COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 09.01.2025 Ne 60
(NOCNEOOBATENEHOCTE 0032)

OBIIASA XAPAKTEPUCTHUKA JI
V [lannviti  nekapcmeenHvlll  npenapam — noonexcum — OONOJIHUMENbHOMY — MOHUMOPUHRY.
Omo no3zeonum Ovicmpo 6viA6UMb HO8YI0 UHpoOpMayuto no bezonacnocmu. Mol obpawaemcs K
pabomuuxam cucmemvl 30paBOOXPAHEHUs. C NPOCLOOL cooOWamsb 0 00bIX NO003PEeBAEMbIX
HedcenamenvHulx peakyusx. I1ops0ok coobujerus o0 HeNCenlamenbHbIX peaKyusix npeoCcmaegieHn 8

paszodene 4.8.

1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O ITPEITAPATA
Cuemb6mukc, 20 mMr, TaGJIETKH, TOKPHITHIEC TNIEHOYHOW 000JI0UKOM

Cuem6mukc, 40 Mr, TabJIeTKH, TOKPHITHIC TUICHOYHON 000JI0UKOMH

2. KAYUECTBEHHbBIN U KOJIMYECTBEHHBIN COCTAB
JleiicTBy1o1II€E BEIIECTBO — ACIIMMHUHUO.

Cuem0Oiaukc, 20 Mr, TabJIETKH, MOKPBITHIE ILICHOYHON 000J10YKOHU

Kaxnass tabierka, MOKphITas MJICHOYHON 00O0JIOYKOM, COACPKUT ACHUMHHHOA THIPOXIIOPHI,
SKBUBAJEHTHBIA 20 M acliuMuHNOA.

Cuem0Oankc, 40 Mr, TabJIETKH, IOKPEITHIE INIEHOYHON 000JI0YKOH

Kaxnass tabierka, MOKphITas IJICHOYHON 00O0JIOYKOM, COACPKUT aCHUMHHHOA THIPOXIIOPHI,
SKBHUBAJICHTHBINH 40 MT acUMUHUOA.

BcnomoratenbHble BelecTBa, HaJU4YME KOTOPBIX HA/IO YYUTHIBATh B COCTaBE JIEKAPCTBEHHOTO
npenapara: Jiakto3a (B BUJe MOHOTHApaTa) (cM. pazaen 4.4.).

[Tonublii nepeyeHs BCIIOMOTaTeIbHbIX BEIIECTB MPUBENIEH B pasaene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabyeTKu, TOKPBITHIE TUICHOYHOM 000JIOUKOM.

Cuemb0Oiaunkce, 20 Mr, TabJIETKH, MOKPBITHIE IUICHOYHON 000JI0YKOHU

Kpyribie, IBOSKOBBINYKJIBIE, CO CKOIICHHBIMH KpasMu TaOJETKH, MOKPBIThIE IJICHOYHOM
000J109KOM, OJIETHO-)KEATOr0 IBETa, 0€3 PUCKH, C TPaBUPOBKOU «20» Ha OJHOW CTOPOHE H

sorotumniom «Novartis» Ha IpyTOH.
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Cuem0Oankc, 40 Mr, TaOJIETKH, ITOKPLITHIE INIEHO YHOH-000 OO

Kpyrible, NBOSKOBBIMYKJIBIC, CO CKOUICHHBIMH KpasMH TaOJETKH, ITOKPBITHIC IUICHOYHOI
000JI04YKOM, OT 6Je1HO-(hHNOTIETOBOrO [BETa 10 OEJIoro ¢ (PHONETOBBIM OTTEHKOM, 0€3 PUCKH, C

rpaBUpoBKOi «40» Ha 01HOM cTOpOHE U JoroTHoM «Novartis» Ha ApYTOH.

4. KIMHUYECKHUE JAHHBIE

4.1. IToxazaHus1 K NPUMEHEHHUIO

[Tpenapat CrieMOIMKC MoKa3aH JUIst JICUYSHHsSI B3POCIBIX MAIIUEHTOB C:

® XPOHUYECKHM MHUEIOUIHBIM JICHKO30M, OJIOKUTENBHBIM 110 (puagenbduiickoir XxpoMocome
(Ph+ XMJI) B xponuueckoit (paze (XD) mocie npeAmecTBYOMIEH Teparuu IByMsl Wi OoJiee
MHTHOUTOPaMU TUPO3WHKUHA3BL

e Ph+ XMJI B X® ¢ myrauueii T315L
4.2. Pesxum 103MpOBaHus U cIOCO0 NPHMMEHEeHHUS
Tepanuio mnpenapatom CueMOJMKC Ha3Ha4yaeT Bpay, HUMEIOIIUN ONBIT MPOBEICHUS

MIPOTUBOOITYX0JIEBON TEPAIUU.

PexxuM no3upoBaHusg

B3pocnvie nayuenmuol

Ph+ XMII-XD

Pexomenayemast cyrounas no3a npemnapara Cuemomaukc coctasiseT 80 mr. [Ipemapar CuemOaukc
MO>KHO TIPUHUMATh BHYTPb JIN0O B 03¢ 80 MI' OIMH pa3 B CYTKU MPUMEPHO B OJHO U TO K€ BpEMsI
KaKIbIN JeHb, 100 B 103¢ 40 MT 1Ba pa3a B CyTKU MIPUMEPHO yepe3 12-4yacoBble HHTEPBAIHI.
[TarmmenTsl, nepexoasume ¢ pexxuma «40 Mr aBa paza B CyTKW» Ha pexum «80 Mr oIuH pa3 B
CYTKM», JOJDKHBI HauaTh npueM mpenapata CuemMOIuKe OJMH pa3 B CyTKH MPUMEpHO depe3 12
4acoB TOcje MpHeMa MOCleAHEe 03bl peXuMa JIBa pa3a B CYTKH, a 3aTeM MPOJOJIKHUTH
IIpUMEHEHUE IIpenapaTa B 103¢ 80 Mr OJlMH pa3 B CYTKH.

[TanmenTsl, nepexonsuie ¢ pexuma «80 Mr oauH pa3 B CyTKW» Ha pexxuM «40 mr 1Ba pasa B
CYTKI», TOJKHBI Ha4aTh npreM npenaparta CueMOIMKCe JBa pa3a B CyTKU IPUMEPHO dyepes 24 yaca
nocJie mprueMa MocjaeaHeN J03bl peKUMa OJIMH pa3 B CYTKH, a 3aT€M MPOJOJIKUTH NPUMEHEHHE

npenapata B 103¢ 40 Mr jBa pa3a B CyTKM IPUMEPHO 4yepe3 12-4acoBble MHTEPBAJIbI.
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[Ipu HEOO6XOAUMOCTH Bpad MOKET BHECTU U3MECH CHHA-B-Pe/HN-ROSHPO Bt

Ph+ XMJI-X® ¢ mymauueu T315]

Pexomennyemas nosa mpenapata CuemOmukc cocraBiser 200 Mr BHYTph JBa paza B CYTKH
IIPUMEPHO uepe3 12-yacoBble MHTEPBAJIBI.

Jleuenne mnpenapatom CueMOIMKC HEOOXOOUMO IPEKPaTHTh B Cilydae IPOrpecCCHpPOBaHUS
3a00JI€BaHUs WIN PA3BUTUS HEIPHUEMIIEMOIN TOKCUYHOCTH.

IIponywennvie 003v1

Peoicum_npumenenusi ooun_pasz 6 cymku: ecinu Jo3a npenapata CremOiukce Obuia MpoIyIeHa

Oostee yem 12 yacoB Ha3aj, €€ He CIIeIyeT BOCIIOIHSTD, a CICIYIOIIYO 03y HE0OX0AUMO TIPUHSTH
B 00BIYHOE BpEMsI.

Peoicum_npumenenus_0eéa pasa e cymku: eciu jo3a npenapata CreMOaukc Obuia MpoIyIleHa

0osee yem 6 4acoB Ha3aj, €e He CIeAyeT BOCIIONHSTh, a CISAYIONIYIO 03y HEOOXOAUMO NPUHSATh
B 00BIYHOE BpEMsI.

Koppexyus 0031

Ph+ XMJI-XD

Jliss KOppeKIMK HEXeNaTeIbHBIX peakinuii 103y npenapata CleMOIMKC MOXHO CHU3UTH, KaK
onucaHo B Tabnuie 1, B 3aBUCHMOCTH OT WHAWBUAYAIBHOW 0E30MacCHOCTH M TIEPEHOCUMOCTH.
Ecmu HexenarenbHbie peakiuu d()(HEKTHBHO KOHTPOJMPYIOTCS, HCIOIB30BaHHE Iperapara
CrieMOJIHKC MOYKHO BO30OHOBHUTH, KaK OIMMCAaHO B Tabiuie 1.

Tepanuto mnpenaparom CreMOIMKC CleIyeT TOJHOCTBIO TIPEKPAaTUTh Yy TAIMEHTOB C
HETIePEHOCUMOCTBIO 001Iel CyTOUHOM 10361 40 MT.

Ph+ XMJI-X® ¢ mymauueu T315]

Jliss KOppeKIMK HEXeNaTeIbHBIX peakinuii 103y npenapata CleMOIMKC MOXHO CHU3UTH, KaK
OIIMCAHO B Ta6JII/II_[e 1, B 3aBUCUMOCTHU OT I/IH,Z[I/IBI/II[yaJIBHOI\/'I 6630HaCHOCTI/I nu HepeHOCI/IMOCTI/I.
Ecin HexenarenpHble peakiuu 3((OEKTHBHO KOHTPOJIUPYIOTCS, HWCIOIL30BaHUE Iperapara
CueMOIMKC MOKHO BO3OOHOBHUTh, KaK ONMMCAHO B Ta0uie 1.

Tepanuto mnpenapatoM CueMOTUKC CleAyeT TOJIHOCTbIO TPEKPaTUTh Yy TMAIUEHTOB C

HENEPEHOCUMOCThIO 103bl 160 Mr 1Ba pa3a B CyTKH.
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Taoimma 1 HN3menenue 10361 npenapara Cilemosriee

Jo3a npu B0O300HOBJIECHUH
Hauvanbnas 103a CHuxeHHast 103a

Tepanuu
80 Mr oguH pa3 B CyTKH 40 Mr OJIMH pa3 B CYyTKH 80 Mr oguH pa3 B CyTKH
40 mr n1Ba pa3a B CyTKH 20 mr nBa pasza B CyTKH 40 mr n1Ba pa3a B CyTKH
200 Mr aBa pa3a B CyTKH 160 Mr n1Ba pa3a B CyTKH 200 mr aBa pa3a B CyTKH

PexomeHnnyeMoe H3MeHEHHE [03bl Ul KOPPEKLUUH OTAEIbHBIX HEXENaTeIbHbIX pEeaKIHii
II0Ka3aHo B TadmIe 2.
Tabmmna 2 PexoMmenayemoe usMeHeHHe 103bI npenapata CueMOIHKE IS KOPpPeKIUT

OTACJIBbHBIX HEKEJIATCJIbHbBIX peammﬁ

Hexenareabnas
N3Menenue n103bl
peaxkius

TpomOounTONEeHNsI M/ WJIN HEUTPONICHHU S

AYH!' <1 x 10%/n [IpuocranoBka Tepanuu npenaparoM CrieMOJIUKC 10 TeX Mop, MOKa He
u/unu koamdectBo | Oyaer gocturayto AUH >1 x 10%/71 w/vau KOJIMYECTBO TPOMOOIIUTOB
TpomGonuTos <50 | >50 x 10°/1.

x 10%/n B cnyuae paspelieHust peakuuu:

B Teuenune 2 Hemenab: BO30OHOBJICHHE TEpamuy IIpermapaToMm
CueMOJIMKC B HA4aILHOM JI03€.

[To mpomectBun Oonee 2 Hemenab: BO300OHOBICHHWE Tepanuu
npenapatoM CreMOIMKC B CHU)KEHHOU J03€.

[Ipu peunumuBHpyromend  TSKEIOW  TPOMOOIMTONICHUHM  W/HWIIA
HEUTpONeHNH NPUOCTaHOBKA Tepanuu npemnapaToM CreMOIuKe 10 TeX
Top, noka He OyzeT JocTUrHyTo Komuuecto AUH >1 x 10°/1 w/umm
KOJIM4ecTBO TpomboruroB >50 x 10°1, ¢ mociemyrommm

BO300HOBJICHHEM JICUECHHUS B CHIDKCHHOM J03¢€.

BeccuMnTOMHOE MOBBLINIEHNE AKTHBHOCTH aMMJIa3bl H/MJIH JINIA3bI

[oBbimenue >2 x | IlpuocranoBka Tepanuu npemnaparoM CueMOJUKC 10 Te€X MOp, MoKa

BI'H? 3Ha4YeHne He cHu3uTCA 10 <1,5 x BI'H.
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Hexenareabnas
N3Mmenenue n103bl
peakuus

B caywae paspemieHusi: BO30OHOBIEHHE TEpaluu IMpenapaToM
CuemMOIMKC B CHW)KEHHOM J03e. B ciiydae MOBTOPHOTO pa3BUTHS
SBJICHUSI TIOCJI€ CHUIKEHHM [O3bl: MOJIHOE IMpeKpalleHNue Teparnuu
npenapatoM CrieMOIHKC.

HexenarenbHasi peakiuss He pa3pellniach: MOJHOE IPEKpalICHHUE
Tepanuu npenaparoM Cuembnukce. [IpoBeaeHne aMarHOCTUYECKUX

HCCHGHOBaHHﬁ, YTOOBI HCKITFOYUTh IMaHKPECaTUT.

T'emaToaornyeckue HesKeJaTeJIbHbIE JEKAPCTBCHHbLIC PCAKIINHA

HexenarenbHbie [TpuocranoBka Tepamnuu npemnapatom CreMOIUKC 10 TOCTHXKEHUS 1-i
peakuuu 3-u CTETCHU WITH HIKE®

CTeNeHH U BhIlIE’ B cnyuae paspemieHusi: BO30OHOBIEHHE Tepamuu IpernapaToM
CueMOIHKC B CHIDKEHHOM J103€.

HexenatenbHast peakiusi HE pa3pelIniach: IMOJHOE MpPEKpalleHue

Tepanuu npenapaToM CreMOImKc.

TAYH: abconomuoe uucno neiimpogunos; *BI'H: eepxuas epanuya nopmul. >Ha ochoge

Obwux mepmurnonocuyeckux kpumepueg nediceramenvuvix aeieHutl (CTCAE v4.03).

Oco0Oble T'PYIITBI TAITUEHTOB

Iayuenmsi ¢ noueyHol HedoCmMamoyHoOCmuio

[larueHTam ¢ JIETKUM, CpEAHEW CTETMEHBIO WU TSDKEIbIM HapylieHHeM (QYHKIHH MOYeK
Koppekuus 103bl mpenapara CuemOnukc He Tpebyercs. CremyeT coOroaaTh OCTOPOKHOCTD Y
MAIMEHTOB C TSOKEIbIM HapymeHuneM (YHKIMHM TMOYeK, moiydaronmx npenapat CremOmmkce
200 mr aBa pasa B CyTKH (CM. pazjien 5.).

Ilayuenmsi ¢ neueHOYHOU HEOOCMAMOYHOCMbIO

[TanieHTaM € JIETKUM, CpEIHEH CTEMEeHBIO WM TSOKEIBIM HapymieHHeM (QYHKIHHA TCUCHH
Koppekuus 103bl mpenapara CuemOnukc He Tpelyercs. CremyeT coOroaaTh OCTOPOKHOCTD Y
NAIMEHTOB C TSDKENbIM HapylleHHeM (YHKIMH IMe4YeHH, moiyvaromux npenapar CremOiamkce

200 mr aBa pasa B CyTKH (CM. pazjien 5.).
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Tlayuenmul nostcunoeo eospacma (65 1em unu cnteprerer
VY manueHToB B Bo3pacte 65 JIeT U cTapiie KOPPEKIUs 103kl He TpeOyeTcs.
eTH
bezonacHocth u 3 pextuBHOCTh Tpenapara CueMOnuke y nereit B Bozpacte ot 0 mo 18 et Ha
JAaHHBIA MOMEHT HE YCTaHOBJIEHBI. JlaHHBIE OTCYTCTBYIOT.

Croco0 mpuMeHeHus

[Tpenapar CuemOaMKC cienyeT NpUHUMAaTh BHYTph Haromak. [Ipemapar CueMOmuKc ciemyer
IIPUHUMATh, IO MEHBLIEH Mepe, yepe3 2 Jaca rnociie uiH 3a 1 gac 1o ens (cM. pasaenst 4.5., 5.2.).
TabmeTkn cnexyeT NpOINaThIBaTh LEMUKOM. VX Henmb3s pasinaMblBaTh, HM3MENbYaTh WU

Pa3’KCBbIBATh.

4.3. [IporuBonoOKa3aHust
['MrepuyBCTBUTENFHOCT, K AaCHUMHHHOY WJIM K JIOOOMY M3 BCIIOMOTATElIbHBIX BEIIECTB,

MEepPEUYUCIICHHBIX B pazzene 6.1.

4.4. OcoOble yka3aHHs ¥ Mepbl PeI0CTOPOKHOCTH NPH PUMEHeHUH

Muenocympeccus

VY nanuenrtoB, nonay4yaBmux npenapat CremOaukce, HaOMOJANINUCh CIydau TPOMOOLIMTONEHUH,
HelfTporiennu u anemMuu. Bo Bpemst mpumenenus npenapara CrieMOIuKe coo0Ianoch o TSHKEIbIX
(3 wmm 4-i creneHW COIJACHO CTaHAAPTHBIM TEPMHHOJIOIMYECKMM KpPUTEPHSIM OLEHKU
HexenatenbHbIx peakuuii HarmumonanpHoro wHctutyTa oHKonoruu CIHIA (NCI CTCAE))
SIBJICHUSIX TPOMOOIIMTOIICHUH U HeHTponeHuH (cM. pasnen 4.8.). Muenocymnpeccusi, Kak IpaBuiio,
Obula OOpaTUMON M KOHTPOJIMPYEMOH NPH BPEMEHHOH NPHOCTAHOBKE TEpalHH IpernapaToM
Cuembmmkc. OOmumii aHalIu3 KPOBH CIICAYET BHIIOIHATH OMH pa3 B IBE HEJIEIH B TEUCHHE MTEPBBIX
3 MecsLeB JEYCHHS U Aallee €KEMECIYHO WIH ITPU HAJMYUKU KIMHUYECKUX NoKazaHuil. Cienyer
MIPOBOJIUTH TINATEJIbHBII MOHUTOPUHI MAlIHMEHTOB HAa NpPEIMET MNPOSBICHUA M CUMIITOMOB
MUENOCYTIPECCHH.

