COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 05.11.2024 N= 24353

L

OBIIASI XAPAKTEPUCTHUKA JIEKAPCTBEHAGFE TIPEAAPATA J002)

1. HAUMEHOBAHUE JTJEKAPCTBEHHOI'O ITIPEITAPATA
Ceprukan, 0,25 Mr, TabIeTKH.
CeptukaH, 0,5 Mr, TaOJIETKH.

Ceprukas, 0,75 mr, TabIeTKH.

2. KAYUECTBEHHBINA M1 KOJJTMYECTBEHHBII COCTAB

JelicTBytol1Ie€ BEIIECTBO — HIBEPOTUMYC.

Ceprukad, 0.25 mr, Ta0JIETKH

Kaxxnas Tabnerka cogepxut 0,25 Mr sBepoiaumyca.

Ceprukad, 0.5 Mr, TabeTKn

Kaxxnas tabnetka comepxut 0,50 Mr sBeposmmyca.

Ceprukad, 0,75 mr, Ta0JIeTKH

Kaxxnas Tabnerka cogepxut 0,75 Mr sBepoiaumyca.
BcnomoraTenpHbie BelecTBa, HATMYUE KOTOPBIX HA0 YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO

nmpenapara: jiaktosa (cM. pasznen 4.4).

ITonnbri MEpCUCHL BCIIOMOT'aTCIIbHBIX BECUICCTB IPUBEACH B pa3JCJIiC 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTkn

Ceprukan, 0,25 Mr, TabIeTKn

Kpyribie miocKommIMHIpUIECKHAE OT O€I0T0 0 JKEATOBATOrO 11BeTa TaOJETKH CO CKOIICHHBIMU
KpasiMH; I0ITyCKaeTcs MpaMopHOCcTh. Ha 01HOI cTopoHe HaHeceHa rpaBUpoBKa «Cy», Ha IPYyTrou —
«NVR».

Ceprukad, 0.5 Mr, TadeTkn

Kpyribie miocKommIMHIpUIECKHAE OT O€I0T0 0 JKEITOBATOrO 11BeTa TaOJETKH CO CKOIICHHBIMU
KpasiMH; I0IycKaeTcs MpaMopHocTh. Ha o1HO# cTropoHe HaHeceHa rpaBupoBka « CH», Ha apyroi
— «NVR».

Ceprukan, 0,75 Mr, TabIeTKn

Kpyrible mi0CKOLIMIMHIPUYECKHE OT OEI0ro JI0 KeJITOBATOro 1BeTa TabJIETKH CO CKOLIICHHBIMU
KpasiMM; JIOIyCKaeTcsi MpaMOpHOCTh. Ha o1HOM cTopoHe HaHeceHa rpaBupoBka «CLy, Ha npyroii

— «NVR».
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4. KIMHUYECKUE JAHHBIE (NOCNEOCBATENEHOCTE 0005)

4.1. Iloka3zaHus K IpMMEHEHUIO
[Ipenapar CepTukaH Mmoka3aH K IPUMEHEHHUIO Y B3pOCIBIX (B Bo3pacte 18 et u crapiie).

e TpaHcIUTaHTaLXs IOYKH U CEpALA.
[TpodunakTuka OTTOPKEHUSI TPAHCIUIAHTATA Y B3POCIIBIX PELUITMEHTOB OYKH U CEPJILa C HU3KUM
U CpeJHHUM HMMYHOJOTHYECKMM PHUCKOM, IMOIyYamuX 0a30Byl0 HMMMYHOCYIIPECCUBHYIO
TEPaNUIO [UKJIOCTIOPUHOM B (pOpME MUKPOIMYJIIBCUU U TIIIOKOKOPTUKOCTEPOUTAMHU.

e TpaHcmiaHTalMs IEYECHHU.
[IpodunakTuka OTTOp)KEHHUsS] TPAHCIUIAHTATa Yy B3POCIBIX PEIMIIMEHTOB MEYEHH C HU3KUM H
CPEIHHM UMMYHOJIOTHYECKUM PUCKOM, TOJTYHArOIUX 0a30BYI0 MMMYHOCYTIPECCHUBHYIO TEPAITHIO

TaKpOJIUMYCOM U TITIOKOKOPTUKOCTEPOUTAMH.

4.2. Pe:xuM 103MpOBaHMSA U CIIOCO0 MPUMEHEHUS

Jleuenne mpenaparom CepTHKaH cjexyeT HPOBOJUTH TOJBKO IO HAOJIOJeHUEM Bpauya,
HNMCIOUICTO OIIBIT IMPOBCACHUSA I/IMMYHOC}’HPGCCI/IBHOﬁ TCPAInMu MocCJIC TpaHCIJIaHTalluu OPraHoOB,
U NpU HAJIMYUM BO3MOXKHOCTM MOHHUTOPHMHIA KOHIIEHTPALUU 3BEPOJIMMYyCa B LEIBHOM KpPOBH.

PexxuM 103upoBaHUS

Bspocnvie

Tpaucnianmayus no4Ku u cepdua

Pexomenayemasi HavasibHasi J03a Mpenapara i MarueHTOB ¢ TPAHCIUTAHTATOM TOYKH M CEp/Iia
coctapnsier 0,75 mMr 2 pasa B JeHb; TEpamui0 CleAyeT HAYMHATh KaK MOXHO paHblle MOCIie
TpaHCIUIaHTAI1H.

Tpaucnianmayus neyenu

PGKOMGHI[yeMaﬂ HadaJlbHasA n03a IMpernapara I IMDaoUuCHTOB C TPaHCIUIAHTATOM IICYCHH
COCTaBJIACT 1,0 Mr 2 pa3a B AC€Hb, TCPAIIUIO HAYNHAKOT HpI/I6J'II/I3I/ITeJ'ILHO qucpes 4 HCOCIHN ITIOCJIC

TPaHCIIJIaHTAalluH.

Ocobvle epynnvl nayueHmos

Ipedcmasumenu He2pouoHou pacwl

YactoTa cimydyaeB pa3BUTHSL OCTPOTO OTTOPIKEHHsSI TpPAHCIUIAHTaTa MOYKH, MOATBEPKICHHOTO
Ouorncueli, ObUIa BBIIIE Yy MPEICTABUTENICH HETPOUIHON pachl MO CPABHEHUIO C MAlUCHTaMHU B
obmert momynsiiui. COrjlacHO MMEIONICHCS OTpaHWYEHHOW WHGOPMAIUU JUIsl JOCTHKEHUS
3(PEKTUBHOCTH, COTIOCTABUMOM ¢ PEKOMEHIOBAHHOM JIJIs1 B3POCIIBIX 0301 B OOIIIEH MOMYJISAIIHH,
MPEJICTABUTENSIM HETPOUAHON pachkl MOXKET MoTpeboBaThCs Oojiee BBICOKAs J03a TMpernapara

CeprukaH.
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MPEAOCTABICHUS  CIEUU(PUUECKUX  PEKOMEHIAIMKA 10 TPUMEHEHUIO JBEpPOJIUMYyCa Y
MPEJCTaBUTEIEH HETPOUTHOM PaCHI.

Hauueﬂmbl NOoAHCUJI020 603pacma (265 ﬂem)

Kinnnnyeckuil onbIT nmpuMeHeHMs: npenapara CepTukaH y NalMEHTOB B Bo3pacTe >65 jer
orpaHuueH. TeM He MeHee, SBHbIX pa3Inyuil (papMaKOKMHETHKHU 3BEPOJUMYCa Yy IMAallMEHTOB B
BO3pacte >65-70 jeT 1o cpaBHEHHIO C 00JI€€ MOJIOIBIMU B3POCIIBIMU MAIUEHTAMU HE OTMEYAI0Ch
(cm. pazgen 5.2).

Tayuenmui ¢ HapyweHuaMU d)vHKuuu novyex

VY manueHToB ¢ HapyHICHUSIMH (PYHKITHH MMOYEK KOPPEKIMU T03bI HE TpeOyeTcsl.

Hayuenmul ¢ Hapywenusmu d)wmuuu nevyeru

VY mnamueHTOB ¢ HapyuieHHeM (QYHKIMH TEeYeHHU CIeAyeT TIlaTenbHo KoHTpohupoBaTh Co
KOHIICHTPALIMH HBEPOJIMMYCa B LEJIBHOW KPOBU. Y MAIMEHTOB C HapyIIeHHWEM (QYHKIMH TEUCHH
nerkoi crenenu (knacc A no knaccuduxanuu Yaina-ITero) no3y npenapara CepTukaH cienyet
YMEHBIIUTh MPUOJU3UTENBHO 10 2/3 1O CpaBHEHUIO CO CTAaHIAAPTHOW 1030W. Y MAIMEHTOB C
HapylieHneM (yHKIMY TeYeHU CpeHel cTeneHu TshkecTH (kiace B mo knaccudukanuu Yaiina-
[Ip10) o3y 3BeponuMyca cieAyeT YMEHBIIUTh NMPHOIM3UTEIBHO B 2 pa3a. Y MalUEHTOB C
HapymeHneM (GpyHKIIH nmedeHn Tshxenoi crenenu (knace C no knaccudukanun Yaiina-I1s10) no3y
mperapara clielyeT yMEHbIIUTE PHOIM3uTebHO A0 1/3. JlanpHelmmit mog0oop K036 IPOBOJIST,
OCHOBBIBASICh Ha JAHHBIX TEPANIEBTUYECKOTO MOHUTOPHHTA.

B Ttabnume 1 mpeacraBneHbl PEKOMEHAANMM [0 YMEHBIIEHUIO 103l ISl TAI[MEHTOB C

HapyueHrneM (QyHKIIMY TIeYeHH, OKPYTJICHHBIE 10 OrKaiiieil 103UpOBKU Ta0JIETOK.

Ta6ﬂuua 1. Yuenvuenue 0o3vl npenapama CepmuKaH Y nauueHmoe ¢ HapyuleHuAmMu (bVHKuuu
nedyeru

Hopmanbhas Hapymenue Hapymenue Hapymenue

byHKIISA byHKIIUU byHKIIIN byHKIIN

IICUYEHU MEYCHU JIETKOM | MEYEHU CPEIHEU | MEYEHHU TIKEIOM
CTEIeHU CTENIEHU CTENIEHU

(Yaina-TIeto A) | (Haitna-ITero B) | (Haitna-ITsto C)
Tpancrnanranus | 0,75 mr 2 paza B | 0,5 mr 2 pasa B | 0,5 mr 2 pasa B | 0,25 mr 2 pa3a B

MIOYKU M cepiua | AeHb JICHb JICHb JICHb
Tpancrnanranusa | 1 mMr 2 pasza B | 0,75 mr 2 pazaB | 0,5 mr 2 paza B | 0,5 mr 2 pa3a B
NIEYEHU JIeHb JICHb JICHb JICHb

eTu

D} dexTuBHOCTH U 0€30MaCHOCTH 3BEPOIMMYCa y IETSH B Bo3pacte 10 18 jeT Ha TaHHBI MOMEHT
HE YCTaHOBJICHBI. VIMEIOTCS OrpaHWuYEHHBIC NaHHBIC U TAIMEHTOB Miaime 18 jer mocie

TPpAHCIUIAHTAalUW IMOYCK WM IICUYCHHU, KOTOPBIC HE IIO3BOJJAKOT PEKOMCHAOBATHL PCKUM
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no3upoBaHMs.  MMerommecs — Ha  CeroAHSIIHUM (1 ':GIEJ'@EEQ E'H'H%Eg%ﬂlﬁ ! B

paznene 5.2.

Tepanesmuueckuiit MOHUMOPUH2

[Ipenapatr Ceptukan 00nagaeT y3KMM TEpPaNeBTUYECKHM AMANa30HOM, YTO MOXET TpeOoBaTh
KOPPEKIMU peXUMa JO3UPOBAHMS C YUYETOM KOHLEHTpAlMu »HBEPOJIMMYyCa B KpPOBH,
NEPEeHOCUMOCTH, WHIUBUAYaJbHOIO OTBETa Ha JICYEHHUE, KOPPEKIUH OJHOBPEMEHHOMN
MEIMKAMEHTO3HON Tepanuy M KIMHUYECKOW CUTyallMH AJis MOJAJEp)KaHUs TepaneBTHUYECKOIrO
oTBeTa. PEKOMEHI0BaH PEryJsIpHBIM KOHTPOJIb KOHIICHTPAIUH 2BEPOJIUMYCa B IIEIbHON KPOBH.
Ha ocHoBanmm aHamm3a 3aBUCUMOCTH J(PQPEKTUBHOCTH M OE30MACHOCTH OT 3KCIO3HIMH
ycTaHoBIeHO, 9To rpu Co >3,0 HI/MJI YacTOTa MOATBEPKIACHHOTO OMOTICHEH OCTPOTO OTTOPKEHHSI
TpaHCIUIAHTaTa MOYEK, cep/Ia u nedeHu Obuta Huxe, yeM npu Co <3,0 Hr/mut. PekoMeHmyemblit
BEPXHUU MpeJeN Arana3oHa TeparneBTUIecKoi KOHIIEHTPAIIMU 3BEPOIMMYCa COCTABISET 8 HI/MIL
He usyuena kouneHTpanus >12 Hr/mul. YKa3aHHbIE TPAHHIBI TEPANEBTUYECKOTO TUANa3oHa
KOHLIEHTPALIUU OINPEAEISUIM C UCTIOIB30BAaHUEM METOa XpOMaTOrpauH.

Oco0eHHO Ba)KHO KOHTPOJHMPOBATh KOHLIEHTPALIMIO 3BEPOJUMYyca B KPOBH Yy TMAalMEHTOB C
HapylHieHueM (pyHKIUY NeYeHH, TTPH OJHOBPEMEHHOM MPUMEHEHUH MOIIHBIX UHIYKTOPOB W/HIU
uarnOutopoB u3zodpepmenta CYP3A4, mpu mepexone Ha JpYyryr JIEKapCTBEHHYIO (opmy
nmpernapaTa W/WIW TPU 3HAYUTEIIEHOM YMEHBIIICHHH 03I IUKIOCTOprHA. KOHIEHTpaus
IBEPOIMMYyCa B KPOBH MOXKET OBITh HECKOJBKO HIDKE TpPU TpUeMe Tpemnapata B Qopme
JTUCTIEPTUPYEMBIX TaOJIETOK.

OnTuManbHO KOPPEKTUPOBAThH 03y Mpernapara UCXOIs M3 €ro KOHIIEHTPAIlMH B KPOBU 4Yepes
>4-5 ngHeW mocie mpeablAylled KOppeKUWH J03bl. BeieacTBue B3aMMOIEHCTBUS BO3MOXHO
CHIDKEHHE KOHIIEHTpPAllMU 3BEpOJIMMyca B KpPOBU IOCJIE 3HAUUTEIBHOIO CHIKEHUS J03bl
nukiocnopuna (Harpumep, npu Co <50 Hr/min).

