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OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHGFOTIPERAPATA 1703

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI'O IIPEITAPATA

Cynutunau®, 12,5 Mr, Karcymbl
CyHutnHHO, 25 MT, KarncyJsibl

Cynutnnan®, 50 Mr, KamncyJsbl
2. KAUYECTBEHHbBIN 1 KOJIMUECTBEHHBIN COCTAB

JleiicTByromee BeecTBO: CYHUTHHUO

CyautnanoO, 12.5 Mr, KancyJisl

Kaxxnas karncyna conepxut 12,5 Mr cynuTruHHOA (B BUIC MajlaTa).

CyHUTHUHHUO, 25 M, KaCyJIbl

Kaxnas xancymna conep ut 25 Mr CyHUTHHHOA (B BUIE MasiaTa).

CyautnanO, 50 Mr, KancyJsl

Kaxnas kancyna comgepxut 50 Mr cyHuTuHHOA (B BUIC MajiaTa).

[TonHbIi epeyeHs BCIIOMOTATENbHBIX BEIIECTB MPUBEACH B pasjene 6.1.
3. JIEKAPCTBEHHASA ®OPMA

CyautnanoO, 12.5 Mr, KancyJisl

TBepbie xenaTuHOBbIE Karcynbl Ne 4, KOpITyc jKeJTOro 1BeTa, KphIlIeuKa sKeIToro 1BeTa.

CyHUTHUHHUO, 25 M, KaCyJIbl

TBepple xenaTnHoBbIE Karcyibl Ne 3, KOpIyc OpaH)XeBOIO 1[BETa, KPHIIIEUKa OPaHKEBOTO
IBETA.

CyautnanO, 50 Mr, KancyJsl

TBepble xKenaTnHOBbIE Karcysibl Ne 2, KOpyc KpacHO-KOPHUUHEBOT'O 1IBETA, KPhIILIEYKa KPacHO-
KOPUUYHEBOTO 1IBETA.

Cogepxumoe Karcyll — MOPOIIOK U/UITU TPaHyJIbl OT KEJITOTO 10 OPaHKEBOT'O I[BETA.
4. KJIMHUYECKHUE TAHHBIE

4.1 Iloxka3zaHusl K IPMMEHEHUI0

[Mpenapat CyHUTHHUO NMpUMEHSETCS IS JICYSHUsST B3POCIBIX MallMeHTOB B Bo3pacte OoT 18 ser
0 CJIEAYIONINM MTOKa3aHUIM:

e [‘acTpouHTecTHHANBHBIE CcTpoMaibHble omyxonu ([TMCO) mpu orcyrctBum 3ddekra or
Tepanuu UMaTUHUOOM BCIIEICTBUE PE3UCTEHTHOCTU MIIM HETIEPEHOCUMOCTH.

e PacnpocTpaHeHHBIH W/WIH METaCTaTUIECKUI MOYeYHOKICTOUHBIN pak y nanueHToB (MIIKP),

HE MOJy4YaBIIMX paHee CIeu(pUIecKoro JeueHusl.
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oTcyTcTBHH 3(PdeKTa OT Tepanuu MUTOKUHAMH.

e HepesekrabenbHbie WJIn METaCTaTUYECKUE BbICOKOAN (D (DepeHITnpOBaHHbBIE
HEHPOIHJIOKPUHHBIE  OmMyXoiu momkenynodHo kenessl (HOOIDK) y  B3pocheix ¢
IpOTrpeccupoBaHUEM 3a00JIEBaHUS.

e A/bIOBaHTHas Tepamusl MAalMeHTOB C BBICOKUM PHCKOM pelUANBa IMOYEUHOKIETOYHON
kapruHoMeI (ITKK) mocne nedpakromum.

4.2 Pe:xuM 103MPOBAHMSA H CTIOCO0 MPUMEHEHHUs

Jleuenue npenaparoM CyHUTHMHHO cieqyeT MPOBOAMUTH IMOJ HAOJIOJEHHWEM Bpaya, UMEOIEro
ONbIT paboThl C MPOTHBOOMYXOJEBBIMM IpernapaTamu. B Hadanme kaXIoro LMKIA Teparuu
npernapatoM CYHUTHHHO ClIeyeT MPOBOANTH IMOJHBIN aHATN3 TeMAaTOJIOTMUECKUX TTOKa3aTeNeH.