B 3aBUCHMOCTH OT CTENEHHU TSHKECTU TPOMOOIUTONICHUN /WM HEUTPOICHUH, CIEyeT CHU3UTD
no3y npenapara CueMOiIMKC, BpEMEHHO WM TOJHOCTHIO MPEKPAaTUTh JICYEHHE, KaK OMUCAHO B

Tabmuie 2 (cMm. pazaen 4.2.).



COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 09.01.2025 Ne 60
(NOCNEOOBATENEHOCTE 0032)

Tokcuyeckoe BO3AEHCTBUE HA MOJDKEIYIOYHVIO HeeTTesy

[Tankpeatut pazBuiicsa y 9 uz 356 (2,5%) nanueHToB, nony4asiux npenapat CueMOIrKce, mpuyem
peakiuu 3-i cTeneHu TsbKecTH ObLTu 3apeructpupoBansbl y 4 (1,1%) mauuentos. Bee st peakuuu
npousonuin B uccnepoBanuu ¢asel 1 (X2101). M3 9 manmentoB ¢ mankpeatutoM 2 (0,6%)
MOJIHOCTBIO MPEeKpaTuian npuemM npenapara CreMOIuKe, B TO BpeMs Kak Tepamus MpernapaToM
CueMbnukc Obla BpeMeHHO mpuocTaHoBiieHa y 5 (1,4%) manueHToOB M3-3a HEXenaTeabHOU
peakiuu. beccMMNTOMHOE TOBBINICHHE AKTUBHOCTH JUMA3bl M aMHJIa3bl B CHIBOPOTKE OBLIO
3apeructTpupoBaHo y 82 u3 356 (23%) narueHToB, moxy4aBmmx npenapat CueMOIuKe, PH STOM
peakuuu 3 u 4-it crenenn HaOmoganucek y 37 (10,4%) u 9 (2,5%) naureHToB cooTBETCTBEHHO. U3
82 mMalnMeHTOB C TMOBBIIIEHUEM AaKTUBHOCTH (DEPMEHTOB MOIKEITYJOYHOM >Keye3bl Tepamnus
npenaparoM CremMOauKc Oblla MOMHOCTBIO TpekpamieHa y 8 (2,2%) mnauumeHToB u3-3a
HE¥KEJIATEeJIbHOM PEAKLIUH.

AKTHUBHOCTb JIMMa3bl U aMHJIa3bl B CHIBOPOTKE CIIEAYET OLIEHUBATDH €KEMECSYHO BO BpeMsl Teparuu
npernapatoM CreMOJUMKC WM MPH HAIWYUM KIMHUYECKUX MoKazaHui. Cremayer MpOBOIUTH
THIATENFHBIA MOHUTOPUHT TAIMEHTOB HA TNPEAMET HAJIWYUS MPOSBICHUH U CHMIITOMOB
TOKCHUYECKOTO JACUCTBUS Ha MOPKEITYA0UHYIO JKese3y. Y MalueHTOB C MaHKPEaTUTOM B aHaMHE3e
MOHHUTOPHHT JTOJKEH OBITH OoJiee yacThiM. Eciiy moBbIlIeHHEe aKTUBHOCTH JIMIA3bl U aMUJIa3bl B
CBIBOPOTKE KPOBU COMTPOBOXKIAETCS a0 JOMUHAIBHBIMU CUMIITOMAMH, JICYEHUE CIIEAYET BPEMEHHO
MPUOCTAHOBUTH U PACCMOTPETh BO3MOKHOCTH IMPOBEICHUS COOTBETCTBYIOIINX JUATHOCTUYESCKUX
MCCIeA0BaHUH I UCKITIOYeHUS TaHKpeaTuTa (cM. pazzaen 4.2.).

B 3aBrcHMOCTH OT CTENEHU MOBBILIEHUS aKTUBHOCTH JIMIMA3bl U aMHJIa3bl B CHIBOPOTKE, CIEIyeT
CHU3UTH N103y mpemnapara CueMOIMKC, BPEMEHHO WJIM TMOJIHOCTBIO MPEKPATUTh JIEYEHHE, Kak
orucaHo B Tabnuiie 2 (cM. paznen 4.2.).

Y nuaenue narepsana QT

VY nnunenue untepana QT Ha anexkTpokapauorpamme ormevanocs y 4 u3 356 (1,1%) nanueHTos,
nonyuaBiux npenapat Cruemoauke (cM. pazaen 4.8.). B kmuanueckom uccnenoanun ASCEMBL
y | manuenTa 6but0 3apeructpupoBaHo yanuHenue untepBana QTcF Gomee 500 mc BMmecTe c
yanuaenueM untepsaia QTcF 6osee yuem Ha 60 MC 110 CpaBHEHHUIO C UCXOAHBIM 3HAYCHHEM U Y 1
ManueHTa oTtMevanoch yuHeHue uHTepBana QTcF Oomee wem Ha 60 MC OTHOCHUTEITBHO

HCXOIHOTO.
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PexomenayeTcs BEITIOIHUTH JIEKTPOKAPAHOT paMy=-Re-Hastata-FTeparr-iperapatov-Cremontie
U KOHTPOJHMPOBaTh €€ MapaMeTpbl BO BpPEMs JIEYECHUS B COOTBETCTBHM C KIMHUYECKHUMH
IIOKa3aHUusMMU. H€O6XO,Z[I/IMO CKOPPCKTHUPOBATH THUIMOKAJIMCMHUIO WU TMIIOMAarHMEMHIO OO Ha4dajia
Tepanuu npenaparoM CueMOIUKC ¥ KOHTPOJIUPOBATh YPOBHU KAJIUSl K MarHusi BO BpeMs JICUEHUS
B COOTBETCTBUU C KIMHUYECKUMU MOKa3aHUSMHU.

Crnenyet cobmt01aTh OCTOPOKHOCTD TPH NMTpuMeHeHnn npenapara CiieMOauKe B 001el CyTOUHOM
no3e 80 Mr OJHOBPEMEHHO C JIEKAPCTBEHHBIMU CPEJCTBAMHM C HM3BECTHBIM PHUCKOM DPa3BUTHS
KEIyJOUKOBOH TaxXUKapIuH TUMa «upys>T». Crenyer nzberatb 0JHOBPEMEHHOTO MPUMEHEHHS
npenapara CremOmukc B go3e 200 Mr gBa pa3a B CYTKH C JICKAPCTBEHHBIMH CPEJICTBAMU C
M3BECTHBIM PUCKOM Pa3BUTHS JKEITyJOYKOBOW TaXUKAPAUH TUTIA «ITUPYIT» (cM. pazaen 4.5., 5.1.).

ApTrepuanpHasi THOEPTEH3US

AprepuanbHas runepreH3us BosHukna y 74 u3 356 (20,8%) nanueHToB, MOTy4aBIINX IIpenapaT
CueMb6nukc, npudeM peakuuu 3 u 4-if creneHu Obun 3apeructpupoBanbl y 39 (11%) u 1 (0,3%)
nanueHToB. Cpeau ManueHToB ¢ apTepUaIbHONM TUIEPTEH3UEN > 3-i1 CTENEHN MeIMaHa BPEMEHU
710 TIEPBOT0 BOSHUKHOBEHHUS peakiy coctaBuia 29.21 nenens (aquanas3os: ot 0,14 1o 365 Henens).
W3 74 manMeHTOB C apTepUalIbHOM TunepTeH3uei Tepamus npernapatroM CueMOaukc Oblia
BpeMeHHO npuocTtaHosiieHa y 3 (0,8%) manneHToB u3-3a HeKeIaTeIbHOM peakluu.

Bo Bpems neuenus mnpenapatoM CueMOIMKC cieIyeT MOHHUTOPUPOBATh APTEPHAIBHYIO
TUIEPTEH3UI0 U JIEYUTh €€ B COOTBETCTBUM C KIMHMYECKUMH I10KA3aHHUSAMHU C IIOMOILBIO
CTaHIAPTHOU IMIIOTEH3UBHOU TEpaIuu.

PeaktuBanus Bupyca renaturta B

[Tocne npumenenwus npyrux uaruoutTopos Tupo3unkuHas BCR::ABL1 (UTK) Bo3Hukanu ciydan
peaktuBaiuu Bupyca renatuta B (BI'B) y nmanueHToB, SBISIONUXCS XPOHHYECKUMU HOCUTEIISIMU
sToro Bupyca. Jlo Hauvama tepanuu npenapatoM CreMONIMKC MalMEeHTOB HEO0O0XO0AUMO
obcnenoBath Ha Hamuwuue uHpexnuu BI'B. Hocuteneit BI'B, kotopeiM Tpebyercs jedeHue
npernapatoM CremOJauKe, cleAyeT TIIATeIbHO MOHMTOPHPOBATh HA MpEIMET MpPOSBICHUIN U
CHUMIITOMOB aKTHBHOH mH(peku BI'B Ha npoTshkeHuu Beell Tepanuu U B TEUEHUE HECKOJIbKUX
MECSLEB NIOCIIE €€ MPEKPAILEHNUS.

OMOproderanpHas TOKCHYHOCTh

Ha ocHoBaHMM JaHHBIX WCCIIEAOBAHHWI Ha KMBOTHBIX mpemapar CIeMOJMKC MOXET OKa3bIBaTh

BpCOAHOC BO3HeﬁCTBHG Ha 1joa HOpyu NOPUMCHCHUU JKCHIIMHAMU BO BpCMHA 6€p€M€HHOCTI/I.
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BepeMeHHBIM KEHIIMHAM M XCHIIIMHaM, CIIOCO

~
ACTIFITU, " CHATA YU T COUULLMTL U

MOTEHIMAILHOM pHUCKE IS IUIoJa TMPH KCIOJIh30BaHMM Tpenapata CreMOIMKC BO BpeMs
OepeMEHHOCTH WJIM HACTYIUICHHH OEPEeMEHHOCTH MAIlMEHTKH BO BPEMsl TEpamuu IpermapaToM
Cuem6mukc. OTCyTCTBHE OEPEMEHHOCTH Y JKEHIINH, CIIOCOOHBIX K IETOPOKIACHHIO, JOKHO OBITh
MOJITBEPKICHO 10 Havasa JiedeHus npenaparom CriemOmukc. CeKcyallbHO aKTUBHBIC JKEHIIUHBI,
CIIOCOOHBIE K JIETOPOXKICHUIO, JOJDKHBI UCTIOIh30BaTh AP (PEKTUBHBIE METOABI KOHTPAIICTIIIUU BO
Bpems jieueHus: npemnapatom CreMOIMKC W B TEYCHHE KaK MUHUMYM 3 JIHEH Moclie mpuema
mocNeaHew 1036l (cM. pasaen 4.6.).

JlakTo3a

[TatmeHTaM ¢ peako BCTPEYAIOUICHCS HACJIEACTBEHHOW HENEPEHOCHUMOCTBIO TaIaKTO3bI,
neuuUTOM JIaKTasbl JOMaped MM TIIOKO30-TAIAKTO3HOW MaibabcopOuueit He clemyer

IIPUHUMATH JTOT Ipernapar.

4.5. B3zaummopneiicTBMe ¢ JAPYrMMH JIeKAPCTBEHHbIMH IpenapartamMd M Jpyrue BHIbI
B3aMMOJAeHCTBHS

IIpenapaTsl, KOTOPBIE MOT'YT ITOBBIIIATHL KOHIIEHTPAIIUIO aCI_II/IMI/IHI/I6a B 11J1a3M€ KPOBU

Cunvnvie uneuboumopul usopepmenma CYP3A4

Mopenu papMakoKnHETHKH, OCHOBaHHBIE Ha du3uosorun (PKOD), mo3BOSIOT MPETOI0KHUTS,
9TO OJHOBPEMEHHOe TMpuMeHeHue npenapara CuemOnukce B mo3e 200 Mr aBa paza B CYTKH C
cuIIbHBIM MHTHOUTOpOoM M3odepmenta CYP3A4 (kmapuTpOMHUIIMHOM) MPUBEAET K YBEIUYCHUIO
AUCau ¥ Ciax acuuMunan6a Ha 77% u 49% coOTBETCTBEHHO.

Crnenyet cobit01aTh OCTOPOKHOCTH IPU OJJHOBPEMEHHOM NpUMeHeHHH MpenapaTta CrieMOIuKe B
no3ze 200 Mr 1Ba pa3a B CyTKU C CHJIbHBIMU MHruouropamu msopepmenta CYP3A4, Bxitoyas,
MIOMHUMO  TPOYEro, KIAPUTPOMHUIMH, TEIUTPOMULIMH, TPOJICAHJAOMHIIMH, HTPAKOHA30II,
KETOKOHA30J1, BOPUKOHA30JI, PUTOHABUD, UHIUHABUD, HEI(PUHABUD WK cakBUHaBUP. Koppekuuu
1036l npenapata CiieMOJIuKC HE TpeOyeTcs.

IIpemapaThl, KOTOPhIE MOTYT CHHKATh KOHIICHTPAIUIO aCI_II/IMI/IHI/IGa B 1J1a3M€ KpOBHU

Cunvuvie unoykmopul uzogpepmenma CYP3A4
VY 310poBBIX JOOPOBOJIBIIEB, MOJTYYaBIIMX OJHOKpaTHYIO no3y mpemapara CriemOmukc 40 wmr,
OJIHOBPEMEHHOE TPUMEHEHHE CHIIbHOrO HHAyKTopa u3odepmenta CYP3A4 (pudamnunmna)

camkaer AUCiyr acuumuaun6Oa Ha 14,9%, B To BpeMst Kak Cmax aCHUMUHIOA yBeTHUnUBaeTcs Ha 9%.
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Jannble, nonydyeHHble B Mojemsix DPKOOD, Hespommor—Rpearononnts;—4ro—HprveHeHe
acriuMuHKnOa B 103€¢ 80 MT OJIMH pa3 B CYyTKH OAHOBpeMeHHO ¢ pudamMmuiimHoM CHU3UT AUC .y 1
Cmax acuuMuuu6a Ha 52% u 23% COOTBETCTBEHHO, B TO BpeMs KakK NMPUMEHEHUE aClIMMUHUOA B
noze 200 mr nmBa paza B cyTku omHOBpeMeHHO ¢ pudpamMnuiuHoOM CHHU3UT AUCuwy B Cmax
aciiumuanOa Ha 63% u 47% cOOTBETCTBEHHO.

Cnenyer cobOnonaTh OCTOPOKHOCTh NpU MNpuMeHeHuu npenapata CremMOIMKC BO BCeX
PEKOMEHAYEMBIX [103aX OJHOBPEMEHHO C CHJIBHBIMH MHAyKTOpamu u3odepmenta CYP3A4,
BKJIIOYas, TOMHUMO TIpouyero, kapOamazenus, ¢eHobapourtan, QGEHUTOMH WM 3BepoOoif
nponabIpsiBiaeHHbIN (Hypericum perforatum). Koppexkuuu no3sl npemnapata CuemOmukc He
Tpedyercs.

JIekapCTBEHHBIC CPEJCTBA, MJIa3MEHHAs KOHIICHTpAIMs KOTOPBIX MOMKET W3MEHSATLCS MO

JIECTBUEM acIUMUHNOA

Cyocmpamut uzogpepmenma CYP3A4 ¢ y3xum mepaneemuieckum Ouana3zoHom

VY 310poBBIX 1OOPOBOJIBIIEB, TTOTyYaBIIKX mpernapaTt CiemOsuke B 103e 40 M 1Ba pa3a B CYTKH,
OJTHOBPEMEHHOE MPUMEHEHHE aclMMUHUOa ¢ cyoctparom nzopepmenta CYP3A4 (munazonam)
yBenuuuBajI0 AUCint M Cmax MUa301aMa Ha 28% u 11% cooTBETCTBEHHO.

Jannble, nonydeHHble B Moaensix PKO®, mo3BONSIIOT MPEANnookKUTh, YTO OJHOBPEMEHHOE
npuMeHeHue aciiumMuHnOa B 103¢ 80 Mr onuH pa3 B cyTKH YBEIUUUT AUCinf 1 Cnax MUAA30J1aMA
Ha 24% u 17% COOTBETCTBEHHO, B TO BpeMs KaK OJHOBPEMEHHOE NMPHMEHEHHE acCIlMMUHNOA B
no3e 200 mr nBa paza B cyTkd YBeIMYUT AUCinr U Cpax Mumazonama Ha 88% u 58%
COOTBETCTBEHHO.

Crnenyet co0ur01aTh OCTOPOKHOCTh IPU OJHOBPEMEHHOM IpHUMeHeHuHu mnpemnapara CremOIuke
BO BCEX pPEKOMEHIyeMbIX ao3ax ¢ cybcrparamu uzodpepmenta CYP3A4, umerommmu y3Kuid
TEpaneBTHUECKUN TUana3oH, BKIOYas, TOMUMO Mpodero, cyocTpatel m3odpepmenta CYP3A4
(dbeHTanm, aeHTaHII, TUTHAPOIPTOTAMIH WM SproTaMuH (cM. pasnen 5.2.). Koppekiuu 103s1
npenapara CrieMOnuKe He TpeOyeTcsl.