Koppexyus pescuma 0o3uposanuss yukiocnopura 6 KOMOUHUPOBAHHOU MePanuu ¢ NPenapamom
Cepmukan y nayuenmos nocie mpanchiaumayuu oYKy

He cnenyer npumMeHsTh IIUTENbHYI0 KOMOWHUPOBAHHYIO TEPAIINIO MIPENapaTOM C MOJHOM 10301
UKJIOCIIOpUHA. Y PEIUIHEHTOB IMOYKH, MOIy4YaBIIMX JedeHue mnpernapatoM CepTukaH,
YMEHBIIICHNE YKCIIO3UIIUHU [IUKIOCTIOPUHA MPUBOAUT K yIydlleHHIo (yHKIUU mouek. CHIDKeHHe
JI03bI IIUKJIOCTIOPUHA CJIEAYET HaYMHATh HEMOCPEACTBEHHO IMOCJE TPAHCIUIAHTALUU B Mpeenax
YKa3aHHOTO HM)KE€ PEKOMEHJIOBAaHHOI'O JHana3oHa KOHLEHTPAlUU Y MAlUEHTOB, MOJYYaroluX

npenapatr CepTUKaH.
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Tabruya 2: pexomendosannwviit ouanason. Co KOHueHME%%%%mey'%cgeﬁgﬁﬁ#:moe

nouku, noxysarouwux npenapam Cepmuxan

Mecsr 1 Mecsn 2-3 Mecsn 4-5 Mecsr 6-12

enesoii quana3zon Co
KOHLIEHTpaluu 100-200 75-150 50-100 25-50
ITUKJIOCTIOPUHA, HT/MJT

[lepen cHIKeHHEM J103bl IMKIOCIIOPUHA HEOOXOAUMO YJOCTOBEPHUTHCS, YTO PAaBHOBECHAS
koHueHTparus Co BeposiMMyca B KPOBU paBHA MJIH BBIIIE 3 HI/MIL.

OrpaHvdeHbl JaHHBIE TIO0 TpUMEHeHHIo mpenapata CepTHKaH B MOJJCpKUBAIONIEH (asze y
PELUITUEHTOB MMOYKH B KOMOWHAIMH C IIUKJIOCTIOPUHOM Tpu ero koHueHTpauuu Co <50 Hr/mi uin
C2 (koHIIEHTpaIHsI B KPOBHU 4epes3 2 yaca Mmocie npuemMa o4epeHou 10361) <350 Hr/miL.

[Ipn mHOMBHIyabHOW HENEPEHOCUMOCTH CHH)KEHHOM OSKCIO3WLUU LHUKIOCIOPHHA CIELYET
IIEPECMOTPETh BO3MOKHOCTD JalbHENIIEr0 NIPUMEHEHNUs penapaTta CepTUKaH.

Koppexyusa pestcuma 0o3uposanusi yukiocnopuna 6 KOMOUHUPOBAHHOU MePanuy ¢ Npenapamom
Cepmukan y nayuenmos nocie mpascniaHmayuu cepoya

VY penunuenToB cep/la B Mo AepKUBAIOIIEH (a3e ciaenyeT CHUKATh 03y IMKJIOCIOPUHA, UCXOIs
U3 NIEPEHOCUMOCTH, Y€pe3 MECSI] 10CIIe TPAHCIUIAHTALUY C LEJIbIO YIy4lleHUs: (PyHKIMH MOYeK.
I[Ipu  nporpeccupoBaHMHM  HapylleHHs  (QYHKUMM [OYEK MIM HOPU  YMEHBIIECHHH
KK <60 mn/muH HeoOxo1MMa KOppEKLUs peKuMa Teparuu.

Koppekuuio pexuma J03UMpOBaHUS LMKJIOCIOPMHA Y MALMEHTOB, IOJIYYarOIIMHA Ipernapar
CeptHKaH, cieayeT NPOBOAUTH B Mpefesiax YKa3aHHOI'O HIKE PEKOMEHJOBAHHOIO JMAara3oHa
KOHICHTPAllMy HA OCHOBAHWH JAHHBIX, [TOJIyYCHHBIX B KIMHUYECKUX UCCIICJOBAHMSIX.

Tabauya 3: pexomenoosanuwvii ouanazon Co KOHUEHMpauuu YUKIOCNOPUHA V DEUUNUEHMO08
cepouya, noavuarwux npenapam Cepmukan
Mecsan 1 Mecsam 2 Mecsn 3-4 Mecsr 5-6 | Mecsan 7-12

Llenesoit
IUarna3oH Co
KOHIICHTPAITUU 200-350 150-250 100-200 75-150 50-100
[IUKIIOCTIOPHHA,
HI/MJ

[lepen cHKEHHWEM 03Bl IUKIOCIIOPHHA HEOOXOAMMO YJIOCTOBEPHUTHCS, UYTO PaBHOBECHAS
KoHueHTpamus Co IBEpoMMyca paBHa WU BBIIIE 3 HI/MIL.

OrpaHndeHbl JaHHBIE 1O TPUMEHEHHIO Tmpenapata CepTUKaH y PpEUUIMEHTOB Cep/la B
KOMOHMHAIMHU ¢ 1uKiocnopunom mpu ero Co 50-100 ur/ma nocie 12 MecsiieB Tepanuu.

IIpy mHOUBHIyaJIbHOW HENEPEHOCUMOCTH CHWXKCHHOM DKCIO3ULUU LHUKIOCIOPUHA CIELYET
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OBATEREHOCTE 0005)

MEPECMOTPETh BO3MOKHOCTh JaJIbHEHIIIETO Mp

Koppexkyus pescuma 003uposanus makpoaumyca 8 KOMOUHUPOBAHHOU mepanuu ¢ nNpenapamom
Cepmuxkan y nayueHmos nocjiie mpancniaHmayuy neyeHu

VYV nauuMeHToB MOCie TPAHCIJIAHTAlMU MEYEHU CIEAYyeT CHUXKaTh /03y TaKpOJIMMYCa C LEIbIO
MHUHUMH3UPOBATE TOKCHYCCKOC BJIMAHUC I/IHFI/I6I/ITOpOB KaJIbIIMHCBpHWHA Ha ITOYKH. CHuxeHue
J03bl TaKpoJMMycCa CJeIyeT HauhHaTh MPUMEPHO depe3 3 HeJAead I[ocie Hayaia
KOMOWHUPOBAHHON Tepanuu ¢ mpenapatoM CepTUKaH 0 JOCTIKEHHsS B KpoBu IieneBoit Co
KOHIICHTpAIlUU TakpojuMmyca B mpeaenax 3-5 Hr/mia. B KoHTponupyeMoM KIMHHYECKOM
HCCJICAOBAaHUU IMOJIHAA OTMCHA TCPAIIMU TaKPOJIUMYCOM aCCOLMHPOBAIACH C YBCIMYCHHUCM PUCKaA
OCTPOT0 OTTOP>KEHHUS TPAHCILJIAHTATA.

Tepanust mpenapatom CepTHkaH B KOMOWHAIMM C TOJHOW JIO30M TakpojJuMyca B
KOHTPOJIMPYEMBIX KIMHUYECKUX UCCIIEIOBAaHUSIX HE U3yUeHA.

Cooco0 nnpuMeHeHus

[Ipenapar nmpuHUMAIOT BHYTpb. TaOlIETKH CieoyeT MPUHUMATH LEJIHKOM, HE APOOUTH Tepes
HCIIOJIb30BAaHUEM; 3alIUBATh CTAKAHOM BOJBI.

Cyrounyto no3y npenaparta CepTukaH clleyeT JEJIUTh Ha 2 IpUEMa; Npenapar NIpUHUMAIOT WIN
BCErJa C nuuiei, wim Beerna 6e3 Hee. [Ipenapat CepTukaH NpUHUMAIOT B OJHO M TO K€ BPEMs C

[IUKJIOCTIOPUHOM B (hOpME MUKPOIMYITBCHH WIIA TAKPOJIUMYCOM.

4.3. TlporuBonoka3aHus
e [unepuyyBCTBUTENHHOCTH K DJBEPOJIUMYCY, CHPOIMMYCYy WIM K JIO0OMy U3

BCIIOMOI'aTCJIBHBIX BCUICCTB, ICPCUUCIICHHBIX B pa3Jciic 6.1.

4.4. OcoOble yka3aHusi 1 MepbI NPEIOCTOPOKHOCTH NPH NPUMEHEHUH

Konumponv ummynocynpeccuu

JlanHble O MpUMEHEHMM IpernapaTa 0e3 MHITHOMTOPOB KaJbIMHEBPHUHA (LIMKJIOCIOPUH WIH
TaKpOJIMMYC) OrPAaHMUYEHBbl. Y TALIUEHTOB, KOTOpPbIE MPEKPAaTWIM IPHUEM HHTUOUTOPOB
KaJbIIMHEBPHUHA, OTMEUYECHO YBEJIUUYEHUE PUCKA PA3BUTHS OCTPOTO OTTOPKEHMS TpaHCIIJIaHTaTa Mo
CPaBHEHHUIO C TE€MHM, KTO IPOJOJDKMI IIPUEM YKa3aHHBIX IPENapaTroB. B KIMHUYECKUX
uccienoBaHusx npernapaT CepTUkaH NPUMEHSIM B KOMOMHALMU C IUKJIOCIOPUHOM B (opMme
MHUKPOAMYJIbCUH, WIM C TaKpOJIMMYCOM, Oa3MIMKCUMaOOM M TIJIFOKOKOPTHKOCTEPOMIAMH.
[IpumeneHue npenapaTa ¢ UHBIMU UIMMYHOCYIIPECCAaHTaMU U3Y4€HO HerocTaTouHo. [IpuMenenue
npenapara y MalueHTOB C BHICOKUM UMMYHOJIOTMYECKUM PUCKOM H3y4€HO HEeJI0OCTaTOYHO.
Kombunuposannas mepanus ¢ unoykyueti mumo2no0yauHom

Crnemyer coOmomaTh  OCTOPOKHOCTb  MPH  WHAYKIUM  TUMOTJIOOYIWHOM  (KpOJTHYHMA
QHTUTUMOLMTAPHBIA  [IOOYIMH) W KOMOMHMPOBAHHBIM  PEXHMOM  HMMYHOCYIPECCHH
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CepTHKAH/THKIOCTIOPHE/TTIOKOKOPTHKOCTEPOfL. B KHiieckost fechtnobami-y T

PELUIINEHTOB Cep/Illa, MOTYYaBIIMX UHAYKIUOHHYIO TEPAHUI0 KPOJIMYbUM aHTUTUMOLUTAPHBIM
roO0yaMHOM B KomMOuHaumu ¢ mnpenapatrom  CepTuKaH,  IIUKJIOCIIOPUHOM U
TIIFOKOKOPTUKOCTEPOHUIOM OTMEUYEHO YBEIMUYEHUE YaCTOTHI PA3BUTHUS CEPbE3HBIX MH(EKUIUN B
IEpBBIE TPU MECALA NOCIe TpaHCIIaHTaMKu. OTMeUeHa TaKkKe acCOLUAIUs JTAHHOTO SIBJIEHUS C
YBEJIMYEHUEM CMEPTHOCTH Y MAalMEeHTOB, KOTOPHIM IE€pes] MNPOBEACHUEM TpaHCIIaHTAlUU
TpeOoBanach TOCHUTANM3AIMS WU YCTPOMCTBO JUIsl BCIOMOTATEIbHOIO KPOBOOOpAIICHHMS,
MPENONIOKUTEIBHO B CBSI3U C TE€M, YTO JAHHBIC MalMEHThl OoJee ysI3BUMBI MPHU MPOBEACHUU
MHTEHCUBHON UMMYHOCYTIPECCHUH.

Cepvesnvle u onnopmyHucmudeckue uH@exyuu

[TarueHTsl, moMyyaroe UMMYHOCYTIPECCUBHBIE Mpenapathl, B TOM uncie npenapat CepTukas,
BXOJIAT B TpyHOImy pucka pa3BuUTHs HHPEKIud, B  OCOOCHHOCTH  BBI3BIBAEMBIX
ONIMOPTYHUCTUYECKUMH TaToreHamu (OakrepusiMu, TrpuOamu, BUpycamH, NpocTeHmumu). Y
NAIMEHTOB, MOJIYYaBIIMX TEPAIUIO IPENapaToM, MOITyYeHbl COOOLIEHUS O Pa3BUTHH UH(EKIMH 1
cerncuca ¢ JieTalnbHbIM HcxooM. K onmopTyHuctuueckuM MHGEKIHSIM, K KOTOPBIM MOTYT OBITh
Haubosee MOoJBEP>KEeHbI MAIlMEeHTHI, TOTyYalolie UMMYHOCYTIPECCUBHYIO Teparuio, OTHOCUTCS
NOJMOMaBUpyCHass HHQEKUUs, C BO3MOXHBIM pa3ButHeM BK Bupyc-acconmupoBaHHOM
HeQpOMaTHH, MPUBOAAIICH K OTTOP)KEHUIO TPAHCIIAHTATa MOYKH, U TIOTCHIMAIBHO (paTanbHOM
JC Bupyc-accounnpoBaHHOM IPOrpeccupyrolieil MHOKeCTBEHHOM JielikosHedanonaTuu (IIMJT).
Otu uHbeKUny, 3a4acTylo 0OyCJIOBJICHHbIE OOIIMM KOMILJIEKCOM MMMYHOCYIPECCHH, CIIETYEeT
y4UThIBaTh Npu  JuddepeHInanbHOl TUArHOCTHUKE B ClAy4yae YXYIIICHUS (QYHKIUH
NIEPECaKCHHOW IIOYKU M IIPU PA3BUTUM HEBPOJIOTMYECKOM CHMIITOMAaTUKH. B KIMHMYECKHUX
MCCIICIOBAHMSIX PEKOMEHIOBANIN MPOBEJCHNE NMPO(UITAKTUKY PAa3BUTHSI THEBMOHUH, BBI3BAHHOM
Pneumocystis jiroveci (carini) ¥ ITMTOMETAJIOBUPYCHONW MH(EKIMM TIOCIE TpPaHCIUIAHTAIUH, B
O0COOCHHOCTH Y TAI[IEHTOB C MOBBIIIEHHBIM PUCKOM Pa3BUTHS ONMOPTYHUCTUIECKUX WHDEKITHIA.
Hapywenue ¢pynkyuu nevenu

VY nanueHToB ¢ HapylleHHeM (QYHKIMH I[E€YEHU CIEIyeT TulaTeabHo KoHTpoaupoBaTh Co
KOHIICHTPAIUIO IBEPOIUMYCa B IIEJIbHOI KPOBU U KOPPEKTUPOBATH €T0 103Y.

Bzaumooeticmeue ¢ mownvimu uneubumopamu u unoykmopamu usopepmernma CYP3A4

He pexkomeHI0OBaHO OJHOBPEMEHHOE IPHMEHEHHE Ipernapara ¢ MOLIHBIMH HHTHOUTOpaMH
uzopepmenra CYP3A4 (manpumep, KETOKOHA30J1, UTPAKOHA30JI, BOPUKOHA30J1, KIIAPUTPOMHIIHH,
TEeTUTPOMHUIIMH, PUTOHABHD) U UHAYKTOpamMu uzopepmenta CYP3A4 (Hanpumep, pudaMmuiyH,
pudabyTuH), 3a HCKIIOYEHHEM TeX CIlyuyaeB, KOrjJa O)Kujaaemas IoJib3a TaKoW Tepamnuu
NPEBBIIACT MOTEHIIMATBHBIN PUCK.