PexxuM 103upoBaHus

Bspocnvie cmapwie 18 nem

Tacmpounmecmunanbuvle cCmMpoMAaibHble ONYXOaU NPU_OMCYMCMEUU ad)d)ekma om _mepanuu

UMAMUHUOOM 8CTIEOCMBUE pPEFUCMERMHKOoCcCmU UlUu Heneperocumocmu

Pexomennyemas nosa mpenapara coctaBisgeT 50 Mr B CyTKM BHYTPb B TeueHUE 4 HEAenb C
MOCJICTYIONTUM TIepepbIBOM B 2 Heaenu (peskum 4/2). T1oHbIN UK Tepanuu COCTaBIsSET, TAKUM
obpazom, 6 HEIeIb.

Pacnpocmpanennuiii U/ U Memacmamu4eckull no4eyHoKIenmoyYHblil pAaxK y nayuermnos, He

noJjysasuiux parnee cneuucbutteczmzo JEYCHUA, Uiu npu omcymcmeuu 3d)d)el<ma om _mepanuu

uumoxKurnamu

PexoMennyemas nosa mpenapara cocraBisieT 50 Mr B CYTKM BHYTPh B TeueHUEe 4 HeIEenb C
MOCIIEAYIONIUM TIEpepbIBOM B 2 Hemenu (peskum 4/2). [TomHbIi MUK Tepanuu COCTABIISET, TAKUM
o0Opa3om, 6 Helleb.

H€p€3ekma6eﬂbﬂble uiu memacmamudecKue 8blCOKO()Md)(b@D@HuuDOGGHHble HeﬁDOSH()OKpuHHble

onyxoJjiu I’lOd?fC@JZV@OUHOIZ AHCEJIE3bL Y 63POCNbLX C npocpeccuposarHuem 3abonesanus

Pexomennyemas 103a cyHuTHHHOA cocTaBisieT 37,5 Mr exeJHEBHO Oe3 IepephiBa.

Aovrosanmuas mepanui nauueHmoe C 6blCOKUM DPUCKOM peuuduea NO4Y€4YHOKIIeNMO4YHO020 pakKa

nocrne Hed)DOQKI’I’ZOMMM

Pexomenayemas no3a npemnapara coctaBisieT S0 Mr B CyTKd U pexume 4/2 B TeUCHHUE JIEBIATH 6-
HEJENbHBIX ITUKIOB (MPUOIU3UTENBHO 1 TON).

Koppexyus 003wt npenapama

B 3aBucumoctH OT MHIMBHUIYaJbHOM TEPEHOCHMMOCTH M 0€30MacHOCTH CYyTOYHas [03a
CYHUTHHHOA MOXET ObITh yMEHbIIEHA WM yBeJIuueHa Ha 12,5 Mr u JOKHA COCTaBIATH HE

Obomee 75 Mr m He MeHee 25 Mr i TAIMEHTOB C TaCTPOMHTECTUHAIBHBIMU U

2
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Jlnis aqbIOBaHTHOM Tepanyuy MOYEYHOKIECTOYHOTO paKa 03y MOXKHO MOAM(HUIMPOBATH C IIarOM
cHikeHuss 12,5 mr Bmiuote 1o 37,5 Mr ¢ yderoM HHIUBUAYaJbHOW O€30MacHOCTH H
MEePEHOCUMOCTH.

MaxkcumanbHasi 71032, HCIHOJB30BaBIIAsCS B MCCIENOBAaHUU  aabIOBAHTHOM  Tepanuu
MOYEYHOKJIETOYHOT O paka ¢asa 3, cocrapisia S0 Mr B CyTKH.

