at 05,11.2025 Ne 27570

OBIIASA XAPAKTEPUCTHUKA JI
V [lannwiii  1ekapcmeenHvlli  npenapam — noONedCUm  OONOJHUMENbHOMY — MOHUMOPUHZY.
Omo no3zeonum Obicmpo 6viA8UMb HOBYI0 UHDoOpMayuro no besonachocmu. Mol obpawaemcs K
pabomuuxam cucmemvi 30pABOOXPAHEHUs. C NPOCLOOL Co0OWamb 0 0ObIX N0003PeBaAeMbIX
HedcenamenvHulx peakyusix. I1opsaook coobujenus o HelcelamenbHblX Peakyusx npeocmasiet 6

paszodene 4.8.

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITIPEITIAPATA
Cuemb6iukc, 20 Mr, TaGJIETKH, TOKPHITHIE TNICHOYHOU 000JI0YKOM

Cuem6iukc, 40 Mr, TabJICTKH, TOKPHITHIC TUICHOYHOH 000JI0YKOH

2. KAUECTBEHHBIN U KOJIMYECTBEHHBIN COCTAB
JleiicTBy1O11I€€ BELLIECTBO — ACLIUMUHUO.

Cuembiaukc, 20 Mr, TabJIETKH, ITOKPBITHIE IUNIEHOYHOU 000JI0YKOU

Kaxnas Tabnerka, MOKpbITash TUICHOYHOM OOOJIOUKOM, COAEPNKHUT aCIHMMHUHUOA THUIIPOXIIOPHUI,
3KBUBaAJIEHTHBIA 20 Mr aciiuMuHMOA.

Cuem0Oankc, 40 Mr, TabJIETKH, MOKPLITHIE INIEHOYHON 000JI0YKOH

Kaxmass Tabierka, MOKpHITasi IJICHOYHON OOOJIOYKOM, COAEPKUT ACHUMHHHOA THIPOXJIOPHII,
SKBUBAJIEHTHBIN 40 MT acliMMUHUOA.

BcnomorarenbHble BeleCTBa, HaMUYME KOTOPBIX HAJ0 YUYUTHIBATH B COCTAaBE JIEKAPCTBEHHOTO
mpernapara: JJakto3a (B BUjae MOHOruapara) (cM. paszaen 4.4.).

[TonHbIi epedeHb BCIIOMOTATEIbHBIX BEIIECTB MPUBEICH B pasjaene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TaGnerku, MOKPHITHIE MIICHOYHON 000JIOUKOIA.

CueMOaukce, 20 mMr, TaOJIETKH, TOKPBITHIE INIEHOYHOU 000JI0UYKOM

Kpyrnble, IBOSIKOBBINTYKJIbIE, CO CKOIIEHHBIMH KpasMH TaOJETKH, MOKPHIThIE MJIEHOYHOU
000J10YKOM, OJeIHO-KENTOro ILBeTa, 0e3 PHUCKH, C TpaBHUPOBKOW «20» Ha OJHOW CTOPOHE H

norotunom «Novartisy Ha IpyTrou.
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Cuem0Oankc, 40 Mr, TabJIETKH, ITIOKPLITHIE INIEHOYHOTO0OTTOYKOMH

Kpyribie, IBOSKOBBIMYKJIbIC, CO CKOLICHHBIMH KpasMH TaOJETKH, IMOKPBIThIC IUICHOYHON
000J109KOM, 0T 0JIeJHO-(hHNOJIETOBOTO IBETA A0 OENoro ¢ (PHOJIETOBBIM OTTCHKOM, 0€3 PHCKH, C

rpaBUpPOBKOM «40» Ha 0IHOM CTOpPOHE M JTOroTHIIOM «Novartis» Ha ApYTou.

4. KIMHUYECKHUE JAHHBIE

4.1. ITokazaHusl K NPUMEHEHHUIO

[Ipenapat CuemOauKC 1oKa3aH i JI€UEHUs B3pOCIIbIX NAllUEHTOB C:

® XPOHUYECKHM MHUEIOUIHBIM JICHKO30M, OJOKUTEIbHBIM 10 (puiagenbduiickoir XxpoMocome
(Ph+ XMJI) B xpornueckoii ¢aze (XD) mocie mpeanecTByromeil Tepanuu AByMs Wiu 6osee
MHTHOUTOPaMU THPO3UHKHUHA3HL

e Ph+ XMJI B X® ¢ myranmeii T315I.
4.2. Pesxum 103MpOBaHus U cNIOCO0 MPUMEHEeHUs!
Tepanuto mnpemaparom CuemMOIMKC Ha3HA4YaeT Bpay, MMEIONIMN OMNBIT MPOBEICHUS

HpOTHBOOHYXOHCBOﬁ TCpaIlinu.

PexxuM no3upoBaHus

Bspocnvie nayuenmaol

Ph+ XMJI-XD

Pexomenayemas cyrounas o3a npenapara Cremonuke coctasiseT 80 mr. [Ipenapar CremOnukc
MO>KHO NPUHUMATh BHYTpb 100 B 03¢ 80 MI OJIMH pa3 B CyTKU MPUMEPHO B OJHO U TO K€ BpeMs
KaKIbli JeHb, 1100 B 103¢e 40 M J1Ba pa3a B CyTKH IPUMEPHO yepe3 12-yacoBble MHTEPBAJIbI.
[TanmenTsl, nepexonsuie ¢ pexxuma «40 Mr 1Ba paza B CyTKW» Ha pexuM «80 Mr onuH pa3 B
CYTKW», JIOJDKHBI HauaTh npueM mpemnapara CuemMOnIMKe OAMH pa3 B CYTKM MPUMEpHO uepe3 12
4acoB IIOCJE€ IpHEMa MOCIEAHEW 103l peXuma [Ba pa3a B CYTKH, a 3aT€M HPOAOJIKUTH
IIPUMEHEHHUE Ipenapara B 103€¢ 80 Mr oMH pa3 B CyTKH.

[TarmenTsl, nepexoasume ¢ pexxuma «80 Mr oMH pa3 B CyTKU» Ha pexum «40 Mr 1Ba pa3a B
CYTKW», TOJKHBI HauaTh npueM npenapara CrieMONMKe /1Ba pa3a B CyTKH IPUMEPHO yepe3 24 yaca
IocJie TIpUeMa MOCIENHEN 03Bl PeKUMa OJUH pa3 B CyTKH, a 3aT€M IPOAOKUTH IPUMEHEHHE

npenapaTta B 103¢ 40 M J1Ba paza B CyTKU IpUMEPHO 4yepe3 12-4yacoBble MHTEPBAJIbI.



COOTBETCTBYET 2KCIHEPTHOMY QITYETY
at 05,11.2025 Ne 27570

(NCCNEOOBATENEHOCTE 0052)

[Ipu HEOOXOAUMOCTH Bpad MOKET BHECTH N3MEHCHIIT B PCAKNN TOSTPOBANTIT:

Ph+ XMJI-X® ¢ mymauueu T315]

Pexomennyemas nosa mpenapara CuemOiukc cocrasiseT 200 Mr BHYTph [Ba paza B CYyTKHU
IIPUMEPHO uepe3 12-yacoBble HHTEPBAIbL.

Jleuenne npenaparom CueMOJUKC HEOOXOAMMO NPEKPaTUTh B Clydyae IPOrpPecCUPOBAHMS
3a00J1€BaHUs WIN PAa3BUTUS HETIPUEMIIEMOM TOKCUYHOCTH.

IIponywennwvie 003v1

Peoicum _npumenenus 00UH pa3 6 cymku. €CJIW N03a Ipcliapara CI_IGM6HI/IKC ObLIa IpomyncHa

0oiee ueMm 12 yacoB Hasazg, €€ HE CIICAYET BOCIIOIHATD, a4 CICAYIOIIYIO 103y HGO6XOI[I/IMO IIPUHATDb
B OOBIYHOE BpCMm:.

Peoicum npumenenus déa paza 6 cymku: ecnu no3a npenapara CremOiukc Obula MpOMyIieHa

0osee yem 6 4acoB Ha3ajl, €e He CIIeAyeT BOCIIONHSTh, a CIISAYIOIIYIO 03y HEOOXOAMMO IPUHSTh
B OOBIYHOE BPEMS.

Koppexyus 0031

Ph+ XMJI-XD

JUJIs KOppeKIMK HEXeNaTeIbHBIX peaknuid no3y mpemapata CHeMOJMKC MOXHO CHU3HTh, Kak
ornucaHo B Tabmuie 1, B 3aBUCUMOCTU OT MHJMBUIYaTbHOW OE30MAaCHOCTH U MEPEHOCUMOCTH.
Ecnu HexenarenpHble peakiuu 3(G(HEKTUBHO KOHTPOJIHPYIOTCS, HCIOIb30BAaHHE IMIperapara
CrueMOJIMKC MOKHO BO30OHOBUTL, KaK OIMMCAaHO B Tabawuie 1.

Tepanuio mnpenaparom CHeMONIHKC CJIEIyeT TIOJHOCTBIO TIPEKPaTUTh y TAIMEHTOB C
HEMEPEHOCUMOCTBI0 0011Iel cyTouHOM 10361 40 M.

Ph+ XMJI-X® ¢ mymauueu T3151

JIJIs. KOppeKIMH HEXeNaTeIbHBIX peaknuid no3y mnpemapata CIeMOJIMKC MOXHO CHHU3HTH, KaK
OImucaHo B Tabmuie 1, B 3aBUCUMOCTH OT WHJWBUIYaTHHOW OE30MACHOCTH M MEPCHOCHMOCTH.
Ecnu HexenarenpHble peakiuu 3(G(HEKTUBHO KOHTPOJIHPYIOTCS, HCIOIb30BAaHHE Iperapara
CrieMOIHKC MOYKHO BO30OHOBHUTH, KaK OIMKMCAHO B Tabauie 1.

Tepanuio mnpenaparom CHeMONHKC CJeIyeT TOJHOCTBIO TIPEKPaTUTh y TAIMEHTOB C

HEIMEPEHOCUMOCTBIO 036l 160 M /1Ba pa3a B CyTKH.
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Taoimma 1 HU3mMenenue 10361 npenapara Cuemormmre

Jlo3a npu BO300HOBJIEHUH
Hauvanbnas 103a CHukeHHAs 1032

Tepanuu
80 Mr oiMH pa3 B CYTKH 40 Mr OJIUH pa3 B CYyTKH 80 Mr oMH pa3 B CYTKH
40 mr n1Ba pa3a B CyTKU 20 mr n1Ba pasza B CyTKHU 40 mr n1Ba pasza B CyTKHU
200 mr aBa pa3a B CyTKH 160 Mr 1Ba pa3a B CyTKH 200 mr aBa pa3a B CyTKU

PexomeHnayemoe wH3MeHEHHE [103bl Ul KOPPEKLUMH OTACIbHBIX HEXeIaTeIbHbIX peaKIi
IoKa3aHo B Tabuuue 2.
Tabamna 2 Pexomenayemoe usMeHeHue 103bI npenapara CueMO0IHKC I KOPPeKIUHT

OTACJBbHbBIX HEKEJIATC/IbHBIX peammiz'l

HexenaTeanHast
HN3MeHeHne 10361
peakuus

TpomOouuTONEeHNs M/WJIM HEHTPONEHUSA

AYH!' <1 x 10%/n [TpuocranoBka Tepanuu npemnapatoM CleMOIHKC 10 TeX MOop, MOKa He
u/vunu konudectBo | Oyaer mocturanyto AUH >1 x 10/ w/unm KOJIUIECTBO TPOMOOIIUTOB
TpomboruToB <50 | >50 x 10%/1.

x 10°/n B ciyuae paspemeHus peakiuu:

B Tewenue 2 Hemenb: BO300HOBJIEHHWE Tepamuu IMpenapaToM
CuemOIMKC B HAYaJIBHOU J103€.

[To mnpomectBuu Oonee 2 Henmedb: BO30OHOBJICHHE TEpanuu
npenapatoM CueMOIMKC B CHUKEHHOU J103€.

[Ipu  peuuguBUpYIOMIEH  TSOHKEIOH  TPOMOOLMTONEHHM /WK
HEUTPONEHNH MPUOCTAHOBKA Tepanuu npemnapatoM CirieMOIUKC 10 TeX
Tnop, 1oKa He OyzeT JocTUrHyTo Komumdecto AUH >1 x 10°/1 u/umu
KOJUYECTBO TpomMbOouuTtoB >50 X 10°/m, ¢ MOCJIETYFOIIAM

BO300HOBJICHUEM JICUCHHUS B CHIDKCHHOM J03¢€.

beccumMnToOMHOE MOBBINIEHHE AKTHBHOCTH aMUJIa3bl M/UJIM JIHIA3bI

[ToBeimenne >2 x | [IpuocranoBka Tepanuu npenapatoM CueMOIMKC 1O TeX MOp, MoKa

BI'H? 3Ha4YeHUE He cHU3HuTCA 1o <1,5 x BI'H.
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Hexenareabnas
HN3menenne 10361
peakuus

B ciyuae paspemieHusi: BO30OHOBICHHE TEpalmuM IpenapaToM
CuemOnmke B CHMKEHHOH 1o03e. B cirygyae moBTOpHOro pa3BUTHS
SIBJICHUSI TIOCJIE€ CHIDKEHMH JI03bI: TOJHOE INPEKpalleHHE Tepanuu
npenaparoM CueMOnuKc.

HesxenaTtenbHast peakuust HE pas3pellmiach: IOJIHOE IPEKpalleHUe
tepanuu npenaparom CremOnukc. IlpoBeaenne nuarHOCTHYECKUX

I/ICCJIe,I[OBaHI/Iﬁ, YTOOBI UCKITIOUUTh ITaHKPECaTUT.

I'emaToornyeckue HexKedaTedbHbIE JIEKAPCTBCHHLIC PCaAKITUN

Hexenarenpubie [IpunocranoBka Tepanuu npenapaTomMm CreMOIuKe 10 TOCTHREHUS -1
peakuuu 3-i CTEICHH WK HIKE>
CTEICHHU | BBIIIE’ B cnydae paspemieHusi: BO300HOBIIEHHE TEpaluyd MPEHapaTom

CreMOJIUKC B CHUKEHHOM J103€.
HexenatenbHast peakiusi HE pa3pelIniach: IMOJHOE MPEKpalleHHue

Tepanuu npemnapaToM CreMOIuKc.

TA4H: abcomomnoe uucno meiimpogunos; *BI'H: eepxuss epanuya nopmwi. Ha ocroee

Obwux mepmunonoeuueckux kpumepueg nexcenamenvuwix senerutt (CTCAE v4.03).

Oco0bIe T'PYIIIBI TATWUCHTOB

Tayuenmoi ¢ noueynoii HedoCMamoyHOCmMyvio

[TanuenTam C JIETKUM, CpEAHEHW CTENEHbIO WM TSDKENIbIM HapylleHueM (QYHKIMHM IOYeK
Koppekuus 036l npernapata CremOnuke He Tpedyercsa. CreayeT coOolaTh OCTOPOKHOCTD Y
MAlMEHTOB C TSKENBIM HapylleHHeM (yHKIHUU Todek, monydaromux mpenapar CreMOiukc
200 mr n1Ba pasa B CyTKH (CM. pazzen 5.).

Tayuenmoi ¢ neueHOYHOU HEOOCMAMOYHOCbIO

[TarueHTam ¢ JE€rKUM, CpPeAHEW CTENEHBI0 WM TSDKEIbIM HapylleHHeM (QYHKIMU TeYeHH
Koppekuus 7036l npenapata Crembnuke He Tpedyercs. CreayeT coOo1aTh OCTOPOKHOCTD Y
MAUEHTOB C TsDKENbIM HapylleHueM (pyHKIMU NedyeHH, moiyvaronux npenapat CremOiImkc

200 mr n1Ba pasa B CyTKH (CM. paszen 5.).
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Tlayuenmul nosicunoeo eospacma (65 rem uiu cmepree)
VY nanueHToB B Bo3pacTte 65 JIeT U cTaplie KOPpeKIHs 1035l He TpeOyeTcs.
eTH
bezomacHocth u 3 dexTuBHOCTE Tpenapara CueMmOnuke y aereit B Bospacte oT 0 mo 18 sier Ha
JAaHHBIA MOMEHT HE YCTaHOBJIEHBI. [laHHbBIE OTCYTCTBYIOT.

Cnocob IIPUMCHCHUA

[Mpemapar CuemMOIMKC cieayeT MpUHUMATh BHYTph HaTomak. [Ipemapar CriemOnuke ciemyer
IIPUHMMATh, IO MEHBIIENH Mepe, uepe3 2 yaca nocie win 3a 1 gac 10 easl (cM. pasaenst 4.5., 5.2.).
Tabnerku cnemyer mNpoOriaThiBaTh NEIUKOM. VX Hemb3s pas3iamblBaTh, H3MENbYaTh HWIIH

Pa3’KCBbIBATD.

4.3. [IpoTuBonoKa3zanusi
['MrepuyBCTBUTENILHOCT, K aCIMMHHUOY WM K JIFOOOMY M3 BCIIOMOTATEIIbHBIX BEUICCTB,

MEepPEUYrCIICHHBIX B pazzaene 6.1.

4.4. OcoOble yka3aHusl 1 Mepbl PeI0CTOPOKHOCTH NIPH NPUMEHEHUH

Muenocynpeccus

VY manueHToB, nosiydaBmMx npernapar CueMOiuKce, HaOIIOJAINCh Clydyau TPOMOOIMTONEHHUH,
HelTponeHuu u anemuu. Bo Bpems npumenenus npenapata CreMOIuKe coo0IIanoch O TAKENbIX
(3 wnmm 4-ii crenmeHW COIJIACHO CTaHAAPTHBIM TEPMHHOJIOTMYECKMM KPUTEPHUSIM OLEHKU
HexkenaTenbHbIX peakuuid HanmonansHoro wuHctuTyTa oHkomoruu CIIA (NCI CTCAE))
SBJICHUSIX TPOMOOLIMTONIEHUH U HEUTponeHuu (cM. pa3zaen 4.8.). Muenocynpeccus, Kak IpaBuio,
ObU1a 0OpaTUMOM M KOHTPOJIMPYEMOW HpPHU BPEMEHHOW IMPHOCTAHOBKE TEpallMU IpernapaToM
Cuemb6mukc. O0muMii aHAIU3 KPOBHU CIIETYET BHITIONHATH OJIMH Pa3 B IBE HEJIETU B TEUCHHE TIEPBBIX
3 MecsIeB JeUeHHs U Jajiee eKeMECSYHO MU MPU HAIMYUM KIMHUYECKUX Noka3aHuil. Cienyer
NPOBOJIUTH THIATEIbHBI MOHHMTOPUHI MAIlMEHTOB Ha NPEAMET MPOSBICHUH M CHMITOMOB
MUEIOCYTPECCHH.