Cybocmpamut uzoghepmenma CYP2C9

VY 310pOBBIX JOOPOBOJIBIIEB, MOTy4YaBmUX Hpenapar Cremonukce B 1o3e 40 Mr aBa pa3a B CyTKH,
OJIHOBpEMEHHOE TIpUMeHeHne aciuMuHnba ¢ cyocrpatom mzopepmenta CYP2C9 (Bapdapun)

yBenuuuBajio AUCint 1 Cmax S-Bapdapuna Ha 41% u 8% cooTBETCTBEHHO.
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Jannble, nonydeHHble B MoAeisix PKOD, no3semsmor—ApeRnonoitits;—4To—0RHOBPCMEHHOE = —

npuMeHeHne aciuMuanOa B 103¢ 80 Mr onuH pa3 B CyTKH YBEMUIUT AUCint 1 Cmax S- BapdapuHa

Ha 52% u 4% COOTBETCTBEHHO, B TO BPeMsI KaK OJJHOBPEMEHHOE MPUMEHEHHUE aCIMMUHN0A B 103€
200 mr nBa pa3a B cyTku yBenu4UT AUCint ¥ Cimax S-Bapdapuna Ha 314% u 7% COOTBETCTBEHHO.
Crnenyet cobit01aTh OCTOPOKHOCTH IPU OJJHOBPEMEHHOM NpUMeHeHHH MpenapaTta CreMOIuKe B
obmeit cyrounoit moze 80 mMr c cyOcrparamu m3odepmenta CYP2C9, umerommmu y3Kuid
TeparneBTHUECKUN TUana3oH, BKIOYas, TOMUMO MTpoYero, GeHUTOH Ui BapdapuH (cM. pazaen
5.2.). Koppexkuuu 10361 penapara CueMOnukc He TpedyeTcs.

Crnenyet nzberatb 0OJTHOBPEMEHHOTO ITpuMeHeHus npenapara Criemonuke B 103e 200 Mr 1Ba pasa
B CYTKH C YyBCTBUTEIbHBIMU cyOcTpaTamu uzodepmenta CYP2C9 u cyberpatamu nzodepmenta
CYP2C9, umeronmmmu y3KHH TepaneBTHUECKUH [Mana3oH, M PAcCMOTPETh BO3MOXHOCTh
WCTOJIb30BAaHUS aJbTEPHATUBHBIX MpenapatoB (cM. pazzaen 5.2.). Ecaum 0oIHOBpEMEHHOTO
MIPUMEHEHUsI M30€KaTh HEJb3s, CIIETyeT CHU3UTD 103y cyOocTpaTtoB m3odpepmenta CYP2C9. Ecou
OJIHOBPEMEHHOTO NMPUMEHEHUS ¢ BappaprHOM H30€KaTh HEJb3sl, CIEAYET YBEIUYUTh YacCTOTY
MOHUTOPUHIAa MEXAYHapOIHOro HopMaiu3zoBaHHoro otHomenus (MHO), mnockombky
AHTHUKOATYJIIHTHBIN 3 ekt BapdaprHa MOKET yCUITUTHCA.

Cyocmpamvr OATP1B, BCRP unu oboux mparncnopmepos

Mopenu ®KOD nporao3upyroT, 4To OJHOBPEMEHHOE TPUMEHEHNE acClIMMUHIOA B 103¢ 40 MT 1Ba
pasza B cytku u 80 Mr onuH pa3 B cyTkH ¢ cyocrpatom OATP1B (nmpaBacTtatuHOM) NpUBEAET K
yBeNIM4EHUIO Cax TpaBacTaThHa HA 43% u 63% u AUCinr Ha 37% u 51% cOOTBETCTBEHHO, B TO
BpeMs Kak OJHOBpEMEHHOE NMPUMEHEeHHe acuuMuHn0a B 103e 200 Mr 1Ba pa3a B CyTKH MPUBEIET
K yBenmn4ueHUI0 Cmax 1 AUCins mpaBacTatuHa Ha 141% u 137% cooTBeTCTBEHHO.

Monenu @KOD nporHo3upyror, YTO OTHOBPEMEHHOE IIPUMEHEHNE aclIMMUHNOa B 103¢ 40 Mr 1Ba
paza B cytku u 80 Mr omuH pa3 B cytku c¢ cybctpatom OATPIB, CYP3A4 u P-gp
(aTopBacTaTuHOM) pHUBEAET K yBeNndeHHIO Cmax aTopBacTaTiHa Ha 97% 1 143% u AUCinrHa 81%
n 122% coOoTBETCTBEHHO, B TO BPEMs KaK OJJHOBPEMEHHOE MPUMEHEHHE aciiuMuHn0a B 103¢ 200
M JIBa pa3a B CyTKHU NpPHUBEAET K YBENNYEHHIO Cmax 1 AUCinr aTopBacTaTiHa Ha 300 % u 326 %
COOTBETCTBEHHO.

Mopenu ®KOD nporao3upyroT, 4To OJHOBPEMEHHOE TPUMEHEHNE aclIMMUHIOA B 103¢ 40 MT 1Ba
pasza B cyTku u 80 Mr onuH pa3 B cyTkH ¢ cyoctpatom BCRP (cynbdacanaznnom) npuBeaeT K

yBenn4eHu10 Cmax cynbdacanazuna Ha 334% u 342% u AUCinrHa 333% 1 340% COOTBETCTBEHHO,
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200

B TO BpeMs KaK OJHOBPEMEHHOE NMPUMEHEHHE JeHHMIHHOa—B—H03e~200-Mr—ABa-pasa—B—Cy it
npuBeeT K yBenuueHUI0 Cmax 1 AUCinr cynbdacanasuna Ha 353% u 359% cooTBeTCTBEHHO.
Monenu @KOD nporHo3upyror, YTO OTHOBPEMEHHOE IPUMEHEHHE aclIUMUHNOa B 103¢ 40 Mr 1Ba
paza B cytku u 80 Mr oguH pa3 B cyTtku ¢ cyocrparom BCRP u OATP1B (po3yBactatuHOM)
puBeIeT K yBeNMYEHHIO Cmax po3yBactatnHa Ha 453% u 530% u AUCir Ha 190% u 202%
COOTBETCTBEHHO, B TO BpeMs KaK OJHOBpEMEHHOE MpUMeHeHue acuuMuHuoa B no3e 200 mr nBa
pasa B CyTKH INpuBeneT K yBeIUYEHUI0 Cmax U AUCint posyBactaruna Ha 732% u 311%
COOTBETCTBEHHO.

Crnenyet co0ur01aTh OCTOPOKHOCTH IPU OJHOBPEMEHHOM IpHMeHeHuu mpemnapara CriemOIuke
BO BCeX peKkoMeHayembix no3ax ¢ cyocrpatamu OATP1B, BCRP umu o6oux TpaHCHIOpPTEPOB,
BKJIIOYas, TOMUMO TMIpOYero, cyib(dacana3uH, METOTpEKcaT, NpaBacTaTHH, AaTOPBACTAaTHH,
NIUTAaBaCTaTHH, PO3YBAaCTaTUH M cHUMBAacTaTUH. CM. pEKOMEHAALMU [0 YMEHBIICHHUIO J103bI
cyoctpatoB OATP1B u BCRP, npuseaennsie B coorBercTByromux OXJIIT u HHCTPYKIUAX 110
MEAUIIMHCKOMY IPUMEHEHUIO.

Crnenyer wu30eratb OIHOBPEMEHHOTO NpuMeHeHHs mnpemnapara CremOIMKC BO  Bcex
PEKOMEHIYEMBIX J103aX C PO3YBACTaTUHOM U PACCMOTPETh BO3MOXKHOCTb IPUMEHEHUS
aIbTEPHATUBHBIX CTAaTUHOB. EcCiiM COBMECTHOrO NHpHUMEHEHUs HEBO3MOXKHO H30ekaThb, 103y
po3yBacTaThHa ClEAyeT YMEHBUIUTh B COOTBETCTBUU C PEKOMEHIAIUSMH, NMPUBEICHHBIMU B

cootBeTcTBYOIUX OXJIIT 1 MHCTPYKIUAX 110 MEAULIMHCKOMY TPUMEHEHHIO PO3yBacTaTHHA.
Cybocmpamur P-gp ¢ y3xum mepaneemuyeckum OuanazoHom

Mopenu ®KOD nporao3upyroT, 4To OJHOBPEMEHHOE TPUMEHEHUE acClIMMUHIOA B 103¢ 40 MT 1Ba
paza B cytku u 80 Mr oguH pa3 B CyTKH ¢ cyOcTpatroM P-gp (AurokcmHoMm) mpuBeneT K
yBenU4YeHUI0 Cmax qurokcuHa Ha 30% u 38%, a AUCinr Ha 20% u 22% COOTBETCTBEHHO, B TO
BpeMs KaK OJHOBpPEMEHHOE IpUMEeHeHHne acuuMuHu0a B 103e 200 Mr 1Ba pas3a B CyTKH IIPUBENET

K YBeIUYEHUIO Cmax 1 AUCins nurokcuna Ha 62% u 40% COOTBETCTBEHHO.

CrnenyeT co0ur01aTh OCTOPOKHOCTH IPU OJHOBPEMEHHOM IpHUMEHeHuHu mpemnapara CremMOIuKe
BO BCEX PEKOMEHIYEMBIX J03ax ¢ cyOcTpatamu P-gp ¢ M3BECTHBIM y3KHM TepamneBTUYECKHM

Auamna3oHoM, BKIIHO4asA, IOMUMO MMpOYCro, JUTIOKCHH, I[aGI/II‘anaH X KOJIXHUIIUH.
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IIpenapatel, yumnasronie uarepsag QT

Cnemyet cobm0aaTh OCTOPOKHOCTB IPH OJTHOBPEMEHHOM IIpUMEHEHHH Tpenapata CreMOInKe B
obeit cyrouHoi no3e 80 Mr ¢ JEKapCTBEHHBIMH CPEJICTBAMU C M3BECTHBIM PHCKOM Pa3BUTHS
KEIyJOUKOBON TaXWKAPAUU TUIA ITUPYIT», BKIIOYAs,, IOMUMO MPOYEro, OCIPUANI, XJIOPOXHUH,
KJIAPUTPOMHLIMH, TATO(GAHTPUH, TATONEPUI0N, METAI0H, MOKCHU(IOKCAIIMH WX MHMO3H] (CM.
paznmen 5.2.).

Crenyer u3beratb 0JHOBpeMEHHOTO pUMeHeHus npenapaTta Cuem6auke B 1o3e 200 mr aBa pasza
B CYTKH C JICKapCTBCHHBIMH CpPCACTBaAMH, C H3BCCTHBIM PHUCKOM Ppa3BUTHUA )KGJIYI[O‘IKOBOI\/'I

TaxXuKapJIUU TUTIA KITUPYIT» (CM. pazzaen 5.2).

B3auMoericTBrE JeKapCTBEHHOI'O IIpelapara ¢ MUIen

[Tpu npueme ¢ numiel 6MOJOCTYITHOCTh ACHUMHHNOA CHUXKaeTcs (CM. pa3zensl 4.2. u pa3zaen 5.2.).

4.6. PepTHIBLHOCTD, 0EPEMEHHOCTb U JIAKTALUS

JKeHIMHEI ¢ ACTOPOJHBIM ITOTCHIHNAIIOM

OtcyrcTBUEe OEpPEeMEHHOCTH Y JKEHIIWH, CIHOCOOHBIX K JETOPOXKICHHUIO, JOJDKHO OBITh
MOATBEPKJICHO 10 Havyasa jeueHus npenaparoM CueMOImKc.

CekcyalbHO aKTHMBHBIE JXCHIIWHBI, CIOCOOHBIE K JETOPOXKIEHHUIO, JOJKHBI HCIIOJIb30BATh
3¢ (eKTHBHBIE METOABI KOHTpALENUUU (MPH WCIOIH30BAaHUH KOTOPBIX IIAHC HACTYIUICHHS
O6epeMeHHOCTH cocTaBisieT MeHee 1%) Bo Bpems seueHus npenapatoM CueMOIUKC U B TEUCHHE
Kak MUHUMYM 3 JTHEW mociie npuema nocieaHen J03bl.

bepeMeHHOCTD

Ha ocHOBaHMU MaHHBIX UCCIICJIOBAHHWI HA JKUBOTHBIX Tperapar CreMOINKC MOXET OKa3bIBaTh
BpEIHOE BO3CHCTBHE Ha IUIOA TPU NPUMEHEHHH S>XCHIIMHAMH BO BpeMs OEpPEeMEHHOCTH.
AJleKBaTHBIE U HAJUIEKAIIIM 00pa30M KOHTPOJIUPYEMbIE UCCIIEOBAHUS Y OEpEMEHHBIX JKEHIINH,
MO3BOJISIIOIINE OTPEIEIIUTh PUCK, CBSI3aHHBIN C MpenapaTroM, OTCYTCTBYIOT.

HccnenoBanus penpoayKTUBHON TOKCUYHOCTH B OMOJIOTUYECKUX MOJIEISIX OEPEeMEHHBIX KPBIC U
KPOJIMKOB TTOKA3aJH, YTO MePOPATHHOE BBEACHHUE aCIIMIMIUHIOA BO BPEMS OPTaHOTEHE3a BHI3bIBACT
AMOPHOTOKCHYHOCTH, (PETOTOKCUIHOCTh U TEPATOTEHHOCTH (CM. paszen 5.3.).

bepemeHHBIM KEHIIMHAM M JKEHIIMHAM, CIIOCOOHBIM K JAETOPOXKACHHUIO, CIEAYEeT COOOIIUTH O

MOTEHIMAJIbHOM pUCKE JJs IUIoJa TMPH HCIOJIb30BaHMM TNpenapata CueMOIUKC BO BpeMs
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OCpEeMEHHOCTH WJIM HACTYIUICHUH OepeMEHHOCTH—HaHHeHTH—BO—BpeMI—Trepari—Tpenapaton
Cuemb6mukc (cM. pasaen 4.4.).

Jlakranus

HewusBecTHO, MOCTYMAET JIM aCLIUIMUHUO B TPYTHOE MOJIOKO ITOcIie TpueMa nmpemnapara CeMOIuKc.
JlaHHbIE O BIUSHUU acCHUMUHNOA Ha peOeHKa, HaXOIIETr0ocs Ha TPYyAHOM BCKapMJIMBAaHUU, WIH
Ha BBIPAOOTKY TPYTHOTO MOJIOKA OTCYTCTBYIOT.

N3-3a BO3MOXKHOCTH pa3BUTHS CEPhE3HBIX HEXKENATeNbHBIX pEaKIMi Ha JIEKApCTBEHHBIC
npemnaparsl y peOeHKa, HaXOJSALIerocs Ha TPyAHOM BCKapMIIMBaHHMM, KOPMJICHHME T'PYAbIO He
peKoMeHayeTcsl Bo BpeMs jeueHus: npenapatoM CueMOnIMKC M B TEUEHHUE MO MEHbIIeH mepe
3 nHe# moce mpueMa MmocjaeaHen T03bl.

DepTHIbHOCTD

JlanHble o BIusiHUM TpenapaTta CueMOiuke Ha (pepTUIBHOCTD YelIOBeKa OTCYTCTBYIOT.

B unccnenoBanum GpepTUIBHOCTH Y KPbIC ACUMMUHMO HE BIIUSUI HA PEHPONYKTHUBHYIO (DYHKIIHIO
caMLIOB U caMOK. He3HaunTenbHOE BIMSIHME HA MOJBUKHOCTh M KOJMYECTBO CIIEPMATO30UIIOB
Ha0II01aJ710Ch Y CaMIIOB MpHU ypoBHAX 10361 200 Mr/Kr/cyT, obecnieunBatomux 3Hadennst AUC, B
19, 13 unu 2 pa3a BblllE TaKOBBIX Y KMBOTHBIX, IIOJyYaBUIMX IIpenapaT B 1o3ax 40 Mr iBa pa3a B

cyTkH, 80 Mr ouH pa3 B cyTku uiau 200 Mr 1Ba pa3a B CyTKM COOTBETCTBEHHO.

4.7. Bausinue HA CHOCOOHOCTH YNPaBJATH TPAHCNOPTHBIMH CpPeACTBAMHM M padorarth C
MeXaHU3MaMH

AcuuMUHUO HE OKa3bIBAC€T HUKAKOTO BIIMSIHMS WJIM OKa3blBa€T HE3HAUUTEIHHOE BIHUSHHUE HA
CIOCOOHOCTh YIPaBISATh aBTOMOOWJIEM W MexaHu3Mamu. OIHAKO PEKOMEHIYeTcs, YTOObI
MAIMEHTHI, UCITBITHIBAIOIINE TOJIOBOKPYKEHUE, YCTATIOCTh WK IPYTHe HeXenaTelIbHbIe 3P (EKTHI,
MOTECHIIMATBHO BIMSIONINE HA CIOCOOHOCTh O€30MacCHO YHPAaBISAThH AaBTOMOOWJIEM WIIH
MOJIb30BATbC MEXaHW3MaMHM, BO3ACPKHUBAINCH OT O3TUX JCHCTBUI 40 Tex TMop, IMOoKa
HexenatelbHbIe 3 (PEeKThI coXpaHstoTes (cM. pa3aen 4.8.).

4.8. He:xxennaTesibHbIE peaKIIuu

Pesrome mpoduiist 6e300acHOCTH

O6mmit mpoduns Oe3omacHocTH mpenapara CreMONMMKC ObLT OLIGHEH y 356 MalnueHTOB ¢
Ph+ XMJI B xponmueckoit ¢aze (XDP) u daze axcenepauun (DPA), moaydaBmIMX Mpenapar

CI_IGMG.HI/IKC B KaUCCTBC MOHOTCpAIINH. OH oCHOBaH Ha MOmyJIs iU JIs1 OLCHKN 0e30I1acHOCTH B
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onopHoM uccienoannu ¢assl 111 A2301 (ASCE

T N=156)n
uccnenaoBanuu ¢assl [ X2101, BrrovyaBIei maueHToB C:

e Ph+ XMJI- XD (N =115),

¢ Ph+ XMJI-X® ¢ mytanumeit T3151 (N=70),

e Ph+ XMJI-®A (N=15).

B nomymnsiiuto niist orienku 6e3omacHocty (N = 356) BXOIUIIM MAIMEHTHI, MMOy4YaBIInie MmpenapaT
Cuemb6mukc B go3ax ot 10 mo 200 mr aBa pasza B cytku u oT 80 g0 200 Mr oauH pa3 B cyTku. B
OOBETMHEHHOH MOMYJISAIUN MEIUaHa MPOIOJDKUTEIILHOCTH MPUMEHEHHsI TIpermapaTa COCTaBHIIa
167 nenens (quamazon: ot 0,1 10 439 Henmenp).