B 3aBucMMOCTHM OT WHAMBUIYAIIbHOM IEPEHOCHMOCTH MOKET IOTPeOOBAaThCS BPEMEHHOE
IpeKpaleHne npuema mnpenapara. i MalueHToB ¢ paclpoCTPaHEHHBIM MOYEUHOKIETOYHBIM
paKkoM, KOTOpble HE IMEPEHOCAT MpUEM CYHUTHHHOa B pexxume 4 Heleau ¢ MepepbiBOM B 2
HEJIeNM, MOXET OBITh PacCMOTPEH PEXHUM 2 HEIeNnu Npuema c nepepsiBoM B 1 Hememto. s
NAIMEHTOB C HEPE3eKTa0EeNbHBIMU WJIM METACTATMYECKUMH HEHPOIHIOKPUHHBIMHU OMYXOJSIMH
MO/KEITYIOYHOM JKeJIe3bl 1032 CYHUTUHHOA JTOJDKHA COCTABIIATEH HEe O60see S0 MT B CYTKH.

[Tpu nosiBNEeHUM NPU3HAKOB MPOTPECCUPOBaHUS 3a00IeBaHUS TPUMEHEHNE CYHUTHHNOA CclleyeT
MIPEKPATHUTb.

Uneubumopwvl/unoyxmopwer CYP3A4

Cnenyer wu30eraTb OJHOBPEMEHHOTO TPUMEHEHHUS CYHUTHHHOA C TOTEHUHAIbHBIMU
uaruouTopamu uzodepmenta CYP3A4, takumMm Kak KeTOKOHa3oil. B ciydasx, korma 3To
c/IeNaTh HeNb3sl, MOXKET MOTPeOoBAThCS YMEHBIICHNE CYTOYHON 036 CYHUTHHHOA MUHUMYM J10
37,5 Mr B CyTKM IpU TaCTPOMHTECTHHAJIBHBIX CTPOMAJBHBIX OIYXOJIAX M METaCTaTHYECKOM
MOYEYHOKJIETOYHOM pake ¥ MHUHHUMYM J0 25 MI' B CYTKH IpPU HEHPOIHAOKPUHHBIX OIYXOJIIX
MOJKETYIOYHOM KEJE3bl.

Take cnexyer u3z0eraTb COBMECTHOTO MPUMEHEHHMS CYHUTHHHMOA C TMOTCHIHMATIbHBIMU
unaykropamu uzopepmenta CYP3 A4, rakumu kak pudamnuims. B ciyyasx, Korja 3To cienarb
HENb3s, MOXKET MOTPeOOBaTHCS yBEIWYEHHE CYTOYHOM [103bl CYHUTHHHOA, KOTOPOE MOJIKHO
MPOBOJIUTHCS TMOdTanmHo Ha 12,5 Mr (mo 87,5 Mr B CyTKM MNpU TacTPOMHTECTHHAIBHBIX
CTPOMAJIBHBIX OMYXOJSIX M METAaCTaTHUECKOM ITOYEYHOKJIETOYHOM pake M 10 62,5 Mr B CyTKHU
IPU HEWPOIHJOKPHUHHBIX OMYXOJSAX IMOPKEITYJOUYHOM JKEJI€3bl), OCHOBBIBASICh Ha TILATEIHHOM
MOHHUTOPHPOBAHUH NTEPEHOCUMOCTH Ipernapara.

IIponycx 0ozl

Ecnu npuem npenapara ObU1 NPOIYIIEH, BOCIIONIHATD MIPOMYIIEHHYIO 103y He cienyeT. [lamuent
JIOJKEH MPUHSTH OOBIYHYIO Ha3HAUEHHYIO 103y Ha CIIEAYIONINNA ICHb.

Oco0rIe KaTeropuu IanmucHTOB

Ilayuenmor noscunozo eozpacma
Koppexkiun 10361 He TpedyeTcs.

Tayuenmoi ¢ HapyuwieHuem QYHKyuU neveHu
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knaccupukanun Yainn-I1pr0) Koppekuus a03bl mpenapara He TpeOyercs. Y MalUeHTOB ¢
TSDKEJION CTETNeHbI0 MeYeHOYHOU HemocTaTouHocTu (kiacc C mo knaccudukanuu Yaitna-I1ero)
IpenapaT He peKOMEH/I0BaH.
layuenmol ¢ napywenuem @yHKyuu novex
VY nanueHToB C MOYEYHON HEAOCTATOYHOCTBHIO JIETKOM, CPEIHEHW M TSDKENOM CTEneHW (B TOM
YHciie IpU MPOBEACHUH TeMOIuann3a) He TpeOyeTcsl KOPPEeKIMH HavyalbHOW J103bl CYHUTHHHOA.
JanpHelimmit mog0op 036l Y JaHHOW KaTeropyuy MalMeHTOB CIIEAYyeT MPOBOJANTH B 3aBUCUMOCTH
OT MHIUBUAYAJIBHON IIEPEHOCUMOCTH.

eTn
D¢ dexkTrBHOCTH M 6€30MACHOCTh CYHUTUHUOA y 1eTeil B Bo3pacTe 10 18 neT He yCTaHOBJIEHBI.
JlaHHBIE OTCYTCTBYIOT.