B 3aBHCHMOCTH OT CTENEHHU TSHKECTH TPOMOOLMTONEHUH W/WUIM HEUTPONEHUH, CIeAyeT CHU3UTD
no3y npenapata CremMOiIMKC, BpEMEHHO WM MOJHOCTBIO MPEKPaTUTh JICYEHHE, KaK OMHMCAaHO B

tabnuie 2 (cM. pazaen 4.2.).
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Tokcnyeckoe BO3JICHCTBHE HA OHKEIYA0YHYIO JKETC3Y

[Tankpeatut pazBuiica y 9 uz 356 (2,5%) nanueHToB, nony4abmux npenapatr CueMOnukce, npuyem
peakiuu 3-i cTeneHu TshKecTH OblUTn 3apeructpupoBansbl y 4 (1,1%) mauuentos. Bee st peakunun
npousonuid B uccaempoBanuu ¢asel 1 (X2101). M3 9 manmentoB ¢ mankpearutrom 2 (0,6%)
MOJIHOCTBIO MPEeKpaTuin npueM npenapara CremMOIuKe, B TO BpeMs Kak Tepamnus MmpernapaTroM
CueM6nukc OblTa BpeMeHHO mpuocTaHoBiieHa y 5 (1,4%) manueHToB M3-3a HEXenaTeabHOU
peakiuu. beccMMIITOMHOE TIOBBIIIICHHE AKTUBHOCTH JIUTNA3bl U aMHJIa3bl B CHIBOPOTKE OBLIO
3apeructTpupoBaHo y 82 u3 356 (23%) narpeHToB, mony4aBmmx npenapat CueMOIHuKe, pH 3TOM
peakuuu 3 u 4-ii crenenu HaOmoganuce y 37 (10,4%) u 9 (2,5%) nauueHToB cooTBeTCTBEHHO. U3
82 MalMeHTOB C TMOBBINIEHUEM AaKTUBHOCTH (PEPMEHTOB MOKEITYIJOYHOM >Keye3bl Teparus
npemapatom CremOnauKe ObUTa TOMHOCTBIO mpekpameHa y 8 (2,2%) mnamueHToB u3-3a
HEXKEIaTeIIbHOW PEaKIH.

AKTHBHOCTb JIMTa3bl K aMHJIA3bI B CHIBOPOTKE CJIEIyET OLIEHUBAThH €KEMECSIYHO BO BPEMS TEPAITUU
npernapatoM CreMOIUMKC WM MPU HAIMYUHM KIMHUYECKUX Moka3zaHui. CremyeT HpoBOAUTH
TIIATENLHBIA MOHHUTOPUHT TAIIMCHTOB HA TPEAMET HAIWYHMS TPOSBICHUH W CHMIITOMOB
TOKCHUYECKOTO JEHCTBHS HA MOKEITYA0UHYIO kKele3y. Y MalueHTOB ¢ TaHKPEaTUTOM B aHaMHE3e
MOHHUTOPHHT JIOJKEH OBITH Ooiee yacThiM. Eciiv mOBBIIIIEHHE aKTUBHOCTH JIMIA3bl U aMHJIA3bl B
CBIBOPOTKE KPOBU COMTPOBOK/IAETCS a0 JOMUHANIBHBIMU CUMIITOMAMU, JICYCHUE CTIEAYET BPEMEHHO
MIPUOCTAHOBUTH U PACCMOTPETh BO3MOKHOCTH IMPOBEICHUS COOTBETCTBYIOIINX JTHATHOCTUICCKUX
WCCTIEA0OBaHUH U UCKITFOYCHUS TaHKpeaTuTa (cM. paszaen 4.2.).

B 3aBHcHMOCTH OT CTENEHU MOBBIIIEHUS aKTUBHOCTH JIMIMA3bl M aMHJIAa3bl B CHIBOPOTKE, CIEIYET
CHU3UTH N103y mpemnapara CueMOIMKC, BPEMEHHO WJIM TMOJHOCTBIO MPEKPAaTUTh JIEUeHHE, Kak
omucaHo B Tabmuie 2 (cM. pazaen 4.2.).

Vinuuenne narepsana QT

VY nnunenue untepsana QT Ha anekTpokapanorpaMMe otmeuanocs y 4 u3 356 (1,1%) nanueHros,
nosrydaBmux npenapat Cremonuke (cM. pazaen 4.8.). B kmuandeckoM nccnenoanun ASCEMBL
y 1 manuenTa Obu10 3apeructpupoBaHo ynHeHue uHtepBana QTcF Gonee 500 mc BMecTe ¢
yanuHenueM unrepBana QTcF Oonee yuem Ha 60 MC 110 CpaBHEHUIO C UCXOJAHBIM 3HAYEHHEM U Y |
nalyeHTa oTMevasnoch yanuHeHue uHTepBaia QTcF Gonee yem Ha 60 MC OTHOCHUTENBHO

HCXOAHOTIO.
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COOTBETCTBYET QRCHEFTHOMY QTYETY

PexoMeHnyeTcs BBIIIOJIHUTD 3JIEKTPOKApIUOT PAMMY-o-HaTana TCpanr mperaparov-Cremonmke

U KOHTPOJIMPOBATH €€ IapaMeTpbl BO BpEMs JIEUEHHUS B COOTBETCTBUM C KIMHUYECKUMHU
nokazaHusaMu. HeoOXoauMo CKOpPEKTHPOBATh TUIOKATUEMHIO W TMIIOMArHUEMHUIO JI0 Hadaia
Tepanuu npenaparoM CLeMOJIMKC U KOHTPOJIMPOBATh YPOBHU KaJIUsl U MarHusi BO BpEMsI JICUEHHUS
B COOTBETCTBUU C KIIMHUYECKUMHU MOKA3aHUSIMHU.

Crnenyet cobm01aTh OCTOPOXKHOCTD MpHU NMpuMeHeHnH npenapaTta CreMOauKe B 0011eil cyToUHON
no3e 80 MI OJIHOBPEMEHHO C JIEKAPCTBEHHBIMU CPEICTBAMU C M3BECTHBIM PHUCKOM pa3BUTHUS
KEIyJOUYKOBOH TaxWKapIuu TUIa «upys>T». Crenyer n3beratb 0JHOBPEMEHHOTO MPUMEHEHHS
npernapata CuemOnukc B noze 200 mMr nBa paza B CyTKH C JIEKAPCTBEHHBIMHU CPEJICTBAMHU C
W3BECTHBIM PUCKOM PA3BUTHUS KEITyAOYKOBON TaXUKAPAUH TUIIA «TUPYIT» (cM. paznen 4.5., 5.1.).

ApTepuaibHas TUIIEPTEH3 U

AptepuanbHas runepTeHsus Bo3Hukia y 74 u3 356 (20,8%) nauueHToB, oJy4daBIIUX Ipenapar
CueM6nukc, npudeM peakuuu 3 u 4-i creneHu Obutn 3apeructpupoBanbl y 39 (11%) u 1 (0,3%)
naiueHToB. Cpey MaUeHToB ¢ apTepHalbHON IHnepTeH3nel > 3-i cTeneHu MeiuaHa BpeMEeHH
710 TIEPBOT'0 BOBHUKHOBEHHUS peakiuu coctaBuia 29.21 nenens (auana3os: ot 0,14 1o 365 Henens).
W3 74 nmauumeHTOB ¢ apTepua’IbHOM TuIepTeH3Wel Tepanusa npenaparom CremOaukc ObLia
BpeMeHHO npuocTtaHoBieHa y 3 (0,8%) manueHToB u3-3a HeXeNnaTeNIbHOM peakluu.

Bo Bpems neudenus mnpenapatoM CreMmOIMKC cilelyeT MOHMTOPUPOBATh apTepUalIbHYIO
THIEPTEH3UI0 W JIEYUTH €€ B COOTBETCTBUHM C KIMHHUYECKUMH IIOKA3aHUSMH C TOMOIIBIO
CTaHJAPTHOW I'MIIOTEH3UBHOMN TEpaIuu.

PeaktuBanusa Bupyca remnatura B

[Tocne npumeHenus apyrux uHruouropos tTupozuHkuHaz BCR::ABL1 (MTK) Bo3Hukanu ciyyau
peakTuBanuu Bupyca renatura B (BI'B) y nmanueHToB, ABASIONIMXCS XPOHUYECKUMU HOCUTEISIMU
sToro Bupyca. Jlo Hauasa Tepanuu npenapatoM CreMONIMKC NalUEHTOB HEOOXOAMMO
obcnenoBath Ha Hannuue uHoeknuun BI'B. Hocuteneit BI'B, xotopeim TpeOyercst jedeHue
npenaparoM CueMOJIUKC, clelyeT TIIATeJbHO MOHUTOPHPOBATh Ha IMPEIMET MpPOSBICHUN U
CUMITOMOB akTHUBHOW MH(pekuun BI'B Ha npoTspkeHun Bcell Tepanuu M B TeUEHUE HECKOJIbKUX
MECSLEB NOCIIE €€ MPEKPAILCHUS.

OMOproderanpHas TOKCUHYHOCTh

Ha ocHOBaHMM JaHHBIX HCCIEIOBAHMI Ha >KMBOTHBIX npemnapar CI_ICM6J'II/IKC MOXCET OKa3bIBAaTh

BpCIHOC BOSJIeI\/’ICTBI/Ie Ha IUIOA HpU NOPHUMECHCHUHN JKCHIMMHAMW BO BpEMd 6epeMeHHOCTI/I.
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bepemMeHHBIM KEHIMHAM M >KEHIIMHAM, CIOCOGHBINK—ACTOPOKACHITIO; CICAYCT COOOMINTE O
MOTEHIIMAJIBLHOM pPHCKE s IUIoJa MpU HCHOJIb30BaHUM mpernapara CremMOIMKC BO BpeMs
O0epeMEHHOCTH WJIM HACTYIUIEHUH OEpEeMEHHOCTH MAlMEHTKH BO BpeMs TEpaluu IpenapaToM
Cuem6mmkc. OTCyTCTBHE OEPEMEHHOCTH Y JKEHITUH, CIOCOOHBIX K IETOPOKICHHIO, JOHKHO OBITh
MOATBEPKJICHO /10 Havaja jieueHus npenapatoM Cremonuke. CekcyaabHO aKTUBHBIC KEHIIHUHBI,
CIOCOOHBIE K JIETOPOKICHUIO, TOJHKHBI UCIOJIb30BaTh () (PEeKTUBHBIE METO/IbI KOHTPALICTILIUU BO
BpeMs JiedeHus mnpenapatoM CreMOIMKC M B TeUEHHE KaK MHUHMMYM 3 JHEW MOcje Mpuema
nocJyenHeu 103el (cM. pasnen 4.6.).

JlakTo3a

[TaruenTaM ¢ penko BCTpEUarOLICiCs HACIEACTBEHHONM HEMEePEHOCHMOCThIO TajaKTO3bl,
neguIUTOM JIaKTasbl JIOMaped WM TIIIOKO30-TAIaKTO3HOW MaibabcopOuueii He clemyer

MPUHUMATh 3TOT Ipernapar.

4.5. B3amMmojgeiicTBMe € JAPYIMMHM JICKAPCTBEHHBbIMH IIpenapaTaMd W JApyrue BH/bI
B3aUMO/IeHCTBUA

HpenapaTm, KOTOPBLIC MOI'VT ITOBHIINIATH KOHIICHTPAIIUIO aCHI/IMI/IHI/I6a B Ij1asM€ KpOBH

Cunvrvie uneubumopul uzogpepmenma CYP3A4

Mogenu ¢papMakOKMHETUKH, OCHOBaHHBIE Ha (husnonoruu (PKOD), mo3BoIAIOT NPEANOI0XKHUTS,
YTO OJHOBPEMEHHOE MpuMeHeHue mpenapara CremOmukce B go3e 200 Mr aBa paza B CYTKH C
CHIIbHBIM MHruouTopoM uzopepmenta CYP3A4 (kiapuTpOMHUIIMHOM) NMPUBEAET K YBEIHUEHUIO
AUCay ¥ Cax acuuMunnOa Ha 77% 1 49% COOTBETCTBEHHO.

Crenyer cobmoaTh OCTOPOKHOCTh NPU OAHOBPEMEHHOM NMPUMEHEHUH npenapara CreMOIuKe B
no3e 200 Mr aBa pas3a B CyTKM C CUJIbHBIMH MHruoutropamu uzopepmenta CYP3A4, sxiroyas,
MOMHAMO  TIPOYEro, KIAPUTPOMUIMH, TEITUTPOMHUIIMH, TPOJICAHIIOMHUIIMH, HWTPAaKOHA30,
KETOKOHA30J1I, BOPMKOHA30J1, pUTOHABUD, UHIWHABHP, HEJI(PUHABUP UM cakBUHaBUp. Koppekiun
10361 npenapara CueMOIuKe He TpeOyeTcs.

HDeHaDaTI)I, KOTOPBIEC MOT'YT CHMXATh KOHIICHTPAIIUIO aCHI/IMI/IHI/I6a B 1j1a3M€ KpOBHU

CunvHvie unoykmopwt uzoghepmenma CYP3A4
VY 370pOBBIX 100pOBOJIBIEB, MOJNYYABIIMX OAHOKPAaTHYI0 o3y mpenapata CruemOmnuke 40 wr,
OJTHOBPEMEHHOE IMpPHUMEHEHHE CHIIbHOro MHAykTopa u3zodepmenta CYP3A4 (pudamnunuza)

camxkaeT AUCnraciiumuun6a Ha 14,9%, B T0 BpeMst Kak Cmax aCIMMHHIOA yBeTMurBaeTcs Ha 9%.
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Jannble, mnonydeHHble B Mojeinsix PKOD, HosBOmMOTMpCATOTOKNTS; S TOTIPINMCHCHIIC
aciiuMuHMOa B 103¢ 80 MT OJIMH pa3 B CYTKH OJHOBpeMeHHO ¢ prudaMmuimHOM CHU3UT AUCqay 1
Cmax acuumuuu6a Ha 52% u 23% COOTBETCTBEHHO, B TO BpeMs KaK MPUMEHEHHE aCIUMHHNIOA B
noze 200 mr nmBa pasza B cyTku onHoBpeMeHHO ¢ pupamMmuiuHOM CHUZHT AUCuy B Cmax
aciumuanOa Ha 63% u 47% cOOTBETCTBEHHO.

Cnenyer cobOmoaTh OCTOPOXKHOCTh MpU IpuMeHeHuu mnpemnapara CremMOIMKC BO Bcex
PEKOMEHAYEMBIX J103aX OJHOBPEMEHHO C CHJIbHBIMH HHAyKTOopamu u3opepmenta CYP3A4,
BKJIOYasi, TIOMHUMO Tpouero, kapbOamasemnuH, ¢eHobapOuTan, (HEHUTOMH WM 3BEpOoOOH
npoasipsiBIeHHbIN (Hypericum perforatum). Koppekuun no3el npenapata CueMOnukc He
TpedyeTcsl.

.HeKaDCTBeHHI)IC CpCacCTBa, ILJIa3MCHHAA KOHUICHTPAIIMA KOTOPBIX MOXCT H3MCHATHCA IIOJ

JIEWCTBUEM aclIIMHUHHOA

Cybcmpamur uzogpepmenma CYP3A4 ¢ y3xum mepanesmuieckum OuanazoHom

VY 310poBBIX OOPOBOJIBLIEB, MMONTy4aBmInX npenapatr Cuemoaukce B 103e 40 Mr aBa pas3a B CyTKH,
OJTHOBPEMEHHOE MPUMEHEHHe acuuMuHnOa ¢ cyoctpatom m3odepmenta CYP3A4 (mumazonam)
yBenuunuBano AUCins 1 Cmax Mua30mama Ha 28% u 11% COOTBETCTBEHHO.

Hannble, nonydeHnble B Moaensix OKO®d, mo3BoisioT MPeanoyiiokuTh, 4TO OAHOBPEMEHHOE
npUMeHeHHe aciuMUHN0a B 103e 80 Mr ouH pa3 B cyTkH YBETMYUT AUCint U Cmax MHIA3051aMa
Ha 24% u 17% COOTBETCTBEHHO, B TO BpeMsl KaK OJIHOBPEMEHHOE NPUMEHEHHE aclMMUHHOA B
noze 200 mr nBa paza B cyTku yBEMUYUT AUCinr U Cmax MHAazonama Ha 88% u 58%
COOTBETCTBEHHO.

Crenyer cobnogaTh OCTOPOKHOCTh IIPU OJHOBPEMEHHOM IpHUMeHeHuH npenapata CremOiImKce
BO BCEX PEKOMEHAyeMbIX no3ax ¢ cyoctparamu uzodpepmenta CYP3A4, umeromuMmu y3Kkuit
TepaneBTUUECKUN JTMana3oH, BKJOYas, IOMUMO Ipodero, cyocrtpatel uzopepmenta CYP3A4
¢denTanm, andeHTaHn, AMTHAPOIPrOTaMHUH WIIM 3proTaMuH (cM. paszzaen 5.2.). Koppekuun 103bl1
npenapara CrieMOnukce He Tpedyercs.