Haubonee yacteiMu HexxeIaTENbHBIMU peaKIMsIMU JII000i1 cTenienu (yactora >20%) y nMaiueHToB,
nostydaBiux npenapat CueMmOanKe, OblTH KOCTHO-MbIIeyHas 6016 (38,8%), nHb ek BepXHux
IBIXaTeNbHBIX MyTel (29,5%), obmas cnabocts (28,9%), TpombouuTonenus (28,1%), ronoBHas
6011b (26,4%), apTpanrus (24,4%), NOBBIIIEHUE aKTUBHOCTH (PePMEHTOB MOKEITYJOUHOH KeJIe3bl
(23%), nmapes (22,5%), 6onb B xuBoTe (22,2%), coinb (21,6%), aprepuaibHas TUNEpTEH3UsS
(20,8%), 1 TomHoTa (20,8%). Hanbomnee yacThiMU HEXeNaTENbHBIMU pEaKUsIMU >3-i CTETeHU
(vactota >5%) y mamMeHToB, Moiyd4aBmux mnpenapat CreMmOnukc, ObUTM TPOMOOLUTONCHHS
(18,5%), netitpornienus (15,7%), MoBbIIIIEHUE aKTUBHOCTH (PEPMEHTOB MOKETYTOUHOM JKEIe3bl
(12,9%), aprepuansnas runeprensus (11,2%) u anemus (5,3%).

Cepbe3Hble HeXeNnaTeNbHbIE peakuud ObulM 3apeructpupoBanbl y 13,2% manueHToB,
nonydaBmux mnpenapar CuemOnukc. Hamboniee dYacThIMM CEphE3HBIMH HEXKeIaTeNbHBIMH
peaknusiMu (yactota >1%) ObLTH MIeBpaNIbHEIN BBITIOT (2,5%), MH)EKIIUN HUKHIX JTbIXaTeTbHBIX
nytei (2,2%), tpomOonutonienus (1,7%), muxopanka (1,4%), mankpearut (1,1%), 6016 B xKUBOTE
(1,1 %), nexapauanbnas 6oms B rpynu (1,1%) u psora (1,1%).

Ha ocHOBaHWU pe3yNbTaTOB aHAlM3a «00BEM MPUMEHEHHS-0€30MaCHOCThY, MPOTHO3UPYEMBIii
npo¢uis 6e3onacHocTy npenapata CueMOIUKC NpH MPUMEHEHHH B 103¢ 80 MI OJTUH pa3 B CyTKH

CXO’ C TaKOBBIM y 1036l 40 Mr J1Ba paza B CyTKH.

Tabnuunoe pe3roMe HeXKeNNaTelIbHBIX PeaKIIMi

HexenatenbHple peaknuu W3 KIMHUYECKUX WcclenoBaHuid (Tabmuma 3 u tabnuma 4),
MEPEYMCIICHBl 10 CHUCTEMHO-OpTraHHbIM KiaccaM MedDRA. B kaxaoMm CHCTEMHO-OpraHHOM

KJIacce HeXellaTeIbHbIe JIEKApCTBEHHBIE PEAKIMH YIOPAI0UYEHBI IO yObIBAaHHUIO YacTOThl. BHyTpH

15
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ot 09.01.2025 Ne 60
(NOCNEOOBATENEHOCTE 0032)

Ka)KJIOU TPYTIIIHI 10 YACTOTE HEXKENATEIbHbIC peaRHHH-HpeAeTaBAeH I B-HOPATIe-yMeHEHICHHIHX
ceppe3HocTH. Kpome TOro, Kaxkaod HEXKeIaTeJIbHON JIEKapCTBEHHOM peakIMu MPUCBOEHA
KaTeropus 4acTOTHI, KOTOpasi ONpeAesieTcs Ha OCHOBaHUM ciieaytonien knaccuduxanuu (CIOMS
IIl): ouenp wyacto (>1/10); wacto (>1/100 mo <1/10); mewacto (>1/1000 mo <1/100);
peako (>1/10 000 no <1/1000); ouens peaxo (<1/10 000).

Taoauna 3 HexkenaTebHble peakium, 3aperucTpUPOBaHHbIE P IPUMEHEHNH Npenapara

CueM0JHMKC B KIMHHYECKUX HCCICA0BAHUAX

Cuemd Honyasimusa
-mukce | bo3syru- Cuemo0- bo3sy- sz e]]:KI/I KaTero-
40 mr 2 | Hud 500 JIHKC THHUG | 6e301111ac- st
p/cyr! Mr 40 mr 2 500 mr P
He:xena- _ ) 1 Iy HOCTH 4acTo-
N= 1p/eyT p/cyT 1p/eyr 3
TeJIbHbIE 156n | N=76n | N=156n | N=76n | Mpenapara ThI
peakuuu %) (%) (%) %) Cuembanke® | N =356
N . N =356 (%) | Jlwoboi
JIoboii | Jloboii >3 >3 N
JIro0oit CTeleHn
CTENMeH | CTeNeHW | CTeNeHH | CTeNmeHH
" CTeneHu
Nudexunu 1 MHBa3UN
Nudexmus
BEXHIX 42 702 | 1(0.6) 0 105 (29,5) | ©uerr
JIbIXaTeIbHbIX (26,9) ’ ’ ’ 4acTo
nyTeit?
Nudexmus
HUDKHHUX
BIXATENBHBIX 6 (3.,8) 339 1 (0,6) 0 28 (7,9) Yacto
nyTeit’
['punn 53,2 2(2,6) 0 0 17 (4,8) Yacrto
HapyuieHnus co CTOpOHbI KPOBH U JIMM(PaTHYECKOH CHCTEMbI
TpomboruTo- 46 Ouenb
e (29.5) 16 21,1) | 35(22,4) 7(9,2) 100 (28,1) qacTo
36 Ouenb
. 7
HetiTponenus 23.1) 16 21,1) | 29(18,6) | 11 (14,5) 70 (19,7) qacTo
16 Ouenb
8
Anemus (10.3) 7(9,2) 2 (1,3) 33,9 47 (13,2) qacTo
PeOpunbhas 1 (0,6) 0 1(0,6) 0 3(0,8) Hewacto
HEUTponeHUs
HapyumieHnusi co cTOpOHbI MMMYHHOM CHCTEMBI
lunepayscran- 0 1(13) 0 0 1(03) | Hewacto
TEIbHOCTh
JHIOKPHHHbIE HAPYLIEHHUS
I'unotupeos’ 2(1,3) 1(1,3) 0 0 5(1,4) Yacrto
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Cuem0
-mke | bosyrm- Cuemo0- bo3sy- H;:zﬂ:::; Karero-
40 mr 2 | uHud 500 JIHKC THHUE | 6e3011l1ac- ust
Hexena- pleyr! Mr 40 mr 2 500 mr HOCTH ‘liII)CTO-
TeJbHbIE N= 1p/cyr? pleyr! 1p/eyr® npenapara TBI
156n | N=76n | N=156n | N=76n | fPerapara | Ti
peakuuu o o o o Cuemoumkce’ | N =356
(Vo) (Vo) (Vo) () N =356 (%) | JIwo6oii
JIwooi | Jlwboit >3 >3 N
JIroooii CcTeneHn
CTENMeH | CTeNneHH | CTeNmeHH | CTelmeHH
" CTeNeHu
Hapymennsi MeTa00Jiu3Ma M MATAHUS
10
JMCIMIHACMHA™ | o s oy | 2 (2.6) | 4(2.6) 0 41 (11,5) fﬁfg’
Crketiie 8(5.1) | 6(7.9) 0 0 26 (7.3) Yacro
arreTuTa
Hapyuenusi co cTOpOHBI HEPBHOM CHCTEMbI
TooBHas Goib (13902) 12(15.8) | 3(1.9) 0 94 (26.4) E{):ff;’
['onosokpy- 149.0)| 2.6 0 0 53(149) | Queur
KCHHE 4acTo
HapyuieHusi co CTOpOHBI OpraHa 3peHus
Heuerxocts, 4 (2,6) 0 0 0 18 (5,1) Yacto
3peHUSI
CyxocTb riaza 3(1,9) 2(2,6) 0 0 21 (5.,9) Yacro
Hapyuenusi co cTOpOHBI cepana
Ourymenue 4 (2,6) 0 0 0 17 (4,8) Yacto
cepaneOneHus
Hapymienusi co CTOPOHBI COCY10B
AprepuaiibHas 23 OueHb
runepTensus ' (14,7) 4.3 12(7.7) 36,9 74(20.8) 4acTo
Hapyuienusi co CTOPOHBI AbIXaTEJIbHON CHCTEMbI, OPraHOB IPYAHON KJIETKU U
CpeIoCTeHusl
Oppika 8(5.1) | 4(53) 0 0 36 (10,1) E{):ff;’
Karmens 149) | 5(6,6) 0 0 55 (15,4) fﬁfg’
[IneBpanbHbIi
BLIOT 2 (1,3) 4 (5,3) 0 33,9 20 (5,6) Yacro
boxs B rpynu
Hekapauaiab-Horo | 9 (5,8) 1(1,3) 2(1,3) 0 32.(9) Yacrto
POUCXOXKICHUS

Keyn104Ho-KHIIeYHbIE HAPYIICHUSA
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COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 09.01.2025 Ne 60
(NOCNENOBATENBEHOCTE 0032)

Cuemd Honyasuusn
-mukce | bo3syru- Cuemo0- bo3sy- .sz e:Kn Karero-
40 mr 2 | uHud 500 JIHKC THHUE | 6e3011l1ac- st
p/eyt! Mr 40 mr 2 500 mr P
Hexena- _ 2 1 2 HOCTH 4acTo-
N= 1p/cyT p/cyT 1p/eyr 3
TeJbHbIE 156 n N=76n | N=156n | N=76 n | Penapara ThI
peakuuu %) %) %) %) Cuemosuke® | N =356
. N N =356 (%) | JIwo0oi
JIroboii | JIoooi >3 >3 N
JIroooii CTeNeHu
CTeleH | CTeleHHu CTeNleHH | CTeNeHH
u CTeleHn
[ToBbIIEHNE
AKTUBHOCTH OucHs
bepmeHTOB 13 (8,3) 7(9,2) 6 (3.8) 4(5,3) 82 (23) 4aCTO
MIOJKEITy JOYHOU
Kenespl 2
Ouenb
PBorta 12 (7,7) | 20(26,3) 2 (1,3) 0 64 (18) 4aCTO
20 Ouenb
Muapes (12.8) 55(72,4) 0 8(10,5) 80 (22,5) 4aCTO
18 OueHb
TomHoTa (11.5) 35 (46,1) 1 (0,6) 0 74 (20,8) 4acTo
13 20 Ouenb
bonb B xkuBOTE (12.8) 17 (22,4) 1(0,6) 2(2,6) 79 (22,2) 4acTo
[Mankpearnt'* 0 0 0 0 9(2,5) Yacro
Hapyuiennsi co CTOPpOHBI EYeHH U KeJTYeBbIBOAAIIMNX MyTei
[ToBpiIeHNE
AKTUBHOCTH Ouenp
EUCHOHBIX 12(7,7) | 25(329) 3(1,9) 13 (17,1) 60 (16,9) 4aCTO
depmenTos!?
[ToBeiIeHHE
YPOBHS
SupyGuHa B 5@3.2) 1(1,3) 0 0 18 (5,1) Yacro
kpoBu '®
HapyumeHust co CTOPOHBI KOKHM U IOJKOKHbIX TKaHel
24 Ouenb
17
(@)31113 (15.4) 19 (25) 0 4(5,3) 77 (21,6) 4aCTO
Ouenb
3yn 85,1 5(6,6) 0 1(1,3) 45 (12,6) 4aCTO
Kpanusauia 2(1,3) 2(2,6) 0 0 13 (3,7) Yacrto
HapyumeHus co CTOPOHbI MBIIIEYHOM, CKeJIETHON U COeAUHUTEILHON TKAHU
Bbosb B KOCTSX U 33 OueHb
N—— (21.2) 13 (17,1) 2 (1,3) 1(1,3) 138 (38.8) 4aCTO
23 OueHb
ApTtpanrus (14.7) 2(2,6) 1(0,6) 0 87 (24,4) 4aCTO
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(NOCNENOBATENBEHOCTE 0032)

Cuemd Honyasuusn
-mukce | bo3syru- Cuemo0- bo3sy- sz e:lm Karero-
40 mr 2 | uHud 500 JIHKC THHUE | 6e3011l1ac- st
p/eyt! Mr 40 mr 2 500 mr P
Hexena- _ 2 1 2 HOCTH 4acTo-
o o N= 1p/cyT p/cyT 1p/eyr enmapara 3
TEAbHbI 156n | N=76n | N=156n | N=76¢n | SPerapara Tbl
peakuuu o o o o Cuemoumkce’ | N =356
(%) (o) (%) %) | N=356(%) | JTwoboii
JIroboii | JIoooi >3 >3 N
JIroooii CTeNeHu
CTeNeH | CTeleHH CTeMeH!u | CTeNmeHu
" CTeNneHu
O01mme HApyIEHUS U PeaKIIMU B MeCTe BBeIeHH I
OO6mas 33(21,2 OucHb
cnaGocrs!? ) 9 (11,8) 3(1,9) 1(1,3) 103 (28,9) 4acTo
20 OueHb
Otex 13 (8,3) 2 (2,6) 0 0 39 (11) 4ACTO
21 OueHb
JIuxopanka 6 (3,8) 7(9,2) 2(1,3) 1(1,3) 38 (10,7) 4ACTO
JlaGopaTopHbie H HHCTPYMEHTAJIbHBIE TaHHbIE
Vmaenue
matepana QT wa | 5 3y 0 1(0,6) 0 4(1,1) Yacro
3EKTPOKapAUO-
rpaMme
[ToBbIIEHNE
AKTHUBHOCTHU
kpeaTnHpocho- 4 (2,6) 339 3(1,9) 1(1,3) 13 (3,7) Yacto
KHWHAa3bl B KPOBU

"Menuana MPOJIOJDKUTEIILHOCTH NTpUMEHeHusI ipenaparta CuemOaukce: 156 Henens (auana3oH:
ot 0,1 10 256,3 Henenn)

*Mennana MIPOJIOJDKUTEILHOCTH TTpuMeHeHusi 6o3ytuauba: 30,5 Henenp (amama3oH: ot 1 10
239,3 Henennp)

3YacToTa OCHOBaHA Ha PEaKIMAX TI000H CTeNeHH, BO3HUKIINX MpH NPUMEHEHNH TIpenapaTa
CueMOnuKc B momyisinuu Aiist orieHku 6e3onacHoctd (A2301 u X2101) ans (N = 356).
‘Vindexunn BepXHUX bIXAaTENbHBIX MyTel BKITIOUAIOT: MHMEKIMIO BEPXHHX IBIXATENbHBIX
nyTeil, Ha30papuHTUT, GAPUHTHUT U PUHHT;

SUH(pEeKINN HIKHUX JABIXaTeNbHBIX MyTeil BKITI0YAIOT THEBMOHHUIO, OGPOHXHUT M TPaXeoOPOHXHT;
6Tp0M6OHI/ITOH€HI/I$I BKITIOYAET: TPOMOOITUTONICHUIO U CHIDKEHUE KOJIMYECTBA TPOMOOIIMTOB;
"HeiiTpornienus BKIIOYAET: HEHTPOIIEHNIO M CHIKEHNE KOTMIECTBA HEHTPODHIOB;

8 AHeMUs BKITIOUAET: AaHEMUIO, CHUKEHHE YPOBHS TeMOTTIOOMHA, M HOPMOIUTAPHYIO aHEMHUIO;
TUMoTHpeo3 BKIIOYAET: MOBBIIIEHHBIH YPOBEHb THPEOTPONHOTO TOPMOHA B KpOBH,

TUIIOTUPEO3;
0 lucnunuaeMus BKIIOYAET: TMNEPTPUIIMIIEPUIEMHIO, TIOBBIILIEHUE YPOBHS XOJECTEPUHA B
KpOBU, THMIEPXOJIECTCPUHEMUIO, IIOBBIIMICHHE YPOBHS  TPUITIMUEPUAOB B  KpOBH,

TUINEPIIMIIUIEMHIO U JUCIIUIINAIEMHUIO;
U AprepuanbHas TrunepreH3us BKIIOYAET: apTepPHAIbHYI0 THIEPTEH3HIO U HOBBIIICHHE
apTepUaIbLHOIO JaBJICHUS,
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Cuemd Honyasuusn
-JIHKC Bbo3yrtu- Cuemo- bo3sy- 51 z e:lm Karero-
40 mr2 | uHH0 500 JUKC THHHO a 6e3011l1ac- st
p/eyt! Mr 40 mr 2 500 mr P
Hexena- _ 2 1 2 HOCTH 4acTo-
TeJIbHbIE N= 1p/cyT p/eyr 1p/eyr npenapara B
156n | N=76n | N=156n | N=76n | fPerapara | Ti
peakuuu (%) (%) (%) (%) Cuemoumkce’ | N =356
. . N =356 (%) | Jlwooii
JTodoi JTioboii =3 3 JIo0oii CTEeNeHH
CTEeIleH | CTelmeHH CTeNeHU | CTEelmeHH
" cTeneHu

PIoBblmenne akTMBHOCTH (DEPMEHTOB MOJKETYIOUYHON >KENe3bl BKJIIOYAET: MOBBIIICHHE
AKTUBHOCTH JIIa3bl, OBBIIICHNE AKTUBHOCTH aMHJIA3bl U TUIIEPIIUIIA3EMUIO;

3Bonp B AKUBOTE BKIIOYAET: OONb B JKMBOTE M 60JIb B BEPXHUX OT/ENaX KUBOTA.

“TlankpeaTuT BKIIIOYAET: MAHKPEATUT U OCTPBIH MAHKPEATHUT;

BIoBbleHne aKTUBHOCTH MEYEHOUYHBIX (DEPMEHTOB BKJIIOYAET: MOBBIIIEHME AKTHBHOCTH
alaHUHAMUHOTpaHc(epasbl,  TOBBIIICHHE  AKTUBHOCTM  aclapTaTaMHUHOTpaHC(epasbl,
MOBBIIIEHUE AKTUBHOCTH TraMMa-TIyTaMHJITpaHCpepa3bl W TOBBIIICHHE aKTHBHOCTH
TpaHCAaMHMHA3 U TUIIEPTPAHCAMHHA3EMUS;

%[ ToBpInIeHne ypoBHs OMIMPYOMHA B KPOBM BKJIIOUAET: TOBBIIIEHHE YPOBHS OMIHPYOMHA B
KpPOBH, TMOBBIIIEHUE YPOBHS KOHBIOTHPOBAHHOIO OWJIMPYOMHAa W THIEepOMIMpYOHHEMUIO;
Cpinp BKIIOYAET: ChHIb, MAKYJIO-NAMYIE3HYIO ChIb U 3YASLIYIO ChIIb;

8K ocTHO-MBIIEYHAs 60JIb BKIIOYAET: OOJIb B KOHEYHOCTSIX, OOJIb B CIIMHE, MUAITUIO, 0OJIb B
KOCTSIX, KOCTHO-MBIIIIEYHYIO 00J1b, O0JIb B II€€, KOCTHO-MBIIICYHYIO OOJIb B TPYIH, M KOCTHO-
MBILICYHBIN TUCKOMQOPT;

YO6mas cnabocTs BKIIIOYAET: 06IIYI0 cIabOCTh U ACTEHHIO;

200rek BKTIOYAET: OTEK M HepU(EpPUIECKUii OTEK.