Pexomenayercss KOHTPOIMPOBATH KOHIEHTPALMIO HBEPOJMMYCAa B LEIBHOM KpPOBU IIPU
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OJIHOBPEMEHHOM IIPUMEHEHUHU C MHIYKTOpaM{ WK Hﬁ%ﬁmﬁg—(ﬁﬂébﬁ&gg CYP3N4

1OCJI€ X OTMEHBI.
Jlumehomul u Opyaue Hosoobpazosanus

VY nauueHTOB, MOIYyYaoLUMX TePAHi0 UMMYHOCYIIPECCUBHBIMU CPEACTBAMU, BKIIIOYAs MpernapaT
CepTUkaH, MHOBBIIIEH PUCK DPa3BUTUS JTUM(OM M JPYTUX 3710KAYECTBEHHBIX 3a00JI€BaHMUIA,
0COOEHHO KOXH. AOCOJIIOTHBII PUCK CBSI3aH CKOPEE C JJIUTEIBbHOCTbIO M MHTEHCUBHOCTBIO
UMMYHOCYIIPECCUH, Y€M C TPUMEHEHHEM KOHKpeTHoro mpemnapara. Crenyer peryisipHoO
KOHTPOJIMPOBATH COCTOSIHUE MAIMEHTOB JUIs BBISIBICHUS KOXKHBIX HOBOOOpazoBaHuil. [Tanmentam
CJIeZlyeT PEeKOMEH/I0BaTh CBECTH K MHUHHUMYMY BO3JEHCTBHE YIbTPA(QHOIETOBOIO H3ITyUYCHHS,
COJTHEYHOT'O CBETA U MCIIOJIb30BaTh COOTBETCTBYIOIINE COTHIIE3AIUTHBIC CPECTBA.
T'unepaunuoemus

OnHoBpeMeHHOe puMeHeHHe npenapara CepTUKaH ¢ HUKIOCIOPHUHOM B (pOpME MUKPOIMYIIBCHH
WIA TaKpPOJIMMYCOM Yy TAIMEHTOB TOCJIE€ TPAHCIUIAHTAIMM ACCOLMHUPOBAIOCH C MOBBIIICHHUEM
KOHIIGHTPAIlMM XOJIECTEPUHA W TPHUIJIMLEPUIOB B CHIBOPOTKE KpPOBH, KOTOpBIE TpeOOBaIH
COOTBETCTBYIOLIEro JedeHus. IlanmenTtoB, mnomywatromux mnpenapar CepTukaH, cleayer
HaOJI01aTh C 1IEJbI0 BBISBJICHUS THIEPIMIIUACMUN; NP HEOOXOAUMOCTH MPOBOJAUTH JEUEHHE
TUITOJINITHIEMUYECKUMU CPEACTBAMU M PEKOMEHI0BAaTh COOTBETCTBYIONIYIO AueTy. Heo0xoanmo
OLIEHUTHh COOTHOIICHHUE PHUCK/TIONbB3a IS MAMEHTOB, Y KOTOPHIX BBISBICHA TUIIEPIUITHIEMHS 10
Hayvaja Tepanmuy MMMYHOCYIIPECCUBHBIMHU CpEICTBAaMH, BKitodas mpemapar Ceprukad. Taxoke
CJIeZlyeT OLEHUTh COOTHOIIEHUE PUCK/TI0JIb3a MPOJOJDKEHHs Tepanuu npenapatom CepTukaH y
NAllMeHTOB C TSDKEJIOHW pedpakTepHOoil runepaunuaemuei. IlanueHToB, MNOIyYaromux
unruouropel I'MI'-KoA-penykra3sl wu/wnu  ¢ubpaThl, cieayeT HaOmoogaTh Ha IpeaMeT
BO3MOXXHOTO Pa3BUTHs DPAaOAOMHONIM3a M APYTUX HEKENATeNbHBIX 3(P(PEKTOB, YKa3aHHBIX B
UHCTPYKILIMU 110 IPUMEHEHUIO BBILIEYKa3aHHBIX JIEKAPCTBEHHBIX CPEJCTB.

AHeuonespomuueckuti omex

[Ipumenenue npenapata CepTUKaH acCCOLUUPOBAIOCH C Pa3BUTHEM aHTHOHEBPOTUYECKOT'O OTEKa.
B nopapnsitorieM GOJIBIIMHCTBE TAKKUX CITyYaeB MAIIMEHTHI OTHOBPEMEHHO MOTyYalld HHTHOUTOPHI
AIlD.

Hapywenue ¢pynxyuu nouex, uHoyyupoantoe 36epoiumycom u UHeUOUMOopamu KalbyuHespuna
IIpuMeHeHnue npemnapara y peLUIIMEHTOB CEepAUa WIM IOYKHU C IOJTHOW T030M LUKIIOCIIOPHHA
NPUBOJIUT K YBEJIIMYCHUIO PUCKA PAa3BUTHUS HApYIICHUsT PYHKINH 1MOoYeK. Bo n3bexxanue pa3BUTHA
HapylmeHuss pyHKuuu nodek npenapaT CepTukaH cleqyeT HNPUMEHSTh CO CHHXKEHHOH 1030M
uKinocnopusa. Ilpu MOBBIIIEHMHM KOHLEHTpAalMKM KpeaTMHHWHA CBIBOPOTKH KPOBH CIEAyeT
paccMOTpeTh BO3MOXKHOCTh KOPPEKIUH pEKUMa HMMYHOCYIPECCHHM, B OCOOCHHOCTH —

YMCHBIICHUC J03bI HUKJIIOCIIOPHUHA.
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COUYETaHUM CO CHMIKEHHOM IKCIO3UIUEHN TaKpoIMMyca HE MPUBOAMIO K yXYAIIEHUIO (QYyHKUIUU
MOYEK MO CPABHEHUIO CO CTAaHAAPTHOM IKCMO3UILIMEH TaKpoIuMyca.

VY Bcex MalMeHTOB CIAEAYEeT PETryISIPHO KOHTPOIUPOBaTh (HyHKIMIO oyek. Crienyer coOmoaath
OCTOPOXXHOCTh IpU TNPUMEHEHUM IIpernapaTa OJHOBPEMEHHO C JPYTMMH JIEKApCTBEHHBIMU
CpEJICTBaMU, KOTOPBIE MOTYT YXyAIIaTh (PYHKIIHIO ITOYEK.

llpomeunypus

[Ipumenenne mnpenapara CepTUKaH OAHOBPEMEHHO C WMHTUOMTOpPAMH KalbIIMHEBPUHA Y
NAIMEeHTOB II0CIE TPAHCIUIAHTAIMH AaCCOLMUPOBAIOCH C YCYI'yOJIEHHEM MpOTEHHYpUu. Y
PELUINEHTOB MOYKH C YX€ CYLIECTBYIOIIEH MPOTEUHYpUEH JIETKOM CTENEHM, IMOJIy4aroInuX
MOJJICP)KUBAIOLIYI0 MMMYHOCYIIPECCUBHYIO TEpalui0 € WHTUOUTOPOM  KaJbIMHEBPHHA,
3aperuCcTPUPOBAHBI CITy4Yan yCyryOIeHHus IPOTEHHYPHH TP 3aMEeHe MHTHOUTOpa KalbIIMHEBPHHA
npenapatoM CepTukaH. SIBieHue ObUIO 0OpaTUMO MpPU OTMEHE NpenapaTa U BO300HOBICHHH
TEpanuy HHTUOUTOPOM KalbLIMHEBpUHA. PHUCK pa3BUTHS NPOTEHMHYPHH MPONOPLHMOHAIECH
KOHIICHTpAIlMU 3BEPOJIMMYcCa B CHIBOPOTKE KpoBH. be3onacHocTh U 3(h(heKTUBHOCTD Mepexoa ¢
MHTHOUTOpa KaJdblMHEBpHHA Ha mpenapaT CepTHUKaH y JaHHOTO KOHTHMHIEHTA MAI[MCHTOB HE
YCTaHOBJEHA. Y NAIMEHTOB, Nojydaromux mnpenapaT CepTukaH, cileayeT KOHTpPOJIUPOBATH
CTENEHb IPOTEUHYPUH.

Tpom603 cocy0o6 mpancnianmuposanHol NOYKU

[Tosrydensl coob1IeHns: 00 yBEIMUEHUH PUCKA PAa3BUTHS apTEpPHAIbHOTO U BEHO3HOro Tpombo3a
TPAHCIIAHTHPOBAHHOW TOYKH, MPUBOISAIIETO K MOTEpPE TPAHCIIAHTATa, MPEUMYIICCTBEHHO B
nepsble 30 nHEH nocie TPaHCIUIAHTALUY.

Ocnoorcnennoe 3axcusnenue pau

[Ipenapar Ceptukan, kKak u ipyrue HHruoutopsl m-TOR, MOKeT yXyAmaTh mporece 3aKUBICHUS
paH, MPHUBOJUTH K BO3HUKHOBEHHUIO MOCTTPAHCIIAHTAI[MOHHBIX OCIOKHEHUH, TPEOYIOUUX
XUPYpPru4ecKoro BMEIIATENbCTBA: PACXOXKACHHUE KpaeB paHbl, CKOIUIEHUE D3KCCyJaTa,
uHpunupoBanue panel. Jlumdonene sBusercs Hambonee paclpOCTPaHEHHBIM M3 TaKUX
OCJIO’)KHEHUH y PELMIHUEHTOB MOYKHU, K KOTOpOMY OoJiee CKJIOHHBI MAI[MEHTHI ¢ HU30BITOYHON
Maccod Tena. Y ManMeHTOB IMOCHe TPAHCIUIAHTALMM CepAlla BO3MOXXHO Pa3BUTHE BBINOTA B
II0JIOCTh NIEPUKAP/A U IUIEBPHI. Y MAaLMEHTOB M10CJIE€ TPAHCIUIAHTALIMY [I€YEHH MTOBBIIIEHA YaCcTOTa
Pa3BUTHS MTOCIIEONEPALIMOHHBIX IPHIK.

Tpombomuyeckue MuKpoaHsuonamuu

OpHoBpeMeHHOE TpuMeHeHue mpernapara CepTHKaH ¢ WHTHOMTOPOM KalbIIUHEBPHHA MOKET
YBEIIMYMBATh PUCK PA3BUTHUS T€MOJIUTHKO-YPEMHUYECKOTO CHHAPOMA, TPOMOOLUTOIIEHHUYECKOM

Iy pILypHl, TpOMOOTHYECKOI MHKPOAHTMONIaTHH, MHIYIUPOBAHHBIX UHTHUOUTOPOM
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KaJIbLIUHEBPUHA.

Hnmepcmuyuanvuas bone3ns neckux / HeuH@eKyuonHblll NHeGMOHUM

CymecTByroT JTAaHHBIE 0 pa3BUTHH MHTEPCTULUAIIHON Oose3Hn TNETKUX
(MHTpanmapeHXMMAaTO3HOTO BoOcHaleHusl (MHEBMOHHMTA), a Takke ¢(uOpo3a HeuHPEKINOHHON
ATHOJIOTUH, COMPOBOXK/IABIIETOCS B HEKOTOPBIX CIIydasX JICTaJbHBIM HCXOJOM) Yy MAIMEHTOB,
MOJYYaBIINX JICUCHHE MperapaTaMy paraMUIliHa W €r0 MPOW3BOAHBIMH, B T. 4. MPENapaToM
CepTukas.

VY nauueHToB C MOCTOSIHHO COXPaHSIOMIEHCS KIMHUYECKOW KapTUHOW ITHEBMOHHUM IIpH
Hed(pPEeKTUBHOCTH  aHTUOAKTEpUAIBHOW  TepamuMM W HUCKIIOYCHHH  MHQEKIHOHHBIX,
HEOIUTACTUYECKUX U JIPYTUX, HE CBSA3aHHBIX C TPUMEHEHHEM JIEKaPCTBEHHBIX CPEJICTB MPOIIECCOB,
ClelyeT 3alloJI03pUTh HHTEPCTULHAIBHOE MOpaXkeHHe Jerkux. Kak mnpaBuio, cocTOsHHE
pasperaeTcsi caMOCTOSTEIbHO MOCHEe MpeKpalieHus npuema npenapata CepTHKaH W/WIM MPU
n00aBJIEHUH K TE€PAITUU TTIOKOKOPTUKOCTEPOUIOB.

Bnepevie svisisnennviii caxapmuwiii ouabem

Ha ¢one npumenenus mnpenapara CepTUKaH MOBBIIIAETCS PUCK BO3HHUKHOBEHUS BIEPBBIC
JIMarHOCTUPOBAHHOTO CaXxapHOro Auadera Mocie TpaHCIUIaHTauuu. B cBsA3M ¢ BbIlIeCKa3aHHBIM
CJIeZlyeT THIATEIbHO KOHTPOJIMPOBATH KOHIICHTPALIMIO TJIIOKO3bI B CBIBOPOTKE KPOBH.

Myoawcckoe becnnodue

B nuteparype ynmoMHHANHCh CiaydaW Pa3BUTHSA OOpaTHMOI a300CIIEPMHU W OJUTOCIIEPMHU Y
MAalMeHTOB, TOJYYaBIIMX Tepanuio mpenaparamu uHruOutopamu m-TOR. Ilockomsky B
JNOKIIMHUYECKUX  HCCIIEOBAaHUAX IMOKa3aHO, YTO JBEPOJIMMYC MOXKET MHIHOMpPOBaTh
CIepMaTOreHes3, CJelyeT YUYUTHIBATh PUCK Pa3BUTHS MYXKCKOTO OECIUIOAHS MHpU JUIUTEIbHOM
Tepanuu npenapatoM CepTUKaH.

Bcnomoeamenvuvie gewjecmsa

[Ipenapar CepTukaH He cieqyeT NPUMEHATh Yy MAlMEHTOB C PEIKUMHU HACJEICTBEHHBIMU
HApyIICHUSIMH, CBSI3aHHBIMH C HENEPEHOCHMOCTBIO TaJaKTO3bl, C TSDKEJIOM JIaKTa3HOM

HEJI0OCTATOYHOCTHIO WIIH TITIOKO30-TATaKTO3HON MaababcopOIuei.

4.5. BzaumojgeiicTBHe ¢ JPYrUMHM JIEKAPCTBEHHBbIMM IMpenaparaMd M Jpyrue BHAbI
B3alMMOJAEeHCTBUSA

OBeponuMyc MeTaboIn3upyeTcss TJIaBHBIM OOpa3oM B IEYEHH M B HEKOTOPOM CTENEHH B

KHIIEYHON cTeHke npu yuyactuu uszopepmenta CYP3A4. Taxxke 3BeposMycC sBIsSETCS

cybctpatom mis Oenka-nmepeHocunka P-rimumkomporenna. CriemoBaTenbHO, Ha aOCOpOIUI0 U

MOCTEAYIOYO AIIUMUHAIIMIO SBEPOIIUMYCa MOCIE €r0 BCAChIBAHUS B CUCTEMHBIN KPOBOTOK MOTYT

OKa3bIBaTh BIUSHHE Mpenapatsl, B3auMmopaencTByronme ¢ unzopepmentom CYP3A4 w/wmm P-
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TJIMKOIIPOTCUHOM.

BrisBieHHBIC HCXCJIATCIIBbHBIC BBaHMOﬂeﬁCTBHﬂ (OI[HOBDGMGHHOG OPpUMCHCHUC HC

PEKOMEHVETCS)

Pupamnuyun (unoyxmop usogpepmenma CYP3A4)

[locne mpueMa MHOTOKPATHBIX 103 pH(AMIUIMHA C MOCIHEAYIOMEH OXHOKPATHOW 1030M
npenapara CepTUKaH y 30pOBBIX JOOPOBOJIBIIEB HAOIIOAAIOCH MOYTH 3-KpaTHOE MOBBIIICHUE
KJIIMPEHCa 3BepojauMyca, yMeHblIeHHEe Cmax Ha 58% u AUC — nHa 63%. OpHOBpeMeHHOE
npuMeHeHue npenapata CepTukaH ¢ puaMnuIruHOM HE PEKOMEHIYEeTCs.