Cybcmpamut uzogpepmenma CYP2C9

VY 310poBBIX JOOPOBOJIBIIEB, TOMy4aBIIHX MpemnapaT Ciiemoiuke B 103e 40 MT 1Ba pa3a B CYTKH,
OJTHOBPEMEHHOE NpHUMeHeHHne acuuMuHuOa c¢ cyocrpatom msodepmenta CYP2C9 (Bapdapun)

yBenuuuBaio AUCint B Cmax S-Bapdapuna Ha 41% u 8% cOOTBETCTBEHHO.
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Jannble, nonydeHHbie B Moaeisix PKOD, no3BomsroT—TpCamoToKNTE,; ITOOXHOBPCMCHHOT

npuMeHeHue acuuMuanOa B 103¢ 80 Mr oauH pa3 B cyTkH YBeIUUUT AUCint 1 Cmax S- BapdapuHa
Ha 52% u 4% COOTBETCTBEHHO, B TO BPeMsI KaK OJJTHOBPEMEHHOE MPUMEHEHHE aCIIMMUHI0A B 103¢
200 mr aBa pa3a B cyTku yBeIHUUT AUCint 1 Cmax S-Bapdapuna Ha 314% u 7% COOTBETCTBEHHO.
Crnenyet cobir01aTh OCTOPOKHOCTH IPU OJJHOBPEMEHHOM MpUMeHeHHH TpenapaTta CreMOIuKe B
obmeit cyrounoit nmoze 80 mMr c cyOcrparamu u3odpepmenta CYP2C9, umerommmu y3Kuid
TepaneBTHUYECKUI IMana3oH, BKIOYast, IOMUMO MPoYero, peHnTouH win Bapaput (CM. paszaen
5.2.). Koppexknuu 10361 penapara CrueMmOauKke He TpedyeTcs.

Crnenyet nzberatb 0OTHOBpEMEHHOTO ITpuMeHeHus npenapara Criemonuke B go3e 200 Mr 1Ba pasa
B CYTKH C YyBCTBUTeNIbHbIMH cyOcTpaTamu uzodepmenta CYP2C9 u cyberparamu nzodepmenta
CYP2C9, umeroummu y3KHH TepaneBTHMUECKUN [Mana3oH, U PAacCMOTPETh BO3MOXHOCTh
WCIIOIb30BaHUS aJbTEPHATUBHBIX TMpenapatoB (cm. paszaen 5.2.). Ecim  ogHOBpeMEHHOTO
MpUMEHEHUs n30eXKaTh HeJlb34, CIeyeT CHU3UTH 103y cyocTpaToB uzodpepmenta CYP2C9. Ecnu
OJTHOBPEMEHHOTO NMpUMEHEHHs ¢ BapapuHOM n30exaTh HENb3s, CIEAYeT YBEIHYUTh YacCTOTY
MOHUTOPHUHIAa MEXIyHAapOoaHOTO HopManu3zoBaHnHoro otHomeHus (MHO), mnockonbky
AHTHUKOATYJITHTHBIN 3 ekt BapdaprHa MOKET yCUITUTHCS.

Cybocmpamor OATP1B, BCRP unu o6oux mpancnopmepos

Mogenu @KOD nporHo3upyror, 4To 0THOBPEMEHHOE MPUMEHEHNE acllUMUHN0a B 103¢ 40 Mr /1Ba
pa3a B cyTtku u 80 mMr onuH pa3 B cyTku ¢ cyoctpatom OATP1B (mpaBactatnHOM) MpUBEAET K
yBenuueHUI0 Cmax IpaBacTaTuHa Ha 43% 1 63% 1 AUCinr Ha 37% 1 51% cOOTBETCTBEHHO, B TO
BpeMs KaK OJJHOBPEMEHHOE NpUMEeHeHre aciuMuHN0a B 103e 200 Mr Ba paza B CyTKU IIPUBEJET
K yBenn4ueHUI0 Cmax 1 AUCins mpaBacTaTtuHa Ha 141% u 137% coOTBETCTBEHHO.

Mopenu ®KOD nporHo3upyroT, 4TO OJHOBPEMEHHOE TPUMEHEHNE acClIMMUHIOA B 103€ 40 MT 1Ba
paza B cytku u 80 Mr oauH pa3 B cytku c¢ cyocrpatom OATP1B, CYP3A4 u P-gp
(aTopBacTaTUHOM) IPUBENET K YBENUYEHUIO Cmax aTOpBacTaTuHa Ha 97% 1 143% u AUCinr Ha 81%
1 122% cOOTBETCTBEHHO, B TO BpeMsI Kak OJHOBpEMEHHOE NMPUMEHEeHHe aciiuMuHnOa B 1o3e 200
MT JIBa pasza B CYTKH IpuBeAeT K yBennueHUI0 Cmax 1 AUCinr aTopBacTataa Ha 300 % u 326 %
COOTBETCTBEHHO.

Mopenu @KOD nporHo3upyror, 4To 0JHOBPEMEHHOE MPUMEHEHNE acllUMUHN0a B 103¢ 40 Mr /1Ba
pasza B cyTku 1 80 Mr oauH pa3 B cyTkHu ¢ cyoctpatom BCRP (cynbdacanasuHom) npuBeneT K

yBenu4deHUI0 Cmax cynbdacanaznaa Ha 334% u 342% u AUCinrHa 333% 1 340% COOTBETCTBEHHO,
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laVaVaAY

B TO BpPEMs KaKk OJHOBPEMEHHOE NPUMEHEHUE dernmmranoa-B-nosc-200-mr-asa—pasa—s-cyTKn
npuBeeT K yBenuueHUI0 Cmax 1 AUCinr cynbdacanazuna Ha 353% u 359% cooTBeTCTBEHHO.
Mopaenu @KOD nporHo3upyror, YTo 0JTHOBPEMEHHOE PUMEHEHNE acliMMUHI0a B 103¢ 40 Mr /1Ba
paza B cytku u 80 Mr oauH pa3 B cytku ¢ cyocrparom BCRP u OATPI1B (po3yBactaTuHOM)
npuBeleT K yBenH4eHUIO Cmax po3yBactatnHa Ha 453% u 530% u AUCinr Ha 190% u 202%
COOTBETCTBEHHO, B TO BpeMsl Kak OJHOBPEMEHHOE NMpuMeHeHHe aciiuMuHuOa B 103e 200 Mr aBa
paza B CyTKM HpuBeneT K YBEIUYEHHIO Cmax U AUCins po3yBactatuHa Ha 732% u 311%
COOTBETCTBEHHO.

Crnenyet co0ut01aTh OCTOPOKHOCTH IIPU OJIHOBPEMEHHOM IpuUMeHeHuu mpernapara CremOmuke
BO BCEX pekoMeHayeMbix no3ax ¢ cyoctpatamu OATP1B, BCRP unu oboux TpaHcmopTepos,
BKJIIOYasi, IOMHMMO IIpOYero, cyib(dacaga3uH, METOTpEKcaT, IpaBacTaTHH, aTOpPBAaCTaTHH,
MUTABACTaTHH, PO3yBAaCTaTUH U cUMBAcCTaTUH. CM. PEKOMEHIAIMU IO YMEHBIICHHUIO O3Bl
cyoctparoB OATP1B u BCRP, npusenennsie B coorBercTBytoumx OXJIII u uHCTpyKIUAX MO
MEIULUHCKOMY ITPUMEHEHHUIO.

Crnemyer wu3beratp OIHOBPEMEHHOTO TIpUMeHEHHs mpemapara CreMOIMKe BO — Bcex
PEKOMEHIIyEMBIX 033X C pPO3YBAaCTATUHOM H PACCMOTPETh BO3MOXXHOCTb TMPUMEHECHHS
aIbTEPHATUBHBIX CTATUHOB. ECIIM COBMECTHOTO NpPUMEHEHHUS HEBO3MOXHO H30eXaTh, H03Y
po3yBacTaTMHA CJEIyeT YMEHBIIMTh B COOTBETCTBUM C PEKOMEHAAIUSMHU, NPUBEICHHBIMH B

cootBeTcTBYOmUX OXJII 1 HHCTPYKIUAX 110 MEIULIMHCKOMY MPUMEHEHHIO pO3yBacTaTHHA.
Cybcmpamul P-gp ¢ y3kum mepanesmuyeckum Ouana3zoHom

Mogenu @KOD nporHo3upyror, YTo 0THOBPEMEHHOE IPUMEHEHHE aclIMMUHNOa B 103€ 40 Mr 1Ba
pa3za B cyTku u 80 Mr oauH pa3 B CyTKH c cyOcTpaTtoM P-gp (IUrOKCHMHOM) INpHBEIET K
yBenu4YeHUI0 Cmax qurokcuHa Ha 30% u 38%, a AUCinr Ha 20% 1 22% COOTBETCTBEHHO, B TO
BpeMs Kak OJJHOBpEMEHHOE NMPUMEHEHHE acuuMuHNOa B 103e 200 Mr 1Ba pa3a B CyTKH NPUBEIET

K yBelMUUEHUIO Cmax U AUCinf turoxcrna Ha 62% u 40% cOOTBETCTBEHHO.

Crenyer coOiogaTh OCTOPOKHOCTh IIPU OJHOBPEMEHHOM IpHUMeHeHHH mpemnapara CremOImKce
BO BCEX pPEKOMEHAYyEeMBIX J03aXx ¢ cyOcTparamu P-gp ¢ M3BECTHBIM y3KHM TepameBTUUYECKHM

Auarma3oHoM, BKIIIO4YasA, IOMUMO IMPOYECTo, JUT'OKCHH, )1a61/1ranaH 1 KOJIXUIIUH.
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IIpenapatel, yingsonme uarepsa QT

Cremyer coOt0aTh OCTOPOKHOCTH IPU OJTHOBPEMEHHOM MPUMEHEHUU rpenapara CiueMOIuKe B
o0mieit cyrounoit mo3e 80 MTr ¢ JIeKapCTBEHHBIMU CPEICTBAMU C M3BECTHBIM PHUCKOM Pa3BUTHS
KEITyTOYKOBOW TaXUKAPJAUH THITA ITUPYIT», BKIFOYAS, IOMUMO MPOYETO, OCTIPUIUI, XIOPOXHH,
KJIQPUTPOMHMIINH, Talo(aHTpUH, TaoNepUI0, METaI0H, MOKCH(IIOKCAIMH MM MHUMO3U] (CM.
pasznmen 5.2.).

Crnenyet u3beraTh OJHOBPEMEHHOTO TpUMEHEHuUs nipenapara Criembauke B 1o3e 200 Mr 1Ba pasza
B CYTKH C JICKaPCTBCHHBIMHU CPEACTBAMH, C HW3BECTHBIM PHUCKOM Pa3BUTHS IKEIYIOYKOBOM

TaxMKapAuu TUMHa «IUpydT» (cM. pazzaen 5.2).

B3auMoaelicTBre JeKapCTBEHHOIO IIpernapara ¢ nuiei

[Tpu npueme ¢ numielt GMOJOCTYITHOCT ACHUMHHNOA CHUXKaeTcs (CM. pa3aenst 4.2. u pa3aen 5.2.).

4.6. PepTHIBLHOCTD, 0EPEMEHHOCTH U JIAKTALMS

>KGHIIII/IHI>I C ACTOPOAHBIM IMTOTCHIIMAJIOM

OtcyrcTBUEe OEpPEeMEHHOCTH Y JKEHIIWH, CIOCOOHBIX K JETOPOXKICHHUIO, JIOJDKHO OBITh
MOJTBEPXK/IEHO 710 Hauasa JiedeHus npenapatom CremOImKc.

CekcyanbHO aKTHMBHBIE JKECHIIMHBI, CIOCOOHBIE K JETOPOXKICHMIO, JOJIKHBI HCIHOJIb30BATh
3G GEeKTUBHBIE METOABl KOHTpAIENIUH (TMPH WCIIOJIB30BAHUH KOTOPBIX IIIAHC HACTYTUICHHS
OepeMeHHOCTH cocTaBiigeT MeHee 1%) Bo Bpems jieueHus npenapatoM CLeMOIMKC U B T€UEHUE
KaK MUHUMYM 3 JIHEH 1ociie mpuemMa nocjaeHei 1035l

bepemeHHOCTD

Ha ocHOBaHMM JaHHBIX MCCIENIOBAaHWN Ha JKMBOTHBIX mpernapar CieMOIMKC MOXKET OKa3bIBaTh
BpEIHOE BO3JCHCTBHME HA IUIOJ TPU NPUMEHEHHWH >KCHIIMHAMH BO BpeMsi OepeMEeHHOCTH.
AJeKBaTHbIE ¥ HAAJIEXKAIIMM 00pa3oM KOHTPOJIUPYEMbIe UCCIIEI0BaHHS y OEpEeMEHHBIX KEHILIH,
MO3BOJISIOIINE ONPEACIIUTh PUCK, CBSA3aHHBIN C MpenapaToM, OTCYTCTBYIOT.

HccnenoBanus penpoayKTUBHONW TOKCHYHOCTH B OMOJIOTHYECKMX MOJIEISIX OEpEMEHHBIX KPBIC U
KPOJIMKOB MTOKA3aJi, YTO MEPOpaTbHOE BBEJICHHE aCIIMMUHIOA BO BpEMST OpTraHOT€HE3a BBI3HIBACT
SMOPHOTOKCUYHOCTb, (DETOTOKCUYHOCTh U TEPATOr€HHOCTH (CM. paznen 5.3.).

bepeMeHHBIM >KEHIIMHAM M KEHIIMHAM, CIIOCOOHBIM K JI€TOPOXKICHUIO, CIEAYEeT COOOLIUTH O

MOTEHIIMAJIbHOM pHCKEe JJs IUIofa MpU HCHOib30BaHUM mpernapara CremMOIMKC BO Bpems
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OepeMEHHOCTH WJIM HACTYIUICHHH OEpPEeMEHHOCT

Cuemo6mukc (cM. pasaen 4.4.).

JlakTanms

MTTTanCHTRIT BO- BPCNDT TCpan npenaparorm

HewusBecTHO, MOCTYMAET JIM aCIUMUHUO B TPYTHOE MOJIOKO TOciie mpruema npemnapara CeMOIuKc.

HaHHHe O BJIMSAHHNHN aCHI/IMI/IHI/I6a Ha pe6eHKa, HaxXoag1merocsa Ha rpyiHOM BCKapMJIMBaHWUH, WA

Ha BBIPAOOTKY TPYITHOTO MOJIOKA OTCYTCTBYIOT.

H3-3a BO3MOXKHOCTH Pa3BUTHA CCPBE3HBIX HEKCIATCIbHBIX peaKLII/Iﬁ Ha JICKApCTBCHHBIC

npenapaTsl y peOeHKa, HaXOSIIErocs Ha I'PYyJAHOM BCKapMJIMBAaHUM, KOPMJIEHUE IPYAbIO0 HE

peKoMeHayeTcsl Bo BpeMsi jiedeHus: npernaparoM CueMmOiIMKC U B TEUEHHE MO MEHbIIeH Mepe

3 nHe# mocie npueMa rnociaeaHen 103bl.

DepTIbHOCTD

Jannbie o BusHUM npenapara CreMOmKke Ha GepTHIIBHOCTD YeI0BeKa OTCYTCTBYIOT.

B uccnenoBanuu CbepTI/IJIBHOCTI/I Y KpPbIC aCI_II/IMI/IHI/I6 HC BJIMAJ Ha PCIIPOAYKTUBHYHO q)YHKI_[I/II-O

caMIIOB M caMOK. He3HauuTenpbHOE BIHSHHE Ha

MMOABHUXHOCTb M KOJHMYCCTBO CIICPMATO30MI0B

Ha0JII01aJ710Ch Y CaMIIOB MpH ypoBHsX 10361 200 mr/kr/cyT, obecnieunBatomux 3Hadenunst AUC, B

19, 13 unu 2 pa3a BblllIE TAaKOBBIX Y KUBOTHBIX, IIOJyUYaBIINX IIpenapaT B 1o3ax 40 mr aBa pa3a B

cyTku, 80 Mr ouH pa3 B cyTku uinu 200 mr 1Ba pa3za B CyTKH COOTBETCTBEHHO.

4.7. BausiHue Ha CIOCOOHOCTD YupaBJisdiTb TPAHCHOPTHBIMHU CpEACTBaAMH H paﬁoTaTb C

MEXaHU3MaMHU

ACI_[I/IMI/IHI/I6 HC OKa3bIBA€CT HUKAKOI'O BJIMAHUA

WM OKa3bIBACT HC3HAYUTCIBHOC BJIHMAHHC Ha

CIIOCOOHOCTH YHOpaBJIATb aBTOMOOMIIEM M MEXaHHW3MaMH. O,Z[HaKO PCKOMCHAYCTCA, YTOOBI

MAIMEHTHI, UCIIBITHIBAIOLINE TOJIOBOKPYKEHUE, YCTAJIOCTh WU IPYyTHe HeXKeaaTeIbHble 3P QEeKThI,

HMOTEHIIMAIBHO BIMAIOIIAE HA CIOCOOHOCTH

IIOJIB30BATBCA MCXAaHU3MaMU,

BO3JACPKUBAJIIMNCh OT JOTUX JENCTBUH 10 Tex nop,

0e30MacHO yMpaBisATh aBTOMOOWJIEM WU

ITOKa

HeXenarenbHble 3 (EeKThl COXpaHIIOTCs (M. pa3zaen 4.8.).

4.8. HexxennatebHbIE peakMu

Pesrome nmpoduiig 0e30macHoCTH

O6muit mpodunp Oe3omacHocTH mpemapata CremOnuke ObUT OIeHeH y 356 mMalueHTOB ¢

Ph+ XMJI B xponuueckoil daze (XP) u ¢aze axceneparuu (DPA), mosyyaBIIMX Ipenapar

Cuem06nukc B kKauecTBe MOHOTepanuu. OH OCHOBAH Ha IMOMYJISIIIUH JIsl OIIEHKH 0€30MacHOCTH B
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onopHoMm uccienoannu ¢assl [II A2301 (ASCEMBBE)(manmrertsre P+ XM=Xo; N=156)n
uccaenaoBanuu ¢asel [ X2101, BKiIrOYaBIIeH marMeHToB C:

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

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

e Ph+ XMJI-®A (N=15).

B nomynsiuto miis onieHku 6e3onacHocTH (N = 356) BXOIMIIM MAIMEHTHI, MOJy4YaBIIne Mpenapar
Cuemb6mukc B go3ax ot 10 mo 200 mr aBa pasza B cytku u ot 80 1o 200 mMr onuH pa3 B cyTku. B
00BbETMHEHHOW NOIMYJISAUA MeAUaHa MPOAOJDKUTEILHOCTH MPUMEHEHHs TpernapaTa COCTaBHIIa
167 nenens (quanazou: ot 0,1 1o 439 Hexnens).