2! Jluxopazika BKJIIOYAET: TUXOPAJKY H MOBBLIIIEHHE TEMIIEPATYpPhl Tela

CHumxenue ypoBHs (hocdaToB ObUIO 3aperHCTPUPOBAHO Kak JabopaTopHOE oTKIoHeHue Y 17,9%
(Bce crenienn) u 7,1% (3/4-i crenenu) uz 156 naurenTos, nonyyaBunx npenapat CueMmOiIuKe B
no3e 40 Mr 1Ba pa3a B CyTKH.

Ta6auna 4 HexxkeslaTe/ibHbIE peaKINU, 3apericTPUPOBAaHHbIE NPH NPUMEHEHNH Npenapara

Cuem0imkc y nauneHToB ¢ Ph+ XMJI-X® ¢ myranueit T3151 (ucciaenoBanue X2101)

CueM0HKC CuemM0uKC
HexenarenbHble peakuuu 200 mr 2 p/eyT 200 mr2 p/eyr
pearit N= 48 n (%) N =48 n (%)
JIxo0oii crenenn > 3 cTeneHun
Nudexunu n uHBA3ZUN
NHpeKiys BEpXHUX JbIXaTelbHbIX MyTeii! 6 (12,5) 0
WHbeKIUs HIKHUX JBIXaTeIbHBIX TyTeH? 4(8.,3) 2(4,2)
['purnm 1(2,1) 0
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Cuem0muke | CueM0aukKc

HexenarenbHble peakumu 2;1“;; fllz(/;?;T 2130:2;;2“1)(/0%

JIxo0oii crenenn > 3 cTeneHun
Hapymennsi co cTOpOHBbI KPOBH U JTUM(PATHYECKO CHCTEMBI
TpombonuToneHus’ 10 (20,8) 8 (16,7)
Heiitponenns® 8 (16,7) 6 (12,5)
Anemus’ 5(10,4) 3(6,3)
Hapymienusi MeTa00,in3Ma M MUTAHUS
Jucnunuaemus’® 5(10,4) 1(2,1)
CHIDKCHHE anmeTuTa 2(4,2) 0
HapyumeHnust co CTOpOHbI HEPBHOM CHCTEMBbI
['onoBHas 60116 10 (20,8) 1(2,1)
["onoBokpy>keHHe 4(8,3) 0
HapyuieHusi co CTOPOHBI OPraHa 3peHus
Heuerkocts 3penus 2(4,2) 0
CyxocTb riaza 3(6,3) 0
HapyuieHusi co CTOpOHBI cepALa
Omrymienne cepaieOneHus 2(4,2) 0
HapyueHnusi co cTOpoHbI COCY10B
AprepuanbHas rUIepTeH3Hs’ 7 (14,6) 4(8,3)
HapyumieHnust co CTOPpOHBI ABIXATEJIbHOM CHCTEMbl, OPraHOB IPYIHOM KJIETKH H
CpeloCTeHUs!
Kamenp 11(22,9) 0
Oppimka 3(6,3) 0
Bonb B rpyau HEKapAMaIbHOTO 5(10,4) 1(2,1)
MPOUCXOKIACHUS
[IneBpanbHBIM BHINOT 1(2,1) 1(2,1)
KenynouHo-kuie4yHble HAPYLIEHUS
[ToBbIIIEHNE aKTUBHOCTH (DEPMEHTOB 15(31,3) 11 (22,9)
TIOJIKETyI0UHOI JKeTIe3hl®
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COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 09.01.2025 Ne 60
(NOCNEOOBATENBEHOCTE 0032)

Vol -4
\,uuluu.uu](e eﬂefﬂﬁﬂl““\,

HexenarenbHble peakumu 200 mr 2 p/eyT 200 mr 2 p/ey
peaxd N= 48 n (%) N =48 n (%)
JIxo0oii crenenn > 3 cTeneHun
TomHoTa 13 (27,1) 0
Huapes 13 (27,1) 1(2,1)
PBota 10 (20,8) 3(6,3)
Bonb B xuBOTE’ 7 (14,6) 3(6,3)
[Mankpearnt'® 1(2,1) 0
HapyuieHusi co CTOPOHBI MeYeHH U KeT4eBBIBOASIIIMNX MyTeit
[ToBbIIIIEHHE aKTUBHOCTH TTEYCHOUHBIX 12 (25) 5(10,4)
dbepmentop!!
IoBbIIIeHNE YPOBHS OGMIHPYOMHA B KpoBu 2 4(8,3) 0

HapymieHnusi co CTOPOHBI KOKH ¥ MOJAKOKHBIX TKaHel

Comp ! 9 (18,8) 0
3yn 6 (12,5) 0
Kpanusauia 1(2,1) 0
HapyuieHnust co CTOPOHBI MbIIIEYHOM, CKEJIETHOM U COCAUHUTENIbHON TKAHU
KocTHO-MbImeyHas 60mb' 21 (43.8) 1(2,1)
ApTtpanrus 10 (20,8) 0
OO0mue HapylIeHNSI U PeaKIMH B MeCTe BBeleHUs

O6muas cnabocts> 17 (35,4) 1(2,1)
Orek!'® 5(10,4) 2(4,2)
Jluxopanka'’ 6(12,5) 0

JlaGopaTopHble 1 HHCTPYMEHTAJIbHbIE JaAHHbIE

[ToBbIIIIEHHE AKTUBHOCTH 2(4,2) 0

KkpeaTuH(pocPoKuHA3HI B KPOBU

'Mndexunn BepXHUX ABIXATENbHBIX MyTeil BKIIOYAIOT: MH(EKIUIO BEPXHHUX IBIXATENbHBIX
nyTeil, Ha30papuHTUT, GAPUHTHUT U PUHHT;

2MHpeKIuy HUKHUX JbIXaTeIbHBIX MyTeil BKII0YAIOT MHEBMOHHUIO, OPOHXHT U TPaXeOOPOHXHT;
3TpOMOOIHUTONEHHS BKIIIOYAET: TPOMOOIMTONEHHIO M CHMKEHHE KOIMYECTBA TPOMOOIIUTOB;
“HeifTponeHus BKIIOYAET: HEHTPONIEHHIO M CHHKEHHE KOTMIECTBA HEHTPODHIOB;

S AHeMUs BKIJIF0YAET: aHEMHUIO, CHIKEHHE YPOBHS FeMOTTIOOMHA, HOPMOLUTAPHYIO AHEMHIO;
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CuulanJluF_em»

200 mr 2 p/cyr 200 mr 2 p/cy

HexenaTenbHbIe peakuuu N=48 n (%) N =48 n (%)
JI1000ii cTenenun > 3 crenenn

SucnumuaeMusi BKIOYAET: TMIEPTPUIIMIEPHAEMHUIO, MOBHILIEHAE YPOBHS XOIECTEpHHA B
KPOBH, THIEPXOJECTCPUHEMUIO, TOBBIINICHUE YPOBHS  TPUTIUIEPUIOB B  KpPOBH,
TUIEPIUMHACMUIO U JUCITUTTUICMHIO;

"AprepuanpHas THHEPTEH3Us BKJIIOYAET: apTEPUANbHYIO TMIEPTEH3HI0 U IOBHIICHHE
apTepUaIbHOTO JaBIICHUS;

S[loBbleHnEe aKTUBHOCTH (PEPMEHTOB IIOKETYJOUHOH JKele3bl BKIIIOYAET: IMOBHILIEHUE
AKTUBHOCTH JIMTIa3bl, TOBBIIIICHNE aKTHBHOCTH aMIJIA3bl U TUIIEPIIUITA3EMUIO;

Bonb B 5KMBOTE BKIIFOYAET: 60JIb B )KUBOTE U OOIIb B BEPXHUX OT/ENAX KUBOTA.

OTankpeaTut BKIIOYAET: HAHKPEATHT M OCTPHIHA MHaHKPEATHT;

"TloBbleHne aKTUBHOCTH MEYEHOYHBIX (DEPMEHTOB BKJIIOYAET: MOBBIIIEHME AKTHBHOCTH
aTaHMHAMUHOTpaHCc(epas3bl,  IOBBINIEHHE  AKTHBHOCTH  acmapraTaMHHOTpaHChepassl,
MOBBIIIICHUE AaKTHBHOCTH TaMMa-TIyTaMuiTpaHchepasbl U TMOBBIIICHUE aKTHBHOCTH
TpaHCAMUHA3 U TUIIEPTPAHCAMUHAZEMUS;

’[Topbimenne ypoBHs GUIMPYOMHA B KPOBM BKJIFOYAET: MOBBIIEHHE YPOBHS OHIMPYOMHA B
KpOBH, TIOBBIIIEHWE YPOBHS KOHBIOTHPOBAHHOTO OWIMPYOMHA W THICPOUIUPYOHHEMUIO;
3Cpinp BKIIOYAET: ChHIb, MAKYJIO-NAMTYIE3HYIO ChIb U 3yASMIas ChIIb;

“KocTHO-MBIIIEYHast 60 BKIIOYAET: 60JIb B KOHEYHOCTSIX, OOJIb B CIIMHE, MHAITHIO, OOJIb B
KOCTSIX, KOCTHO-MBIIIEYHYIO 00Jb, 0OJIb B IIIe€, KOCTHO-MBIIICUYHYIO OOJIb B TPYyIH, KOCTHO-
MBILICYHBIN TUCKOMQOPT;

1506mas cnabocTs BKIIOUAET: 0OMIYIO C1a60CTh U ACTEHHUIO;

1601ex BKMIOUAET: OTEK M Mepu(epudecKuii oTek;

17 JInxopamka BKIIIOYAET: TUXOPAJKY H MOBBIIIEHHE TEMIIEPATYpPhI TeNa.

CHuxenne ypoBHs ¢ocdaToB ObLUIO 3aperuCTPUPOBAHO Kak JJabopaTopHoe oTkiIoHeHue y 47,9%
(;ro0oit crenienn) u 8,3% (3/4-it ctenenu) U3 48 malMeHTOB, NOTy4YaBIKMX npenapatr CremMOauke

B 03¢ 200 Mr J1Ba pasza B CYTKH.

Onucanue OTAEILHEIX HEXKETaTEIbHBIX PEAKIINNI

Muenocynpeccus

Tpomborutonenus Bo3amkina y 100 u3 356 (28,1%) manueHTOB, MOTy4YaBIIMX Ipenapar
CuemOamKc, mpudeM peakiuu 3 u 4-i crerneHu ObUTH 3aperucTpupoBansl y 24 (6,7%) n 42 (11,8%)
MalMEeHTOB COOTBETCTBEHHO. Cpey MaIMeHTOB ¢ TPOMOOIMTOTICHUEH >3-i CTETeHH MenuaHa
BPEMEHHU JI0 TEPBOr0 BO3HUKHOBEHHUsS peakiuii coctaBuia 6,14 Hemens (aumamason: ot 0,14 mo

64,14 Henmenb) mpu MeIMAHE MPOJOHKUTENFHOCTH JIF000H BO3HHKIEH peakiuu 2 Henenn (95%
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JU, nuamazon: ot 1,43 mo 2 wemens). U3 10
MOJIHOCTBIO MpEeKpaTuian npuem npenapara CremMOIuKe, B TO BpeMs Kak Tepamus MpernapaToM
CueM0Oiukc OblIa BpEeMEHHO MpuocTaHoBieHa y 44 (12,4%) manueHTOB M3-3a HEXeNNaTenbHOU
peaxiuu.

Heiitponenus Bo3nukina y 70 uz 356 (19,7%) nanuentos, nonydaBmux npernapat CueMOIukc,
npuueM peakiuu 3 u 4-it crenenu ObUTH 3apeructpupoBanbl y 26 (7,3%) u 30 (8,4%) nanueHTos
COOTBETCTBEHHO. Cpeau MalMEeHTOB C HEUTpONmeHuMed >3-i CTENeHu MeauaHa BPEMEHM 0
MEepPBOT0 BOZHUKHOBEHHUSI peakiuii cocraBmia 6,14 wenens (quamnaszon: ot 0,1 go 180,1 Heneny)
MIPU MEJIMaHe TPOJOJDKUTEIHLHOCTH JTI000M BO3HMKINEH peakuuu 2 Heaenu (95% U, nuamazoH:
ot 1,43 no 2,14 negens). M3 70 nauuentoB ¢ Heitponienuet 6 (1,7%) MONMHOCTBHIO MpeKpaTHIIN
npueM npenapara CrieMOIMKC, B TO BpeMs Kak Tepanus npenapatoM CrieMOirkce Obliia BDEeMEHHO
npuocta”oBiieHa y 33 (9,3%) nanueHToB u3-3a HeXKeNaTeIbHOM JIEKapCTBEHHOM peaKinu.
Anemus pazsuiiack y 47 u3 356 (13,2%) nanueHToB, noiayyasmux npenapat CrueMOauke, mpuieM
peakuuu 3-if crenenu ObuM 3apeructpupoBanbl y 19 (5,3%) nanuentoB. Cpeau ManueHTOB C
aHemMue >3- cTeneHu MeauaHa BPEMEHHM 10 IIEPBOrO BO3HMKHOBEHHS DPEAKIMIl COCTaBHIIA
30,43 menens (quamazon: oT 0,43 mo 207 Hemenb) MpH MeTUAHE MPOOJDKUTEILHOCTH JTHOOOU
Bo3HuKIeH peakuuu 0,86 wHemenu (95% MW, mmamazon: ot 0,29 no 1,71 wemenm). U3 47
MAIMEHTOB ¢ aHeMHuel Teparnus npernapatoM CremOaukce ObuTa BpEMEHHO NMPUOCTAHOBJICHA Y 2

(0,6%) manueHTOB KU3-3a HEXKENATEIbHON JIEKaPCTBEHHOHN PEaKIIHH.

COO6I.H€HI/IG 0 MOA03PEBACMBIX HEXKECIATCIbHBIX PCAKIINAX

Baxxno cooOmarb 0 MOJ03pEBAEMbIX HEXKENATeNbHBIX PEaKUUsAX T[OCIe PEerucTpaluu
JIEKapCTBEHHOT'O TIperapara ¢ Ielbl0 00eCIedeHUs] HEPEPHIBHOTO MOHUTOPUHTAa COOTHOIIIECHUS
«IONb3a — PHUCK» JIEKAPCTBEHHOTO Tpernapara. MeTuIuHCKAM pa0OTHUKAM PEKOMEHIYeTCs
coo01aTh O JIIOOBIX TOJ03pPEBAEMbIX HEXeNaTeIbHBIX PEeaKIUsAX JEKapCTBEHHOIO IMpernapara
Yyepe3 HallMOHAJIbHbIE CUCTEMBI COOOIICHHS O HEXENaTeNbHBIX PeaKkIUsiX rocydapCcTB — YJICHOB

EBpa3uiickoro 5KOHOMUYECKOTO COH03A.

Poccuiickasg Peneparus

®denepanpHas cayx0a mo Haa30py B cepe 3apaBooxpaHeHus Poccutickoit Denepanuu

Anpec: 109012, r. Mocksa, CiiaBsiHCKasl Iiiomiaip, 1. 4, ctp. 1
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Tenedon: +7 (800) 550-99-03, +7 (499) 578-02-26
daxc: + 7 (495) 698-15-73
OnexrpoHHas noura: pharm@roszdravnadzor.gov.ru

Caiit: www.roszdravnadzor.gov.ru

PecnyOauka Bemapycs

MunucrepceTBo 3npaBooxpanenus Pecnyonuku benapyces,

Peciy6nmukanckoe Yuurapuoe Ilpenmpusatue «llentp DOxcmeptus wu  McnbiTaHuii B
3apaBOOXpaHEHUN»

Anpec: 220037, r. Munck, niep. ToBapuieckuii, 2a

Tenedon ornena dhapmakonamzopa/dakc: +375 (17) 242 00 29

OnektponHas nmoyura: rceth@rceth.by

Caiit: www.rceth.by

PecnyOnuka Kazaxcran

PI'TI na IIXB «HamuoHanbHBIA LEHTP 3KCHIEPTU3BI JEKAPCTBEHHBIX CPEACTB U MEIUIIMHCKHUX
m3aenuit» Kommrera wmeaumuHcKOoro #  (apMareBTUYECKOro KOHTPOJss MUHHCTEpCcTBa
3npaBooxpaneHus: Pecnyonuku Kazaxcran

Anpec: 010000 r. Acrana, yin. A.MimanoBa, 13, 4 stax

Tenedon: +7 7172 235 135

OnektponHas noura: farm@dari.kz, pdlc@dari.kz , vigilance@dari.kz

Caiit: www.ndda.kz

4.9. Ilepeno3upoBka

Nmeercs mumis HEOOMBIION OMBIT MO TIEpeno3upoBKe mpenaparoM CremoOnukc. B kimmHIYeCKuX
uccnenoBanusax npenapat CrieMOIMKC UCHONB30BAIM B 103ax 10 280 Mr 1Ba pa3za B CyTKU 0e3
IIPU3HAKOB TIOBBIIICHUS TOKCHUYHOCTH. BO BCexX ciaydasx NONO3pEHHs Ha IEPENO3UPOBKY
Heo0X0UMO HayaTh 00IIUE MOAIEP>KUBAIOIINE MEPOIIPHUATHS M HA3HAYUTh CUMITOMAaTHYECKYIO

TEpaIuIio.
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5. PAPMAKOJIOTMYECKHUE CBOMCTBA

COOTEBETCTBYET DKCIMNEFTHOMY QTYETY

5.1. ®apmakoguHAMHYECKHE CBOICTBA
dapmakoTepaneBTHUECKas TPYyIIa: IPOTUBOOITYXO0JIEBbIE CPEICTBA; MHTUOUTOPHI TPOTEUHKHUHA3;
uHTHOUTOPHI TUpOo3uHKMHa36l BCR::ABL.