Cnoco0 rmpuMeHeHus

CyHutuHUO npegHa3HaueH Ui prueMa BHyTpb. [Ipenapat MOXKHO NIpUHUMATh BHE 3aBUCHMOCTH
OT IIpUcMa MUIIH.

4.3 IIpoTBONOKA3aHUSA

e [ UNepuyBCTBUTEIBHOCTh K CYHUTHHHMOY WM K JIOOOMY M3 BCIIOMOTaTENIbHBIX BEIIECTB,
MepEUYUCIICHHBIX B pazzene 6.1.

4.4 OcoOble yka3aHHsl U MepPbI MPEI0CTOPOKHOCTH NMPHU MPUMEHEHU T

KpoBoreueHus

boun momydeHsl COOOIIEHUS O CIy4asxX KpPOBOTEUEHHH, MHOTA CMEpPTENbHBIX, BKIIIOYAs
JKEITYJOYHO-KHIIIEYHbIE KPOBOTEYEHUS, KPOBOTEUEHHsS W3 JIbIXAaTEJIbHBIX IIyTE€H, OIyXOJIH,
MOYEBBIBOJAIIMX MYT€H W KPOBOU3IMUSHUS B FOJIOBHOW MO3r. DTH SIBIIEHUS MOT'YT BO3HHMKATh
HEOXHJIAaHHO, a B CIIyYae OITyXOJIEBBIX OYaroB B JIETKUX HPOSBIATHCA B (pOpMe TSHKEIOro WM
KU3HEYTPOXKAIOLIETO KPOBOXAPKAHbS UM JIETOYHOI'O KPOBOTEUEHHSI.

Hmerorcss cooOuieHus O Pa3BUTUM JIETOYHOTO KpPOBOTEUEHHUS (B HEKOTOPBIX Clydasx C
JeTalbHBIM  HUCXOAOM) Yy  MAlMEHTOB, NPUHUMAIOIIUX  CYHUTHHHO 1O  MOBOAY
MIOYEYHOKJIETOUYHOI'O PaKa, FaCTPOMHTECTUHAIBHBIX OIYyXOJEH WJIM HEMEJIKOKJIETOYHOrO paka
JerkuX. BaxHO: CYHUTHMHHMO HE 3aperHCTPUpPOBAH Ui JICYCHHUS HEMEIKOKJIETOYHOIO paka
nerkux. [lepuognueckn He0OXO0IMMO MPOBOJIUTEH BpaueOHBIH OCMOTpP M OLIEHUBATh MOKA3aTeNN
KpPOBH U1 PAHHETO BBIABICHHS IME€PBBIX IPU3HAKOB KPOBOTECYEHUS M IPUMEHEHUs
HEOOXO/JMMBIX TeparneBTUYEeCKUX Mep. I[Ipu comyTCTBYyIOUIEH Tepanuu aHTUKOATyJIsHTaMU

CJICOAYCT CICAUTD 3a IMOKAa3aTCIIAMU CBEPTHIBACMOCTH KPOBH.
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KPOBOTEUEHMM Yy NAIMEHTOB C COJIMJHBIMU OIYXOJSMHU M BO3HHUKaIO B 8 % ciydaes.
OTtMmeuanoch B MTOJIOBUHE CIIyYaeB y MALIMEHTOB C TEMOPPATNYECKUMU OCIOXKHEHUSIMMU.