Kemorxonazon (uneubumop uzogpepmenma CYP3A4)

[Tocie mpueMa MHOTOKpaTHBIX J03 KETOKOHa30ja € TMOCIEAYIOUIEH OJHOKPATHOW J030H
npenapara CepTUKaH y 30POBBIX JTOOPOBOJIBIIEB HAOMIOAANOCH yBeIUYCHHE Cmax IBEpOTMMYCa
nouty B 4 paza, a AUC — B 15 pas.

O)KI/IIIaGMBIe HCXCJIATCIbHBIC B3aUMOJCUCTBUS (OIIHOBDGMGHHOG OPpUMCHCHHUC HC

PEKOMEHIYETCS)

OnHoBpeMeHHOe TNpuMeHeHue npenapata CepTHKaH ¢ MOIIHBIMH HHTHOUTOpaMHM WM
uHayktopamu  uzopepmenta CYP3A4 He pexoMmenayercss (Hampumep, HTPaKOHA3071,
BOPUKOHA30J1, KJIAPUTPOMULIMH, TEIUTPOMHIIMH, pUTOHABHP, pupabyTHH).

.HeKa‘[)CTBeHHBIe B3aHMOI[€I>'ICTBH$[, KOTOpBIC CIHCAYECT VYVYUTHIBATH IIpUM  OJHOBPEMCHHOM

INPUMCHCHUHN

IIpenapameul, snusrowue na oeticmsue npenapama CepmukaH

Lluxnocnopun (uneubumop uzodepmenma CYP3 A4/ P-cnukonpomeuna)

BI/IO,Z[OCTYHHOCTB 9BCPOJIMMYCa 3HAYUTCIIBHO YBCIIMINBAJIACh IPU OAHOBPEMCHHOM IMPUMCHCHUHN
UKIJIOCTIOpUHA. B nccnenoBanum 0qHOKPATHON J03BI Y 3JI0POBBIX 100POBOJIBIEB IIUKIOCIIOPUH B
BUJIe MUKpoIMyIbcuu yBennuuBaia AUC sBeponmmyca Ha 168% (46-365%) 1 Cmax Ha 82% (25-
158%) mo cpaBHEHHMIO C MPUMEHEHUEM TOJBKO OJHOTO 3Beponumyca. [Ipu M3MeHeHuu H03bI
[IUKJIOCTIOPUHA MOKET TOTPEOOBATHCS KOPPEKIIUS PEKUMA JO3UPOBAHUS IBEPOIIUMYCA.

Opumpomuyun (unzubumop uzodepmenma CYP3A4)

[Tocne mpueMa MHOTOKpPATHBIX J03 JPUTPOMHIIMHA C TOCJIEAYIONIEH OJHOKPATHOM 0301
npenapaTta CepTUKaH y 30pPOBBIX T0OPOBOJIBIEB HAOIIOAANIOCH yBenrnueHUuE Cmax 9BEpOIUMYCa B
2 paza, u AUC B 4,4 pas.

Bepanamun (unzubumop uzoepmenma CYP3A4)

[Tocne mpuemMa MHOTOKPATHBIX 103 BEpanaMuiia ¢ MOCIEAYIONIeH OJJTHOKPATHOM 10301 mpenapara
CeptukaH y 310poBbIX 100poBoJIbIEB Cmax 3BEpOIMMYca Bo3pacTana B 2,3 paza, a AUC — B 3,5
pas.

Bausanue npenapama Cepmuxan na oeticmeue 00HOBpEMEHHO NPUMEHSAEMbIX NPEenapamos
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[{uxnocnopun (NOCNEOCBATENEHOCTE 0005)

Kimandeckas 3HaunMOCTh BimstHES Tipernapata CepTrkaH Ha (papMaKOKHMHETHKY UKIOCTIOPHHA
MUHHMaJIbHA y TIAIIMEHTOB C TPAHCIUIAHTATOM TOYKH M CEPJlA, MOIYYaIONINX TUKIOCTIOPHH B
(bopMe MUKPOIMYIIbCHH.

Oxmpeomud

[Tpu 0THOBpEeMEHHOM IPUMEHEHUH IBEPOIIMMYCa U OKTPEOTH 1A Cmin TOCIIETHETO YBEININBAIIACH
CO CPEITHUM T€OMETPUUYECKUM OTHOIICHHEM (IBEpOIMMYC K Tutanebo) B 1,47 pas.

Amopeacmamun _ (cyocmpam_ uzopepmenma  CYP3A4) u  npasacmamun _ (cybcmpam

P-ZJZMKOI’ZDOH’IQMHG)

[Ipu npueme oTHOKpATHOH 103bI Mpenapara ¢ aTOPBACTATUHOM WJIM NIPAaBACTATUHOM Y 3/10pPOBbIX
NOOpOBOJIBIIEB HE OTMEYEHO KIMHUYECKH 3HAaYMMOIo BIMSHHUA Ha (DapMaKOKMHETHKY
aTopBacTaTHHA, IpaBacTaTHHA M HBEPOJIUMYCA, TaK K€, KaK U Ha o01ryto 6uopeaktuBHOCTH [ MI -
KoA-penykrassl B mia3me KpoBu. OHAKO, 3TH Pe3yJIbTaThl HE MOTYT OBbITh 3KCTPAIOIUPOBAHBI
Ha apyrue uHruoutopsl I'MI'-KoA-penykrasel. Ilanmentos, nonydaromux uHruoutopsl I'MI -
KoA-penykrasbl, ciemayeT HaOmOIaTh Ha MPEAMET pa3BUTHS padaomuonu3a u apyrux HP B
COOTBETCTBUU C MHCTPYKIHMEH IO MEAUIIUHCKOMY ITPUMEHEHHUIO BBIIICYKAa3aHHBIX CPEICTB.

Muoazonam (cyocmpam uzogpepmenma CYP3A4A)

B mepekpecTHOM HCCIEOBaHWHM JIEKAPCTBEHHOTO B3aUMOJCHCTBHS C (UKCHPOBAHHOM
MOCJIEI0BATENbHOCTRIO TIPUEMA C JBYMs NEpHOJaMHU 25 30pOBBIX JOOPOBOJIBIEB IMOTyYald
4 Mr MpzaasonaMa OJHOKPAaTHO BHYTPh B MEPBOM IEPUOJIE; BO BTOPOM IEPUOJE AOOPOBOJIBLIBI
NPUHUMAIM 3BEPOJIMMYC OAMH pa3 B CyTKM B o3¢ 10 Mr B TedeHue 5 AHEH, a Takxke 4 Mr
MuJa3ojlaMa OJIHOKpPAaTHO ¢ MOcIeAHEN 10301 3BeposnMyca. Cmax MH1a30J1aMa YBEIUYUBAJIACh B
1,25 pa3 (90% AU, 1,14-1,37), AUC (tepmunanbHO¥) mMuma3onama - B 1,3 paza (1,22-1,39).
[lepuon nosyBsIBEACHNS MUJa301aMa He U3MEHsUICA. B pe3ynbraTe uccinenoBaHus MOKa3aHo, 4TO
MU/1a30J1aM sIBJIeTCs ciabbiM nHruouTopoM nzopepmenta CYP3A4.

O)KI/IIIaeMBIe JICKAapCTBCHHBIC B3aMMOJCHCTBHS, KOTOPbIC CICAYECT YYHUTHIBATH Ipu

OJHOBPEMCHHOM IMPUMCHCHUU

IIpenapameul, snusrowue na oeticmsue npenapama CepmukaH

Ymepennvie unoykmopul uzsohepmenma CYP3A4

Ymepennsie uaaykTopsl n3ohepmenta CYP3A4 MoryT noBbImaTh METa0OIU3M 3BEPOIUMYCa U
YMEHBIIATh KOHIIEHTPAIIMH H3BEPOJIMMYyCa B KpOBH (Hampumep, 3BepoOoil MpOABIPSBICHHBIN;
NPOMUBOCYO0POICHBIE Chedcmaa: KapbamasennH, heHobapouTan, GEeHUTONH; nPOMUBOBUDYCHbIE
cpedcmaa, 8 mom uucie 0 neveruss BUY-unghexyuu: >paBupeHIl, HEBUPAIIWH).

Ymepennvie unzubumoput usochepmenma CYP3A4

Ywmepennsie uHrnoOutopsr mzopepmenta CYP3A4 wu P-rimkomporenHa MOTYT TIOBBIIIATH
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KOHIIEHTPAIIHIO YBEPOTHMYCA B KPOBH (HATIPHMED, 1pontibospilbrdsire dyed i = @M ﬁ'—':-bon;

6ﬂ0Kam0pbl «MEOJICHHBIXY Kallbyuesoblx KaHanloe - HUKApAUIIUH, JUITUA3CM,; Npomueo6upycHole

cpeocmea (uHeubumopsl npomeasvt), 8 mom uucie oasa aevenuss BUY-ungpexyuu: nendunaBup,
WHIMHABUP, aMIIPCHABHD).

Huzubumopwl P-cnuxonpomeuna

WNuruburopsl P-rmukonporenHa MOTYT CHH3UTH BBICBOOOXKIIEHHE SBEPOIMMYCa U3 KUIICYHBIX
KJIETOK U ITOBBICUTH KOHLEHTPALUIO 9BEPOJIMMYCA B KPOBH.

Hzodhepmenmor CYP3A4 u CYP2D6

In vitro 5BepoIUMYC SIBIISUICS KOHKYPEHTHBIM HHTHOUTOpOM n3odpepmenToB CYP3A4 u CYP2D6,
HNOTEHUMAIbHO YBEJIUYMBAIOIINM KOHIIEHTPAIMH [IPENapaToB, BEIBOASIIMXCS MPU YYACTHH ITHX
n3oepmentoB. Takum o00pa3om, cleayeT COONIOAaTh OCTOPOXHOCTh MPU OJHOBPEMEHHOM
npuMeHeHun npenapara CeprukaH ¢ cyoctparamu uzopepmeHtoB CYP3A4 u CYP2De,
MMEIOIIMMU Y3KUU TEPANleBTUYECKUN TUAIIa30H.

Taxpoaumyc (uncubumop uzogpepmenma CYP3A4)

Takpomumyc uarHONpyeT TosIbK0 CYP3 A4, He BMsisi HA aKTUBHOCTH P-TyMKonpoTenHa, U, TaKUM
00pa3oM, He OKa3bIBaeT KIIMHUYECKU 3HAUMMOTO BIUSHUS Ha (DapMaKOKUHETUKY 3BEPOIUMYCa.

JIpyroe BO3MOKHOE B3aNMOJICHCTBUE

I'peiindpyr u rpelndpyToBBId COK BIMSIOT Ha AaKTHBHOCTH IMTOXpoMa P450 w
P-rmuxomnporenHa, moATOMY ciemyeT u30eraTh HMX yHnoTpeOneHus Ha (OHE MPUMEHEHHS
npenapara CepTUKaH.

Bakimnanus

HmmyHOzenpeccaHTbl MOTYT OKa3bIBaTh BIMSHUE HA OTBET NMPH BaKUMHALMW; HAa (POHE JCUCHHS
npenapaToM BaKIWHAIMA MOXKET ObITh MeHee 3¢ ¢extuBHON. Crenyer m3berarb MpUMEHEHHS

JKHMBBIX BaKIIUH.

4.6. DepTUIBHOCTH, 0ePEMEHHOCTD M JIAKTAIUS

JKeHnuHEI ¢ ACTOPOJHBIM ITOTCHIHXAJIOM (KOHTDaHeHHI/Iﬂ Y MYKYMH U )KCHUJI/IH)

[TanueHTKaM € COXpAaHEHHBIM PENPOAYKTUBHBIM IOTEHLMAJIOM CIIEJYyeT PEKOMEHI0BATh
NPUMEHATh HaJIe)KHbIE METO/bl KOHTpALeNUU B MepHo JieueHus npenapatom CepTHKaH U B
TEeYeHUEe 8§ HeNeNb I0Cie OKOHYAaHWs Tepanuu (Te, B pe3ysbTaTe NPUMEHEHHUS KOTOPbIX
OEepeMEHHOCTh MOXET HACTYIHUTh MeHee 4eM B 1% cirydaes).

bepeMeHHOCTh

Pestome puckos

JlocTaToOuHBIX AAHHBIX MO MpUMEHeHHIo npenapata CepTukaH y OepeMeHHbIX JKEHIIMH HeT. B

JOKIMHHUYCCKHUX HCCICAOBAHUAX IIOKA3aHO HAJIHNYHC perOHyKTHBHOﬁ TOKCUYHOCTH, BKJIKHOYAaA
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MOTEHITHATBHBIA PUCK [IJIs1 YesioBeka. He cienyeT npuMeHsTs mpenapar y 6epeMeHHbBIX KCHIIMH,
3a MCKIIOYEHHWEM TeX CIy4yaeB, KOrja OXujgaeMas ToJib3a OT TEpalud MPEBBIIIACT
MOTEHIUANIbHBIA PUCK IS TUIOJA.

JlakTanms

HewusBecTHO, MpOHKUKAET M 3BEPOJUMYC B MATEPUHCKOE MOJIOKO, OAHAKO B MCCIEIOBAHMIX Y
JKUBOTHBIX KaK IBEPOJUMYC, TaK M €ro METabOJUTHI MPOHUKAIA B MOJIOKO Kpbic. JKeHIIMHAM,
MOJIyYalOLUM 3BEPOJIUMYC, CIeAYyET IPEKPATUTh I'PyIHOE BCKapMIIUBaHUE.

DdepTHIbHOCTD

B nwureparypHbIX HMCTOYHHMKAX COOOLIANIOCH O pPa3BUTUU OOpaTUMOW a300CHEPMUU U
OJIUTOCIIEPMMHU y NMALMEHTOB, MOJIyYaBIIMX Tepanuio npenaparamu uHruoutopamu mTOR (cwm.
paznen 4.4).

B uccrnenoBanusax y Kppic He OTMEUEHO BIUSHUS Ha (EPTHIBHOCTD Y CaMOK.

4.7. Biausinne Ha COCOOHOCTH YHIpaBJATh TPAHCIIOPTHBIMHU CPEACTBAMH H paﬁoTaTb C
MEXaHU3MaMHU
HccnenoBanus BIUSHUS Ipenapara CepTI/IKaH Ha COCOOHOCTDH K YHOpaBJICHUIO TPAHCIIOPTHBIMU

cpeacTBaMu U pa60Te C MCXaHU3MaMH HEC ITPOBOJUIIUCE.

