEMCHHO INPUMCHSIGMBIX NPYNapatop, | moasmsiiomx ) ETHC ) (prarouas

ONUOWJTHBIE AHAJBTCTHKH, JIOJDKHBI OBITh CHIDKCHBI COOTBETCTIBYIOIIMM OOpa3OM (CM. pasfiei
«B3auMozelicTBrE ¢ IPYTUMH JICKAPCTBEHHBIMU CPEIICTBAMID» ).

Crnenyer coOmoaaTh OCTOPOKHOCTh TPU HAa3HAYCHWUW rabaneHTUHA OJHOBPEMEHHO C ONMHOWIaMHU B
cBs3u ¢ puckoM yrHerennss [[HC. B momyssimmoHHOM HaOMIONATEbHOM HUCCICAOBAHUU  C
UCTIOJIb30BAaHMEM KOHTPOJIGHOW TPYIIIBI y TMAIMEHTOB, MPUHUMAOIINX OIMUOUIBI, OJHOBPEMEHHOE
Ha3HAYCHHE OIHMOMIIOB M TadalleHTUHA OBbLIO CBA3aHO C TIOBBIINICHHBIM PUCKOM BO3HHKHOBEHUSI
CMEPTENLHBIX UCXOJIOB, CBS3aHHBIX C PUMEHEHHEM OITUOUIOB, IO CPABHEHHUIO C TPUMEHEHHUEM TOJIBKO
OITHOMIOB (CKOppEKTHpOBaHHOE OTHOIIeHKE 1aHcoB [cOII], 1.49 [95% JIU, 1.18 no 1.88, p<0.001]).
Cosmecmnoe npumenenue ¢ aHMayuoamu

["abaneHTHH peKOMEH Ty eTCsl IPHHUMATH IPUMEPHO Yepe3 2 4 MocIie preMa aHTaIu/Ia.

Bnusanue na cnocobonocme ynpaename mMpAHCROPMHBIMU CPeOCMEAMU U padomams ¢
Mexanuzmamu

Bo Bpems mnpuema mpenapara MMalMeHTaM HE PEKOMEHAYETCS YIPaBIATh TPaHCIOPTHBIMU
CPEICTBAMU WJIM TIOJB30BAThHCS MOTEHIIUAIBHO OIMACHOW TEXHHKOW JIO0 TIOJITBEPIKICHUS OTCYTCTBHS
HETaTUBHOTO BJIMSHUS Mperapara Ha BBITIOJTHEHUE 3TUX (YHKIIHH.

I'abanenTnn Brnuser Ha [[HC u MOXeT BBI3BIBATH TOJIOBOKPYXKEHHE, COHIUBOCTH, CIyTAaHHOCTH
CO3HaHMUS, MOTEPIO CO3HAHUS WIH Ipyrue cuMnTombl co croponsl LTHC. Jlaxe npu He3HAYUTENBHOM
WJIH YMEPEHHOHN BBIPAKCHHOCTH 3TH HEXeENATSIbHBIE 3PPEKTHI MOTYT IPEICTABIISITh OMACHOCTD IS
MAIMEHTOB, YIPABIAIOMINX TPAHCIIOPTHBIMHU CPEJICTBAMHU WU IPYTHMH MexaHu3mamu. OcoOeHHO

BCJIMKA TaKasd BEPOATHOCTb B HAYAJIC JICHCHHA WJIN ITOCJIC IMOBBIIICHHWA JO3bI IIpCriapara HeﬁpOHTHH®.

dopMa BbINIYCKa
I[To 10 karicyn B 6muctepe u3 [IBX/TIB/IX/antomuHieBo# (OIBIH.
ITo 2, 5 nim 10 61ucTepoB ¢ MHCTPYKIMEN 110 TPUMEHEHHIO B KAPTOHHYIO MAYKy C KOHTPOJIEM IIEPBOIO

BCKPBITHSI W O€3 HETo.

YciaoBust XxpaHeHust
ITpu Temneparype He Boime 25 °C.

XpaHUTh B HEAOCTYITHOM JIJIs IETE MECTE.
Cpoxk rognocTu

3 rona.

He ucnons30Bats mocie JaThbl UCTCUCHUSA CPOKA TOAHOCTH.
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Ycaopus oTmycka (NMOCNEOOBATENBHOCTE 0003)

OTtnyckaercst o PeLenTy.

Jlep:kaTe/ib perucTPAlMOHHOIO Y10CTOBEepPeHus

Buatpuc Cnemmantu 91391Cu

Komnuuz ®eppu Poyn, 3711, Mopranrays, 3anagnas Buppkunus 26505, CILA
+1 724-514-1800

WwWw.Viatris.com

Viatris Specialty LLC

3711 Collins Ferry Road, Morgantown, WV 26505, USA

+1 724-514-1800

WWW.Viatris.com

IIpousBoauTeiin:

[aitzep @apmacerotukans In91Cu

1,9 xm mocce 689, Bera baxa, [Tyspro-Puko 00693
Pfizer Pharmaceuticals LLC

Road 689, Km 1.9, Vega Baja, Puerto Rico 00693

Boinmyckaroumuii KOHTPO/Ib Ka4ecTBa:
[Naiizep Mantodakuypunr Jonunens ['M6X
Moocsansaamiee 1, 79090 ®paiibypr, ['epmanus
Pfizer Manufacturing Deutschland GmbH
Mooswaldallee 1, 79090, Freiburg, Germany

Opranuszanys, NPUHAMAIOLIAS NIPeTEeH3UH NOTpeduTeei:

Poccuiickaa ®egepanus
00O «Buarpucy»

125315, r. MockBa, JIeHuHrpaJCKuil pocHexT, 1. 72, K. 4, 2-i1 aTax, nom. 9, kom. 1
Tenedon: (+7) 495 130 05 50
®dakc: (+7) 495 130 05 51

OnekrponHas moyra: ru.info@viatris.com
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