CepaeyHo-coCcyIuCTast CUcTEMa

CBs13p MeXIy HHTHOMpOBaHUEM perienitopa Tupo3nHkruHa3kl (PTK) u cepneunoii Gpynkiuein He
u3ydeHa. HewsBecTHO, MOIBEPralOTCs M MAlUEHTBI, Y KOTOPBIX OBUIM 3aperHCTPHPOBAHBI
CJIydau CepJIeYHO-COCYAMCTHIX 3a00JIeBaHUI B TE€UCHHUE MOCIEIHUX 12 MecsueB 10 Ha3HAYCHUS
JICYCHUS] CYHUTHMHHOOM, TakuWe Kak HWHGApKT MHUOKapaa (BKIOYas TsHKEIyI0/HeCTaOMIIbHYIO
CTEHOKapAMIO), KOpOHapHOe/meprudepruiecKoe MIyYHTUPOBAHUE, CUMITOMATHYECKash 3aCTOMHas
CeplieYHass HEJOCTATOYHOCTh, IEepeOPOBACKYISPHBIC OCIOKHEHUS WJIH TPaH3UTOPHBIC
UIIeMUYECKUE HApPYIICHUS, WIN JIETOYHAsl dMOOIHs, OONbIIEeMy PHCKY Pa3BUTHS CBS3aHHOU C
JedyeHueM AUCPYHKIMM JeBOro xemyaodka. I[lpu HasHaueHWM mnpenapata CyHUTHHHOA 3TOM
KaTeropuy MalyueHToB CleAyeT TIATEIbHO OLEHUTh COOTHOLICHHE PUCK/TIOJIb3a.

Bo Bpems Tepamuu mpenaparoM CyHHTHHHOA MAIlMEHTOB CIEAYeT MEePUOAMYECKU 00CIea0BaTh
Ha TpeaIMeT OOHApPYKEHUs KIMHUYECKUX MPHU3HAKOB W CHUMIITOMOB XPOHHYECKOH ceplIedHOn
HenocrarouHoctn (XCH). ®BJIK pexomeHayeTcsi OlleHMBATh O Hadaja TEpaluu, a TakkKe
NEePUOANYECKH BO BPEMsI JICUEHHS.

[Ipu nposiBieHnn KIMHUYECKUX npu3HakoB XCH nedeHne CyHUTHUHUOOM CIENyeT MPEKPaTHTh.
[Ipn orcyrcTBun knuHuueckux npuszHakoB XCH, Ho ¢ nokazatenamu @BJDK menee 50 % wunn
YMEHBILIEHUU 3TOTO IMoka3zarens Oosiee yeM Ha 20 % Mo CpaBHEHMIO C MCXOAHBIM (O Hauyana
Tepanuu), 103y CYHUTUHIOA PEKOMEHIYeTCs YMEHBIINUTh WIH MIPEKPATUTh IPUEM IperapaTa.

B moctperucrpaniioHHOM TEpHOAEC OTMEUAIHMCHh CIIy4au HApPYIICHUS CepAedyHON (yHKImMH
(MHOTZIa C JETANIbHBIM HCXOAO0M), TaKue KaK CepledHas HEeIOCTaTOYHOCTh, KapJAHOMHOIATHS,
unieMusi Muokapaa u nHpapkt Muokapaa. Crieyer ¢ OCTOPOKHOCTbIO TPUMEHATh CYHUTHHUO Y
MAlMEHTOB C HMMEIOIIMMCS PUCKOM pa3BUTUA JaHHBIX HapymieHuil. Ha ocHoBaHuM naHHOMN
uH(pOpPMAIIUU MPEATIONIATACTCS, YTO MPUMEHEHHE CYHUTHHINOA MOXET MOBBIIIATh PUCK PA3BUTHS
KapAHNOMHUOMATUU. Y TAIMEHTOB, TMOJTYYaBIIMX JICYCHHE CYHHUTHHHOOM, HE OBLIO JIpYrux
(bakTOpOB pHcKa pa3BUTHS KapAHMOMUONATUH, KpOME AEMCTBHS caMOTo Mpernapara.

Hapymienusi co cTOpoHBI COCYIOB

HmeroTcst cooOImeHust 0 ciiydasix apTepHalbHONH TpomMO003MOOiIMK (B HEKOTOPBIX CIy4asx C
JeTaTbHBIM UCXOJ0M) Y MAIUEHTOB, IPUHUMAIOIINX CYHUTHHHO.
Hanbonee dacteiMu OBUIM: HapyIIEHHE MO3TOBOTO KpOBOOOpAIleHUs, TpPaH3UTOpHAs

HIIEMHUYCCKasd aTakKa U UHCYJIBT.
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SBIISIIOTCS: apTepUalIbHAsl TUIIEPTEH3Us, CaxapHbId AHa0eT, TPOMOOIMOOIHMUECKUE OCI0KHEHUS
B aHaMHE3e.