Haubonee yacTeiMu HexkeIaTENbHBIMU peaKIUsIMHU J1I000i1 cTenenu (yactota >20%) y naiueHToB,
nosrydaBiux npenapat CuemOiarKe, ObLUTH KOCTHO-MbIIIeYHas 6016 (38,8%), nH(p ek BepxXHux
IBIXaTeNbHBIX MyTel (29,5%), obmas cnadocts (28,9%), Tpombonmronenus (28,1%), roigoBHas
00116 (26,4%), apTpasrus (24,4%), MOBBIIIICHUE aKTUBHOCTH ()EPMEHTOB ITOKEITY AOTHON JKEIIE3bI
(23%), nmapes (22,5%), 6onb B xkuBoTe (22,2%), coinb (21,6%), apTepualibHas THUIEPTEH3Us
(20,8%), u TomHota (20,8%). Hanbonee yacTeiMu HEXENATEIbHBIMHU PEAKIUSAMU >3-i CTETIEHU
(gactora >5%) y ManMEHTOB, Mmoiy4aBmmx mpenapar CreMmOnuKce, ObUTH TPOMOOITUTOIICHUS
(18,5%), neritponierns (15,7%), moBbIIIEHHE aKTHBHOCTH ()EPMEHTOB MOJDKEITYAOYHOMN Kee3bl
(12,9%), aprepuansHas runeprensus (11,2%) u anemus (5,3%).

Cepbe3Hble HEKeNaTeJbHbIE peakuuu ObUIM 3apeructpupoBanbl y 13,2% manueHTos,
nonmyyaBmux mpenapar CremOnukc. Hamboiee YacTbIMH Cepbe3HBIMH  HEXKEIaTeITbHBIMH
peakuusMu (yactota >1%) ObuTH mIeBpalibHbIN BHINOT (2,5%), MHPEKIUN HUKHUX bIXaTeIbHBIX
myTei (2,2%), tpombonutonienus (1,7%), muxopanka (1,4%), mankpeatut (1,1%), 6016 B )KUBOTE
(1,1 %), nexapmuanbhas 6o1b B rpynu (1,1%) u psora (1,1%).

Ha ocHOBaHWUM pe3ynbTaTOB aHAM3a «O00BEM MPUMEHEHHS-0€30MacHOCThY, MPOTHO3UPYEMBIH
npoduias 0e3omacHocTy penapara CrieMOJIMKC pU MPUMEHEHUH B 103¢ 80 MT OJIMH pa3 B CYTKH

CXOK C TaKOBBIM Y NO3bI 40 Mr JBa pa3a B CyTKH.

TabauaHoe pE3FOME HEXKENATSIbHBIX PeaKINH

HexenatenbHble peakuuu W3 KIMHUYECKUX HccaenoBaHui (tabmuma 3 u Tabmuma 4),
MEPEUYMCIICHbl 0 CUCTEMHO-OpraHHbM KiaccaM MedDRA. B kaxaoM CHCTEMHO-OpraHHOM

KJIaCCC HEKCIIATCIBbHBIC JICKAPCTBCHHBIC PCAKIINU YIIOPAJOYCHEI 110 Y6LIBaHI/IIO YaCTOThI. BHYTpI/I
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COOTBETCTEBYET BKCNEPTHOMY OTYETY
ar 05.11.2025 Mg 27570

(NCCNEOOBATENEHOCTE 0052)

Ka)KJIOW TPYIIIIHI [10 YACTOTE HEXEJIaTeIbHbIC PEaRTMI TIPCACTABICHBI B TIOPSAKC Y MCHBITCHITT 71X
cepbe3HocTu. Kpome TOro, KakaoW HexelaTeJIbHOW JIEKapCTBEHHOM peakUuu MpHUCBOEHA
KaTeropus 4acTOTHI, KOTOpas OTNpeAeIsieTCs Ha OCHOBaHUHM cleaytomiei knaccudukanuu (CIOMS
Il): owenp wyacto (=1/10); wacto (=1/100 mo <1/10); mewacto (>1/1000 mo <1/100);
peako (>1/10 000 mo <1/1000); ouens penxo (<1/10 000).

Taouuna 3 HexxesiaTtesibHble peakium, 3aperucTpUPOBaHHbIe PHU IPUMEHEHNH Npenapara

CueM0JUKC B KIIMHHYECKUX HCCIEI0BAHUAX

Cuemb Honyasuus
-JTMKC Bo3ytu- Cuemo- Bo3y- 151 omencn | Karero-
40 mr 2 | =m0 500 JIUKC Tunne | 6e301111ac- st
p/cyr! mMr 40 mr 2 500 mr P
Hexena- _ » 1 Iy HOCTH 4acro-
TeJIbHbIe N= Lp/eyr pleyr Lp/eyr npenapara ThI
156n | N=76n | N=156n | N=76n 3 _
peakuuu o o o o Cuembiuke’ | N =356
(%) (Vo) (o) %) | N=356(%) | JHioboii
JIwooi | Jlwooi >3 >3 N
JIrooou CTeneHu
CTeleH | CTeMeHW | CTeMeHUu | CTelmeHH
u CTerneHu
HNudexnnn n nHBa3NU
Nudexnus
BEPXHIX 42 7092 | 1(0.6) 0 105 (29,5) | ©Ouene
JIbIXaTEJbHbIX (26,9) ’ ’ ’ 4acTo
nyTeit*
Nudexnus
HWKHUX
BIXATEBHBIX 6 (3,8) 33,9 1 (0,6) 0 28(7,9) Yacro
myTei’
['punn 53,2 2(2,6) 0 0 17 (4,8) Yacto
HapyuieHusi co CTOPOHBI KPOBH M JIMM(PaTHUECKOH CHCTEMBI
TpomboruTo- 46 Ouenn
- (29.5) 16 21,1) | 35(22,4) 7(9,2) 100 (28,1) 4aCTO
36 OueHb
. 7
Heiirporienus (23.1) 16 (21,1) | 29(18,6) | 11(14,5) 70 (19,7) 4aCTO
16 OueHb
8
Anemust (10.3) 7 (9,2) 2(1,3) 33,9 47 (13,2) 4aCTO
Dedpurpras 1 (0.6) 0 1 (0,6) 0 3(0.8) | Heuwacro
HEUTpOTICHUS
HapyumeHnust co CTOpoHbI HMMYHHOM CHCTEMBI
Pnnepuyseray- 0 1(1,3) 0 0 1(03) | Heuacro
TEJIbHOCTh
OHI0KPUHHBIE HAPYIIEHUS
T'unotupeos’ 2(1,3) 1(1,3) 0 0 5(1,4) Yacto
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COOTBETCTBYET QRCHEFTHOMY QTYETY

ar 05.11.2025 Mg 27570

(NCCNEOOBATENEHOCTE 0052)

Cuem6
-JTHKC Bo3ytu- Cuemo- Bo3y- H;:ZH::::; Karero-
40 mr 2 | uud 500 JIUKC THHNG | 6e301111ac- st
Hexena- pleyr! Mr 40 mr 2 500 mr HOCTH qgcm-
TeJIbHbIE N= Lp/eyr® pleyr’ Lp/eyr® npenapara ThI?
156n | N=76n | N=156n | N=76n | ‘Perapara | Ti
peakumuu o o o o CuemoOimmkce’ | N =356
(Vo) (Vo) (o) (%o) N =356 (%) | JIo6oii
JIroboii | Jloboi >3 >3 N
JIroboii CTeneHu
CTelleH | CTeNeHH | CTeleHH | CTeleHH
u CTeneHn
Hapymennsi MeTa00JiM3Ma M MATAHUS
10
AMCTHIIENI | g 58) | 2(26) | 4(26) 0 (s | e
Chipxenne 85,1 | 6(7,9 0 0 26 (7,3) Yacto
arreTuTa
HapyuieHusi co CTOPOHBI HEPBHOI CHCTEMBbI
TonosHas 6oms (13902) 12(158) | 3(1,9) 0 94264) | e
I'onoBokpy- 14 (9,0) | 2(2,6) 0 0 53(14,9) | Ouemr
KCHHE 94acTo
HapyueHusi co cTOpOHBI OpraHa 3peHust
Heuetxocts 4(2,6) 0 0 0 18 (5.1) Yacro
3peHUs
CyxocTb riaza 3(1,9) 2(2,6) 0 0 21 (5,9) Yacto
Hapyienusi co cTopoHbI cepana
Omymenue 4(2,6) 0 0 0 17 (4,8) Yacto
cepaieOneHus
Hapyuenus co cTOpOHBI COCYI0B
AptepuanbHas 23 OueHnb
runepTensys’'! (14,7) 45.3) 12(7.7) 33.9) 74(20.8) 9acTo
HapyumeHnus co CTOpOHBbI ABIXaTEJIBbHON CHCTEMbl, OPraHOB I'PYAHON KJIETKHU H
cpeaocTeHust
Oprmka 8(5,1) | 4(53) 0 0 36(10,1) | e
Karmers 1409) | 5(66) 0 0 55(15.4) | Onere
[TneBpanbHBII
BLITIOT 2(1,3) 4 (5,3) 0 33,9 20 (5,6) Yacto
bons B rpyaun
Hekapauaiab-Horo | 9 (5,8) 1(1,3) 2(1,3) 0 32 (9) Yacto
IMMPOUCXOKIACHUSA
Kesy10uHoO-KHIIeYHbIE HAPYIIECHHSI
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COOTBETCTEBYET BKCNEPTHOMY OTYETY
ar 05.11.2025 Mg 27570
(NOCNEOCBATENEHOCTE 0052)

Cuemb HMonyasmus
-JTMKC Bo3ytu- Cuemo- Bo3y- sz e:{llcn Karero-
40 mr 2 | =m0 500 JIUKC Tunne | 6e301111ac- st
p/eyr! Mr 40 mr 2 500 mr P
Hexena- i ’ 1 ) HOCTH 4acTo-
N= 1p/cyT p/cyT 1p/cyT 3
TeJIbHbIE 156n | N=76n | N=156n | N=76n | Mpenapara ThI
peakuuu %) %) %) %) Cuembiuke’® | N =356
. N N =356 (%) | JIw0oii
JIroboii | Jloboi >3 >3 N
JIroboii CTeneHu
CTeleH | CTeneHH CTeNeHUu | CTeNmeHu
u cTerneHu
IToBbIIEHNE
AKTUBHOCTH OteHE
dbepmMeHTOB 13 (8,3) 7(9,2) 6 (3,8) 4(5,3) 82 (23) 4acTO
MOJKETY IOYHON
xKenespl 2
Ouenn
PBota 12(7,7) | 20(26,3) 2(1,3) 0 64 (18) 4acTO
20 Ouenb
Huapes (12.8) 55 (72,4) 0 8 (10,5) 80 (22,5) 4acTO
18 Ouenn
TomHoTa (11,5) 35 (46,1) 1 (0,6) 0 74 (20,8) 4ACTO
20 Ouenn
13
Bonb B xuBOTE (12.8) 17 (22,4) 1 (0,6) 2(2,6) 79 (22,2) 4ACTO
[Mankpearur'* 0 0 0 0 9(2,5) Yacto
Hapyumenusi co CTOPpOHBI NeYeHH U KeJTYeBbIBOASAIINX MyTel
[ToBbilIeHHE
AKTUBHOCTH Ouenn
I 12(7,7) | 25(32,9) 3(1,9) 13(17,1) 60 (16,9) 4ACTO
depmenTtos '
[ToBbilIeHHE
YPOBHS
SuMpyGUHa B 5@3.2) 1(1,3) 0 0 18 (5,1) Yacro
kpoBu'®
Hapyumiennsi co CTOPOHBI KOKHM M NMOAKOKHBIX TKaAHEel
24 OueHb
17
Celnb (15.4) 19 (25) 0 4 (5,3) 77 (21,6) 4ACTO
Ouenn
3yn 8(5,1) 5(6,6) 0 1(L,3) 45 (12,6) 4ACTO
Kpanusauna 2 (1,3) 2 (2,6) 0 0 13 (3,7) Yacto
HapyuieHnust co CTOPOHbI MBIIIEYHOM, CKEJIETHON U COIMHUTEIbHOH TKAHU
boub B xOCTAX M 33 Ouenn
N— (212) 13 (17,1) 2 (1,3) 1(L,3) 138 (38,8) 4aCTO
23 Ouenn
Aptpanrus (14.7) 2 (2,6) 1 (0,6) 0 87 (24,4) 4ACTO
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Cuemb HMonyasmus
-JTMKC Bo3ytu- Cuemo- Bo3y- s Z e:{llcn Karero-
40mr2 | uuo 500 JHKC THHHO a 6e301111ac- st
p/eyr! Mr 40 mr 2 500 mr P
He:xena- . 5 1 5 HOCTH 4acTo-
TeJIbHbIe N= 1p/cyr pleyr 1p/eyr npenapara TBI?
156n | N=76n | N=156n | N=76n | ‘Perapara | Ti
peakumuu o o o o CuemoOimmkce’ | N =356
(Vo) (Vo) (o) (%o) N =356 (%) | JIo6oii
JIo0oii JIro0o0ii >3 >3 N
JIro0o0ii CTeleHHn
CTENEH | CTelmeHH CTENIEHH | CTEelmeHH
u CTeNneHu
OO01mue HAPYILIEHUS U PeaKIUM B MeCTe BBeIeHUs
Oomas 33(21,2 Ouensn
cnaGocrs!? ) 9(11,8) 3(1,9) 1(1,3) 103 (28.9) 4ACTO
OueHb
20
Orex 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
JlaGopaTopHble H HHCTPYMEHTAIbHbIE TaHHBIE
Y nunenue
marepsana QT wa | ) 3, 0 1(0,6) 0 4(1,1) Yacto
3JIEKTPOKAPIHO-
rpaMMe
IToBbIIIEHHE
aKTHUBHOCTH
kpeaTnHpocho- 4(2,6) 33,9 3(1,9) 1(1,3) 13 (3,7) YacTto
KHHA3bl B KPOBH

"Menunana npoomKUTENLHOCTH IPUMeHeH s npenapata Cuem6iukc: 156 Hemens (auanasoH:
ot 0,1 1o 256,3 Hexnenp)

*MenuaHa TpoI0JKUTENLHOCTH NpUMeHeHHs 603yTunHu6a: 30,5 Hemenb (auamasoH: oT 1 1o
239,3 Henenn)

SYacToTa OCHOBAHA HA PEaKIMAX JIOOOH CTENeHH, BO3HMKIIMX NMPHM MPUMEHEHHH Mpernapara
Cuemb6iukc B momyssiniuu Jyuist otieHku 6e3onacHoctu (A2301 u X2101) mis (N = 356).
‘Undexiuyu BepXHUX ABIXATENbHBIX MyTeH BKIIOYAIOT: MHMEKIHIO BEPXHMX JbIXaTelIbHBIX
nyTel, Ha30(papUHTUT, (GapUHTUT U PUHUT;

SMH(pEeKIUN HUKHKX JbIXaTeIbHBIX IyTell BKII0YAIOT ITHEBMOHHUIO, OPOHXUT U TPaXeOOPOHXHUT;
STpomGoIHUTONIEHHS BKIIOYAET: TPOMOOIMTOIEHHIO H CHUKEHHE KOIMYECTBA TPOMOOIMTOB;
"HeHTpomeHus BKIIOYAET: HEHTPOIIEHUIO U CHUYKEHHUE KOJIMYECTBA HEHTPODHIIOB;

8 AHeMHs BKITIOYAET: aHEMUIO, CHUKEHHE YPOBHS TeMOIJIO0NHA, U HOPMOLUTAPHYIO aHEMHUIO;
’TUIOTUPEO3 BKJIIOYAET: MOBBINIEHHBI yPOBEHb THUPEOTPONHOTO TOPMOHA B KPOBH,

THIIOTHPEO3;
0 ucnunuaemus BKIIOYaeT: UNEpTPUTIHIIEPUIEMHUIO, TTOBHILIEHHE YPOBHS XOJIeCTepHHA B
KpOBH, THIICPXOJICCTCPUHEMMUIO, IIOBBIIIICHUC YPOBHA TPUTTTULECPHUIOB B KpOBH,

TUIIEPIIMIIUIEMUIO U TUCIUIIAIEMUIO;
" Aprepuanpnas rumepreHsus BKIIOYAET: apTEpPUANbHYIO THIEPTEH3MIO U IMOBBIIIEHHE
apPTEPUAIILHOIO JaBJICHUS;
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COOTBETCTEBYET BKCNEPTHOMY OTYETY
ar 05.11.2025 Mg 27570
(NOCNEOCBATENEHOCTE 0052)

Cuemb HMonyasmus
-JTMKC Bo3ytu- Cuemo- Bo3y- sz elI-IIKI/I Karero-
40 mr 2 | =6 500 JHKC THHHO A 6e301111ac- st
p/eyr! Mr 40 mr 2 500 mr P
He:kena- . 5 1 5 HOCTH Jacro-
TeJIbHbIE N= Lp/eyr pleyr Lp/eyr npenapara TBI
156n | N=76n | N=156n | N=76n | ‘Perapara | Ti
peakuumn (%) (%) (%) (%) Cuemobuauxc® | N =356
. . N =356 (%) | Jlwoboii
Jhioboii | - Thoboii 23 =3 JIo00i CTeNneHHu
CTEeNEeH | CTeNmeHH CTENEHH | CTelmeHH
u CTEeNneHu

IToBbImieHne aKTHBHOCTH (DEPMEHTOB IIOKETYJOUHOH >Kele3bl BKIIFOYAET: MOBBIIICHHE
AKTUBHOCTH JIUTIA3bI, TOBBIIICHNE AKTHBHOCTH aMIJIa3bl U TUIIEPIIUIIA3EMUIO;

3Bonb B ’HMBOTE BKIIFOYAET: 6OJIb B )KUBOTE U 0OJIb B BEPXHUX OT/IENAX JKHBOTA.