4.8. HexenateabHble peakuun

Pesrome npodung 0e3omacHoCTH

Komb6unupoBannas tepanus npenaparoM CepTUKaH ¢ HIUKIOCIIOPUHOM B (hOpME MUKPOIMYIIbCUN
U3y4YeHa B 5 KIMHUYECKHUX HCCIEAOBaHUAX Yy 2497 penunueHToB MOYKU (B JIBYX W3 KOTOPBIX
KOHTpPOJIbHASI TpYMIa TakxKe noiyyana npenapat CepTukan) U 3 KIMHUYECKUX UCCICAOBAHUIX Y
1538 peuunuentoB cepana. Y 719 peuunueHToB medyeHH B | KIMHHUYECKOM HCCIIEIOBAHUU
npenapar CepTUKaH NPUMEHSUIM B COYETaHMH C TakpoaumycoMm. OOo0OmeHHbIH Tpodub
0€30MacHOCTH B JIaHHOM HCCIICZJOBAHUM HE OTIUYAJICS OT paHee MOITYYCHHBIX M 0KHJIaeMbIX
Pe3yIbTaTOB MPH TEPANUHU MPOJOIDKUTEIBHOCTBIO 10 36 MecsIeB (PEUUITUCHTHI IEYEHN ).
YacTtora HexxenatenbHbIX peakiuid (HP) MoxkeT 3aBuceTh OT CTENEHW W MPOJOJDKUTEILHOCTH
peXxuMa HMMMYHOCYNpECCHMH. B KIMHUYECKHMX HCCIEAOBAHUAX IOBBIIIEHUE KOHIIEHTPALIMHU
KpEaTHHHHA B CBIBOPOTKE KPOBU OTMEYAJIOCH Yallle Mpy NMPUMEHEHHUH Mpenapara B KOMOMHALIUN
C TOJHOHM 10301 LUKIOCHOpPHHA B (hOpME MHUKPOIMYIBCUU 1O CPABHEHUIO C KOHTPOJIbHOM
rpynnoi. B KIMHMYECKHUX MCCIEAOBAaHUSAX 4YacTOTa, a TAKXKE CPEAHEE U CPEIUHHOE 3HAUCHUE
MOBBIIICHHS] KOHLEHTPALUKU KpPEaTMHHHA B CHIBOPOTKE KPOBHU OBLIO HIKE IPU MPUMEHEHUU
npernapata CepTHKaH B KOMOMHAllMM CO CHHKEHHOW [030M IMKJIOCIOpMHA B (dopme
MUKPOIMYJIbCHUH.
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B COUYETAHUU CO CHWYKEHHOW 10301 LIMKJIOCTIOpUHA B (hOpME MUKPOIMYJILCUH ObUT COIIOCTaBUM C
pe3ynbTaTaMy KIMHUYECKMX HCCIECJOBAHMM, I'I€ MAlUEHTHl NOJydYaad €ro C IOJHOM 10301
[IUKJIOCTIOPUHA (32 MCKJIIOYCHMEM IOBBIIIEHUS] KOHLIEHTPALMM KpeaTMHWHA B TpyIIe, Iie
NaUEHTHI Nodyvyanu npenapat CepTukKaH ¢ MOJIHOM 10301 nukiocnopuHa). Oxnako, yacrora HP
Obl1a HUXKE MPU MPUMEHEHUH LIUKIOCIOPHHA B CHM)KEHHOM n1o3e. [Ipu HaOmoqeHuu B TeueHue
MUHHUMYM | TroJla B KOHTPOJIMPYEMBIX KIMHHUYECKUX HCCiIeNoBaHusX y 3,1% nu3 3256 nmanueHTos,
NOJyYaBIIUX IMpernapar B KOMOMHALUKU C IPYTMMHU UMMYHOCYIPECCaHTaMH, 3aperuCTpUPOBAaHO
pa3BUTHE 3JI0KAaYeCTBEHHBIX HOBOOOpa3oBaHui, nmpu 3toM 1,0% coctaBisuin HOBOOOPa30BaHUS
koxu 1 0,6% - mumdomsl wim umdonpoardepaTuBHbIE 3a00JICBaHUS.

Hwxe ykazansl HexenaTenbHble peakuuu (HP), BbIsiBIeHHBIE IPH aHAIN3€ JAHHBIX O SIBICHUSX,
3aperMCTPUPOBAHHBIX B TEYeHHE 12 MecsleB, B MHOTIOLCHTPOBBIX PaHIOMHU3HPOBAHHBIX
KOHTPOJHMPYEMBIX KIMHUYECKUX HCCIe0BaHuAX mpenapara CepTHKaH B KOMOMHAIMU C
UHTUOUTOpaMU  KaJbIIMHEBPUHA W  TJIOKOKOPTHKOCTEPOMJAMHU Yy  MALUEHTOB  IOCIIE
TpaHCIUIaHTalMK. Bce yka3aHHbBIE MCCIENIOBaHUS BKIIIOYAIM IPYINIBI MALIMEHTOB, IOJY4YaBIIUX
CTaHJAPTHYIO TEPAIMIO Ha OCHOBE HHIMOMTOPOB KaJlblIMHEBpUHA Oe3 npenapaTta CepTUKaH.
Hwuxe nepeuniciensl HP, BO3MOXHO WM BEPOATHO UMEIOLIME CBS3b C IPUMEHEHUEM IIpenapara
CepTukaH, 0 JaHHBIM KiMHMYeckux ucciuenoBanuil 111 ¢aspl. 3a HckiIoueHHEeM HEKOTOPBIX
cly4aeB (OTMEUEHBl OTHENbHO) JUIsI BCEX HApYyLIIEHUH YyKa3aHa 4YacToTa pa3BUTHA,
3apETUCTPUpPOBaHHAs Yy MALNWEHTOB, MOJyYaBIIMX Tepanuio npenapatoM CepTukaH B
knuHn4eckux uccinenoBanusx I ¢dasbl (Mo cpaBHEHUIO ¢ KOHTPOJIBHOM TPYIINOi, MOTydaBIIei
CTaHJApTHBIC PEKUMBI UMMYHOCYTIPECCHH), JOTIOTHUTEIBHO MOXKET OBITh YKa3aHa 4acToTa IS
npenapara KOHTpPOJsS, B Cllydae, €CJIM HAPYLIEHHE W3BECTHO, KaK XapaKTepHOE UIsl TaKOro
npenapara (HalpuMep, B UCCIEAOBAHUAX y PELIUIIUEHTOB Cepla U MOYKH). 3a UCKIIOUEHHEM
HEKOTOPBIX Cily4aeB (OTMeueHbl OTAeNbHO) Hpoduiabr HP ObuT OTHOCHUTENBHO CXOXKHM Y
MALMEHTOB 110 BCEM ITOKa3aHUSAM K [IPUMEHEHMUIO.

Hexenarenpabie peakuuu (HP) crpynmupoBaHbl B COOTBETCTBHH C KiTacCH(UKAIIMEH OPTaHOB H
cuctreM opranoB MedDRA. B mnpenmenax kaxmoro kiacca HP mepeunciensr B mopsiake
YMEHBILIEHUS 4acTOTHI. [[J1s1 onpeienenns 4aCcTOThl UCIIOIb30BaHbl CIEAYIONINE KPUTEPUH: OUYEHD
gacto (>1/10), gacro (=1/100, <1/10), neuacto (=1/1000, <1/100), peaxo (=1/10000, <1/1000),
oueHb penko (<1/10000).

Ta0anyHOE pe3rOMe HEXKETATENbHBIX DEAKIIUN.

Tabauya 4.1. HP no 0anHvim kKiunuyeckux ucciedosanui 3 ¢asol.

3 dha3za kaunndecknx ucciaenopanuii (KN)
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Tpanchantaily [ Tpatdiaana- | Thanciiania
MOYKH ISl Cepala | Husi___ Te4YeHHu
(KM A2309) (KN A2310) (KW H2304)
EVR
HesxenareabHble EVR | npa |+ e 4| TAc?
JeKAPCTBEHHbIE EVR’ 0
MPA? 1.5Mr | N=2g | TAC | control
peaxkuuu 1.5 mr
Yacrora N=273 | N=279 | 8 N=24 | N=241
NI (100%) | (100% | (100 |5 .
0 (100%
(100%) o
) 9 oo |)
o)
Nudexuuu ¥ HHBA3UKU
Nudexnmn
Ouenb 173 190 174 161 124 104
(OakTepuasbHbIe,
9acTo (63.1) | (69.6) (62.4) |(60.1) | (50.6) | (43.2)
rprOKOBBIC, BUPYCHBIC)
Nudexunn HIDKHAX
Ouenb 36 32 14 14
JBIXaTEIbHBIX  MyTeH 20(7.3) | 15(5.5)
gacTo! (12.9) [ (11.9) | (5.7) | (5.8)
(BKITIOUASI THEBMOHUIO)
Wudexmun  BepxHux | OueHb 68 76 51 63 38 32
JBIXaTeNbHBIX MyTen 4acTo (24.8) | (27.8) (18.3) | (23.5) | (15.5) | (13.3)
Nudexuun OueHb 68 66 22 22 21 11
MOYEBBIBOIANINX MyTeil | yacTo’ (24.8) [(24.2) (7.9) (8.2) [(8.6) |(4.6)
17 7 11
Cericuc YacTto 10 (3.6) | 9 (3.3) 8(3.3)
(6.1) (2.6) | 4.5)
PaneBas undexus Yacto 6(2.2) |4(1.5) 1(04) |0 8(3.3)|0

JloOpoKaYecTBEeHHLIE, 3JI0KAYEeCTBeHHbIC M HEYTOYHEHHbLIe HOBOOOPAa30BaHuA (BKJIIOYas

MOJUNbI H KUCTHI)

3J10KaueCTBEHHEIE 5
q 4(1.5) | 7(2.6) 2 i 5(2.0) !
HCYTOYHCHHBIC acCTo . . .
43) | (3.0) (4.6)
HOBOO6paSOBaHI/IH
STOKATECTRERHBIC M |y 3(1L1) |6(22) [501.8) |1 0 3(1.2)
HCYTO'-IHCHHBIG
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HOBOOOpa30OBaHUs (T It"J"“'b""( bt'll)l B TE JUUa]

KOXH

Jlumbombl /| Hedacto 0 0 0 1 2(0.8) |0
[TocTTpancmiaHTaIoH (0.4)
HBIN

nuMdonpomdepatuBH

bIl CUHIIPOM

HapvieHusi co CTOPOHBI KPOBH M JUM(pATHUYECKON CHCTEMbI

Ouenb 72 71 117 ]8 23 22
AHEMUSI/SPUTPOTICHUS
4acTo (26.3) | (26.0) | (41.9) |(32.8)|(9.4) |OD
Ouenb 44 17
Jleiikonenus 15(5.5) 44 4 33
4acTo (16.1) | 1s5.8) |(35.1)|@14.3) |(7.D
Ouenp
TpomOouuTonexnus 8(2.9) 622 31 29 14 5@2.1)
HacTo (11.1) | (10.8) | (5.7)
[TaHmMTONIEHUS YacTto 2(0.7) [4(1.5) 0 0 93.7)12(0.8)
TpomboTuueckas
MUKPOAHTHOMATHUS
(B T.4. TpOMOOTHYECKAS
TPOMOOIIUTONICHUYEeCKa
Yacro 4(15) |0 3(1.1) |0 0 0
o
My pITypa/TeMOJIUTUKO-
YpEMUYECKUN
CHHJIPOM)
JHAOKPHHHbIE HAPYIIIEHUS
I'unmoronaanzm y
MYXXYMH  (CHMXKCHHE
KOHIICHTPALUU
TecToCTepond, Hewacto | 0 2(1.1) |0 0 1(0.6) | 0
MOBBIILICHUE
KOHIICHTPaLuU
(bOoIIHKYIOCTUMYTTUPY
toiero ropmona (@CI')
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(MOCNEOOBRTENBHOCTE 005)

U JIOTEUHU3UPYIOLIETO

ropmona (JII'))

Hapvimiennss MeTa00Ju3Ma H TATAHUA

[Munepaunuaemus
Ouenb 143 105 83 60 58 23
(xonectepuH,
4acTo (52.2) | (38.)5) (29.7) | (22.4) | (23.7) | (9.5)
TPUTIIULICPUIBI )
BrniepBeie BbIsiBiIeHHBIN | OueHBb 58 68 53 52 28 29
caxapHbIii quadeT 4acTo (21.2) | (24.9) (19.0) [ (19.4) | (11.4) | (12.0)
Ouenb 33 32 36 32
[M'umoxanuemust 72.9)]5(2.1)
4acTo (12.0) | (1L.7) (12.9) | (11.9)

IlcuxuyecKkyue HAPVIIEHUA

OueHb 47 43 75 54 14 19
becconnuma

4acTo (17.2) (15.8) (26.9) | (20.1) | (5.7) (7.9)

OueHn 42 32 11
TpeBoxHOCTH 26 (9.5) | 19 (7.0) 4(1.7)

4acTo (15.1) | (11.9) | (4.5)

HapvyiieHus co cTOPOHLI HEPBHOM CHCTEMbBI

Ouenp 49 40 78 63 |47 46
4acTo (17.9) | (147) | (28.0) |(23.5)(19.2) | (19.1)

T'onoBHAas 0o

HapyviieHus co CTOPOHLI cepaia

Bemor B monoctek | OueHb 111 74
1(0.4) |1(04) 1(0.4) [ 2(0.8)
nepukapaa 4acTo’ (39.8) | (27.6)
T q 14 (5.1) | 8(2.9) '8 o 5(2.0) | 8(3.3)
axXHKapIus acTo . . . .
P (6.5) (7.1)

HapynieHusi co CTOPOHBI COCYI0B

AprepuanbHast Ouenb 89 89 129 127 44 38
THIIEPTEH3US 9acTo (32.5) | (32.6) (46.2) | (47.4) | (18.0) | (15.8)
B i 0 Ottty 15(5.5) | 8(2.9) > > 9(3.7)13(1.2)
€HO3HBII TpoMO03 . . . .
P 4acTo (12.2) | (8.2)
HocoBoe kpoBoteuenue | Hacto 6(2.2) |3(1.1) 15 7 5(2.0) [ 1(0.4)
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(MOTIERD E--L(E.Fd? BHOCTE Q005]
JInm Yacro* 21(7.7) | 16 (5.9) 2 ° 0 1(0.4)
umdoriemne acTo . : :
(4.3) (2.2)
Tpom603 COCYZIOB
TpaHcIIaHTHpoBaHHOW | Yacto 6(22) [3(1.1) - - - -

IIOYKH

HapvineHusi co CTOPOHBI

JBIXATEJbHOH CHCTEMBI,

OPraHoB TIPVIHOH KJETKH U

CpEaOCTCHUSA

Bemor B mosocts | OueHs 71 58 11 11
8(2.9) [5(1.8)
TIJIeBPEI gacTo' (25.4) | (21.6) | (4.5) | (4.6)
OueHb 30 57 42 15 15
Kamens 20 (7.3)
yacTo! (11.0) (20.4) | (15.7) | (6.1) (6.2)
Ouensn 47 43 15 12
Oppimika 20 (7.3) | 24 (8.8)
gacTo! (16.8) | (16.0) | (6.1) | (5.0)
HNutepcTunnanbHas 2
Heuacto® | 2(0.7) |2(0.7) 7(2.5) 1(0.4)|1(0.4)
00J1e3HB JIETKUX (0.7)
KeJyI09HO-KNIIeYHbIC HAPYIICHUSH
OueHb 51 54 51 63 47 50
Huapes
4acTo (18.6) (19.8) (18.3) |(23.5)|(19.2) | (20.7)
OueHb 81 86 58 71 33 28
TommuoTa
4acTo (29.6) (31.5) (20.8) | (26.5) | (13.5) | (11.6)
OueHp 40 60 29 42 14 18
PBora
4acTo (14.6) (22.0) (10.4) | (15.7) | (5.7) (7.5)
OueHb 50 67 32 38 45 35
bonb B ;xuBOTE
4acTo (18.2) (24.5) (11.5) | (14.2) | (18.4) | (14.5)
Boxnb B o0acTu 17 10 13
Yacro 14 (5.1) | 10 (3.7) 5(2.1)
POTOTJIOTKH (6.1) 3.7 [(5.3)
1 1 4
[Tankpeatur YacTto 0 2(0.8) | 2(0.8)
(0.4) (0.4) (1.4)
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CroMaTuT/U3bA3BICHHE (MOCNEQOBETENEHOUCTEG0US]
24 7 723 13 23
cinu3ucTo  obonouku | Yacro 3(1.2)
(8.8) (2.6) 82 |49 (04
MOJIOCTH PTa
HapyuieHusi CO CTOPOHBI eY€eHH U JKeJTYeBbIBOASIIIMX NYTel
I'ematut .
HEeUH(EKIIMOHHOMN Heuacto 1(0.4) |1(04) 1(0.4) 0.4) 52.0)[5(2.1)
ATHOJIOTHH '
2
Kentyxa Heuacto 0 0 1(0.4) 2(0.8) | 5(2.1)
(0.7)
HapyuieHusi CO CTOPOHBI KOKH U IOIKOKHbIX TKaHel
21 28
AxHe Yacro 26 (9.5) | 23(8.4) 4(1.6) |0
(7.5) (10.4)
AHTMOHEBPOTHYECKUI . 14 7
N Hacro 11(4.0) | 10(3.7) 3(1.2)13(1.2)
OTCK (5.0) (2.6)
15 17
KosxHas chirb Hacro 13(4.7) | 17 (6.2) 93.719@3.7
(5.4) (6.3)