B kiIMHUYECKNX MCCIEOBAaHUAX OTMEYalIH Pa3BUTHE BEHO3HBIX TPOMOOIMOOIMIA, B TOM UYHUCIE
TpoMO03a TIIyOOKHX BEH U TPOMOOIMOO0IMH JierouHor apTepuu. [Ipu pazButum TpoMO603MO0THH
JIETOYHON apTepPUU B OJHOM Cllydae MpUeM CYHUTHHHOA ObIT OTMEHEH, a B HECKOJIBKHX CITydasx
noTpe0OoBaIOCh CHIKEHHUE T03Bl WIIM BpEeMEHHOE MpeKpaleHue tepanuu. Ilocie Bo300HOBICHHS
Tepanuy, y 3THX MAlMeHTOB B JaJbHEUIIEM He HAOMIOAAIH CIIy4aeB TPOMOOIMOOINH JIETOUHOM
apTepHH.

Hapvyiuenus Bkyca

B kmuHWYECKUX WMCCIIEOBAHUSX NUCTeB3us Habmomanack y 28 % MalueHTOB, MOTy4YaBIIMX
TEpanuio CYHUTHHUOOM.

Yinaenue narepsaga QT

[Ipn KOHIEHTpalUsAX, TPUMEPHO B 2 pa3a MPEBBIIIAIONIMX TEPANCBTHUYECKHE, CYHUTHHHO
cocobctByer ymimHeHuto wuHTepBana QTcF  (xoppekmuss @penepuka). Kimauueckas
3HAYUMOCTh 3TOTO 3(hdeKxTa HesCHa W 3aBHCHT OT (PAKTOpPOB pHUCKA W BOCTIPUUMYHUBOCTH
KOHKpeTHOro nanuenta. CyHUTUHUO ClelyeT MPUMEHSATh C OCTOPOXKHOCTHIO Yy TAlMEHTOB C
ynnuHeHueMm uHTepBana QT B aHamHe3e, y MAlMEHTOB, MPUHUMAIOIINX AaHTHAPUTMHUYECKHE
npenapatsl, WK y MalUEeHTOB C COOTBETCTBYIOUIMMHM 3a00JEBaHUSMHU CepAlLa, Opaaukapauei
WM HapYyIICHUSIMHU SJEKTPONMTHOrO Oamanca. TpeOyercss coOmogaTh OCTOPOXKHOCTh H
YMEHBIIUTh 03y CYHUTHHHOA TpU OJHOBPEMEHHOM IpPUEME MOUIHBIX HHTUOUTOPOB
uzopepmenta CYP3 A4, koropeie MOTYT MOBBIIIATh KOHIEHTPALUIO CYHUTHHHOA B miasme. [lo
Hayaja TEepalmud M B Ipollecce JICYSHMs MpernapaToM CyHUTHHHOa pexomenayetrcs OKI-
KOHTPOJb.

[loBEIEeHNE apTSPUATLHOT'O JABICHUS

[ToBbIlIeHNE apTepUaIbHOIO JABIEHUS OYEHb YaCTO OTMEYAETCS Yy MAIMEHTOB, MOIYYaroluX
TEpanuio CYHUTUHHOOM.

[TaruenToB criemyer oOcineaoBaTh Ha TMPEAMET MOBBILICHUS AapTEPUATBLHOTO JABJICHMUS,
WCIIONIB3Ysl CTaHIAPTHBIE METOABI KOHTPOJIsA. Y TAIMEHTOB C TOKENIOW (GopMoil apTepraibHON
TUIIEPTEH3HUH, HE MOAJAIOLIEICS JIEUEHUI0, PEKOMEHYETCSI BPEMEHHOE MIPEKPALLEHUE TEpalun
CYHUTUHUOOM.

Tepamnuto BO30OHOBIISIOT, KaK TOJIBKO yIAeTCsl KyIHUPOBaTh apTEPUATIBLHYIO TUIIEPTEH3HIO.