“TTankpeaTuT BKIIFOYAET: MAHKPEATUT U OCTPHIHA MAHKPEATUT;

TToBbInIeHNe AKTHBHOCTH MEYEHOUHBIX (DEPMEHTOB BKIIFOYAET: IMOBHIIIEHHE AKTHBHOCTH
QTaHMHAMUHOTpaHCc(epas3bl,  IOBBIIICHUE  AKTHBHOCTH  acmapraTaMUHOTpaHC(epassl,
MOBBIIICHHE AaKTHUBHOCTU TaMMa-TIyTaMuiaTpaHcdepa3bl W TOBBIIICHHE aKTHUBHOCTH
TpaHCAMHUHA3 U TUIICPTPAHCAMUHA3CMUS,

[ToBblmenne ypoBHs GMIMPYyOUHA B KPOBM BKJIIOYAET: TOBLIICHHE YPOBHS OMIMPYOUHA B
KpPOBH, TIOBBIIICHHE YPOBHS KOHBIOTMPOBAHHOTO OWIMPYOMHA W THUIEPOUIUPYOHMHEMHIO;
Cpinp BKIIOYAET: ChIIb, MAKYJIO-NAMYJIE3HYIO ChIIb U 3YASILYIO ChIIb;

8 KocTHO-MBIIIEuHAst 60T BKITIOYAET: OOJIb B KOHEYHOCTSIX, 0OJIb B CIIMHE, MUAJITHIO, 0OJIb B
KOCTSIX, KOCTHO-MBIIIEUHYI0 00Jib, 00JIb B 1I€€, KOCTHO-MBIIIEYHYIO OOJb B TPYAH, U KOCTHO-
MBIIIEYHBIN TUCKOMDOPT;

906 mu1as c1abocTh BKITIOYACT: 0011y10 c1aboCcTh U aCTEHUIO;

200rex BKIIOYAET: OTEK U TepHpepUIECcKHii OTEK.

2! Jluxopanka BKIIOYAET: IMXOPAAKY U MOBHILIEHHE TEMIEPATypPhl TeNa

Cumxenne ypoBHs GocdaToB OBLIIO 3apErUCTPUPOBAHO KaK JabopaTopHOEe OTKIIOHEHUE y 17,9%
(Bce crenenn) u 7,1% (3/4-it crenenn) nz 156 nauueHToB, noay4aBmux npenapar CreMOInKe B
no3e 40 Mr 1Ba pa3a B CyTKH.

Tabaunna 4 HexenarejbHble peakliiy, 3aperHCTPUPOBAHHBIE NIPU PMMEHEHHUH Npenapara

Cuembimkc y nauneHToB ¢ Ph+ XMJI-X® ¢ myranueit T3151 (ucciaenoanue X2101)

HexenaTenbHble peakuuu

CuemoIMKC
200 mr 2 p/cyT
N=48 n (%)
JI1000i crenenn

CuemMo01uKc
200 mr 2 p/cyr
N =48 n (%)
> 3 cTeneHu

Nudexunu u uHBaA3ZUN

NueKuus BepXHUX AbIXaTeIbHbIX MyTeii! 6 (12,5) 0
V(eI HUKHUX JBIXaTelbHBIX TyTei? 4 (8,3) 2(4,2)
['punm 1(2,1) 0
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COOTBETCTBYET 2KCIHEPTHOMY QITYETY
at 05,11.2025 Ne 27570

(NCCNEOOCBATENEHOCTE 0052)

CmreMoTHRT EmemoTITRT

He:xenarenbHble peakiun 21(310::;; il(’(/)/co);T 2130::‘;2:)(/027;

JI1000ii cTenenu > 3 cTeneHH
Hapymienusi co cTOpOHBbI KPOBH U JTUM(PATHYECKOI CHCTEMBI
TpombonuToneHus’ 10 (20,8) 8 (16,7)
Heiitponenns* 8 (16,7) 6 (12,5)
Anemus’ 5(10,4) 3(6,3)
Hapymenusi MeTad0,in3mMa ¥ MATAHUS
Jucnunuaemus’® 5(10,4) 1(2,1)
CHIKeHMe anmneTuTa 2(4,2) 0
HapyueHnusi co cTOPOHbI HEPBHOM CHCTEMBI
I'onoBHas 60116 10 (20,8) 1(2,1)
["onoBokpykeHuE 4(8,3) 0
Hapyuienusi co cTOPOHBI OpraHa 3peHust
HeuerkocTh 3peHus 24,2 0
CyxocTb rna3za 3(6,3) 0
HapyuieHus co cTOpoHbI cepala
Omurymenue cepaneoneHus 2(4,2) 0
Hapyuienusi co cTOpOHBI COCY10B
AprepuanbHas rUIepTeH3Hs 7 (14,6) 4(8,3)
HapyuieHnusi co CTOPOHBI AbIXaTEJIbHOI CHCTEMbI, OPTAHOB IPYIHOI KJIETKH H
cpeloCcTeHus!
Kamens 11(22,9) 0
Onpimika 3(6,3) 0
Bbonb B rpyau HeKapAMaiIbHOTO 5(10,4) 1(2,1)
MIPOUCXOKICHHUS
IIneBpanbHBIA BBIIIOT 1(2,1) 1(2,1)
KenynouHo-kuieyHbie HAPYLIEHUS
[ToBeIIIeHNE AKTUBHOCTU (HEPMEHTOB 15(31,3) 11(22,9)
TOJKEITYI0UHOM HKeTe3bI
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COOTBETCTBYET QRCHEFTHOMY QTYETY

ar 05.11.2025 Mg 27570

(NCCNEOOCBATENEHOCTE 0052)

CmreMoTHRT EmemoTITRT

He:xenatenbHble peakuuu 21(:;):1\:; fl[()(/,/co);T 2130:::;;211})(/0%T

JI1000ii cTenenu > 3 cTeneHH
TomHoTa 13 (27,1) 0
Huapest 13 (27,1) 1(2,1)
PBora 10 (20,8) 3(6,3)
Bonb B xuBOTE’ 7 (14,6) 3(6,3)
[aukpearut!” 1(2,1) 0
HapyuieHusi co CTOpOHBI MeYeHH U KeTYeBBIBOASIIUX MyTei
[ToBbIIICHHE AKTUBHOCTH TTEYCHOYHBIX 12 (25) 5(10,4)
depmenTon!!
TloBbIIEHHE YPOBHS OUINPYOUHA B KPOBH '~ 4 (8,3) 0
HapyuieHusi co CTOPOHBI KOKH H MOJIKOKHBIX TKaHEI
Comp ! 9 (18,8) 0
3yn 6 (12,5) 0
KparnupHauia 1(2,1) 0

Hapymennﬂ CO CTOPOHBI MblmeqHOﬁ, CKeJIETHOM M COeUHUTEIbHOM TKaHU

KocTHo-MbImeuHas 60p'* 21 (43,8) 1(2,1)
ApTtpanrus 10 (20,8) 0
O0mmme HApYLIEHUsI M PeaKI[UH B MeCTe BBEJIEHUS

O6as cnabocts'” 17 (35,4) 1(2,1)
Orex!'® 5(10,4) 2(4,2)
JIuxopanxa'’ 6 (12,5) 0
JlaGopaTopHble H HHCTPYMEHTAJIbHbIE IaHHbIE

[ToBBIIIEHNE AKTUBHOCTHU 2(4,2) 0

KpeatuH(pochoKnHa3bl B KPOBU

"Mudexuyuy BepXHUX ABIXAaTENbHBIX IMyTeH BKIIOYAIOT: MH(EKIUIO BEPXHMX JbIXaTeIbHBIX

nyTel, Ha30(papUHTUT, GapUHTUT U PUHUT;

’MHdeKInM HUKHUX JbIXaTeIbHBIX MyTell BKIIF0Yal0T MHEBMOHUIO, OPOHXUT M TPAXEOOPOHXHT;
3TpoMOOLUTONEHHS BKIIOYAET: TPOMOOIUTONEHHIO U CHIKEHHE KOJMYECTBA TPOMOOIMTOB;

4HCﬁTpOHCHH$I BKJIIOYaAcCT: HCﬁTpOHCHHIO 1 CHHXXKCHHUEC KOJIMYCCTBA HCI\/'ITpO(pI/IJ'IOB;

51AHCMI/I$I BKJIFOYACT: aHCMUI0, CHUKCHUC YPOBHA FCMOFJIO6I/IH8., HOPMOLIUTAPHYIO aHCMUTO;
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Cut:M'ﬁTlTl'R\, CucM‘ﬁﬂﬂl‘R\.

200 mr 2 p/cyT 200 mr 2 p/cyr
HexenarenbHble peakuuu N=48 n (%) N = 48 n (%)
JI1000ii cTenenn >3 creneHn

S ucnumuaeMuss BKIIOYAET: THIIEPTPUITIHIIEPHUAEMHIO, TIOBBIIIEHHE YPOBHS XOJECTEPHHA B
KpOBH, TUIICPXOJICCTCPUHEMMUILO, ITIOBBIIIICHHUEC YPOBHA TPUTTTALCPUIOB B KpOBH,
THUIICPJIUIINACMHUTIO U JTUCITUITUACMHUTIO

"AprepuanbHas TMIIEPTEH3Us BKJIIOYACT: apTEPUANbHYIO THIIEPTEH3UIO U  MOBBILICHHE
apTepHaTbHOTO JaBICHUS;

8[oBbInIenre aKTUBHOCTH (hePMEHTOB MOKETYJOYHON IKeje3bl BKIIOYAET: MOBBILICHUE
AKTHBHOCTH JIMIIA3bI, TIOBBIIIEHHE aKTHBHOCTH aMHJIA3bl H THIIEPIHIIA3EMHUIO;

Bonb B XKMBOTE BKIIOUAET: 00JIb B )KMBOTE U 60JIb B BEPXHHX OT/EIAX KMBOTA.

'TTankpeaTnT BKIIOUAET: MAHKPEATHT U OCTPBIHA MAHKPEATHT;

"TloBbImIeHNEe AKTUBHOCTH TEYEHOYHBIX (DEPMEHTOB BKJIIOYAET: IMOBBINIEHHE AKTUBHOCTH
alaHMHAMUHOTPAHC(Epassl,  MOBBIICHHE  AKTHBHOCTH  aclapTaTaMHHOTpaHc(hepassbl,
ITIOBBIIIICHHUC AKTHUBHOCTHU FaMMa-FJIyTaMI/IJITpaHCQ)epaiabl nu ITIOBBIIIICHUC AKTUBHOCTHU
TpaHCaMHHA3 U TUIICPTPAHCAMHUHA3CMUS

’Iopbienue ypoBHs OGMIMpYOMHA B KPOBU BKIIKOYAET: MOBBILIEHUE YPOBHs OMIMPYOMHA B
KPOBH, TIOBHIIIEHHE YPOBHS KOHBIOTMPOBAHHOTO OMIMPYOMHA M THIEpPOUIMPYOHHEMHIO;
3Cpinp BKIIOYAET: ChINb, MAKYJIO-NAMYJIE3HYIO ChIIb U 3YSIIAs ChIMb;

“KocTHO-MbImeunas 6011 BKIIOYAET: 60Nb B KOHEUHOCTAX, OO0Jb B CIIMHE, MHANTHIO, GOIb B
KOCTSIX, KOCTHO-MBIIIEYHYIO 00JIb, 60/Ib B II€e, KOCTHO-MBIIIEUHYI0 00Jb B TPYIH, KOCTHO-
MBILIEYHBIH JTUCKOMOPT;

1506mas cnabocTs BKIIIOYAET: 0OIIYI0 C1a60CTh U ACTEHHIO;

160rex BKITIOUAET: OTEK M epHpEPHIECKUI OTEK;

17 JIuxopayka BKiIt0UaeT: TMXOPaAKy ¥ MOBBIIIEHHE TEMIIEPATYPhI TENA.

CHuxenue ypoBHs pocdaToB ObUIO 3apErMCTPUPOBAHO Kak JabopaTopHOe OoTKIOHeHHe Y 47,9%
(;ro6oit crenenn) u 8,3% (3/4-i1 crenenn) u3 48 manueHToB, notydaBuKx npenapatr CremOnmKce

B 03¢ 200 MT 11Ba pasza B CYTKH.

Onucanue OTAENbHBIX HeXKEIaTSAbHBIX PEAKITUN

Muenocynpeccus

TpomOomuToniernst Bo3HukiIa y 100 u3 356 (28,1%) mamueHTOB, MOJyYaBIIMX Ipemnapar
CuemOmuKc, mprudeM peakiuu 3 1 4-if cTerneHn ObUTH 3aperucTpupoBanbl y 24 (6,7%) n 42 (11,8%)
MAIMEeHTOB COOTBETCTBEHHO. Cpenu ManueHToB ¢ TPOMOOIMTONeHnel >3-i cTeneHn MeauaHa
BPEMEHH JI0 NEPBOT0 BO3HUKHOBEHUS peakluil coctaBmia 6,14 Hexens (nuamaszon: ot 0,14 no

64,14 Henenb) Npu MeAMaHe MPOJOHKUTEILHOCTH JII000H BO3HUKIIEH peakiuu 2 Henenu (95%
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hd O L0/

JU, nuamazon: ot 1,43 mo 2 Hemens). M3 108—mammernros—c—Tpombonmromermeir—9—(2;5%)
MOJIHOCTBIO MPEeKpaTuiN npueM npenapara CremMOIuKe, B TO BpeMs KakK Tepamnus mpernapaTroM
CueM0Oimkc OblIa BpeMEHHO NpuocTaHoBieHa y 44 (12,4%) manueHTOB M3-3a HEXeNaTeabHOU
peaKkiuu.

Heiitponenus Bo3nukina y 70 u3z 356 (19,7%) nanuentos, nosydaBmux npernapat CueMOiukc,
npuueM peakiuu 3 u 4-it crenenu ObUTN 3apeructpupoBanbl y 26 (7,3%) u 30 (8,4%) nanueHToB
COOTBETCTBEHHO. Cpeau MalueHTOB C HEWTponeHued >3-i cTeneHu Me[uaHa BPEMEHM 10
MEepBOr0 BOZHUKHOBEHHUsI peakiuii cocraBmia 6,14 wenens (nuamnaszon: ot 0,1 mo 180,1 Henenp)
MIpU MEJIMaHe TPOJOJDKUTEIHFHOCTH 0001 BO3HUKINEH peakuuu 2 Heaenu (95% /U, nuama3oH:
ot 1,43 no 2,14 wegens). M3 70 nanuentoB ¢ Heirponenueit 6 (1,7%) MOMHOCTBHIO MpeKpaTHIIN
npueM npenapara CrieMOIMKC, B TO BpeMs Kak Tepanus npenaparoM CrueMOimke Obliia BpeMEHHO
npuocraHosiieHa y 33 (9,3%) nanueHToB U3-3a HEXKENATEIbHON JIEKapCTBEHHOMN peakluu.
Amnemus paszsunace y 47 u3 356 (13,2%) nanuenToB, noiayyasimux npenapat CueMOnuke, mpuieM
peakuuu 3-i1 crenenu ObuM 3apeructpupoBanbl Y 19 (5,3%) manuentoB. Cpeau NalyeHTOB C
aHeMuen >3-l CTeNeHW MeIMaHa BPEMEHH 10 MEePBOr0 BO3HUKHOBEHHS PEAKIMH COCTaBHIIA
30,43 menens (quamazon: ot 0,43 mo 207 Hemenb) MpH METUAHE MPOJIOJKUTCILHOCTH JHO00M
Bo3HuKIeH peakumu 0,86 Hemenu (95% MM, mmamazon: ot 0,29 no 1,71 nemenm). U3 47
MAIMEHTOB ¢ aHeMUel Tepanus npenaparoM CreMOnukc Obllia BpeMEHHO MPUOCTaHOBIEHA Y 2

(0,6%) marmeHToOB M3-3a HEXKENATEIbHOM JIGKApCTBEHHOW peaKIli.

COO6H_IGHI/IG 0 TOA03PEBACMBIX HEXKCIATCIIbHBIX PCAKITHMAX

Baxxno cooOmarh 0 MOJ03peBaeMbIX HEXKENATENbHBIX PEaKIUsAX IOClie PEeTUCTpalluu
JIEKApCTBEHHOTO TpernapaTa ¢ 1eJbl0 00eCeYeHUs] HEMPEPHIBHOIO MOHUTOPUHTA COOTHOIICHHS
«TOJIb3a — PHUCK» JIEKapCTBEHHOTO mpemnapara. MeauIMHCKUM pabOTHUKAM PEKOMEHIYEeTCs
coo0mIaTh O JOOBIX MOJ03PEBACMBIX HEXKENATENbHBIX PEaKIUAX JEKapCTBEHHOTO IMpemnapara
4yepe3 HallMOHAIIbHBIE CHUCTEMBI COOOIICHHS O HEXKeNMaTeNbHBIX PEaKIUIX TOCYAapCTB — YJICHOB

EBpazniickoro 5KOHOMHUYECKOTO COKO3a.

Poccuiickasg @enepanusa

denepanbHas ciyx0a mo Haa30py B cdepe 3npaBooxpanenus: Poccuiickoit denepanmu

Anpec: 109012, r. MockBa, CnaBstHCKas 1101ab, 1. 4, cTp. 1
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Tenedon: +7 (800) 550-99-03, +7 (499) 578-02-26
dakc: + 7 (495) 698-15-73
DnexkTpoHHas nouta: pharm@roszdravnadzor.gov.ru

Caiit: www.roszdravnadzor.gov.ru

PecnyOiuka Benapycs

MunucrepcetBo 3npaBooxpanenus Pecny6nuku benapycs,

Peciy6nukanckoe Yuurtapuoe Ilpenmpusitue «llentp DOxcneptus u  Hcenbitanuii B
31paBOOXpaHEHUI

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

Tenedon oraena dpapmakonanzopa/daxc: +375 (17) 242 00 29

OnexrpoHHas noura: receth@rceth.by

Caiit: www.rceth.by

PecniyOnuka Kasaxcran

PI'TI na I1XB «HamuoHanbHbIA LEHTP SKCIEPTU3BI JICKAPCTBEHHBIX CPEIICTB U MEIMIIMHCKUX
m3nenuit»y Komurtera MemunuHCKOro U (GapManeBTUYECKOTO KOHTpolis MUHHCTEpCTBa
3npaBooxpanenus Pecnyonuku Kazaxcran

Anpec: 010000 r. Acrana, yn. A.lMmanoga, 13, 4 stax

Tenedon: +7 7172 235 135

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

Caiit: www.ndda.kz

4.9. Ilepeno3npoBka

Nmeetcs numib HEOOIBINION OMBIT MO Mepeao3upoBke npenaparom CriemoOnuke. B KIMHUYECKUX
uccneaoBanusax mpemnapat CreMOJIUKC UCTIONB30BAIM B 103ax A0 280 Mr aBa pas3a B CyTKH 0e3
MPU3HAKOB TIOBBIIICHUS TOKCHMYHOCTH. BO BceX ciydasx TOJO3pEHHUS Ha TEPEeI03HUPOBKY
He00X0IMMO HavaTh OOIIUE MOAIEPKUBAIOIINE MEPOTIPHUSTHS M HA3HAYUTh CHMIITOMATHYECKYIO

Teparnuio.
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5. PAPMAKOJIOTMTYECKHUE CBOMCTBA

5.1. ®apmakoguHAMHYECKHE CBOIICTBA
dapMakoTeparieBTUYECKas IpyIia: IPOTUBOOIYXO0JIEBbIE CPEACTBA; MHTUOUTOPBI IPOTEMHKUHA3;
uHTUOUTOPHI TUpOo3uHKUHa3sl BCR::ABL.