HapvyiieHus co cTOPOHLI MBIINIEYHOH, CKeJIETHOMH M COeTMHUTEILHON TKAHN

20 18

Muanrus YacTto 15(5.5) | 10(3.7) 7(12.9) | 4(1.7)
(7.2) (6.7)
17 23 17 18

Aptpairus Yacto 25(9.1) [ 26 (9.5) ©.1) 8.6) | (6.9) (7.5)

HapyiieHusi co CTOPOHBI NOY€K M MOY€BbIBOASIIINX MYTEi

4
ITpoTennypus Yacro? 25(9.1) {20(7.3) [9(3.2) (L.5) 7(2.9)(2(0.8)
Hekpo3 IIOYEUYHBIX 1
Yacro’ 15(5.5) | 13(4.8) [2(0.7) 0 0
KaHAJIBIICB (0.4)

HapyiieHus co CTOPOHBI PENPOAYKTHBHOM CHCTEMbI 1 MOJIOYHbIX JKeJI€3

DpEeKTUIIbHAS 15 7
Yacro 10 (5.7) | 5(2.7) 3(1.7)[5(2.8)
TUCHYHKITUS (6.7) 3.2)
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JCNMEOOBATENBHOCTE 0005)

OOuue HapylIeHUS U PeaKMU B MecTe BBelIeHUsl

Ouenb 43 33 10
bonb 27(9.9) | 27(9.9) 8(3.3)

4acTo (15.4) | (12.3) (4.1)

Ouenb 51 41 46 40 32 25
JIuxopanka

4acTo (18.6) | (15.0) (16.9) | (14.9) | (13.1) | (10.4)
[Tepudepuueckue Ouenb 123 108 124 103 43 26
OTEKHU 4acTo (44.9) |(39.6) (44.4) | (38.4) | (17.6) | (10.8)
3ameieHue

Ouenb 89 77 55 52 27 19
penapaTuBHBIX

4acTo (32.5) [(28.2) (19.7) | (194) | (11.0) | (7.9)
MIPOLIECCOB
ITocneonepanuonHas 4 17 13

Yacro 5(.8) |3 (1.1) 9@3.2)
rphIka (1.5) [(6.9) |54

JladopaTopHLIe H HHCTPYMEHTAJLHbBIE JaHHLIE

IloBrImenue

aKTUBHOCTH ()EPMEHTOB

TICYCHH
(acmapTaTraMHHOTpAHC
b (ACT), |4 8 6(22) [12(44) |6(2.2) : o >
epasbl , | Hacto . . .
P (1.9) | (6.5) |(10.0)
aJlaHMHAMUHOTpaHChep
a3bl (AJIT),
raMmMarIyTaMuaTpancd
epassl (I'TT))
CcbUiku:

1 - BcTpewaeTcs 9acTo MpH TPAHCIUIAHTAIIUH ITOYEK U TIeYEeHU

2 - BcTpeYaeTcs 4acTo MpY TPAHCIUIAHTALMY CepIa U MeYeHU

3 - BCTpeYaeTcs 4acTo MpH TPAHCIUTAHTAIUH CEep/lla

4 - BcTpewaeTcs 9acTo MpH TPAHCIIAHTAIIMH TIOYEK U cepa

5 - o pe3yibpTaTaM MIUPOKOTo MOVCKA B 0a3e JaHHBIX 0e30MmacHOCTH 1Mo cranaaptaomy MedDRA 3ampocy
N0 TEPMUHY «HUHTEPCTHLIUAIbHAs OOJIE3HBb JETKUX», NAaHHBIC SIBICHHUA TakKe BKJIIOYAIU CIydad, B T.U.
00yCIIOBIIGHHBIE COMYTCTBYIOIIUMH SIBJICHHUSMH, HampuMmep, wuHpeknusmu). Karteropuss dYacToThl
MPHUCBOEHA MTOCIIE METUITTHCKOW OIIEHKH

6 - B OCHOBHOM Yy MAalMEHTOB, MOJYYalOUIUX JiUeHHEe HHIHOUTOpaMH aHTHOTEH3MHITPEBPAIIAIOIIETO
tdhepmenra (AIID)

7 - BCTpeYaeTcs 9acTo MPH TPAHCIUTAHTAIMH ITOYEK

8 — ysenuuenue aktuBHocTH ACT, AJIT, I'TT — yka3aHa gactora SIBICHHS «OTKJIOHEHHE OT HOPMBI
nokasaresisi GyHKLUUH [IeYEeHN» 110 TaHHBIM UCCIIeIOBaHUI

9 — EVR — sBeponmumyc, MPA — mukodenonar Harpus, red. TAC — cHmkeHHas 1o3a Takponumyca, TAC
control — cranmapTHas 1032 TaKpPOJIMMYcCa.
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(MOCNEOCBATENEHOCTE 000%)

IlocTperucTpaliliOHHLIC CIOHTAHHEIS COO6H_I€H 1.

Bo BpeMs mnocTperucTpallMOHHOIO OIbITa NpUMEHeHus mnpenapara CepTUKaH, Y4YUTbIBas
pe3ynbTaThl  CHOHTAaHHBIX  COOOIIEHMH W  JaHHBIX  JIMTEPATypbl, OBUIM  BBISBICHBI
HIDKETIEPEUHCIICHHBIE HeXelaTelnbHble peakiuu. [locKoJabKy COOOIIEeHUs TOJY4YEeHBI B
JTOOPOBOJILHOM TOPSIZIKE OT MOMYJISIIMKA HEOIPENEJIEHHOTO pa3Mepa, JTOCTOBEPHO ONpEACITUTh
yacToTy pa3BuTus JaHHbix HP He mnpencraBisiercss BO3MOXHBIM, B CBSI3U C YEM OHH
KJIacCCU(UIIMPOBAHbl KaK «4acTOTa HEW3BeCTHa». HexenarenpHble JeKapCTBEHHbIE peaKluu

CTPYIIIUPOBAHbI B COOTBETCTBUU C KJIacCH]UKanuel opraHoB U cuctem opranoB MedDRA.

Tabauya 4.2. HP no 0anHblm nocmpe2ucmpayuoHHbiX coOoOueHull.

HapyuieHnust co CTOPOHBI COCY/10B

JIEMKOITMTOKIACTUYECKUH BACKYJIUT

HapymeHnusi co CTOPOHBI AbIXaTeJIbHON CHCTEMbI, OPraHOB I'PYAHON KJIETKH U
CpeloCTeHus!

JIErouHsIil aJIbBEOJISIPHBIA TPOTEUHO3

HapyuieHust co CTOPOHBI KOKH M IMOAKOKHBIX TKAHel

DpUTPOAEPMHUS

HapymeHnust co cTOpoHbI penpoOAYKTHBHOM CHCTEMbI H MOJIOYHBIX KeJ1é3

Kucra auunuka

[Tpu npuMeHeHnN panaMHUIIMHA U €TO MTPOU3BOIHBIX, BKIItoYas npenapat CepTukaH, OTMEYAIINCh
Cllydyal HMHTEPCTHIMATIBHOM OOJIE3HH JIETKMX, BKJIIOYAas BOCHAJCHHE MApEHXUMbI JIETKHX
(mHEeBMOHHUT) w/unu (GuOpPO3 JErkux HEeMH(GEKIHOHHOW ITHOJOTHH, B HEKOTOPBIX CIydasx C
JeTalbHBIM UCXOJIOM. B GOJBIIMHCTBE CilydaeB Mociie OTMEHBI Tepanuu npenapatoM CepTHkaH

W/ WIIH MNPHUMCHCHUA TTIIOKOKOPTUKOCTECPOUAOB OTMCHAIIOCH PAa3pCIICHUC YKAa3aHHbBIX COCTOSTHUM.

COO6H.[GHI/I$I 0 IMOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

BaxxHo cooOmarh 0 TOA03pEeBAEMbIX HEXKENaTeIbHBIX PEaKUUsAX T[OCIEe PErUCTpaluu
JICKapCTBEHHOTO Tperapara ¢ meliblo 00ecredeHns: HeMpPepPhIBHOIO MOHUTOPHUHTA COOTHOIICHUS
«TOJIb3a - PHUCK» JICKAPCTBEHHOTO TMpemnapara. MeIuIUHCKUM pabOTHHUKAM PEKOMEHIYETCS
coo0IaTh O JIOOBIX MOJ03PEBAEMBIX HEXKEJIaTeNbHBIX PEaKIUAX JEKapCTBEHHOTO Ipernapara
yepe3 HalMOHAJIbHBIE CUCTEMbI COOOIIEHHS O HEXENATENbHBIX PEaKIUsIX rocydapCTB — YJICHOB

EBpa3uiickoro 3KOHOMHUYECKOTO COH03a.

Poccuiickas @enepanus

denepanbHas ciyx0a 1mo Haa30py B chepe 3paBoOOXpaHEHUS

Anpec: 109012, r. MockBa, CnaBstHcKast miiomanis, a. 4, ctp. 1
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ot 05.11.2024 Ne 24359
Tenedort: + 7 800 550 99 03 (MOCNELQOBATENEHOCTL 0005)

OnektpoHHas nouta: pharm@roszdravnadzor.gov.ru

Caiit: www.roszdravnadzor.gov.ru

PecnyOnuka bemapycs

VII "LlenTp 3KCEpTU3 U UCTBITAHUM B 31paBOOXpaHeHun"
Anpec: 220037, r. Munck, niep. ToBapureckuit, 2a
Tenedon: +375 (17) 242 00 29

dakc: +375 (17) 242 00 29

DnekTpoHHas mouta: repl@rceth.by

Caiit: www.rceth.by

PecniyOsmka Kasaxcran

PI'TI na IIXB «HamuoHanpHBIA LEHTP JKCIEPTU3BI JIEKAPCTBEHHBIX CPEACTB U MEAULMHCKUX
w3nenuity Komutera MeTUIMHCKOTO U (apMameBTUYECKOr0 KOHTpONss MUHHUCTEpCTBa
3npaBooxpaneHust Pecnyonmku Kazaxcran

Anpec: 010000, r. Acrana, yi. A. ImanoBa, 13, 4 stax

Tenedon: +7 7172 235 135

OnekrponHas nouta: farm@dari.kz, pdlc@dari.kz, vigilance@dari.kz

Caiit: www.ndda.kz

PecniyGnmka ApmeHus

«HAYYHBIN IIEHTP DKCIIEPTU3bI JEKAPCTB Y MEJMIIMHCKUX TEXHOJIOTUI
M. AKAJIEMUKA 3. 'TABPUEJISIHA»

Anpec: 0051, r. EpeBan, ip. Komuraca 49/5

Tenedon: (+374 10) 20-05-05, (+374 96) 22-05-05
DneKkTpoHHas moyrta: naira@pharm.am; vigilance@pharm.am
CaiiT: www.pharm.am

Pecny6auka Keipreiscran

JlemapraMeHT JIEKapCTBEHHBIX CPEACTB M MEIULUMHCKUX u3Ienui npu MuHuctepcrse
3npaBooxpaneHus Keipreizckoit PecryOmmku

Anpec: 720044, r. buiukek, yi. 3-4 nuHus, 25

Tenedon: 0800 800 26 26

OnexrponHas noura: dlomt@pharm.kg

Caiit: www.pharm.kg

4.9. Ilepeno3upoBka

B OKCIICPUMCHTAJIBHBIX HCCJICIOBAHUAX ObLIO IMMOKa3aHO, 4YTO 3BCPOJIUMYC OGJIB.IIaeT HU3KUM
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
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0512600 Mz Hepopdibhe ne

o 0
MOTEHLIMAJIOM OCTpPOMl TOKCMYHOCTHU. llocne HOK aJrHBIX"'

Ha0JII0/1aJ10Ch JIETAIbHBIX UCXOA0B WM TSKEJIOM TOKCUYHOCTH y MBbIIIENH U KpbIC (KOHTPOJIb MO
JMara3oHy 3HaYCHUN).

CooOrienust 0 cmydasx nepeio3upPOBKY Y YeJIOBeKa OYeHb OrpaHrueHbl. FiMeeTcst eTMHCTBEHHBIN
dakT ciywailHoro mpuema BHYTpb 1,5 Mr oaBeponumyca peOEHKOM B BO3pacTe
2 net, npu 3ToM He Habmomanochk pasButusi HP. Ilpu ogHOkpatHOM mprieme BHYTpPH B J03aX
BILIOTH /10 25 MT' y TALIMEHTOB ITOCJIE TPAHCIIAHTAlMU OTMEYAJIach IIpUeMieMasl IEPEHOCUMOCTb
npemapata. Bo Bcex ciydasx TEpeIo3UpOBKH CIEAyeT HadaTh MPOBEICHUE OOMIMX

MOAAEPKUBAIOIIUX MEPOTIPUATHMN.

5. DPAPMAKOJIOT'MYECKHUE CBOMCTBA

5.1. ®apmakoguHAMUYECKHE CBOHCTBA
dapmMakoTepaneBTUYECKas Tpynna: IMMYHOJICTIPECCAHTHI; CEICKTUBHBIE UMMYHOICTIPECCAHTHI.

Kon ATX: LO4AA1S8

CDa‘[)MaKOI[I/IHaMI/I‘-IeCKI/Ie Bd)d)eKTI)I

OBepoNMMyC — HMHIHOUTOpP NpOJN(EpPaTUBHOIO CHUTHANA, MPENATCTBYIOIIUN OTTOPKEHUIO
QJUIOTPAHCIUIAHTaTa B MOJEJAX aJUIOTPAHCIUIAHTALUU y TPBI3YHOB M IPHUMAaTOB. DBEPOIUMYC
OKa3bIBaCT MMMYHOCYIIPECCUBHBINH 3()(eKT myTeM HWHTHOMpPOBAHUS AHTUTEH-aKTHBHPOBAHHOM
nposmdepanuu  T-KIeToKk W, TakuM o00pa3oM, KIOHAIBHON 9SKCIIAHCHH, BBI3BIBAEMOM
cnenu(UIecKuMU HHTEPICHKIHAMU T-KIIETOK, HaPpHUMEp, HHTEPICHKUHOM-2 1 HHTEPICHKIHOM-
15. OBepoMMyc HHTHOMPYET BHYTPUKIICTOYHBIA CUTHAIBHBINA Iy Th, KOTOPHIA B HOPME TIPUBOIUT
K KJIETOYHOH mposingepanny, 3amycKkaeMoi CBA3bIBaHHMEM 3TUX (akTopoB pocta T-KIETok ¢
COOTBETCTBYIOIIMMHU peLenTopamu. biokaga 3TOro curHaia 3BEpOJIMMYCOM IPUBOAMT K
OCTaHOBKE JIEJIEHUs KJIETOK Ha cTaauu G KJIEeTOYHOro IUKIia.