Kong ATX: LOIEAO6

MexaHu3M OelCTBUSA

AcCIMMHHUO SBIISIETCS MOILITHBIM IEpOpAIbHBIM HHIHOUTOpOM TUpo3uHKuHa3sl ABL/BCR::ABLI.
AcuuMuHNO WHTHOUpYET KuHa3Hyr akTuBHOCTH ABL1 rubpumnoro Oenka BCR::ABLI,

cnenuduaecku BO3EHCTBYSI HA MUPUCTOMIIbHBINA KapMan ABL.

dapmakonmHamuyeckue 3P HEKThI

B ycnoBusix in vitro acuuMuHHO MOJABIIsIET THPO3UHKWHA3HYIO akTUBHOCTh ABL1 mpu cpeanux
3HaueHusx ICso MmeHee 3 HMOIb. B omyxoJieBbIX KJIeTKaxX, HOJYyUYE€HHBIX OT NAIl[MeHTOB, aCHUMUHUO
crenupUIecKy MoJaBisieT npoiudepanuio Kietok, coaepxammux BCR::ABLI1, npu 3HaueHmsIX
ICs0 ot 1 go 25 umonb. B knetkax skcnpeccupyromux aukuii reH BCR::ABL1 nnu myrtanuio
T3151, acuumMuHMO TOAABISIET POCT KIETOK Tpu cpeaHux 3HadeHmsx ICso 0,61 £ 0,21 u
7,64 + 3,22 HMOJIb COOTBETCTBECHHO.

B MbImmHBIX MoOzensx KceHoTpaHcmiiantata XMJI acuumMuHHMO 10303aBHCHMBIM 00pa3zoM
MOJIABJISTT  POCT OIyXOJeH, coiepkalmux JMO0O AWKMA THN TeHa, Jubo mytauuio T315I1
BCR::ABLI1, pu 53TOM perpeccus ormyXxoiau oTMedanach Mpu Ao3ax Boimie 7,5 Mr/kr uiau 30 Mr/kr
JIBa pa3a B CyTKH COOTBETCTBEHHO.

Bruanue na anekmpoguzuonocuro cepoya

[Mpumenenne mnpenapara CHeMOIMKC CBS3aHO C 3aBUCHUMBIM OT AKCIO3UIUU YATUHEHUEM
uatepBana QT. Koppemsauuio MeXay KOHIEHTpAMEH aciuMUHMOA W TPEINoJiaraeMbIM
MaKCUMaJIbHbIM CPEIHUM U3MEHEeHnEM HHTepBaiia QT OT HCXOAHOTO 3HAYEHUs C KOPPEKLUEN 10
dopmyne Openepuka (AQTcF) ouenuBanu y 239 mamuentoB ¢ Ph+ XMJI unu Ph+ octpsim
muM@obnacTHbIM JeiikozoM (OJIJI), momyuaBmmx npenapatr Cuem6auke B 1o3ax ot 10 go 280 mr
nBa paza B cyTku 1 ot 80 go 200 Mr oauH pa3 B cyTku. PacuetHoe cpennee 3HaueHne AQTcF
cocraBuJio 3,35 mc (Bepxussa rpanuna 90% JAU: 4,43 mc) npu npumeneHun npemnapara Criem0Omuke

B n103¢ 40 mr nBa pasa B cyTkH, 3,64 mc (Bepxusis rpanuna 90% JAU: 4,68 mc) B no3e 80 mMr oaun
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Ve ke | AY 200

pa3 B CyTKI/I n 5,37 MC (BerHﬂﬂ FpaHPII.[a 90% I[O" CVPIIICIABHUT U HIrIvpbajia. U, 77 ViU J B AU OU 2 UU VLT

7IBa pasa B CyTKHU.

Kimmanueckas 3dhdhekTHBHOCTE M 0€30I1aCHOCTD

Ph+ XMJI-X®

Knmanaeckas s pekTuBHOCTH M 0€30MMacHOCTh MpUMEeHEeHUs npernapaTta CrieMOJIMKC y MaleHTOB
C TOJIOKUTENIBHBIM 0 (prinafenbGUicCKoi XpOMOCOME MUETOUAHBIM JICHKO30M B XPOHHYECKOM
¢aze (Ph+ XMJI-X®), panee mony4aBUIMX ABa WK 00jee MHIMOMTOpAa TUPO3SUHKHHA3I, OBLIH
MPOJIEMOHCTPUPOBAHBl B MHOTOLIEHTPOBOM PaHJAOMHU3UPOBAHHOM HCCJIEIOBAaHUU C aKTUBHBIM
KOHTPOJIEM U OTKphITOM HccaeaoBanuu ¢assl [[I ASCEMBL.

B stom wuccnenoBanumu B oOmiei criokHocT 233 mamueHTa ObUIM PaHAOMHU3UPOBAHBI B
cooTHomeHnH 2:1 co crpaTudukanuell Ha OCHOBAaHUU CTaTyca OOJBIIOTO IIUTOTEHETUYECKOTO
orBeta (BL[O) Ha ucxogHOM YpOBHE A1 MTOMy4YeHus aubo mpenapara Criemoimke 40 Mr 1Ba pasza
B cytku (N = 157), nu6o 603ytunnba B go3e 500 mr oguu pa3 B cytku (N = 76). IlarmeHTh!
MPOJOJDKAIA  JICYCHHWE [0 PAa3BUTUS HEMPHEMIIEMOW TOKCHYHOCTH WM  PETHCTPaIiH
TEepaneBTUYECKON HEeyJauH.

B momymsiiuu marmmenToB ¢ Ph+ XMJI-X® 51,5% Oblu sxkenmunaamu, a 48,5% MyKunHaMU,
MeJuaHa Bo3pacTa coctaBuia 52 roga (muamnaszon: ot 19 go 83 ner). U3 233 mamuenTtor 18,9%
Obutn B Bo3pacte 65 yer u crapme, a 2,6% — B Bo3pacte 75 mer u crapuie. [lanueHTs
IIpUHAJIEKATIHN K eBpornieouaHou pace (74,7%), Monronouanou pace (14,2%) u HerpouHoii pace
(4,3%). W3 233 mnamumentoB y 80,7% u 18% oOmee cocrosHue mno mkaie BocTouHoi
o0wenuuenHol rpynmsl oHKos10roB (ECOG) 66110 0 uitnt 1 cooTBeTcTBeHHO. [lanineHTh1, KOTOphIE
panee nonyuwiu 2, 3, 4, 5 unu 6onee nunun npeamectsytomeit tepanun UTK, cocrapnsm 48,1%,
31,3%, 14,6% u 6% cooTBeTcTBEHHO. MenuaHa NPOAOTKUTEIBHOCTA JICYEHHS] COCTaBHIIA
156 nenens (nuamazon: ot 0,1 10 256,3 Henenp) y MAIMEHTOB, MOTy4YaBmuX npenapat CreMOauKe,
u 30,5 venens (quanasoH: ot 1 10 239,3 Hexenp) y MalMeHTOB, MOTYYaBIIUX 003yTHHHUO.
[TepBU4HOI KOHEUHOM TOYKOW MCCIIEeNOBaHMS ObLTa 9acToTa OOJIBIIOTO MOJEKYJISIPHOTO OTBETA
(BMO) uepe3 24 Heaenu M KIIOYEBOM JOMOJHUTEILHOW KOHEYHOM TOYKOM — dYacToTa
noctuxkennss BMO uepes 96 nenens. BMO onpegensiercsa kak cootHomenne BCR::ABL1 <0,1%

mo MexayHapomHod mkane [IS]. BropuuHolt KoHEYHOHW TOYKOM OBUIA YacTOTa IOJHOTO
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nutoreHeTndeckoro oteera (I111O) uepe3 24 H=S6—Hemems—eonpeneieMoro—itak—oTeyTreTBHe
MeTada3 B KOCTHOM MO3Te TIPH OIleHKe 1o MeHbIel Mepe 20 meTtadas.

OcHOBHBIE pe3ybTaThl OleHKU P pexTuBHOCTH B uccnenoBannn ASCEMBL pe3tomMupoBaHbl B
tabnure 5.

Taouauna S Pe3yabtaTsl onenku dpPextuBHocTu y naueHToB ¢ Ph+ XMJI-X®, panee

MOJIy4aBIIKX JBAa WK 00Jiee HHTHOMTOPOB TUPOo3uHKUHA3bl (ASCEMBL) [5,7]

Cuemoumkc bo3yrnnuo
40 mr 500 mr Paziuyue Inavenne p
ABa pa3a B OJIMH pa3 B (95% J1N)
CYTKH CYTKH

N=157 N=176
Yacrora BMO, % 25,48 13,16 12,24! 0.029>
(95% [A) uepes 24 (18,87, 33,04) (6,49, 22,87) (2,19, 22,30) ’
HeAenu
Yacrora BMO, % 37,58 15,79 21.74! )
(95% JAN) uepes 96 (29,99, 45,65) (8,43, 25,96) (10,53, 32.95) 0,001
HEJeIHN

N =103’ N = 62°
Yactora IO, % 40,78 24,19 17,3 0.0192
(95% JAN) uepes 24 (31,20, 50,9) (14,22, 36,74) | (3,62, 30,99) ’
HEJeIHN
Yacrora I1110, % 39,81 16,13 73.87!
(95% JAN) uepes 96 (30,29, 49,92) (8,02, 27,67) ’ 0,001%*

(10,3, 37,43)

HEJeIHN
TIpu koppeKIuK Ha OCHOBAHUH CTaTyca GOJIBLIIOrO IIUTOrEHETHIECKOTO OTBETA Ha
HCXOJHOM ypOBHE
2JIsyctoporHuii Tect Koxpana-Manrens-I'ensens co crpatudukameil Ha OCHOBAHHH
cTaryca OOJIBIIOrO IUTOI€HETHYECKOTO OTBETa Ha UCXOJHOM YPOBHE
3 Anamus TT1O, ocHOBaHHKI Ha MalMeHTax ¢ oTcyTcTBHeM I11[O Ha HCXOJHOM YpOBHE
*HomuHaNbEHOE 3HAYEHHE P

CornacHo pe3ysibTaTaM aHaju3a «3IKCIO3UILMI-OTBET» MNporHoupyemas yactora BMO uepes
24 Henmenu B rpyrmie npuMeHeHus npenapara Cremonukc B 103e¢ 80 MT ofuH pa3 B CyTKH ObLIa
conoctabuma ¢ yactrorod BbMO wuyepe3 24 nemenu B wuccinenoBanun ASCEMBL  npu
UCToJIb30BaHuU npenapara Cuemomauke B 03¢ 40 Mr 7Ba pas3a B CyTKH.

B uccnenoBanuu ASCEMBL y 12,7% nanuenTos, noiy4aBmux npenapat Cruemonuke, uy 13,2%
MAlUEHTOB, MOTYYaBIIUX 003yTHHUO, HA UCXOJAHOM YPOBHE OMPEEINAIach 0JHA WM HECKOIbKO
mytaruii BCR::ABL1. BMO uepe3 24 nenenu Ob11 1ocTUTHYT Y 35,3% u 24,8% mnanueHTOB,

noiyyaBmux npenapatr CueMOIuKe, C HATMYUEM UM OTCYTCTBHEM KaKOW-TMOO MyTallH B TE€HE
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TN A

BCR::ABL1 Ha BCXOIHOM YpPOBHE COOTBETCTBEHHO—BMO=tepes—24-Heae-Os—ROCTHPHYT=Y
25% u 11,1% nauueHToB, MoJy4aBIIUX O03YTUHUO, C HAJTHMYHUEM WM OTCYTCTBUEM KaKOW-IHO0
MyTallU¥ Ha UCXOJHOM YPOBHE cooTBeTcTBEHHO. Yactrota BMO Ha Heznene 24 y nanueHToB, y
KOTOPBIX PaHIOMU3UPOBAHHAs TE€PAIUS SABIAIACH TPEThEU, YETBEPTOMU, IIATON MIIU IIOCIEAYOIIEH
mununeit npumenenusa UTK, cocraBuna 29,3%, 25% u 16,1% B rpynne npenapara CueMOIuKe U
20%, 13,8% u 0% y nanueHTOB B rpymnmne 003yTHHHOA COOTBETCTBEHHO.

Yacrora BMO na nepene 48 cocraBuna 29,3% (95% JAW: 22,32, 37,08) y nanueHToB,
nosrygaBmux npenapar Cuembmuke, u 13,2% (95% [U: 6,49, 22,87) y naiiueHTOB, MOJTyYaBIIAX
0603ytnaNO. CormacHo onenke Kammana-Meiiepa, 105 MalMEHTOB TPYIIbI  IIpenapara
Cuemb6nukc, y kotopsix BMO coxpansics B Teuenue He meHee 120 Henenb, coctaBuiia 97% (95%
J: 88,6, 99,2).

Ph+ XMJI-X® ¢ mymayueri T3151

Kmuangeckyro sddexktnBHOCT U Oe30macHOCTh mnpemnaparta CreMOnuMKe y manueHTtoB ¢ Ph+
XMJI-X® ¢ myranueir T3151 oreHuBaii B MHOTOLIEHTPOBOM OTKPBITOM HCClIeIoBaHUHU (a3wl |
MepBOTo MpuMeHeHus y yenoBeka X2101.

B sTom uccnenosanuu B o0mmeit cinoxuoctu 185 mauuentoB ¢ Ph+ XMJI-X® ¢ orcyrerBuem (N
= 115) nmm wvamuuuem (N = 70) mytaruu T3 151 nomydanu npemnapat Crem6nuke B 103ax ot 10
10 200 mr nBa pa3a B cyTku uinu ot 80 g0 200 Mr oguH pa3 B cyTku. Cpeaun HUX 48 MalueHToB ¢
Ph+ XMJI-X® ¢ myrauueir T3151 nonyuanu npenapar CremOnuke B n1o3e 200 Mr nBa pasa B
cyTku. llanmueHTsl npoaoKaid JI€YEHHE [0 Pa3BUTUS HENPUEMIIEMOM TOKCHYHOCTH WIH
perucTpalnuy TeparneBTHYECKO Heyaauu.

B monymsimn mammerToB ¢ Ph+ XMJI-X® ¢ myrtamueit T3151, koTopsie mosnydanu npenapar
Cuem6mukc B 1o3e 200 mr aBa pa3a B cyTku, 77,1% Obumn MyxkunHamu, a 22,9% >KEHIIMHAMU;
Me/raHa Bo3pacTta cocTaBisuia 56,5 et (quanaszon: ot 26 no 86 ner). U3 48 manuentoB 33,3%
Obut B Bo3pacte 65 ner u crapue, a 8,3% — B Bospacte 75 ner u crapue. [lanueHTs
MpUHAJIEKAIN K eBporeon1Hoi pace (47,9%), MoHronouaHoi pace (25%) u HerpouiHoit pace
(2,1%). V 75% u 25% mnanuentoB ooOmiee coctosaue mo mkaine ECOG Opuio 0 wmmm 1
COOTBETCTBEHHO. llanumeHTsl, KoTophle panee momyuwnu 1, 2, 3, 4 u 5 unu Oonee JUHUH
npenmectBytomed tepanuu UWUTK, cocraBmsim 16,7%, 31,3%, 35,4%, 14,6% u 2,1%
COOTBETCTBEHHO. MeraHa mpoI0JKUTEIILHOCTH JIeUeHHs cocTaBuia 181,7 Heaenb (1uama3oH: oT

2 no 312 "Hepnenn).
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BMO na Henene 24 6bu1 oCTUTHYT Yy 42,2% 11011

nosrydanu npenapat Cuem6nukc (95% [AU: 27,7-57,8%).
BMO Hna nenene 96 611 nocTUrHyT y 48,9% noanexammx ornenke naueHtos (N = 45), koTopble

nonyyanu npenapatr CueMOIuKc.

5.2. apmakoKnHeTHYECKHE CBOIICTBA

AOGcopbrms

AcuuMuHHO OBICTPO BcachblBaeTCs, MPU 3TOM MaKCHMallbHasi KOHIIGHTpAlMs B IUIa3Me KPOBH
(Cmax) mocturaetcs uepes 2—3 daca mociie IepopaibHOTo MprueMa, He3aBUCUMO OT 103b1. CpeHee
reomerpuueckoe 3HaueHue (geoCV%) Cmax B paBHOBECHOM COCTOSIHUU cocTaBisier 1781 Hr/mi
(23%) u 793 ur/mn (49%) nocne npuema npemnapara Cremoauke B 03¢ 80 Mr oMH pa3 B CYyTKU
u 40 Mr /1Ba pasa B CyTKH cOOTBEeTCTBEHHO. CpenHee reomerpruyeckoe 3HaueHue (geoCVY%) Cmax
B PaBHOBECHOM COCTOSIHUU cocTaBisieT 5642 ur/mi (40%) nocne npuema npenapata CrueMOInkce
B nmo3e 200 mr nBa paza B cytku. Cpemnee reomerpudeckoe 3HaueHue (geoCV%) AUCiu
coctaBisieT 5262 ur*u/mi (48%) nocne npuema npenapara Cuem6mauke B 1o3e 40 Mr iBa pasa B
CYTKH.

Hanusie, momydeHHble B wmozensax @OKO®, mo3BOIAIOT MPEANoIoKUTh, 4YTO abcopOmms
actiuMuHIOa coctaBmsieT mpuoimsuTensbHo 100%, a GM0I0CTYTHOCTD - MPUOIU3UTENHHO 73%.
buogoctymHOCTh acuuMuHHOA MOKET OBITH CHI)KEHAa MpPH OJHOBPEMEHHOM MPUMEHEHHH
MepOpaNIbHBIX JIEKAPCTBEHHBIX CPEICTB, COAEPKAIIUX THUIPOKCUIIPONUI-P-IUKIOJEKCTPUH B
KauecTBE BCIIOMOTaTeNIbHOrO BemlecTBa. OJHOBpEMEHHOE NPHUMEHEHHE MHOTOKPATHBIX 03
UTPaKOHA30J1a, PACTBOPA JIsl IPUEMa BHYTPb, COACPKAIIETO TUIPOKCUTIPOTIUI--IIUKIOIEKCTPHH,
B cyMMapHO# fj03e 8 T Ha 40 Mr acuumunmn0a, cHmkaer AUCinractiumunan6a Ha 40,2% y 310pOBBIX
T0OPOBOJIBIICB.