Kon ATX: LOIEAO6

MexaHu3M AeicTBUS

AcIMMHHUO SBIISETCS MOILTHBIM IIEpOpPAIbHBIM HHIHOUTOpOM THpo3uHKIHA36l ABL/BCR::ABLI.
AcuuMuHNO WHTHOMpYeT KuHa3Hyr akTuBHOCTH ABL1 ruGpumnoro 6Genka BCR::ABLI,

crenugpuIecKy BO3ICHCTBYSI HA MUPUCTOMIBbHBIN KapmMan ABL.

dapmakonmaamuyeckue 3O HEKThI

B ycnoBusix in vitro acuuMuHuO MOJaBIseT THPO3WHKUHA3HYIO akTHBHOCT, ABL1 mipu cpennux
3naueHusx ICso Mmenee 3 HMOJIb. B 0myxoJeBbIX KIIeTKaxX, HOJYyYEHHBIX OT MAllHEeHTOB, ACHHUMUHHIO
crenupUIecKy MoAaBiIseT npoaudepanuto kietok, comepxanmx BCR::ABL1, npu 3HaueHMIX
ICs0 ot 1 no 25 umonb. B knertkax skxcnpeccupyromux aukuii reH BCR::ABL1 unu myrtanuio
T3151, acuuMuHMO TOMABISAET POCT KJIETOK mpu cpemnHux 3HadeHusx ICso 0,61 + 0,21 wm
7,64 £ 3,22 HMOJIb COOTBETCTBEHHO.

B wmbimmuHBIX MoOjaensx KceHoTpaHcrutantata XMJI aciiuMuHMO 710303aBUCHUMBIM  00pa3oM
MOJABIISUT POCT OIyXOJieH, coAepXkaluxX JTu00 IUKUH THUN TeHa, Jubo wmyrtamuio T315I
BCR::ABL1, npu 3TOM perpeccus onmyxoJyivd oTMeJalnach Mpy 103ax Boitie 7,5 Mr/kr wnu 30 Mr/kr
JIBa pa3a B CyTKH COOTBETCTBEHHO.

Brusnue na anexkmpoguzuonozuro cepoya

[Ipumenenue npenapara CueMOIMKC CBA3aHO C 3aBUCHUMBIM OT JKCIO3ULUU YyJIIMHEHHEM
untepBana QT. Koppemsauuio Mexay KOHIEHTpalued acuuMUHMOA U NperosaraeMbIM
MaKCHMaJbHbIM CPEIHUM U3MeHeHneM uHTepBaia QT oT HCXOaHOro 3HAaYEHHs ¢ KOPPEKLIHUEN 110
dbopmyne Openepuka (AQTCF) ouennBamu y 239 mammentoB ¢ Ph+ XMJI unmu Ph+ octpeim
nuMpoOraacTaeM aeiikozoMm (OJIJT), momydapmmx npenapar CriemOimke B 103ax ot 10 1o 280 mr
nBa pas3a B cyTku u ot 80 no 200 mr oauH pa3 B cyTku. PacuetHoe cpennee 3HaueHne AQTcF
coctaBmiio 3,35 mc (BepxHsis rpanuna 90% JIU1: 4,43 mc) npu npumenenuu npenapata CrieMOImKce

B no3e 40 mr 1Ba pasa B CyTkH, 3,64 mc (BepxHss rpanunia 90% JIU: 4,68 mc) B noze 80 mr oauH
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pa3 B cyTku u 5,37 Mc (BepxHsas rpanuia 90% goBEprTensHOTO MHTCpBaTa:6; 77 Me) B-nose200-mr

JBa pa3a B CYTKH.

Kimmanueckas 3dbdhekTUBHOCTE U 0€30IIaCHOCTD

Ph+ XMJI-X®

Knununueckas a¢dektuBHOCTS U 0€30MacHOCTh MpuMeHeHus npenapaTta CleMOIUKC y MalueHTOB
C TOJIOKUTENBHBIM IO (rIafenbuilcko XpoOMOCOME MHUEIOUIHBIM JIEHKO30M B XPOHHYECKOU
¢daze (Ph+ XMJI-XD), panee moirydaBmux J1Ba Wik 0ojiee MHTHOUTOpPA THPO3WHKUHA3HI, ObLIN
MIPOJIEMOHCTPUPOBAHBl B MHOTOLIEHTPOBOM PAaHIOMH3UPOBAHHOM HCCIIEOBAHUHM C aKTHUBHBIM
KOHTpOJIeM U OTKpbITOM uccienopanuu $assl [II ASCEMBL.

B »stoM wuccrnenoBanuu B 00mied cioxHOCTH 233 mauMeHta ObUIM pPaHJOMHU3HPOBAHBI B
cooTHomeHnu 2:1 co crparudukanueid Ha OCHOBAaHUM CTaTyca OOJIBIIOTO IIUTOTEHETUYECKOTO
oteera (bL[O) Ha ncxogHOM ypoBHE A5 mody4yeHus 1u6o npenapara CremoOnuke 40 mr aBa pasa
B cytku (N = 157), nu6o 603ytunuba B no3e 500 mr ogun pa3 B cytku (N = 76). [lanueHTsl
MPOJOJDKANIA  JIUEHHUE JIO Pa3BUTUA HENPUEMIIEMOW TOKCHYHOCTH WJIM  PErHCTPalUU
TEepaneBTUYECKON HEeyAauH.

B nonynsmun nanmentoB ¢ Ph+ XMJI-X® 51,5% Obutu sxeHuuHamu, a 48,5% MyK4nHaAMU;
MeraHa Bo3pacTa coctaBmia 52 roaa (amuamasoH: ot 19 mo 83 met). U3 233 mauuentoB 18,9%
OblTM B BO3pacTe 65 ner u crapmie, a 2,6% — B Bo3pacte 75 ner u crapiie. [larueHTs
MIpUHAJIeKATN K eBporieouIHoM pace (74,7%), mouronouaHou pace (14,2%) u HerpouHOU pace
(4,3%). W3 233 mnamumentoB y 80,7% u 18% oOmee coctosHue mo Imkane BocTouHoi
o0BveanHeHHoi rpynmsl oHkojoros (ECOG) 6s110 0 mnu 1 cootBeTcTBeHHO. [lanineHTsl, KOTOphIe
panee noxyuuiu 2, 3, 4, 5 unu 6onee nuHuM npeamectrytomei Tepanuu UTK, cocrapnsnu 48,1%,
31,3%, 14,6% wu 6% cooTBeTcTBeHHO. MenuaHa MPOAOHKUTEIBHOCTH JICUCHUS] COCTaBMIIA
156 nenens (nuanazon: ot 0,1 10 256,3 Henenb) y NaIMeHTOB, MOTy4aBIInX npenapat CieMOukce,
u 30,5 "venens (quanaszon: ot 1 10 239,3 Henenb) y NallMEHTOB, MOTY4YaBIIMX 003yTUHUO.
[TepBuuHO# KOHEYHOM TOYKOHM HCCIIENOBaHUS ObLTa YacTOTa OOIBIIOr0 MOJEKYJISIPHOTO OTBETA
(BMO) wuepe3 24 Heaenu W KIIOYEBOW JOMNOJHUTEIBHONM KOHEYHOW TOYKONM — wYacToTa
noctxkenrss BMO uepes 96 nenens. BMO onpenensiercs kak cootHomenne BCR::ABL1 <0,1%

no MexayHaponHoi mkane [IS]. BropuuHoil koHeuHOW TOYkOH ObLIa YacTOTa MOJIHOTO
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nutoreHeTrndeckoro oteera (I111O) yepe3 24 H=96—meacr;,—ompCaACTICMOTOKaK—OTCYTCTBIC
MeTadas B KOCTHOM MO3I€ MPH OLIEHKE 10 MeHbleil mepe 20 metadas.

OcHoBHbIE pe3yNbTaThl olleHKH 3P dexkTuBHOCTH B UccienoBannn ASCEMBL pestomupoBaHbl B
Tabmuie 5.

Taouauna S Pe3yabTaTnl onenku dpPextuBHoctu y nauueHToB ¢ Ph+ XMJI-X®, panee

MOJIy4aBIIKX JBAa WK 00Jiee MHTHOMTOPOB THPOo3uHKUHA3bI (ASCEMBL) [5,7]

Cuemounkc bo3yrnnuo
40 mr 500 mr Pazinume Inavenne p
ABa pa3a B OJIMH pa3 B 95% AN)
CYTKH CYTKH

N=157 N=176
Yacrora BMO, % 25,48 13,16 12,24! 0.0292
(95% AN) uepes 24 (18,87, 33,04) (6,49, 22,87) (2,19, 22,30) ’
HEJEeIN
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
Helenu

N =103 N = 62°
Yacrota [1O, % 40,78 24,19 17,3 0.019%4
(95% [AN) uepes 24 (31,20, 50.9) (14,22, 36,74) | (3,62, 30,99) ’
Helenu
Yacrota [1O, % 39,81 16,13 3.87!
(95% ) uepes 96 (30,29, 49,92) (8,02, 27,67) ’ 0,001%4

(10,3, 37,43)

Helenu
Tlpu koppeKIuK Ha OCHOBAHUHU CTAaTyca GOIBIIONO UTOreHETHYECKOTO OTBETA Ha
HCXOJHOM ypOBHE
?JIsycToponnuii Tect Koxpana-ManTens-I'ensens co cTpatudukanuei Ha OCHOBAHUM
cTaryca OOJBIIOrO IIUTOI€HETUYECKOTO OTBETA HAa UCXOJITHOM YPOBHE
3 Ananus I111O, ocHOBaHHEII Ha marueHTax ¢ orcyTctBueM I1LIO Ha HCXOHOM YPOBHE
“HoMuHanbHOE 3HAUEHHUE P

CornacHo pe3yibpTaTaM aHaJIM3a «IKCHO3MIMI-OTBET» HporsHosupyemas yacrora bBMO uepes
24 wepenu B rpymnme npuMeHeHus npemnapata CremOiauke B 1o3e 80 Mr oJuH pa3 B CyTKH ObLia
cornocraBuma ¢ 4yacrorod BMO uepe3 24 nemenum B uccaenoBanuu ASCEMBL npu
ncrnonbp3oBanuu npemnapara CruemOaukce B 103e 40 Mr aBa pas3a B CyTKH.

B uccnenoBannun ASCEMBL y 12,7% nanuenTtoB, monydaBmux npenapat Criemomuke, ny 13,2%
MAIMEHTOB, MOTYYaBIIUX O03YTUHUO, HA MICXOJHOM yPOBHE OMpeAesiach OJHA U HECKOJIBKO
mytanuii BCR::ABL1. BMO uepe3 24 nwegenu Obut nocturnyt y 35,3% u 24,8% manueHTos,

ImoJiydyaBIIMX IMperapar CHGM6J’II/IKC, C HAJIMYHUEM UJIU OTCYTCTBUEM KaKoi-1100 MyTallu B TCHE
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A mh W Fa\

BCR::ABLI1 Ha ncxoaHoM ypoBHE COOTBETCTBehHO—bBVMO—repes—24-menemmr o nocTnray Ty
25% u 11,1% nauueHToB, MoydyaBIIUX OO3YTUHUO, C HATMYUEM UM OTCYTCTBUEM KaKoi-110o
MyTallid Ha UCXOAHOM YpoBHE cooTBeTcTBeHHO. Hactora BMO Ha Hezpene 24 y maiueHToB, y
KOTOPBIX paHJOMU3UPOBAHHAS TEPAMUS SBJSIACH TPEThEU, YETBEPTOM, MATOM WUITU MOCTIEAYIOIICH
munueit npumenenus UTK, cocraBuna 29,3%, 25% u 16,1% B rpynmne npenapara CueMOJIUKC U
20%, 13,8% u 0% y nanueHToB B rpymnmne 603yTHHHOA COOTBETCTBEHHO.

Yactrora BMO na nepene 48 cocraBuna 29,3% (95% JAW: 22,32, 37,08) y mnaiueHTOB,
nonyyaBiux npenapat Cuemonukce, u 13,2% (95% JAU: 6,49, 22,87) y nauueHToB, MOIy4YaBIINX
603ytunn6. CornmacHo ouenke Kamnana-Meiiepa, [ois NalMeHTOB TPYMIbBI Ipenapara
Cuemb6mukc, y kotopsix BMO coxpansics B Teuenue He menee 120 Henens, coctaBuiia 97% (95%
JU: 88,6, 99,2).

Ph+ XMJI-X® ¢ mymayueii T3151

Knununyeckyo sddektuBHOCT, U 6e30macHOCTh mpenapara CuemOiIuKe y manueHTtoB ¢ Ph+
XMIJI-X® ¢ mytanueii T3151 oneHuBany B MHOTOIIGHTPOBOM OTKPBITOM HcclieioBaHUU (asbl |
MepBOTO MpUMeHeHus y yenoBeka X2101.

B sTom nccnenoBanuu B obmeit cinoxkaoctu 185 manmentos ¢ Pht XMJI-X® ¢ orcyrcrBuem (N
= 115) umu nanuuueM (N = 70) mytauuu T3 151 nonyuanu npenapat Crembauke B qo3ax ot 10
1o 200 mr nBa pa3a B cyTku win oT 80 1o 200 mr oauH pa3 B cyTku. Cpeau HUX 48 MalueHToB C
Ph+ XMJI-X® ¢ myrtanueit T3151 nomydanu npenapat Cruem6nukc B noze 200 mr aBa pasa B
cytku. llamueHTsl NpoAOIKAIM JICUEHHE 0 Pa3BUTUS HEMPUEMIIEMOW TOKCUYHOCTH WIIN
pErucTpalyy TepareBTHUYECKON HeyJauH.

B nonynsaiuu nauumentoB ¢ Ph+ XMJI-X® ¢ myranueir T3151, koTopsle mosyyanu mnpemnapar
Cuemb6nukc B no3e 200 mr nBa pasa B cyTku, 77,1% Obutn MmyxuuHamu, a 22,9% KeHIUHAMU;
MeJraHa Bo3pacTa cocraBisuia 56,5 net (nuamnaszoH: oT 26 mo 86 net). U3 48 mauuentos 33,3%
Obut B Bo3pacte 65 mer u crapme, a 8,3% — B Bo3pacte 75 ner u crapmie. [larueHTs
MIpUHAIJIEKATN K eBporeonaHoi pace (47,9%), MoHTronouaHoN pace (25%) u HerpouHoit pace
(2,1%). V 75% u 25% mnanuentoB oodmee coctosaue mo mkaie ECOG 6puio 0 wmm 1
cooTBeTCTBeHHO. [lammenTsi, KoTOphie paHee moaydwmm 1, 2, 3, 4 u 5 wnm OoJsee TUHUU
npeamectByomet Tepanuun WUTK, cocrasmsamu 16,7%, 31,3%, 35,4%, 14,6% u 2,1%
COOTBETCTBEHHO. Meirana MpoI0JKUTENBHOCTH JieueHus coctaBuina 181,7 Henenb (Iuana3oH: ot

2 no 312 Henens).
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(NL A5

BMO na HECIe 24 ObLI JOCTUTHYT Y 42,2% MO TCRAM X OCHRC A ICHTOB (1IN +J ), KOTOPBICT
nosrydanu npenapat Cuem6nukc (95% [AU: 27,7-57,8%).
BMO na nenene 96 Obu1 1oCTUTHYT y 48,9% nomiexaniux oneHke naiueHToB (N = 45), koTopsie

nonyyanu npenapat CueMOIuKc.

5.2. apmakoKknHeTHYECKHE CBOIICTBA

AOGcopOrms

AcuuMuHHO OBICTPO BCachlBAaeTCs, IPU 3TOM MaKCHMMallbHas KOHIIEHTpAlMs B IJa3Me KPOBH
(Cmax) Docturaercs uepes3 2—3 yaca nocJje nepopajibHOTo npuemMa, He3aBUCUMO OT J103bl. CpenHee
reomerpudeckoe 3HaueHue (geoCV%) Cmax B pPABHOBECHOM COCTOSTHUU cocTaBisier 1781 Hr/mu
(23%) n 793 ur/mn (49%) nocie npuema npernapara CreMOiuke B 03¢ 80 Mr oMH pa3 B CYyTKU
u 40 Mr 1Ba pasa B cyTKH cooTBeTcTBeHHO. Cpennee reomerpudeckoe 3HaueHUE (g2eoCVY%) Cmax
B PaBHOBECHOM COCTOSTHUU cocTaBisieT 5642 ur/mi (40%) nocie npuema npenapata CueMOIukce
B noze 200 mr nBa paza B cytku. Cpennee reomerpudueckoe 3HaueHue (geoCV%) AUCia
cocraBisieT 5262 Hr*u/mi (48%) mocne npuema npemnapata CruemOnukc B 1o3e 40 Mr aBa pasza B
CYTKH.