Ha MonekynsapHOM ypoBHE 3BEpOIMMYC 00pa3zyeT KOMIUIEKC C LUTOIUIa3MATUYECKUM OEIKOM
FKBP-12. B mpucyTcTBUH 3BepoIuMyca IpOUCXOAUT HHruOupoBanue ochopunuposanus p70
S6 kuHa3bl, cTuMynupyemoit hakropom pocta. [Tockonbky ¢ochopunupoBanue p70 S6 kuHA3HI
HaxoauTcs mnonx KoHTpoieM FRAP (tak HassiBaeMoro m-TOR), 3T naHHBIE MO3BOJISIOT
MPETOIO0KHUTh, YTO KoMILUIeKe 3Bepoiiumyc-FKBP-12 cesa3eiBaercs ¢ FRAP. FRAP — kintoueBoit
pEryJasSTOpHbI  OeloK, KOTOpPbIM yHpaBiseT KIETOYHBIM METabolIM3MOM, pOCTOM H
nponudepanueii; Hapymenue ¢yakuun FRAP, Ttakum o00pa3oMm, OOBSCHSET OCTaHOBKY
KJIETOYHOTO IIMKJIA, BHI3bIBAEMYIO IBEPOIUMYCOM. MexaHu3M JeiCTBHS 3BEPOIMMYCa OTINYAETCS
OT LIMKJIOCTIOpUHA. B NOKIMHNYECKUX MOJENSIX ayuIOTpaHCIIAHTAlMK MOKa3aHa 0oJiee BBICOKAs
3¢ (eKTUBHOCT, KOMOMHAIMM 3BEpOJMMYycCa C IUKIOCIOPUHOM, Y€M IMpPHU H30JIMPOBAHHOM

MPUMCHCHUH KaXXJ0I'0 U3 HUX.

C.24 u3 32
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DddexT 3BepoNUMyca He OrPAaHHYMBACTCS BAUSHHEM M Tl i T L_r!iL()k[; it HBrpyer

CTUMYTUpYeMYyIO (akTopamMu pocTa Tpoiudepannuto Kak TEeMOMOITHYCCKUX, TaK U

HEreMOIIO3THYECKUX KIIETOK (HallpuMep, TIaJKOMBIIIEUHBIX KIETOK cocyaoB). CTUMyIupyemast
(dakTopoM pocTa nposudepanus rJ1aaKOMBIIIEUYHBIX KJIETOK COCY0B, KOTOpast 3allyCKaeTcsl Ipu

MOBPCIKACHUU DSHAOTCIMAJIBHBIX KJICTOK W MPHUBOJAUT K 06pa30BaHmo HCOMHTUMBI, UTPACT

KIIIOYEBYIO pOJIb B IATOI€HE3€ XPOHUYECKOIO OTTOPXKEHUSA. B 3dKCIIEpUMEHTaJIbHBIX
UCCIIEIOBAaHUSAX  [OKa3aHO MHIMOMpOBaHME  00pa3oBaHMA HEOMHTUMBI Yy  KpbBIC C
aJUIOTPAHCIUIAHTATOM AOPTHI.

B paHaoMu3MpOBaHHOM, MYJIBTULEHTPOBOM, OTKPBITOM, CpPaBHUTEIBHOM, JBYXJETHEM

uccaenaoBanuu (A2433) 2037 B3pOCTbIX TAIMEHTOB MPOIUTH PAaHIOMHU3AIMIO B TEUCHHE 24 YacoB
rocjie TPaHCIUIAHTALMU MOYKH B TPYIIY, MOTYYaBIIyIO JHUO0 3BEPONUMYC U CHIKEHHYIO J03Y
uHruouropa kansiuHeBprHa (EVR+1rCNI), 1100 MukodeHom0BY 0 KHCIOTY ¥ CTAHJAPTHYIO 103y
uarnoOuTopa kanpimHeBpuHa (MPA+sCNI). B rpynne EVR+rCNI crapToBas no3a sBepoaumyca
cocTtasisiia 3 Mr B cyTku (1o 1,5 Mr 2 pasa B ieHb) — IIpU IIpUEME C TAKpOIUMycoM uiu 1,5 mr B
cyTku (110 0,75 Mr 2 pasa B JIeHb) PH MMPHUEME C ITUKIOCTIOPUHOM. Y POBHU JTIOCTH)KCHHSI KOHEUHBIX
Touek Mpu oreHke dpdexTuBHOCTH uepe3 12 u 24 mecsna npeactaBieHsl B Tadnuie 5. B o6enx
rpynnax OblI MPOJEMOHCTPUPOBAH BBIPAXKEHHBIM W COMOCTAaBUMBIH HMMYHOCYTPECCUBHBIN
3¢ eKT ¢ HU3KUM YPOBHEM OCTPOTO OTTOP)KEHUS, OATBEPKIECHHOTO OMOTICHEH U TPeOyIoIero
teparun (tBPAR), a Taxke xopomo coxpaHuBiiascs (GyHKIHMS TPAHCIUIAHTATa HA MPOTSHKECHUH
MEPBOTO M BTOPOTO Toja mociie nepecaaku. [Ipodunb 6e30macHOCTH OB COMOCTaBUM C yKe
U3BECTHBIMHM JaHHBIMU IO OE€30MacHOCTH MpH MPUMEHEHUU 3BEpPOIMMYyca, MHUKO(PEHOIOBOMH
KHCJIOTHI,

nuKiaocnopuHa u TtakposuMmyca. B rpymnme EVR+rCNI no cpaBHenuio c¢

MHUKO(EHOJIIOBOH KHCIOTOH pEeXe BCTPEUAINCh BUPYCHBIE HMH(EKINH, B YaCTHOCTH

MOJIMOMABUPYCHAs U LIUTOMETaJI0BUPYCHAs HH(DEKIIUH.

Tabauya 5. A2433: CpagHeHue pescumos mepanu U 00CMUNCeHUE KOMOUHUDOBAHHBIX

KOHEYHblX moU4eK (I’lO]ZHbll:i aHanua).

Koneunsie | EVR MPA Pazuuna 3nauenne | EVR MPA Pazanua 3HayeHue
TOUKH +rCNI +sCNI MeKIY P +rCNI +sCNI MeXKIY P
N=1022 | N=1015 | rpynnamu N=1022 | N=1015 rpynnamMu
(AH 95%) (AU 95%)
12 mecsineB 24 mecsina
tBPAR, 146 131 14 (-1.6, | 0.353 169 147 0.8 (—4.6, | 0.782
noTepst (14.4) (13.0) 4.4) (18.0) (17.3) 6.1)
TpaHc-
IJIaHTaTa
1581078
CMEpTH

C.25u332
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(BPAR | 107 91(92) |16 (-1.1,] 024 118 T CTogi e TEd oy W55
(10.8) 42) (12.8) 5.8)

Toteps | 33 3.3) | 28(28) |05 (-1.0, | 0.542 3737) 3232 |05 (-1.1,] 0572

TpaHc- 2.0) 2.1)

IJIaHTaTa

Cmepts | 20(2.0) | 28(2.8) | -0.8 (-22, | 0.234 3237) |36@2) | -05 (27,0634

0.5) 1.6)

Toreps | 51(5) 5454) |03 (-] 0.732 67(7.1) | 65(7.1) | 0.0(-2.5,2.6) | 0.970

TpaHc- 2.3,1.6)

IU1aHTaTa

1501050

CMepTH

eGFR < 456 (]424 (1291 -15,]0.201 474 (] 423 (14.7[0.2,9.2] | 0.040

S0mL/mi | 44.6) 41.8) 7.2] 46.4) 41.6)

n/1.73m?

#

Losepumenvuoiii unmepean (M) 95% u 3Hauenue P Ons mecmuposanusi Omcymcmeus pasiudull 6 cpynnax
([EVR+rCNI] — [MPA+sCNI] = (), xoneunas mouxa c ommemkou # - cpasrerue nepeutnvix OaGHHbIX, OCIAIbHblEe
KOHeuHble MOYKU — CPABHeHuUe ¢ ucnoavsosanuem ananusza Kannana-Metiepa; BPAR, biopsy-proven acute rejection
— ocmpoe ommopoicenue, noomeepicoennoe dbuoncuei, eGFR, estimated glomerular filtration rate — pacuémuas
ckopocmb kiyboukosou purempayuu; EVR - sseporumyc; MPA — muxopenonosas xucroma; rCNI — chudicennas
0oza uneubumopa rarvyunespuna, SCNI cmandapmuas 0oza uneubumopa ranvyunespuna, tBPAR — ocmpoe

ommopaicerue, noOmeepAHcOeHHoe buoncuell u mpedyujee mepanuu.

B nByxsieTHEM, MyJIbTHIIEHTPOBOM, OTKPBITOM, PaHAOMH3UPOBAHHOM, KOHTPOJIUPYEMOM
uccienoBannu (H2307) marueHTsI mOCIe TpaHCIIAaHTAIMK TICYEHU OT B3POCIIOTO YKHBOTO JOHOPA
MOJTy4YajTi OO0 IBEPOIMMYC B KOMOMHAIIMM CO CHIDKEHHOU no3oi Takpoiumyca (EVR+rTAC),
6o craHmapTHyio 103y Takpoiaumyca (STAC) B kadecTBe CpaBHEHHS IS JEMOHCTpPAIHH
COMmoCTaBUMOM >(PPEKTUBHOCTH TPU OICHKE KOMOMHUPOBAHHOW KOHEYHOM TOYKH (OCTpoe
OTTOp)KEHHUE, IMOATBEPXKACHHOE OHomncued um TpeOyromiee Tepanuu; MOTeps TPAHCIUIAHTATA;
CMEPTH), & TAKXKE 110 MEHBLIEH Mepe COMOCTaBUMON (PYHKIIMU MMOYEK, OLIEHEHHOM M0 pacyéTHON
ckopoctn kiryooukoBoi (uimbTpanuu (pCK®). Ha mnpoTskeHWM HCCIENOBaHUS B TPYIIIE
EVR+rTAC noanepxxuBanach pekoMmeHgoBanHas CO KOHIIEHTpaIusi 3BepoiuMyca 3—8 HI/MIL
Konnenrpanus TakpoinuMyca B 3TOH Tpymiie moaaepkuBaiach Ha ypoBHe 3—5 Hr/mi. B ganHom
UCCIIeI0BaHUH OONBIIMHCTBO MannueHToB (N=223, 78,5%) oTHOCHIMCH K MOHTOJIOWAHOM pace. U3
284 maruentoB 142 Obumn pactpenenensl B rpynny EVR+rTAC u 142 — B rpynmy sTAC. Tlpu
pacuére nmo Kamnany-Meliepy dacToTa AOCTH)KEHUS MEPBUYHOM KOMOMHMPOBAHHOW KOHEYHOM
TOYKU (OCTpOE OTTOpPXKEHHE, MOATBEP)KICHHOE Ouorcuedl u Tpelyromiee Tepanuu; NoTeps

TpaHCILIAaHTATa; CMEPTh) uepe3 12 u 24 Mecsma ObuTa cormocTaBuMa B 00eux rpymmax. PacuérHas
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CK® ynyummiiack uepe3 12 mecsueB U yCTOMHUBO 005_!- E%HEGE%%“ZEEMEE%T Peq:;;gél-laT_H

HCCIICOO0BaHNA IO3BOJIAIOT 3aKJIOYUTh, YTO MPU TPAHCIUIAHTAOWU ICYCHHU OT XMUBOI'O JOHOPA
cpaBHutTenbHas d(pdexkruBHOCTh ABYyX BapuaHTtoB JiedeHuss (EVR+rTAC mnpotuB sTAC)
conocTtaBuma, rpu 3tom rpynna EVR+rTAC nemoHcTpupoBana ynydiieHie GyHKINUN TOYEK, U B

HEU pPeke BOZHUKAII PELIMANB IelaTOLEIUIIOJISIPHON KAPLIUHOMBI.

5.2. ®apmakokuHeTHYeCKHe CBOICTBA

Abcopbrus

[Tocne npuema BHyTph MakcuMmanibHas KOHUEHTpanus (Cmax) mocturaercs yepe3 1-2 gaca. YV
NAlMEHTOB IMOCJIE€ TPAHCIUIAHTALMM KOHLEHTpAlMs 3BEpoJMMyca B KPOBHM MPONOPLUOHATIbHA
OpuHATONH J103e B auanazoHe 103 or 0,25 mr po 15 wmr. Ilo oTHOmeHHIO MIoOWAAX TOA
bapmakokuHeTHYecKoi KpuBoil koHueHTpaus-Bpemst (AUC) oTHOcuTenbHass OMOJOCTYITHOCTh
JUCIIEPrUpyeMBbIX TaOJETOK M0 CPaBHEHHIO ¢ 0ObIYHBbIMU TabneTkamu cocrtasiseT 0,90 (90%
noBeputenbHbI nHTEpBai (JAN) 0,76-1,07).

Bausanue nuwyu: Cmax 1 AUC 3Beponnmyca ymenbarorces Ha 60% u Ha 16% coOTBETCTBEHHO ITPU
npuemMe TabJeTHPOBAHHON JIEKapCTBEHHOM (DOPMBI C OueHb XKHpHOU muiiei. UToObl cBecTH K
MUHUMYMY BapuaOenbHOCTh, NpenapaT CepTUKaH ClelyeT NPUHHUMATh MOCTOSIHHO TOJBKO C
IUILEH UK TOJIBKO 0e3 Hee.

Pacnpenenenue

OTHolIEHNE KOHIIEHTPALMH IBEPOIMMYCA B KPOBH K I1a3Me KpoBU cocTasisieT 17-73% u 3aBUCHT
OT KOHIICHTpaIu B quana3one ot 5 10 5000 Hr/mut. Y 340pOBBIX JOOPOBOJIBIIEB M MAIIEHTOB C
HapyleHUsIMU (QYyHKIMM NE€YEHU CPeAHEH CTENEHU TSKECTH CBA3bIBAHHE ¢ OeKaMu II1a3Mbl
KpPOBU cocTaBiisieT nmpubnuzurenbHo 74%. O0beM pacnpeneneHus B kKoHeuHoi ¢asze (Vz/F) y
NAlMEHTOB TII0CJI€ TPAHCIUIAHTAIMM TIOYKH, T[OJIYYAIOUIMX MOJACPKUBAIOLIYI0 TEparuio,
cocrasiseT 342+107 n.

Buorpancdhopmarmsg

OBeponumyc sBisercs cyoctpatom nzopepmenta CYP3A4 u P-rimukonpotenna. Ilocie npuema
BHYTPb B CHCTEMHOM KPOBOTOKE OMPEAEISAIOTCS 3BEPOIUMYC U ero 6 OCHOBHBIX METabO0JINTOB, B
T. 4. 3 MOHOTHIPOKCHJIMPOBAHHBIX METa00INTA, 2 MPOIyKTa TUAPOIIN3A C PA30PBAHHBIM KOJIBL[OM
1 (pocHOANITHIIXOIMHOBBIN KOHBIOTAT 3BEPOIUMYCA. DTH META0OIUTHI TAKXKE ONPEAEIISIIUCH ITPU
U3yYEHUH TOKCUYHOCTH B UCCIIEZOBAHUIX Y KUBOTHBIX, X aKTUBHOCTb MpUOIM3UTEILHO B 100
pa3 HUKe MCXOIHOTo BemiecTBa. Takum 00pa3om, MPUHATO CUUTATh, YTO OOJIBIIAs YacTh OOMIEH
(apMakoJIOTHYECKOIl aKTUBHOCTU 3BEpOJMMYyca OOYyCIIOBJIEHA [JE€HCTBUEM HEU3MEHEHHOIO
COEJIMHEHUSL.