Bnusnue nuwu

[Tpuem mumM CHUXAET OMOJOCTYMHOCTh ACHIMMUHUOA, TIPH ATOM €/1a C BBICOKUM COJCPKAHHEM
KHPOB OKa3bIBaeT Ooubliiee BIMSHME Ha (PApMAKOKHMHETHKY aCIMMHMHHOA, YeM ella C HU3KUM
conepskanueM xupoB. AUC aciiumuHmn6a cHuxkaercs Ha 62,3% mnpu mpueMe MULIM C BBICOKUM
cozepxkaHueM xupoB 1 Ha 30% npu mpueMe MUILK ¢ HU3KUM COAEPKaHUEM KUPOB IO CPABHEHUIO
C MPUMEHEHHUEM Iperapara HaToIaK, He3aBUCUMO OT J03bI (CM. pa3zaensl 4.2. u pa3zaen 4.5.).

Pacnpenenenue

30



COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 09.01.2025 Ne 60
(NOCNEOOBATENEHOCTE 0032)

CoryacHO JaHHBIM aHAJIW3a TOMYJISIHOHHOH——(hapMakor e THit— Ny e r—e0sent

pacmpeienieHdss acliMMHHNOA B PaBHOBECHOM COCTOSHMM cocTaBisier 111 1. ActumuHuO
pacmpesensercs rI1aBHbIM 00pa3oM B IJ1a3Me CO CPETHUM COOTHOIIICHHEM KOHIIEHTPAIMU B KPOBU
K KoHIeHTparuu B 1uiazme 0,58, He3aBucUMO OT 103bl. ActiumuHNO Ha 97,3% CBs3bIBaeTCS C
OeJKaMH I171a3MBI YeJI0BEKa, HE3aBUCHMO OT JIO3EI.

Buorpancdopmariis

ActuMHHHO  MeTaboNMM3HpYyeTCs  MPEUMYIIECTBEHHO  IOCPEACTBOM  ONOCPEIOBAHHOTO
m3opepmenra CYP3A4 okucnenus (36%), omocpemoBannoro UGT2B7 u UGT2B17
rimokyponupoBanus (13,3% u 7,8% cootBercTBeHHO). JlanHbIe, omyuyeHHbIEe B Moaeax KO,
MO3BOJISIIOT TPEANOJIOXKNATh, YTO CEKpelHs acuuMHHHOa C xemubto mocpenctBom BCRP
coctaBisieT 31,1% oOT ero oOmiero CUCTEMHOro KJIMpEHCa. ACHUMHHHUO SIBISETCS OCHOBHBIM
UPKYIUPYIOLUIMM KOMIOHEHTOM I1a3Mbl (92,7% OT BBeIEeHHOH /103bI).

OIMMUHALINS

AcuuMuHUO BBIBOAUTCS MTPEUMYIIECTBEHHO C KAJIOM M B HE3HAUUTEIHHON CTETIEHH Yepe3 MOYKH.
[Tocne mnepopa’abHOrO mpHUeMa 3I0POBBIMU JOOPOBOJBIIAMU OJHOKPAaTHOM g03bI 80 Mr
[14C]-meuennoro acummuanOa 80% 1 11% 10361 aciuMuHrOa OBLTO OOHAPYIKEHO B KAJIe U MOYE
COOTBETCTBEHHO. [IpH BRIBEICHUH C KaJIOM aCIIMMUHUO B HEM3MEHEHHOM BHU/IE COCTaBIsAET 56,7%
BBEICHHOU JO3LI.

Ha ocHOBaHMM [aHHBIX aHajdM3a MOMYJSIIMOHHON (PapMaKOKMHETHKH OOLIMI KIUpPEHC
acuumMuHuOa npu npueme BHYTpb (CL/F) cocraBmsier 6,31 n/uac. Koneunblil mnepuon

noyBbiBenieHus (T12) acuuMuHMOA cocTaBisieT 5,2 yaca mpu oomel cyTouHoi go3e 80 mr.

JIMHENHOCTBL/HEJIMHEHHOCTD

AcCIMMHHUO JIEMOHCTPUPYET HEOOJBIIOE CBEPXIPONOPLUOHATIBHOE YBEIMUYCHHE SKCHO3HMIIUU
(AUC u Cmax) B tnamazone 103 ot 10 go 200 Mr, mpruHUMAaeMbIX OJIMH WJIU JIBa pa3a B CYyTKH.

Cpennee reoMeTpUUYECcKOe COOTHOIIIEHNE KO PHUITMeHTa HAaKOIJICHUS BBIIIIE TPUMEPHO B 2 pasa,
HE3aBUCHMO OT J103bl. PABHOBECHOE COCTOsTHUE AOCTUTAIOTCS B Te€UEHUE 3 THEW MPU NPUMEHEHUN

npenaparta B 03¢ 40 Mr Ba pasza B CyTKH.

O1eHKa ITOTEHIMANIA JISKAPCTBEHHOTO B3aNMOJICHCTBHS in Vitro

Depmenmor CYP450 u UGT
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CNDI2 A AL "\ DOLO

B ycnoBusix in vitro aciuMuHHO 00paTHMO WHTHOHpyer-H3oPepMeHtr-CY-PIAYS—CYP2E
UGT1A1 npu KOHIEHTpalUsX B IJIa3Me, TOCTUTAEMbIX IPU MPUMEHEHUHU TperapaTta B o0mei
cyrouHoit 1o3e 80 mr. Kpome toro, acuumunmnb oopatumo narudupyet uzopepmentsl CYP2C8 u
CYP2C19 npu KkoHUEHTpauMsX B IUIa3Me, JOCTUTAEMbIX IPU MPUMEHEHUM Ipernapara B J103€
200 mr nBa pasza B CyTKH.

Tpancnopmepwi

Actumunan6 sasnserca cyocrparom BCRP u P-gp. Acummuuu6® unrubupyer BCRP, P-gp,
OATPIBI1, OATPIB3 u OCT1 npu 3navenmsx Ki 24,3, 21,7, 2,46, 1,92 u 3,41 mxmonb
COOTBETCTBEHHO. Ha ocHOBaHMM MaHHBIX, TONy4YeHHBIX B Mojaemax DKOD, acuumuHNO
yBenuuuBaeT 3kcno3unmio cyoctparoB P-gp, OATPIB u BCRP (cm. pazgen 4.5). Knuanueckas
3HauuMocTh B3aumogeiictBus ¢ OCT1 B Hacrosiee BpeMsi HEHM3BECTHA IPU INPUMEHEHHUH
Cuembmmkca B 103e 200 Mr 71Ba pa3a B CyTKH.

MHnooicecmsennvie nymu

AcuMMUHUO METa0O0IM3UPYETCS TOCPEACTBOM HECKOJIBKUX MyTel, BKimrovast hepmenTsl CYP3 A4,
UGT2B7 u UGT2B17, a Takxke xenub, cekpeTupyemyto Tpancnoprepom BCRP.
JlekapcTBeHHbIE  TpemapaThl, WHTHOMpYIOIIME WIM HMHIYLUHUPYIOUIME MHOXKECTBCHHBIC
MeTaboIruecKrue MyTH, MOTYT BIUAThH Ha 3KCMO3ULIMIO npenapara CueMOnuKe.

AcuMMUHUO WHTHOUPYET HECKOJIbKO MeTabonudeckux myTed, Bkimodas CYP3A4, CYP2C9,
OATPIB, P-gp um BCRP. Ilpenapar CueMOIuKC MOXET YBEIHMYMBATh OSKCIIO3UIIHIO
JIEKapCTBEHHBIX MPENapaToB, KOTOPbIE SBISAIOTCS CyOCTpaTaMM 3THX ITyTeH.

Oco0ble T'PYIITBI TAITUMEHTOB

Toowcunvie nayuenmot (65 1em unu cmapuie)

B uccnenoannn ASCEMBL 44 u3 233 (18,9%) manueHToB ObUH B BO3pacTe 65 JIeT u crapiie, a
6 (2,6%) — B Bo3pacrte 75 net u crapmie. B uccnenoanuu X2101 16 u3 48 (33,3%) namueHToB
ObUTH B Bo3pacTe 65 JieT u crapiue, B To BpeMs Kak 4 (8,3%) — B Bo3pacrte 75 JeT u crapiie.
Huxakux o0mux paznuduii B 6e30macHOCTH WK 3P heKTUBHOCTH npenapara CrieMOIHKC MEKITY
MaryeHTaMy B Bo3pacTte 65 JeT u crapiie u 0oJjiee MOJIOABIMU MAIMEHTaMU He Habmoqanocs. s
OILICHKH pa3inuuii B 0€30macHOCTH WK 3()(PEKTUBHOCTH MPUMEHEHUS Yy MMAIlUeHTOB B BO3pacTe 75

JIET U CTapII€ KOJINYCCTBO YUaCTHHKOB OBLIO HEAOCTAaTOYHBIM.
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Ilon/pacosas npunaonexcnocmos/macca mena
CucreMHas 3KCMO3UIINS aCLIUMUHIOA HE 3aBUCHUT OT 110J1a, PACOBOI MPUHAITICKHOCTH MU MACChI
Tea B KaKOW-TNO0 KIMHIUYECKH 3HAUMMOU CTETNEeHH.

Hapywenue ¢ynxyuu novex

bruto mpoBeneHo cnernuaibHOE UCCIEOBaHUE MPUMEHEHUs MpU HapylIeHUH (YHKIUU MOYEK,
BKJTFOUMBIIEE 6 MAIIMEHTOB C HOPMaJIbHON (QyHKITMEH mouek (a0COM0THAs CKOPOCTh KITyOOUKOBOI
¢unpTparuu [aCK®] >90 mu/MuH) 1 8 TAIIMEHTOB C TSHKEIBIM HApyIIeHHEeM (YHKIIMH ITOYEK, He
tpedytommum nuanm3a (aCK® or 15 mo <30 mur/mun). 3HadeHuss AUCinr B Cmax acIUMUHUOA
yBenuuuBaiIuch Ha 56% u 8% COOTBETCTBEHHO Y MAllMEHTOB C TSHKEIBIM HapylIeHHEeM (QyHKIIUU
MOYEK MO0 CPAaBHEHUIO C YYaCTHUKAMU C HOpMalbHOW (yHKIHEH MOYeK Mociie MepopabHOTro
npueMa OAHOKpaTHOM 1036l npenapara Cuemomauke 40 mr (cm. paznen 4.2.).

PesynbpTarel aHanm3a B MOJENHM TOMYJSIIMOHHOW (apMaKOKHHETUKH CBUACTEILCTBYIOT 00
yBenudeHuu meauanbl AUCo.24¢ aciuMuHMOa B paBHOBECHOM cOCTOsTHUY Ha 11,5% y marueHToB
C HapyuieHueM (QYHKIMH MOYEK JIETKOM W CpeqHEell CTENeHU MO CPABHEHMIO C MAlUEHTaMH C
HOpMaJIbHOW (DyHKIIMEH TOYeK.

Hapywenue ¢pynxyuu nevenu

Bbruio mpoBeeHo criennanbHOE UCCeI0BaHne MPUMEHEHUS Tpernapara pu HapyIeHUH PYHKIUH
MEYEeHU, BKIIOUUBIIEE 8 YUaCTHUKOB C HOPMAIbHON (YHKIIMEH MedeHH, HapyleHueM (QyHKIUH
MeYeHHu Jerko crenenn (kinacc A mo mkane Yainna-ITsto ¢ cymmoit 6amioB ot 5 1o 6), cpeaneit
crenenu (kinacc B mo mkane Yaitnga-ITsio ¢ cymmoii 6amioB ot 7 10 9) Uiy TSKEION CTereHH
(xkmacc C mo mkane Yannga-IIeto ¢ cymmoit 6amno ot 10 mo 15). 3naueHus AUCinf 1 Cmax
aciMMHUHNOa yBenuuuBaiuch Ha 22%, 3% u 66% y nauueHToB ¢ HapylieHneM (GyHKUUU MeYeHN
JIETKOM, CPENHEHd M TSKEIOM CTENEHU COOTBETCTBEHHO IIO0 CPABHEHUIO C YYaCTHHKAMH C
HOpMaJIbHOW (YHKIMEH MEeYeHH MOCie MEpOPaTbHOTO MpHeMa OJHOKPATHOH J103bl IpenapaTa
Cuemb6nukc 40 mr (cM. pasaen 4.2.).

5.3. JlaHHble JOKIMHUYECKO 0e30MacHOCTH

AcCtMMHHUO OLIGHUBAJIM B MCCIEIOBAHUAX (hApMaKOJIOTHUYECKO Oe30MacHOCTH, TOKCHYHOCTH
MHOTOKPATHBIX J103, T’EHOTOKCUYHOCTH, PEIPOYKTHBHOW TOKCUYHOCTH U (DOTOTOKCUIHOCTH.

dapmakosroruyeckas 0€30MacHOCTb

B uccnenoBanusax dapmakosgornyeckoi 0€30macHOCTH aclUMUHUO B A03ax 10 600 Mr/Kr/cyT He

OKa3bIBAJI BIUSHHUS HA LICHTPAJIbHYIO HEPBHYIO U JBIXATEIbHYI0 CUCTEMBI Y KPBIC.
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v

B wuccnemoBanuu in vitro aciMMUHUO T10/1aBfsHt—FeH—KOARP IO —aT(a-CyOBe ATy
kammeBoro kanana yenoeka (hERG), nmpu 3Hauenusix ICso, paBHbIX 11,4 MKMOJIB. DTO 3HAYCHUE
OTpa)kaeTcsi B KIMHUYECKOM 3amace Oe3omacHoctd, mo MeHbinei mepe B 200, 100 umu 30 pa3
npeBbIIIAOIIEM Cmax CBOOOTHOTO aCIIMMUHUOA Y TAITMEHTOB MPY IPUMEHEHUH MTPernapaTa B 103aX
40 mr nBa pa3za B cyTku, 80 Mr oJiuH pa3 B cyTkH Wik 200 Mr ABa paza B CyTKH COOTBETCTBEHHO.
YMmepeHHble cepaedHo-cocyaucTbeie 3¢ dexTsl (yyalleHue Mmylibca, CHIKEHHE CHUCTOIUYECKOIrO
NABJICHUSI, CHUXEHUE CPEIHEr0 apTEePUAIbHOTO JaBJIICHUS M CHIKEHHE IIyJIhCOBOTO
apTepHAILHOTO JaBJICHUS) HAOIIOAAUCH B UCCIICOBAHUSIX KapIUOIOTUIECKOM O€30MacCHOCTH Y
cobak in vivo. Ymaenns QTc y cobak HE 0TMEUaaoCh BIUIOTh 0 MAaKCUMAJIbHOW 3KCIO3UIINH
cBOOOTHOTO acIUMUHMOA 6,3 MKMOJIB/JI.

TOKCUYHOCTh MHOTOKPATHBIX JIO3

B wuccnenoBaHMs TOKCMYHOCTH MHOTOKPATHBIX /103 TODKENYIOYHAs Kele3a, IIeueHb,
KpOBETBOpHAsi ~ CHCTE€Ma,  HAJAMOYEYHUKH M  JKEIyJOYHO-KHMIIEYHBIH  TpakT  ObUIH
UIACHTUQUIMPOBAHBI KAK OPraHbI-MUIIEHH aCHUMUHUOA.

D¢ dekThl co CTOPOHBI MOHKETYJOYHOM jKeJie3b! (TOBBIIEHHE aKTUBHOCTHA aMUJIa3bl U JIMNA3bl B
CBIBOPOTKE KPOBH, TIOPAKEHHE Al[MHAPHBIX KJIETOK) HaOmonanuce y codak npu 3HaueHusx AUC,
HE MPEeBBILIAIOIINE TAKOBBIE Y MAIIMEHTOB, MOIyYaBIIKX IpenapaT B 1o3ax 40 Mr 1Ba pasa B CyTKH,
80 Mr onuH pa3 B cyTku unu 200 Mr aBa pas3a B cyTku. HaOmroganack TeHAEHIIUS K pa3peIieHUIo
3¢ hekToB.

[ToBbIllICHNE aKTHBHOCTU TEYEHOYHBIX (DEPMEHTOB W/WiH OMIMpyOMHA HAOIIOAANOCh Y KPBIC,
cobak m 00e3bsH. ['WCTOMaToNOrnYecKue M3MEHEHHUs IeueHU (IEHTPOIoIeBass THIEPTPOhUs
rernaTouTOB, HEOOJbIIasi TUIEPIUIa3us >KETYHBIX MPOTOKOB, YCHUJICHHE HEKpO3a OTAEIbHBIX
rernatouuToB W auddysHas renaroneunoNsipHas TUNEepTpodus) ObUTM OTMEYEHBI Y KpPBIC H
00e3bstH. DTH u3MeHeHus npoucxoauin npu 3HadeHusix AUC, S5KBUBaJICHTHBIX (KPBICHI) HITH B 8—
18 pa3 mpeBsimaromux (co0aku U 00€3bsSIHBI) TAKOBBIC y MAIMEHTOB, MOJTYYaBIIUX Mpermapar B
no3e 40 Mr aBa pa3a B cyTku win 80 Mr oauH pa3 B cyTku. 3HaueHne AUC Obu1o HUXKE (KPBICHI),
SKBHBAJICHTHBIM (COOAKM) WM PUMEPHO B 2 pa3a BhIIIE (00€3bsHbI) SKCIIO3HUIINH Y MAIUEHTOB,
noJjyyaBIIuX mpenapar B go3e 200 mr aBa pa3a B CyTKH. DTH MU3MEHEHHUs ObUIM TOJIHOCTBHIO
00paTUMBIMHU.