Hannble, nonydeHHole B Mojaensix DKO®D, mo3BoisSOT MNPEanoIokKuTh, 4YTO abcopOuus
acriuMuHMnOa coctapisieT npubauzutensHo 100%, a 6Mo0CTYTHOCTD - MPUOIU3UTENBHO 73%.
buonoctynHocTh acumMuHHOA MOXKET OBITh CHHXXEHA TPH OJHOBPEMEHHOM MPUMEHEHUU
MepOopalbHBIX JIEKAPCTBEHHBIX CPEICTB, COAEPKAIUX THUIAPOKCUIIPONUI--IIUKIONESKCTPUH B
KAauecTBE BCIIOMOTaTENIbHOTO BelecTBa. OJHOBPEMEHHOE INPUMEHEHUE MHOTOKPAaTHBIX /103
UTPAaKOHA30J1a, PACTBOPA AJIsl IpUEMa BHYTPb, COAEPKAILEro THIPOKCUIIPONUI--IIUKI0IEKCTPHH,
B cymMapHo# fo3e 8 T Ha 40 mr acuumMunu6a, cakaetr AUCinracuumunun6a Ha 40,2% y 310pOBbIX
TO0OPOBOJIBIIEB.

Brusnue nuwu

[Ipuem numu cHUXaeT OMOAOCTYMHOCTh ACHUMUHUOA, TIPU 3TOM €]1a C BBICOKMM COJIEpKaHUuEM
XKHUPOB OKa3bIBaeT Oouibliiee BIMAHHWE Ha (PapMAKOKMHETHKY aCMMUHHOA, YeM €Jja C HU3KUM
conep:xanueM xupoB. AUC acuumuanOa cHuxaercss Ha 62,3% mpu nmpueMe MUIIH ¢ BBICOKUM
cozepxkaHueM xkupoB 1 Ha 30% npu mpuemMe MUILK ¢ HU3KUM COAEePKaHUEM >KHPOB 110 CPABHEHUIO
C IpUMEHEHUEM TTpernapara HaToIIaK, HE3aBUCUMO OT J03bI (CM. pazzaensl 4.2. u pazzaen 4.5.).

Pacnopenenenne
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CornacHO JaHHBIM aHaNU3a MNOMYJSILHOHHOW () apMaKOKIHC TR, — KKy IIHCT—00BCM

pacrpeselieHdss aclMMHHMOA B PABHOBECHOM COCTOSHMM cocrtaBiser 111 1. AcuuMuHUO
pacmpesensercs rIIaBHbIM 00pa3oM B IJIa3Me CO CPETHUM COOTHOIIICHUEM KOHIIEHTPAIIUU B KPOBH
K KoHIleHTparuu B 1uazme 0,58, HezaBucumo oT 103bl. AcriumuHNO Ha 97,3% CBs3bIBaeTCS C
OelKaMu IJIa3Mbl YeJI0BEKa, HE3aBUCHMO OT JI03bI.

BI/IOTDaHCd)ODMaHI/IH

ActuMHHHO ~ MeTaboNM3HpYyeTCsi  NMPEUMYIIECTBEHHO  IOCPEICTBOM  OMOCPEIOBAHHOTO
mzopepmenra CYP3A4 okucnenus (36%), omnocpemoBannoro UGT2B7 u UGT2B17
rimokyponupoBanus (13,3% u 7,8% cootBercTBeHHO). [lanHbIe, moay4yeHHbIE B Mozenax KO,
MO3BOJISIIOT TPEIIONOKUTh, YTO CEKpelus aciuuMuHubOa c¢ kemubio mocpernctsom BCRP
cocraBisieT 31,1% oT ero oOmiero CUCTEMHOIO KIUpPEHCA. ACLUUMUHUO SIBISETCS OCHOBHBIM
HUPKYJIUPYIOIIUM KOMIIOHEHTOM T1a3Mbl (92,7% OT BBEICHHOM J103bI).

DJIMMUHALNS

ActuMuHUO BBIBOJAUTCS MPEUMYIIIECTBEHHO C KAJIOM M B HE3HAUUTEIBHON CTEIIEHU Yepe3 MOUKH.
[Tocme mepopalbHOTO TIpEeMa 370POBBIMH  JOOPOBOJIBIIAMH OJHOKpPATHOW J1103bI 80 wMTr
[14C]-meuennoro actiumuanOa 80% 1 11% 10361 aciuMuHIOa OBLTO OOHAPYKEHO B KaJe U MOYE
COOTBETCTBEHHO. [Ipu BhIBEIEHNU € KaJIOM aCIIUMHUHHO B HEM3MEHEHHOM BHJI€ COCTaBIsET 56,7%
BBCICHHOU J103BI.

Ha ocHoOBaHuMM [JaHHBIX aHaNM3a MOMYJAUUOHHONW (apMAKOKMHETHKH OOIIMH KIMpPEHC
aciumuan6Oa mnpu mnpueme BHYTpb (CL/F) cocraBnser 6,31 1m/uac. Koneunslit mnepuon

nonyBeiBeneHus (T12) acunMunuba coctaBnset 5,2 yaca npu oO1ieit cyTouHoit 1o3e 80 mr.

JIMHEHOCTh/HENMHENHOCTD

ActuMUHUO N1IEMOHCTPUpPYET HEOOJNIBIIOE CBEPXMPONOPIMOHATBHOE YBEJIWYEHHE SKCIO3UIINU
(AUC u Cmax) B auana3one 103 ot 10 1o 200 Mr, mpyHUMaeMbIX OJJMH WM JiBa pa3a B CyTKH.

CpenHee reoMeTpUUECKOE COOTHOILICHHE KOA(PPHIIMEHTa HAKOIICHHS BBIIIIE IPUMEPHO B 2 pasa,
HE3aBHCHUMO OT /103bl. PABHOBECHOE COCTOSIHUE IOCTUTAIOTCS B T€UEHUE 3 AHEW MpH MPUMEHEHUN

npenapara B 103e 40 Mr 1Ba pa3a B CyTKH.

OrneHKa MOTeHIIMANA JICKAPCTBEHHOI0 B3aUMOACHUCTBHS in Vitro

@epmenmor CYP450 u UGT

31



COOTBETCTBYET SKCNEPTHOMY OTYETY
ot (05.11.2025 Ne 27570
(NCCNEOOBATENEHOCTE 0052)
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UGT1A1 mpu KOHILEHTpAIUsAX B IUIa3Me, JOCTUTAaeMbIX MPHU MPUMEHEHUH Ipernapara B oOmen

cyrouHoit o3e 80 mr. Kpome toro, acuumununb ooparumo narudupyet nsopepments CYP2C8 u
CYP2CI19 npu xoHUEHTpalusx B IUIa3Me, JOCTUTaeMbIX MPU NPUMEHEHUHU Mpernapara B 03¢
200 mr nBa pasza B CyTKH.

Tpancnopmepwi

Actumunan6 sBnsercs cyocrpatrom BCRP u P-gp. Acummuuu6® unrubupyer BCRP, P-gp,
OATPIBI1, OATPIB3 u OCTI1 mpu 3nauenusx Ki 24,3, 21,7, 2,46, 1,92 u 3,41 mxmoib
COOTBETCTBEHHO. Ha oOCHOBaHWM HMaHHBIX, TONYy4YeHHBIX B Moueinsix DKOD, acuumuHNO
yBenuuuBaeT skcno3unuio cyocrpatos P-gp, OATP1B u BCRP (cm. paznen 4.5). Knuanueckas
3HauyuMocTh B3aumozeiictBust ¢ OCT1 B HacTosiiiee BpeMs HEU3BECTHA IpPU NPUMEHEHUU
Cuembmmkca B 1o3e 200 Mr 1Ba pa3a B CyTKH.

MHnooicecmeennvie nymu

ActuMuHIO MeTab0IU3UpYyeTCs OCPEICTBOM HECKOIBKUX IyTeH, Bkimtodas pepmenTsl CYP3A4,
UGT2B7 u UGT2B17, a takxke xenub, cekpeTupyemyto Tpancnoprepom BCRP.
JlekapcTBEHHbIE IpenapaTbl, HWHIUOUPYIOIIME WM MHIYLUHMPYIOIIME MHOYKECTBEHHbBIE
MeTabonruecKrue MyTH, MOTYT BIUAThH Ha 9KCMO3UIIUI0 npenaparta CueMOuKc.

ActuMHHUO HMHTHOMpYeT HecKojibko MeTabonmuueckux mytei, Bkmouas CYP3A4, CYP2C9,
OATPIB, P-gp u BCRP. Ilpenapar CueMOJMKC MOXET YBEIMYMBATH HKCIO3ULUIO
JIEKapCTBEHHBIX NPENapaToB, KOTOPHIE SIBISIOTCS CyOCTpaTaMH 3TUX MyTeH.

Oco0bIe T'PYIIIBI TATWUCHTOB

THoowcunvie nayuenmsi (65 1em unu cmapuie)

B uccnenosanuu ASCEMBL 44 u3 233 (18,9%) namuenToB ObLIM B Bo3pacTe 65 JeT U cTapiie, a
6 (2,6%) — B Bo3pacte 75 net u crapuie. B uccnegopanuu X2101 16 u3 48 (33,3%) nmanueHToB
ObLTH B Bo3pacTe 65 NeT u crapiie, B To BpeMs kak 4 (8,3%) — B Bo3pacte 75 et u crapiie.
Hukakux obmux paznuuunii B 6e3onacHocty win 3 dexTuBHOCTH mpenapaTa CleMOIHKC MEXTY
MalUeHTaMH B BO3pacTe 65 JieT u ctapiie 1 60Jee MOJIOIBIMU NAIMeHTaMy He Ha0o1anock. s
OIICHKHU Pa3IN4HUi B 0€30MaCHOCTH WK Y(PGEKTUBHOCTH MPUMEHEHHUS y MMAIIMEHTOB B Bo3pacte 75

JICT U CTapI€ KOJINMYCCTBO YUaCTHUKOB OBLIO HCOOCTAaTOYHBIM.
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Ilon/pacosas npunaoaexcnocmos/macca mena
CucreMHas 9KCIO3ULINS aCIUMUHKOA HE 3aBUCHUT OT I10J1a, PaCOBOM MPUHAJICKHOCTH HJIA MAacChl
TeJna B KAaKOW-TM00 KIMHHUYECKH 3HAYUMOU CTETICHH.

Hapywenue ¢ynxyuu novex

bouto mpoBenieHo cnenUaibHOE UCCIEOBAHUE MPUMEHEHUS NMPU HapyUIeHUH (YHKIUHU MOYEK,
BKJIIOUMBIIIEE 6 TAIIMEHTOB C HOPMAaJIbHOU QYHKIMEH mouek (a0COII0THAS CKOPOCTh KITyOOUKOBOM
¢unpTpanuu [aCK®] >90 mi/MuH) U 8 TAIMEHTOB C TSHKETBIM HapyIIeHHEM (DYHKIIMH MTOYCK, HE
tpebyrommm auanu3a (aCK® or 15 mo <30 mu/mun). 3HaueHUsT AUCinf 1 Cmax acuuMuHHOA
yBenuuuBaiIuch Ha 56% u 8% COOTBETCTBEHHO Y MAIMEHTOB C TXKEJIBbIM HapyIIeHUEM (PYHKIIMH
MOYEK MO0 CPAaBHEHUIO C yYaCTHUKAMU C HOPMAIbHOW (YHKIMEH MOYeK Mocje MepopaibHOro
npueMa oJIHOKpaTHOM 10361 npenapaTta Cuemoaukce 40 mr (cm. pazaen 4.2.).

PesynbpTaTel aHanm3a B MOJENH TIOMYJISSIIMOHHOW (apMaKOKHHETUKH CBUACTCILCTBYIOT 00
yBenuueHun Menuanbl AUCo.24¢ aclIUMUHIOA B paBHOBECHOM cocTostHuM Ha 11,5% y manueHToB
C HapyuieHueM (YHKIIMH MOYEK JIETKOW M CPeJHEH CTeNeHU MO CPaBHEHUIO C MAIlMeHTaMU C
HOpPMaJIbHOW (D)YHKIIMEH TTOYEK.

Hapywenue ¢pynxyuu nevenu

bru1o mpoBeneHo criennanbHOE UecieI0BaHue MPUMEHEHHUS Mpenapara npyu HapyleHuu GyHKIuu
MEeYEeHH, BKIIOUUBIIEE 8 YUACTHHUKOB ¢ HOPMAJIbHON (PyHKIMEW MeueHu, HapylieHHeM (QyHKIUU
TeYeHu JIeTKoi crenenu (kiace A o mkane Yannga-IIsio ¢ cymmoit 6amioB ot 5 1o 6), cpeaneit
crenenu (kinacc B mo mikane Yainma-IIsto ¢ cymmont 6awtoB ot 7 10 9) wiM TsHKEIOM CTENeHU
(xmacc C nmo mxkane Yainga-IIeto ¢ cymmoit 6amnos ot 10 no 15). 3HaueHust AUCint 1 Crax
aciuMuHIOAa yBenuuuBanuch Ha 22%, 3% u 66% y nanueHToB ¢ HapyuieHueM GyHKIIUU TIeUeHU
JIETKOM, CpEeIHEW M TSKEJIOW CTENEeHH COOTBETCTBEHHO IO CPAaBHEHHMIO C YYACTHHUKAMU C
HOpPMaJIbHOW (PYHKITMEH TIEYeHH TMOcie NMEPOpPaTbHOrO MpHeMa OJHOKPATHOM 03bl Mpemnapara
Cuemb6mukc 40 mr (cM. pazaen 4.2.).

5.3. laHHble JOKJIUHUYECKOH 0e30MacHOCTH

AcuMMUHUO OIICHWUBAIM B HCCIEIOBAHUAX (HapMaKOJIOTUUECKOW O€30MacHOCTH, TOKCHYHOCTH
MHOTOKPATHBIX /103, TEHOTOKCUYHOCTH, PEIPOIYKTUBHON TOKCHYHOCTH U (DPOTOTOKCUYHOCTH.

dapMakoJIOrHuecKas 0e30IacHOCTh

B nccnenoBanusx gpapmakonornueckoi 0e30macHOCTH aclMMMHUO B f03ax 10 600 Mr/Kr/cyT He

OKa3bIBaJl BJIMAHHA Ha HCHTPAJIbHYIO HCPBHYIO U JAbIXAaTCIbHYIO CUCTEMBI Y KPBIC.
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B wuccnenoBanuun in vitro acuMMUHUO [O/aBMSIT—TCH; ~KOIMP YOI —aTsa~CyOBCMHIITY
kaymmeBoro kanana yenoeka (hERG), mpu 3navenusx ICso, paBHbIX 11,4 MKMOJIB. DTO 3HAUCHHUE
OTpaXkaeTcsi B KIIMHMYECKOM 3armace Oe3onacHocTH, o Menbinei mepe B 200, 100 wiu 30 pa3
npeBBIIAOMIEM Cmax CBOOOIHOTO aCIIMMUHUOA Y TAITUEHTOB MPU IPUMEHEHUH IperapaTa B 103aX
40 mr nBa pa3za B cyTku, 80 Mr oJiuH pa3 B cyTkH i 200 Mr iBa pa3a B CyTKH COOTBETCTBEHHO.
YMmepeHHble cepaedHo-cocynucTeie 3 dexTsl (yyalleHue Mmylibca, CHIKEHHUE CHUCTOIUYECKOIrO
JABJICHUSI, CHUXXEHUE CPEIHEro apTEepHAIbHOTO JIABJICHUS U CHIDKEHHUE ITYJIBCOBOIO
apTepHAILHOTO JaBJICHUS) HAOIIOIATUCh B UCCIEAOBAHUAX KapIUOIOTHIECKONH 0€30MacHOCTH Y
cobax in vivo. Y nunenus QTc y cofak HE 0TMeUaloCh BIUIOTH JJO MAaKCUMAJIbHOMN KCIIO3ULIUN
CcBOOOIHOTO acIMMHUHKMOA 6,3 MKMOJIB/II.

ToKCHYHOCTH MHOTI'OKPAaTHBIX 103

B uccnenoBaHusT TOKCMYHOCTHM MHOTOKpPATHBIX JI03 IOJJKEIYJOYHAs JKejle3a, IE€YEHb,
KPOBETBOpHAsi ~ CUCTE€MA,  HAAMNOYEYHUKH M  IKEIyJAOYHO-KUIIEYHBI  TpakT  ObLIM
UACHTU(GUIMPOBAHBI KAK OpraHbI-MUIIEHU aCLIUMUHHOA.

D¢ dexTs co CTOPOHBI MOHKETYIOYHOH jKeJe3bl (TOBBIIICHHE aKTUBHOCTHA aMUJIa3bl U JINNIA3bl B
CBIBOPOTKE KPOBH, MIOPAKEHUE AIIMHAPHBIX KJICTOK) HAOMIOqamCch y cobak mpu 3HadeHusx AUC,
He IPEBbILIAIOIINE TAKOBBIE Y MMALIMEHTOB, NOIyYaBIIUX Mpenapar B go3ax 40 Mr 1Ba pasa B CyTKH,
80 mr oauH pa3 B cyTku uiu 200 Mr 1Ba pasza B cyTku. Habmoganace TeHIeHINS K pa3pelieHnio
s dexTos.

[ToBbITIEHNE AaKTUBHOCTH TEYEHOUYHBIX (DEPMEHTOB W/WiM OMIMpyOHHA HAOI0ATIOCh Y KPBIC,
cobak M 00e3bsH. ['Mcromarosornyeckue M3MEHEHUs MeyeHH (LeHTpOAoseBas Tuneprpodus
rernaToLUuTOB, HEOOJbIIas TUIEPIUIa3usl JKEeIUHBIX NPOTOKOB, YCUJIEHHE HEKpO3a OTAEIbHBIX
renarouuToB U aud¢y3Has TenaronesuIosipHas runeprpodus) ObUIM OTMEYEHBl Yy KphIC U
00e3bsiH. ITU u3MeHeHus poucxoauin npu 3HadeHusIx AUC, SKBUBaJIEHTHBIX (KpPbICHI) WU B 8—
18 pa3 mpesblmaronux (co6aku U 00e3bsHbI) TAKOBBIE Y MAIlMEHTOB, MOJYYaBIIUX Ipernapar B
no3e 40 mr aBa pasa B cyTku unu 80 Mr onuH pa3 B cyTku. 3Hauenne AUC Obu1o HIKE (KPBICH),
SKBHUBAJIEHTHBIM (COOaKH) WJIM MMPUMEPHO B 2 pa3a Bblllle (00€3bsSHBI) SKCIIO3UIIUN Y MAIUEHTOB,
noyiydaBlux npenapar B go3e 200 mMr nBa pasa B CyTKH. DTH W3MEHEHHs OBLUIM MOJHOCTBIO
00paTUMBIMHU.