OIMMUHALKA

ITocse BBeneHyst OMHOKPATHOM O3B MEYEHOTO PAJUOAKTUBHON METKOM IBEPOJIMMYCa ITalIUEHTAM
C.27n3 32



COOTBETCTEYET 3IKCNEFPTHOMY OTYETY
 or05.112024 N2 24358
I0CJIE TPAHCIUIAHTALMH, TIONYYalOMIUM IUKIOC{IODUH, G%iﬂ;lﬁgét%:&%%h'%'gﬁgﬁ;lngﬁéCTn

ompenensiiack B Kaiie, HeOosbimoe KoimmuecTBO (5%) BBIIENSAIOCH MouykamMu. HemsmeHeHHOe
BEIIECTBO HE OMPEEISUIOCh HA B MOYE, HH B KaJe.

dapMakKOKMHETHKA B PABHOBECHOM COCTOSIHUM

dapMaKOKHMHETHKA y PEIUIUEHTOB MMOYKH MM CEpALa, MOTYYaBIIUX 3BEPOIUMYC 2 pa3a B ACHb
OJTHOBPEMEHHO C UKJIOCTIOPHHOM B (pOpPME MHKpPOIMYIILCUH, Oblila corocTaBuMa. PaBHOBecHOE
COCTOSIHHE JIOCTUTAJIOCh Ha 4 JIEHb C KyMYJIAIIMEN B KPOBH B KOHLICHTPALIUSAX, KOTOpbIE B 2-3 pa3a
NPEBBIIATA KOHIICHTPAIMI0O B KPOBH IOCIE MpHEeMa MepBOi 103bl. Bpems nocTkeHus
MaKCUMaJIbHOW KOHIIEHTpaluu B KpoBU (Tmax) cocTaBisier 1-2 vaca. [Ipu npumeHeHuu B 103ax
0,75mr u 1,5 mr 2 pasza B naeHb cpenHsas Cmax 3Beposmmyca coctaBisier 11,1+4,6 u
20,3+8,0 Hr/™My, CpemHss TUIONIaab Mo (hapMaKOKHHETUYECKONW KPUBOM «KOHIICHTPAIIUS-BPEMSI»
(AUC) — 75£31 u 131459 ur*u/ma coorBercTBeHHO. [Ipn npumenenun B 1o3e 0,75 mr u 1,5 mr 2
paza B J€Hb KOHLEHTpPALlMsd 3BEPOJIMMYCa B KPOBM Iepel npuemMoM ouepeqHO 1036l (Cmin)
coctaBisieT B cpemHeM 4,1+2,1 u 7,1+4,6 HI/MJI COOTBETCTBEHHO. DKCITO3UIUSI IBEPOJIUMYCa
ocTaercsi CTaOUILHON B TEUEHHE NIEPBOIO Tojia Mocie TpaHcmIaHTauuu. Cmin B BBICOKOH CTENEHU
xkoppenupyetr ¢ AUC ¢ koadpduuunentom 0,86-0,94. Ilo pesynbraTam aHanu3a MOMyJISLUOHHOM
(apMaKOKMHETUKHU y MAalMEHTOB MOCJe TPaHCIUIAHTAIIMK KIUpeHe nocie npueMa BHyTpb (CL/F)
cocraBiseT 8,8 /4 (MeKUHINBHUIYaTbHBIE KOJIEOAHMUsSI COCTABISIIOT 27%), IEHTPAIBHBIA 00BhEeM
pacnpenenenus (Vc/F) cocranser 110 1 (MeXHHIUBUATYATbHBIC KOJIEOAHUS COCTABISIOT 36%).
OctaToyHas BapuabelbHOCTh KOHIIEHTpaluu B KpoBu coctasisieT 31%. Ilepuon nomyBsiBeieHUS

cocTaBiisieT 28+7 u.

dapMaKOKMHETHKA Y OTACIbLHBIX I'PYIII ITAIIMCHTOB

Hapywenue ¢ynxkyuu neuenu

[To cpaBHeHMIO C (DapMAaKOKMHETHKOM 3BEpOJIMMYyca Y 3I0pOBBIX J0OpPOBONBLEB, IPH
IPUMEHEHUH NpenapaTa y 6 NalMeHTOB C HapylleHueM (QyHKIMM IIeUeHH JETKOM cTeneHu (Kiacce
A no xnaccudukanuu Yaina-I1e0) AUC sBeponumyca Obiia yBenuyeHa MpuOIM3UTeNbHO B 1,6
pa3; B 2 OTAENBHBIX Ipynmnax nauueHToB (8 W 9 maiueHToB) ¢ HapyLIeHHEM (PYHKLIHU MEeYEHHU
cpeaHei crenenn Tsokectu (kiaace B mo knaccudukanum Yana-I1er0) cpenuss AUC Oblia Beiiie
B 2,1 u 3,3 pa3; y 6 mauueHToB ¢ HapyleHueM (yHKIUHN IeueHH Tskesnoi crenenu (kiaace C no
knaccupukanun Yaiina-I1sio) — cpenusiss AUC Obina Boie B 3,6 pas.

VY nmauueHToB ¢ HapylieHHeM (YHKIHMH TEUYCHU JIETKOHM, CpeTHEeNH U THKETION CTETeHH TSHKECTH
MEepUOJ] TOJYBBIBEACHUS HBEPOJUMYCAa COCTaBJIsUI COOTBETCTBEHHO 52, 59 um 78 wyacos.
YBenuyeHue neproja NoxyBbIBEICHHS IBEPOIUMYCa CIIOCOOCTBYET OTCPOUEHHOMY JOCTHKEHHIO

PABHOBCCHOI'O COCTOAHUA.
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Hapywenusa ¢pynkyuu nouex

[TocTTpancuianTalimoHHOEe HapylieHue (QyHkuMM nouek (kiaupeHc kpearnHuHa (KK) 11-107
MJI/MWH) HE B0 Ha (DapMaKOKHHETHYECKUE ITapaMeTphl IBEPOIUMYCa.

Tayuenmor mnaowe 18 nem

Knupenc sseponumyca (CL/F) noBsliasncs JInHeHHO ¢ yBennueHueM Bospacrta (ot 1 1o 16 ner),
iomaau nosepxuoctu Tena (0,49-1,92 m?) u maccsl Tena (11-77 kr). B paBHOBECHOM COCTOSHHU
KJIMpeHc coctapisut 10,2+3,0 na/m?, nepuo nmoiyBeiBeaeHUs - 30+11 9. JleBsTHaaaTh de novo
NalMEHTOB 0CJe TPAHCIUIAHTAIIMM TOYKHU B Bo3pacTe oT 1 roja 1o 16 jer noiyvanu npemnapar B
dopme nucneprupyemsix Tabnerok B 103e 0,8 Mr/m? (MakcumanibHO — 1,5 Mr) 2 pasa B CyTKH C
LUKJIOCIIOPUHOM B (popMe MUKpOIMyibcuH. Y 3Tux nanueHToB AUC sBeponumyca cocTaBisiia
87427 Hr*u/Mi, YTO COOTBETCTBOBAJIO TAKOBOH Y B3POCIBIX, Monydatomux 0,75 Mr 2 pa3a B CyTKH.
bazanpHast KoHLEHTpalus 53BepoiuMmyca B paBHOBecHOM coctosHuu (Co, mepen mpueMoMm
OuepeIHOM 103bI) cocTaBmsina 4,4+1,7 Hr/miL

B3pocnvie nayuenmut

VY marnueHnToB B Bo3pacTe oT 16 mo 70 met HabOMI0Ian0oCh CHIDKEHHE KIMPEHCA TOCie mpueMa
sBeposiumyca BHYTpb Ha 0,33% B ron. Koppekiuu 10361 He TpedyeTcs.

Paca/smnuveckasn npunaonexcrnocms

[lo pe3ynbpraraM aHanu3a MONMYJSLUOHHOM (PapMAKOKMHETHKH KJIMPEHC 3BEpOJIMMYyca I0CIe
npreMa BHYTpb ObUI BBIIIE y MAIlUEHTOB HETPOHUTHON packl B cpeareM Ha 20%.

Bruanue sxcnozuyuu na s¢pgpekmugrnocms

VY peuunueHToB MOYKU U cepAlla B TeUeHUe 6 MecsLeB Mocie TPAHCIUIaHTalluK Oblja BbISBICHA
cBs13b Mex1y Co 3BeposMyca M 4aCTOTON MOJITBEPKACHHOTO OHUOIICHUEH OCTPOTO OTTOPKEHHS U
TPOMOOIIMTOTICHUU. Y PEIHIMEHTOB TeueHHn CBs3b Mexay Co BepormMmyca M KIMHHYECKUMH
NPOSIBIICHUSIMH MEHEE OIpeJeNIeHHasl, OHAKO, 0ojee BBICOKAas HKCIO3MLUSA 3BEPOIHMMYCa HE
KOPPETUPYET C YBEIMYCHUEM YaCTOThl HEXKEIATEIbHBIX SIBICHUI.

Ta@zuua 6. Bausnue 2KCno3uyuu _36epoaumyca Ha 3Cb6b€Kmu6HOCmb y nayuermoe nocie
mpaHcnjiduimayuu

Tpancnaanmayus noUKu

Co (ar/™MI1) <34 3,5-4,5 4,6-5,7 5,8-7,7 7,8-15,0
OTcyTCTBHE OTTOPIKEHUS 68% 81% 86% 81% 91%
Tpom6ouuTonenus (<100x10°%/m) 10% 9% 7% 14% 17%
Tpancnnanmayusn cepoua

Co (ar/mm) <3,5 3,6-5,3 54-73 | 7,4-10,2 | 10,3-21,8
OTCyTCTBHE OTTOPKEHMS 65% 69% 80% 85% 85%
Tpom6ouuTonenus (<75x10%/m) 5% 5% 6% 8% 9%
Tpancnaanmayus neyenu

Co (ar/™mM) <3 3-8 >8
OTCyTCTBUE OTTOPXKEHHUSI 88% 98% 92%
Tpom6ouurtonenus (<75x10°%/m) 35% 13% 18%
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5.3 lanHble JOKJIUHUYECKOH 0€30MaCHOCTH

Y KpbIC 3BEpPOJIMMYC NPOHHMKANI 4Yepe3 IUIALICHTY M OKa3blBal TOKCHYECKOE BIMSIHUE Ha
OIUIOIOTBOPEHHYIO SHIEKIETKY. OMOpHO- U (PETOTOKCHYHOCTh MPOSBISUIACH YBEIMUYECHUEM
CMEpPTHOCTH, YMEHBIIEHMEM MAacChl Tejla IUIOAAa W YBEIMYEHHEM YacTOThl BO3HUKHOBEHUS
BapHAHTOB pa3BUTHUS CKeJeTa M CKENETHBIX Maib(popMaluii MpH CUCTEMHON SKCIO3ULIUU
IBEPOIMMYCA, HIDKE IIEJIEBOI TepaneBTUUECKON IS YeNIOBeKa. Y KPOJIUKOB YMOPUOTOKCHYHOCTh
MPOSIBISUIACH YBEITMYECHUEM YacTOTHI MO3AHEW Pe30pOIuu MIoAa MpU CUCTEMHOMN SKCIO3UIIUU

CPaBHMMOM C TaKOBOM JJIsl YEJIOBEKA.

6. DPAPMAIIEBTUUYECKHUE CBOMCTBA
6.1. IlepedyeHb BcoMOraTeJbHbIX BellleCTB
ByTUAruIpoKCcUTOIy O

JlakT03b1 MOHOTHAPAT

lNunpomenso3sa (tun 2910)

Marnus creapar

KpocnoBunos (tun A)

JlaxTo3a Oe3BomHAs

6.2. HecoBmMecTHMOCTEL

He npumennmo.

6.3. Cpok roaHocTH (CpOK XpaHeHHs )

3 roxa.

6.4. OcoOble MepbI NPEJOCTOPOKHOCTH NPH XPAHCHUH

B opurunanbHo# ynakoBke npu temmnepatype He Bbiie 30 °C.

6.5. Xapakrtep M cojep:KaHue MEPBUYHOMH YIAKOBKH
[To 10 tabnerox B Omuctep ITA/An/IIBX u amomunueBoit ¢onsru. [lo 6 GauctepoB BMecTe ¢
MHCTPYKIUEH TI0 MEAUIIMHCKOMY MPUMEHEHUIO (JINCTOK-BKJIAIBIII) B KAPTOHHOM Mayke.

JlonyckaeTcst HaIM4ue KOHTPOJIS IEPBOTO BCKPBITUS HA KAPTOHHOW MayKe.

6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH MNPH  YHUUYTOKEHHMH  HCIOJIb30BAHHOIO
JIEKApCTBEHHOr0 TpenapaTta WJIH  OTX0A0B, MOJYYEHHBIX TOCJIe TNPUMeHEeHHs

JIEKAPCTBEHHOI0 Npenapara u Apyrue MaHUIYJISINUH C IPenapaTom
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7. JEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHMUSA

Hosaptuc ®apma Al / Novartis Pharma AG

JIuxtmrpacce 35, 4056 bazens, [lIBeiinapus / Lichtstrasse 35, 4056 Basel, Switzerland

7.1  IlpeacraBuTe/Ib ep:KaTessl PerucTPalHOHHOIO Y10CTOBEPEeHH S

[Iperensun DoTPeOUTENEH HAIPABIISITE IO aJIPECY:

Poccuiickas @enepanus

00O «HoBaptuc @apma»

125315, r. Mockga, Jlenunrpaackuii mpocmnekt, qom 70

tei. (495) 967 12 70;
daxc (495) 967 12 68
DnekrponHas nouta: drug.safety russia@novartis.com

Pecnybiuka bemapycen

[IpencraButensctBO AO «Novartis Pharma Services

Pecniybnuke benapyce

AGy» (IlIsetimapckass Kondenepamms) B

Anpec: 220069, r. MuHck, nip-T J{3epkuHCKOTO, 5, ToM. 3, oduc 3—1,

Tenedon: +375 (17) 360 03 65
DnektponHas nmoura: drugsafety.cis@novartis.com

P eCHV6J'II/IKa Kazaxcran

Owiman Komnannn «Hosaptuc @apma Cepsucaz Al
Anpec: 050022, r. Anmartsl, yi. Kypmanraser, 95
Tenedon: +7 727 258-24-47

OnexTpoHHas noyra: drugsafety.cis@novartis.com
PecnyGnuka ApMeHus

000 «ACTEPHAY,

Anpec: 0051, r. Epesan, yn. Haupu 3apsn, 72/3
Tenedon: +374 115 190 70
DOnekrponHas mouta: drugsafety.cis@novartis.com

Pecniyonmka Kelpreiscran

[IpencTaBUTENBCTBO OTCYTCTBYET

OnexTpoHHas noyra: drugsafety.cis@novartis.com
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8. HOMEP PETUCTPAIIMOHHOTO ¥YIOCTOBEPEFHsFLCEATENEHOCTE D00

JITI-Ne(002986)-(PT-RU)
9. TATA TIEPBUYHOW PETMCTPAIINM (IIOATBEPXKJIEHUS PETMCTPALINMN,
MMEPEPETVICTPAILINN)

JlaTa nepBoi peructpanuu:

10 aBrycra 2023
10. JATA IEPECMOTPA TEKCTA

OOw1as xapakTepuCcTUKa JeKapCTBEHHOro npemnapara CepTUkaH JOCTYNHA Ha MHPOPMALMOHHOM
noptane EBpa3uiickoro 3KOHOMHYECKOTO €032 B HMH()OPMAIMOHHO-KOMMYHHUKAHUBHON CETH
«nTepueT»

http://eec.eaeunion.org
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