VY Bcex BHAOB BIUSHUE HA CUCTEMY KpPOBETBOpPEHUS (CHIKEHHE KOJIMYECTBA SPUTPOLIUTOB,

YBCIIMUCHUC TMMUTMCHTAOWUN CCJIC3CHKU WJIM KOCTHOI'0O MO3ra W TIOBBIIICHHUC KOJIUYCCTBA
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PETUKYJIOIIMTOB) COOTBETCTBOBAJIO JIETKOW DETCHEpaTHBHOH—BHeeOeyAHCTOH—FeMOTHTHICeKOH
aHEeMUU. DTH U3MEHEHUs Mpoucxoauiau pu 3HaueHus X AUC, S5KBUBaJIGHTHBIX (KPBICHI) Wtk B 10—
14 pa3 npesblmatonux (co6aku 1 00e3bsSHbI) TAKOBBIC Y MAIlMEHTOB, MOJYYaBIIUX Ipernapar B
no3e 40 mr aBa pasa B cyTku wiu 80 Mr oauH pa3 B cyTku. 3HaueHne AUC ObU10 HUXKE (KPBICHI),
SKBUBAJICHTHBIM (CO0aKM) MM MMPUMEPHO B 2 pasa BhIIIE (00E3bsIHBI) SKCIO3UIINH Y TIAIUEHTOB,
noy4yaBmux mpemapar B no3e 200 Mr gaBa pa3za B CYyTKH. OTH W3MEHEHHUS OBbUIM TOJTHOCTHIO
0o0paTUMBIMHU.

MuHuManbHas TUNEPTPOGUS/TUNIEPIIIa3Hsl CIM3UCTOM  000MOYKM  (YBETMYEHUE TOJIIIMHBI
CIIU3UCTON OOOJIOYKU C YACTBIM YJUIMHEHHEM BOPCHUHOK) ONpENesiach B IBEHAAIATUIIEPCTHON
kumke kpbic npu 3HadeHusaXx AUC B 30 wiu 22 pasza nNpeBbINIAIONIUX TAaKOBBIE Yy MAllMEHTOB,
noJiydyaBlIux mpemnapaT B jno3e 40 Mmr nBa pasa B cyTku win 80 Mr oguH pa3 B CYTKH
coorBercTBeHHO. 3HaueHne AUC Obu10 B 4 paza BhIlIe, YEM y NAIIMEHTOB, MOTYYaBIINX Ipernapar
B 03¢ 200 Mr J1Ba paza B CyTKH. ITO U3MEHEHHE OBLIO TIOJHOCTHIO 0OPATUMBIM.

MuHnumanbHas WM Jierkas TUnepTpoduss HAANOYEYHUKOB W CHIDKEHHE BaKyoOJIM3allUd B
MIyYKOBOW 30HE OT JIETKOH 70 yMEpEeHHOW cremeHu HaOmomamuch npu 3HaueHmsx AUC,
SKBHUBAJICHTHBIX (00e€3bsiHBI) WK B 19-13 pa3 (KpbIChl) MPEBHIIIAIOIINX TAKOBBIC Y MAIUEHTOB,
MoJy4aBIIux npenapart B 103e 40 Mr aBa paza B cyTku Wik 80 mMr 1 pa3 B CYyTKHA COOTBETCTBEHHO.
3navenne AUC Ob110 HIKe (00€3bsTHBI) WJIM MPUMEPHO B 2 pasa BhIIE (KPBICHI) SKCIO3UIIUN Y
MAIMEHTOB, MOJIy4YaBIIMX IpenapaT B ao3e 200 mMr aBa pa3a B CYTKM COOTBETCTBEHHO. OTH

W3MEHEHUS OBLIH MOJTHOCTHIO 00OPATHMBIMHU.

KanneporeHHOCTh 1 MyTareHHOCTh

AcuuMuHNO He 00najan MyTareHHBIM, KJIACTOTEHHBIM WIIM aHEYTeHHBIM TOTEHIIMAIOM HHU B
YCIOBUSX In Vitro, HU in ViVo.

B nccnenoBannu KaHIIEPOTEHHOCTH HA KPbhICaX MPO0JDKATEILHOCTBIO 2 TO/Ia Y CAMOK KUBOTHBIX
Mpu  J03aX, PaBHBIX WIM TNpeBbimaromux 30 Mr/Kr/aeHp, HaOMIOJATUCh HEOIyXOJIEBbIE
nponudepaTuBHBIC U3MEHEHUS, COCTOSIIIHNE M3 TUIEPIUIa3UPOBAHHBIX KJIETOK CepTONu SUYHUKOB.
JloOpokauecTBEHHBIE OMyXOIH U3 KIeTOK CepToiH B IMUHUKAX HAOIIOJAINCh Y CAMOK KPBIC TIPH
MaKCUMaIbHON 103¢ 66 mr/kr/menp. Bennunmna AUC actnimMuanOa y caMOK KphIC B J103¢ 66
MTI/KT/JIeHb, KaK TIPaBujIo, OblJIa B 8 WJIK 5 pa3 BBIIIE, YEM Y TAIMEHTOB, MOJIYYaBIINX Mpenapar B

no3e 40 Mr aBa pasa B cyTku win 80 MI OJUH pa3 B CyTKU COOTBETCTBEHHO, U IKBUBAJIECHTHA
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TaKOBOM y MAllUEHTOB, MOJIYYaBIIMX MPENAPAT B ‘AOSe200-MP-ABa-pasa-B-Cyrir—y-camHoB-Kpbie
npu  JIIOOOM YpPOBHE JI03bI HE OBUIO OTMEUEHO KAKUX-TMOO HEOIUNIACTUYECKUX WU
TUICPINIACTUYCCKUX HBMGHGHHﬁ, CBA3aHHBIX C IPUMCHCHUCM aCI_[I/IMI/IHI/IGa.

KnuHaudeckast 3HAYMMOCTh 3TUX PE3YJIbTaTOB B HACTOSIIEE BpEMsI HEM3BECTHA.

PenpoaykTUBHAsS TOKCHYHOCTD

B wuccnepoBanusix SMOpuodeTanhbHOM TOKCHUYHOCTH OEpeMEHHBIC JKMBOTHBIC IOJTydYaan
actMMUHUO BHYTPS B f03ax 25, 150 u 600 mr/kr/cyT (kpsichl) u 15, 50 1 300 Mr/kr/cyT (KpOITUKH)
B IIEpUO/]I OpraHOTeHe3a.

VY Kkpbic aciMMHUHHO HE MEPEHOCUIICS OCpEeMEHHBIMH >KMBOTHBIMU B 03¢ 600 MI/Kr/cyT, 4TO
MPUBOJMIO K TPEXKACBPEMEHHOMY 3aKPBITHIO I'PYHIbl JaHHOW 103bl. Cilydau CBSI3aHHOM C
acuMMUHUOOM rHOenu SMOpHMOHAa M IUIOAA MpH [03aX, He mpesblmatonmx 150 mr/kr/cyr,
orcyTcTBOBaNM. Habmonanoch 10303aBHCHMOE YBEIMYEHHME MAcChl IUIOAA MpH A03aX 25 |
150 mr/kr/cyT. I3MeHeHnss B MOYEBBIBOASIINX MYyTSIX U CKeJIeTe TUIoJa (Y4epemn, MO3BOHOYHUK U
pebpa), CBHUIETEILCTBYIOIHE 00 M3MEHEHHUSX B CKOPOCTH pa3BUTHS, HAOIIOIAINCh
MPEUMYIIECTBEHHO MpH ypoBHE 10361 150 mMr/kr/cyt. HeOomnpIioe yBennueHne 4acTOThl TOPOKOB
pa3BuTHA (aHACApKA W MIOPOKH CEP/Ia) U HEKOTOPHIX BUCIICPATHHBIX H3MEHEHUH, YKa3bIBAIOIINUX
Ha HeOJIaronpusaTHOE BIMSHKUE HAa YMOpHO(]eTaIbHOE pa3BUTHE, TAK)Ke HAOIIOAAIOCH TIPH YPOBHE
o361 150 mr/kr/cyT. MakcumanbHasi 03a mpernapara, He TPUBOASINAS K PAa3BUTHIO BUIUMBIX
HexenarenbHbIX 3 ¢exkroB (NOAEL), nns O6epemenHoii camku cocraBisia 150 mr/kr/cyt, a
NOAEL nnsa moga - 25 mr/kr/cyt. Ilpu NOAEL 25 mr/kr/cyt y mioaa 3nadenus AUC Obuin
SKBHUBAJICHTHBI WJIM HUXKE TEX, UTO OINpPENESUINCh Y )KUBOTHBIX MPU UCIOIb30BaHUU Mpernapara B
no3ax 40 mr nBa paza B cyTku win 80 Mr oauH pa3 B cyTku coorBeTcTBeHHO. [Ipu NOAEL 25
Mr/kr/cyt y mmoaa 3HaueHuss AUC ObUIM HUXKE TEX, YTO OINPEACTSUINCh Y YKHUBOTHBIX MPH
HCIOJIb30BaHMU Ipenapara B 1o3e 200 Mr 1Ba pas3a B CyTKH.

VY kponukoB g03a 300 MI/Kr/CyT BhI3BaIa OCIOKHEHUS pe30pOIuy Y O6pEMEHHBIX KUBOTHBIX, UTO
CHOCOOCTBOBAJIO MPEKAEBPEMEHHOMY 3aKPBITUIO TPYIIbI JaHHON J03bl. [loBBIIEHHE YacTOTHI
pe30pOIuy, yKa3bpIBaroIIed Ha SMOpHUOQETATEHYI0 TOKCUYHOCTh, M HU3Kas 4acTOTa CEpICYHBIX
MOPOKOB, YKAa3bIBAIOIIMX HAa TEPAaTOTeHHOCTh, HAONIOAANUCh TPH HUCIOIB30BAHUU JIO3BI
50 mr/kr/cytkn. BmustHuss Ha poct 1uoga He HaOmopanock. NOAEL mis TokcmdHOCTH Yy
o0epemenHoi camku coctaBuia 50 mr/kr/cyt, a NOAEL nns mmoma — 15 mr/kr/cyt. [Ipu NOAEL

15 mr/kr/cyt y nnoaa 3HaueHust AUC ObulM SKBUBAJICHTHBI HJTM HIDKE T€X, YTO ONPEACIUTUCH Y
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}I(HBOTHBIX HpH HCHOHB?}OBaHHH HpenapaTa B VHO"‘ asA "TU M1 ADbAa Puou D U] LTINKL Y1JIXL 8’\) VI U AFX1IIT Pu\)
B cyTku cootBeTcTBeHHO. [Ipr NOAEL 15 mr/kr/cyT y mona 3nauenuss AUC ObLIM HIDKE TEX,

YTO ONPEAEISUINCH Y MMALIMEHTOB IPU MCIIOIb30BaHUM Ipenapata B 1o3¢ 200 Mr 1Ba pasza B CyTKH.

DOTOTOKCHYHOCTD

VY MbIIe acHMMUHUO BBI3bIBAN J10303aBUCHMBIE (HOTOTOKCHYECKHE A((DEKThI, HAUNHAS C JTO3bI
200 mr/kr/cyt. ITpn no3e NOAEL 60 mr/kr/cyT skcno3unus, ocHoBaHHas Ha Cax B I1a3Me, Oblia
B 15, 6 wiu 2 pa3za Bbllle, 4YeM KCIO3MLMS y NALMEHTOB, NosydaBmux 40 Mr Ba pa3a B CyTKH,

80 Mr oauH pa3 B cyTku uin 200 mMr 1Ba pa3a B CYyTKHA COOTBETCTBEHHO.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. Ilepeyenb BcIOMOraTe/ibHbIX BelIECTB

Cuem0Oankc, 20 Mr TaOJIETKH, TIOKPLITHIE INIEHOYHON 000JI0YKON

Aopo mabnemku

JIakT03BI MOHOTHAPAT

Hennrono3a Mukpokpuctaminueckas (MenkoaucnepcHas, E460)
[emnrono3a MuKpokpucTaummueckas (rpanyiaupoBanHas, E460)
IMuapoxkcunponunieitono3a Hu3ko3ameneHnas (E463)
Kpockapmemnosza narpus (E468)

Maruus creapar

Kpemuns nuokcua KOJJTOUIHBINA O€3BOTHBIN

IInenounas obonouxa

[NonuBuuunossiit ciinpt (E1203)

Turana quokcun (E171)

Tanek (E553Db)

Jlentutun (E322)

Kamenp kcanranoBas (E415)

Kpacurens xene3a oxcun kpacHsiii (E172)

Kpacurens xene3a oxcup sxentoiit (E172)

Cuemb0Oiaukce, 40 Mr TabJIETKH, MOKPBITHIE ILICHOYHON 000J10YKON
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Aopo mabnemku

JlakT03BI MOHOTHAPAT

[enmono3a MUKpOKpucTaITHIecKas (MenkoauctepcHas, E460)

[enmono3a MUKpoOKpucTandeckas (rpanynupoannas, E460)

IMuapoxcunponunieuttono3a Hu3ko3amemnieHnas (E463)
Kpockapmennosa natpust (E468)

Maruus creapar

KpeMHuust AOKCH]T KOJUTOUTHBIN 0€3BOIHBIN
IInenounas obonouxa

[TonmuBunumoBsIi ciimpt (E1203)

Turana quokcun (E171)

Tanbsk (E553Db)

Jlentutun (E322)

Kamenn xcantanosas (E415)

Kpacutens xenesza okcun uepuslii (E172)

Kpacutens xenesza okcup kpacHseiii (E172)

6.2. HecoBMecTHUMOCTD

He nmpumenumo.

6.3. Cpok rogHocTH (CPOK XpaHEeHHs )

3 roxa.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH IPH XPAHECHUHU

XpaHuTh TIpu Temneparype He Boie 25 °C, B OpUTHHAIILHON yITaKoOBKe (KOHTYpHas sTYeHKOBast

yIaKOBKa B KAPTOHHOM MayKe) AJIs 3alIUThI OT BJIArH.

6.5. XapakTep u coaep:kaHue NEPBUYHON YIAKOBKH

I[To 10 TabneToxk TMOMENIAIOT B KOHTYPHYIO SYCHKOBYIO YIIAKOBKY M3 TPO3PavyHOM

JaMUHUPOBAHHON TUIeHKH nonuxjoptpudropatunen/momusunmwixiopun (PCTFE/PVC) u

(bonbru ATIOMUHUEBOH.
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HO 2 1501051 6 KOHTypHBIX ﬂqeﬁKOBBIX yHaKOBOK BMECTC~CCTRON DIRVTAADIIHI TV FITIC TP Y RO ICYT TIU

MEAUIIMHCKOMY PUMEHEHUIO) BKIIAJAbIBAIOT B KAPTOHHYIO MAUKYy.

6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH NPHM  YHUUYTOKEHHMH HCHOJIb30BAHHOTO
JIEKAPCTBEHHOr0 Tpenapara WJIH OTXOA0B, TOJYYEHHBIX TMOCjJde TNPUMEHEHHs
JIEKAPCTBEHHOI0 Mpenapara, i APyrue MAaHUMYJISIHUH C MIPenapaTomM

Oco0ble TpeOoBaHUs OTCYTCTBYIOT.

7. AEPXKATEJIb PETUCTPALIMOHHOI'O YAOCTOBEPEHUS
Hosaptuc ®@apma AT / Novartis Pharma AG
Jluxtmrpacce 35, 4056 bazens, llIBeitmapus / Lichtstrasse 35, 4056 Basel, Switzerland

7.1. IlpencraBuTeb iep:KaTe/isl PeruCTPALMOHHOIO y10CTOBepeHusi HA Tepputopuu Coro3a
IIperen3un morpeduTeEICH CileyeT HANIPABJSATH IO aJpecy:

Poccuiickas @enepanusa

00O «HoBaptuc @apmar»

Anpec: 125315, r. MockBa, JIeHMHTpaacKuil mpocnekT, a. 70
Tenedon: +7 495 967 12 70

daxc: +7 495 967 12 68

OnexrponHas noura: drug.safety russia@novartis.com

PecnyOauka bemapyce

ITpencraButensctBo AO «Novartis Pharma Services AG» (IlBeiinapckas Kondenepauus) B
Pecniybnuke benapycs Anpec: 220069, r. Munck, np-t1. JI3epkunckoro, 5, mom. 3, oduc 3-1
Tenedon: +375 (17) 360 03 65

OnektpoHHas nmoura: drugsafety.cis@novartis.com

PecnyOauka Kazaxcran

Oumman Komnanuu «Hosaptue @apma Cepsucaz Al» B Pecriyonmke Kazaxcran
Anpec: 050022, r. Anmatsl, ya. Kypmanrassl, 95
Tenedon: +7 727 258 24 47
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DnektpoHHas moura: drugsafety.cis@novartis.cofe

8. HOMEP PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA
Poccuiickas ®@enepanus: JIIT-Ne(001723)-(PT-RU)

Pecniy6muka benapycs: JITT-Ne001723-T'TI-BY

Pecry6muka Kazaxcran: JITI-Ne001723-T'TI-KZ

9. TATA NEPBUYHOH PETMCTPAIIMA (IIOATBEPXKJIEHHUS PETMCTPAIIUMN,
INEPEPEI'MCTPALIUN)

JlaTa nepBUYHON pEeruCTpaIuu:

Poccuiickas ®enepauus: 24 auBaps 2023 r.

Pecny6niuka benapycs: 15 despans 2023 r.

Pecry6nuka Kazaxcran: 3 anpens 2023 r.

10. JATA HEPECMOTPA TEKCTA
OO1m1ast XxapakTepUCTHKA JIEKapCTBEHHOT 0 penapaTa CiieMOIMKC TOCTyHA Ha MHPOPMALMOHHOM
noptasie EBpa3uiickoro "KOHOMHUYECKOTO COI03a B MH(GOPMAIIMOHHO-KOMMYHHUKAITMOHHOW CETH

«naTepueT» http://eec.eacunion.org/.

Yemanosnenue nocmpecucmpayuonnvix mep.

JlaHHBI JIEKapCTBEHHBIN IIPENaparT 3aperuCTPUPOBAH 110 MPOLEAYPE «YCIOBHOU PETUCTPALIUN» U
II0 3TOMY JIEKAPCTBEHHOMY IIpenapary OXXUAAETCs IPEICTaBICHUE JOINOJHUTEIbHBIX JaHHBIX.
MunuctepcTtBo 3apaBooxpaneHus Poccuiickoit ®Depepanuu OyneT MPOBOAUTH E€KETOTHO
HKCHEPTU3y HOBBIX CBEJIEHHH O Ipemnapare, a JaHHas oOlias XapaKTepUCTUKA JIEKAPCTBEHHOTO

npemnapara OyJ1eT 0OHOBIATHCS IO Mepe HEOOXOIMMOCTH.
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