VY Bcex BHUIOB BIUSHUE HA CUCTEMY KPOBETBOPEHMS (CHMIKEHUE KOJIMYECTBA SPUTPOLUTOB,

YBCIIMUCHUEC TMUIMCHTAOUM CCJIC3CHKU HWJIIM KOCTHOTO MO3ra MW IIOBBIICHHUE KOJUYCCTBA
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PETUKYJIOIIMTOB) COOTBETCTBOBAJIO JIETKOW PETCHCPATHBHON BHCCOCYAMCTON TCMOTNTISCCKOTT
aHEeMUHU. DTH U3MEHEHUs poucxoauin npu 3HadyeHusx AUC, SKkBUBaJIEHTHBIX (KPbICHI) WK B 10—
14 pa3 mpesblmaronux (codaku u 00e3bsIHbI) TAKOBBIE Y MAIlMEHTOB, MOJYYaBIIUX IMpernapar B
no3e 40 mr aBa pa3a B cyTku win 80 Mr ojuH pa3 B cyTkH. 3HaueHue AUC ObU10 HIKE (KPBICHI),
SKBUBAJICHTHBIM (CO0aKH) WJIM MIPUMEPHO B 2 pa3a BhIlIe (00E3bsIHBI) SKCIIO3UIIUU Y MMAIlIEHTOB,
nojyyaBIux mpenapar B po3e 200 mr aBa pa3a B CyTKM. OTH M3MEHEHUS ObUIM MOJHOCTBIO
0o0paTHUMBIMHU.

MuHuManbHas TUNEPTPOGUS/TUNIEPIIa3Us CIM3UCTOM 000M0YKM  (YBETMYEHUE TOJIIIMHEI
CIIM3UCTON OOOJIOYKH € YacThIM yJUIMHEHUEM BOPCHHOK) ONpEAENsulach B JBEHAJLATUIIEPCTHON
kumike kpbic npu 3HaueHussX AUC B 30 win 22 pa3a nNpeBbIIIAIOLIMX TAKOBBIE y IMALIMEHTOB,
noJiyyaBlIux ImpemnapaT B o3¢ 40 Mr nBa pasa B cyTku uiau 80 Mr oAuH pa3 B CYTKU
cootBeTcTBeHHO. 3HaueHue AUC Obu10 B 4 pa3a Bblllle, YEM Y NAIIMEHTOB, IOTyYaBIIUX [IpenapaT
B n03¢e 200 Mr 1Ba pa3a B CyTKH. TO U3MEHEHHE ObLIO MOJHOCTHI0 O0OPAaTUMBIM.

MuHuManbHas WIM Jierkas TrunepTpodus HaANOYEYHUKOB M CHIDKEHHE BaKyOJHU3alMM B
MyYKOBOW 30HE OT JIETKOH A0 YMEpeHHOW cremeHn HaOmomanuch npu 3HadeHusx AUC,
SKBHUBAJIEHTHBIX (00€3bsiHbI) WK B 19-13 pa3 (KpbIChl) IPEBBILIAIONINX TAKOBbIE Y MAllUEHTOB,
NOJTy4aBIIUX Mpemnapar B 1o3e 40 Mr 1Ba pa3a B cyTku wid 80 Mr 1 pa3 B CyTKH COOTBETCTBEHHO.
3nayenne AUC 06bu10 HuXke (00€3bsiHBI) WIIM IPUMEPHO B 2 pa3a BbIIIE (KPBICHI) 3KCIIO3UIUH Y
MalUEeHTOB, MOIy4yaBIIUX MpernapaT B ao3e 200 Mr aBa pasa B CYTKM COOTBETCTBEHHO. OJTH

M3MEHEHUs ObUIN MOJTHOCTHIO O0OpaTUMBIMH.

KaHI11eporeHHOCTh U MYTareHHOCTh

AcriuMuHUO He 00aian MyTareHHBIM, KJIACTOTCHHBIM HMJIM aHEYTeHHBIM IMMOTCHIIMAIIOM HHU B
YCIIOBUSX In Vitro, HY in Vivo.

B uccrnenoBannu kaHIIEpPOT€HHOCTH HA KPbICaX MPOAOKUTEIHLHOCTHIO 2 TOAA Y CAMOK KUBOTHBIX
MpH J103aX, pPaBHBIX WM TMpeBbimarommx 30 MI/Kr/IeHb, HaOMIOJAINCh HEOMYXOJIEBhIe
pou¢epaTUBHBIC U3MEHEHUS, COCTOSIIINE M3 THITIEPIUTa3HPOBAHHBIX KIIETOK CepTONN SHIHUKOB.
JloOpokayecTBEHHBIE OITYXOJIH U3 KJIeTOK CepToiy B SMUHUKAX HAOIIOAATUCEH Y CAMOK KPBIC TIPH
MakcUMalbHOW 03¢ 66 Mr/kr/aenb. Bemnumna AUC aciumuHnOa y caMOK KpbIC B j103€ 66
MT/KT/IeHb, KaK MpaBuiIo, ObUIa B § WK 5 pa3 BBIIIE, YEM Y MAIIMEHTOB, TIOTYYaBIINX IIpenapar B

no3e 40 Mr nBa paza B cyTku Wi 80 Mr OUH pa3 B CyTKH COOTBETCTBEHHO, M HKBHBAJICHTHA

35



ar 05.11.2025 Mg 27570
(NOCNEOCBATENEHOCTE 0052)

COOTBETCTBYET QRCHEFTHOMY QTYETY

TaKOBOM y MAIlMEHTOB, MOJIYYaBIIUX IpeENapar B nosec200-mr-asapasa B CyTKI Y CamMITOB KPBIC
npu  JO00OM ypOBHE [103bI HE OBUIO OTMEYEHO KaKUX-THMOO0 HEOIUIACTUYECKUX WU
TUMEPIIIACTUYECKUX U3MCHEHHMN, CBA3aHHBIX C TPUMEHEHUEM acIIMMUHHOA.

Kinanueckast 3Ha4MMOCTh ATUX PE3YJIbTATOB B HACTOSILIEE BPEMsI HEM3BECTHA.

PenpoaykTHBHAS TOKCUYHOCTH

B wuccnenoBanusx 3MOpuoderanbHOM TOKCHYHOCTH OEpEeMEHHbIE JKMBOTHBIE IOIYyYasIH
aciMMUHKUO BHYTPH B f03ax 25, 150 u 600 mr/kr/cyT (kpbichl) u 15, 50 1 300 Mr/kr/cyT (KpOJIUKH)
B [IEPHUOJ] OPraHOIeHE3A.

VY KpbIC acUMMHHHUO HE HepeHocuics OEpeMEHHBIMH XHUBOTHBIMU B J103¢ 600 MI/KI/CyT, uTO
IPUBOAMIIO K TPEKIEBPEMEHHOMY 3aKpBITUIO TpYMIbl JaHHOM a03bl. Ciyyau CBsS3aHHOHM ¢
acnMMUHUOOM THOenn SMOpHMOHA WM IUIOJA TMPH 033X, He mnpeBblmarommx 150 wmr/kr/cyr,
orcyTcTBoBanM. Habmronanock [10303aBUCMMOE YBEIMYEHHE MacChl IUlofa HpU Jo3ax 25 u
150 mr/kr/cyT. I3MeHeHus: B MOUYEBBIBOAALINX IyTSAX M CKeJeTe Iioja (deperl, MO3BOHOYHUK U
peOpa), CBUIETENbCTBYIOIIME OO0 HW3MEHEHMSIX B CKOPOCTH pa3BUTUSA, HaOIIOJAIUChH
MIPEUMYIICCTBEHHO TIPpH ypOBHE 10361 150 Mr/kr/cyT. HebGombIioe yBeTnIeHHE YaCTOThI IOPOKOB
pa3BuUTHA (aHAcapKa U MOPOKU Cep/ilia) U HEKOTOPHIX BUCLIEPAIbHBIX U3MEHEHHH, YKa3bIBAIOLIUX
Ha HeOJIaronpusATHOE BIMSHUE Ha SMOpHo(deTallbHOE pa3BUTHE, TaKXkKe HAOII01aI0Ch IPU YPOBHE
no3bl 150 mr/kr/cytr. MakcumanpHasi 7103a mpenapaTa, He NPUBOJAIIAsS K PAa3BUTHIO BUIUMBIX
HexenatenbHbIx dhdexroB (NOAEL), nns OepemenHoi camku coctaBisiia 150 mr/kr/cyr, a
NOAEL mna nnona - 25 mr/kr/cyt. Ilpu NOAEL 25 mr/kr/cyt y nnona 3nauenuss AUC Obutu
HKBHBAJIEHTHBI WM HIKE TEX, YTO ONPEEIISIINCh Y )KUBOTHBIX IPU MCIIOJIb30BaHUU IIpernapara B
no3ax 40 mr aBa pa3a B cyTku niau 80 Mr oauH pa3 B cyTKU cooTBeTcTBeHHO. [Ipn NOAEL 25
Mr/kr/cyt y mioaa 3HaueHuss AUC ObUTM HUXKE T€X, YTO ONPENEeIUINCh y JKUBOTHBIX MpU
MCIOJIb30BaHUU Mpernapara B 7o3e 200 Mr 1Ba pas3a B CyTKH.

VY kpomnukos 103a 300 MI/Kr/cyT BeI3Bajia OCI0KHEHUS pe30pO1nn y OepeMEeHHbIX )KUBOTHBIX, UTO
CIOCOOCTBOBAJIO MPEXIEBPEMEHHOMY 3aKPBITUIO I'PYMIbI JaHHOW 103bl. [IOBBIIEHHE YacTOTHI
pe3opO1uy, yKasblBarolled Ha SMOpHOQETaTbHYI0 TOKCUYHOCTh, U HU3Kasl 4acTOTa CepJCUHbIX
MOPOKOB, YKa3bIBAIOUIMX Ha TEPAaTOT€HHOCTh, HAONIONATUCh MpPH MCHOJIb30BAaHUU JI03BI
50 mr/kr/cytku. BnusHus Ha poct mioga He HaOmoganock. NOAEL s TOKCHYHOCTH Y
6epemenHoi camku coctaBuia 50 mr/kr/cyt, a NOAEL ans mona — 15 mr/kr/cyT. IIpu NOAEL

15 mr/kr/cyt y nnona 3HaueHuss AUC ObIIM SKBUBaJIEHTHBI MJTM HUXKE TEX, YTO OMPENESUINCh Y
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B cyTku cootrBeTcTBeHHO. [Ipr NOAEL 15 mr/kr/cyT y mona 3nauenus AUC ObuUTH HIDKE TeX,

YTO OINPEAEISUIMCH Y NMALMEHTOB IIPH UCIIOJIb30BaHUHM IIpenapata B 1o3e 200 mr aBa pa3a B CyTKH.

DOTOTOKCHYHOCTh

V MpImei aCI_II/IMI/IHI/I6 BbI3bIBaJI JO303aBHCUMBIC (I)OTOTOKCI/I‘IGCKI/IC 3(1)(1)6KTI)I, HadynHasg C J03bI

200 mr/kr/cyt. ITpu no3ze NOAEL 60 mr/kr/cyT skcro3unus, ocHoBaHHast Ha Cmax B IJ1a3Me, Oblia

B 15, 6 wiu 2 pa3za Bblllle, 4YeM KCIO3ULMS Y NAlIMEHTOB, NojydyaBmux 40 Mr JBa pa3a B CyTKH,

80 Mr oauH pa3 B cyTku Ui 200 Mr J1Ba pa3a B CYTKH COOTBETCTBEHHO.

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. Ilepeuenb BcnoMoOraTe/ibHbIX BelIECTB

Cuem0Oiankce, 20 Mr TabJIETKH, OKPLITHIE ILIEHOYHOH 000I0YKON

Aopo mabnemku

JlakT03b1 MOHOTHAPAT

Hemnrono3a Mukpokpuctainueckas (MenkoaucrnepcHas, E460)

[enmono3a MUKpOKpUCTaIITHYecKast (rpanynupoBanHas, E460)

IMunpoxcunponuiientoao3a Hu3ko3ameniennas (E463)

Kpockapmennosa natpust (E468)

Maruus creapat

Kpemuus auokcu KOIIouIHbINH O€3BOIHBIN
IInenounas obonouxa

[MonuBununoBsiit ciimpt (E1203)

Turana quokeun (E171)

Tansk (ES53b)

Jlenutun (E322)

Kamenp xcantanoBas (E415)

KpacuTtens xenesza okcup kpacuolii (E172)

Kpacutens xenesa okcup sxentoiit (E172)

CuemMOaukce, 40 Mr TaOJIeTKH, TIOKPBITHIE IIIIEHOYHON 000JI0UYKOM
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Aopo mabnemku

JIakTo3BI MOHOIrugpar

Hemnrono3a Mukpokpuctamimueckas (menkoaucnepcHas, E460)

Hemnrono3a MukpokpucTainueckas (rpanyiaupoanHnas, E460)

IMuapoxcunponunienitono3a Hu3ko3amenieHHas (E463)
Kpockapmennosa natpust (E468)

Maruus creapar

KpemHuust quoKcH KOJIJIOUTHBIN O€3BOHBIN
IInenounas obonouxa

[TonmuBununoBsIid crimpt (E1203)

Turana guoxcun (E171)

Tanek (ES53b)

Jlerutun (E322)

Kamenp kcantanoBas (E415)

Kpacutens xene3za okcup uepusiii (E172)

Kpacutens xenesza okcup kpacublii (E172)

6.2. HecoBMecTHUMOCTD

He nmpumennmo.

6.3. Cpok rogHocTH (CPOK XpaHeHHs)

3 roxa.

6.4. OcoOble MepbI IPEAOCTOPOKHOCTH NIPH XPAHEHUH

XpaHuTh NpH Temnepatype He Bblie 25 °C, B OpUTHHATIBHON YIIaKOBKE (KOHTYpHas SYeHKOBas

YIIakKOBKa B KapTOHHOﬁ naqu) JJIA 3alllUTHI OT BJIaru.

6.5. Xapaxkrep u coaepxkaHue NEPBUYHON YIIAKOBKH

I[Io 10 Tabmerok TMOMENMIAIOT B KOHTYPHYIO SUEHKOBYIO YIAaKOBKY M3 IPO3PAvYHOM

JTAMUHUPOBAHHOM IJIeHKH noiuxioprpudropstunen/nonmuunmixiopun (PCTFE/PVC) u

(honbpru amTIOMHUHUEBOM.
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ITo 2 nnm 6 KOHTYPHBIX TYCHKOBBIX YITAKOBOK BMCCTC CITMCTROM=BRITaIBIIITCM (FIHCTPYKITICH TTO

MCIUIHUHCKOMY HpI/IMeHeHI/IIO) BKJIAABIBAIOT B KAPTOHHYIO IMAYKY.

6.6. Oco0Oble Mepbl MPEIOCTOPOKHOCTH NPHM  YHUUYTOXXKEHHMH  HCHOJIb30BAHHOIO
JIEKAPCTBEHHOr0 Tpenapara WJIH OTXOA0B, TOJYYEHHBIX TMOCjJde TNPUMEHEHHs
JIEKAapCTBEHHOT0 Mpenapara, i ApPyrue MAaHUMYJISIHH C TIPenapaTomM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPXKATEJIb PETUCTPALIMUOHHOI'O YAOCTOBEPEHUS
HoBaptuc ®@apma Al / Novartis Pharma AG
Jluxtmrpacce 35, 4056 bazens, [Beiinapus / Lichtstrasse 35, 4056 Basel, Switzerland

7.1. IlpencraBureib iepaKaTesis PperuicTPALMOHHOIO YI0CTOBepeHus Ha Tepputopun Coro3a
IIperen3un norpeduTeel cjieyeT HANPABJATH 10 aJpecy:

Poccuiickag @enepanusa

00O «HoBaptuc ®apmar»

Anpec: 125315, r. MockBa, JIeHuHrpaackuii mpocmekT, a. 70
Tenedon: +7 495 967 12 70

®axc: +7 495 967 12 68

OnektponHas nmoura: drug.safety russia@novartis.com

PecniyOauka bemapych

[IpencraButensctBo AO «Novartis Pharma Services AG» (Llseiinapckas Kondenepamus) B
Pecniy6nuke benapycr Anpec: 220069, r. Musnck, np-T. J[3epxxuackoro, 5, mom. 3, oduc 3-1
Tenedon: +375 (17) 360 03 65

OnexrponHas noyra: drugsafety.cis@novartis.com

Pecnyonuka Kazaxcran

@unmnan Komnanun «HoBaptuc ®apma Cepsucaz AI» B Pecriybnuke Kazaxcran
Anpec: 050022, r. Anmatsl, yi. Kypmanrassl, 95
Tenedon: +7 727 258 24 47
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DnektpoHHas nmoura: drugsafety.cis@novartis.cofr

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

Pecny6nuka benapycs: JITI-Ne001723-T'TI-BY

Pecny6nuka Kazaxcran: JITI-Ne001723-T'TI-KZ

9. TATA NEPBUYHON PETUCTPAIIMUA (IIOATBEPXKJIEHUSA PETMCTPAIINMN,
MNEPEPET'UCTPALIUN)

Jlata epBUYHOM PETUCTPALIHH:

Poccuiickas ®enepauus: 24 susaps 2023 r.

Pecrryonuka benapyce: 15 despans 2023 r.

Pecriy6nuka Kazaxcran: 3 anpens 2023 r.

10. JATA IEPECMOTPA TEKCTA
OO01mmas xapakTepuCcTHKa JICKapCTBEHHOTO IpernapaTa CreMOIMKC T0CTyITHA Ha WH(OPMAIMOHHOM
noptaiie EBpa3uiickoro 3KOHOMHYECKOTO COr03a B MH()OPMAIMOHHO-KOMMYHHUKAIIMOHHON CETH

«WuTepuer» http://eec.eaeunion.org/.
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