HapvyiueHus co CTOpOHEI AbIXaTEILHOU CUCTEMBI
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JIETOYHON apTepuH, 3aperHCTPUPOBAHHBIX B TeueHHEe |2 MecsAleB [0 Hadana Teparnuu
CYHUTUHUOOM.

VY manueHToB, MOJIYYaBIIMX CYHUTHHHUO B 3 (a3e perucTpallMOHHBIX HCCIEIOBAaHUM OTMedalu
cllydau HapymeHus (YHKIUU AbIXaTeIbHOW CHUCTEMBbl (HampuMep, IUCIHOJ, IUIEBpaIbHBIN
BBITIOT, TPOMOO3MOOJMs JIETOYHOW apTepuu WM OTek Jierkux). IIpuGmusurensno 22,2 %
NAIMEeHTOB C COJHMIHBIMU OMYXOJISIMU, KOTOpBIE MOJy4Yalld TEPANUI0 CYHUTHHHOOM, OTMeualn
Clly4au HapyleHUs] QYHKIIMH JIETKHUX.

Cnyyau TpomM003IMOO0INH JIETOYHON apTepuH OTMeuanu npuodausurensHo y 3,1 % manueHToB ¢
raCTPOMHTECTUHAIBHBIMU ~ CTPOMaJbHBIMU ~ onyxoissMu u y 1,2 % mnauueHTtoB ¢
pactpoCTpaHEHHBIM W/WIM METaCTaTHUYECKUM IMOYEYHOKJIETOUHBIM PAaKOM, KOTOpBIE MOTYydasH
Tepanmuio CYHUTHHHOOM B 3 (¢da3e KIMHUYECKUX HCCIICNOBaHWA. Y TMAIMEHTOB C
Hepe3eKTabeTbHBIMU Wi METacTaTUYECKUMU BbICOKO U (hepeHITPOBAaHHBIMU
HEHPOIHIOKPHUHHBIMH OITyXOJISIMH TIO/DKETYAOYHOM *KeJe3bl, MOoIydaBIInX CYyHUTUHUO B 3 (aze
KJIMHUYECKUX MCCIIEJOBAHUH, HE OTMEYaIM CiIydaeB TPOMOOAMOOJIMU JIETOUYHOW apTepui.
Penkue ciydam c seTajgbHBIM HCXOJIOM HAaOMIOJAMCh BO BpeMsl IMOCTPErHCTPAI[MOHHBIX
HICCIIENOBAHUMN.

AHeBDI/ISMa H pacCIOCHHUE apTCPpUn

[Ipumenenne uHrHOUTOPOB (hakropa pocra cocyaucroro supotenus (VEGF) y mamueHToB c
TUTIEPTEH3UEH WM 0€3 Hee MOXKET MPHUBECTH K ()OPMHUPOBAHUIO AaHEBPU3MBI U/WIIM PACCIIOEHHUIO
aprepun. Jlo Hayana Tepanmuu CYHUTHHHOOM, HEOOXOJUMO TIIATEIbHO OLEHUTh BO3MOXHbBIE
PUCKH y TMAIMEHTOB, UMEIOIIMX Takue (PaKTOpbl pHCKA KaK THUIEPTEH3UsS WM HaJIu4yue
aHEeBPU3MBbI B aHAMHE3E.

Hapymenne @ yHKIIMN NIUTOBUIHON KEJIE3b]

Pekomenayercss HaOnrofeHHe 3a BCEMHU MAallMEHTaMHd BO BpeMsl Tepalmuu CYHHUTHHHOOM Ha
npeaIMeT pa3BUTHS TUCHYHKIIMM I[IUTOBHIHOW kKene3bl. [lallMeHTh ¢ TpU3HAKAMU H/HIU
CUMITOMAaMHU JUCHYHKIMH IIUTOBHUIHOM JKeIe3bl JOJKHBI TPOXOIUTH 1TA00PATOPHBINA KOHTPOJIb.
Taxke pexomeHayercs (HOHOBOE HCCIEOBaHUE JIA0OPATOPHBIX TMOKa3areiaeil (QpyHKIUU
LIMTOBUAHON KEJE3bl Y MALIMEHTOB C TUITOTUPEO30M WJIU TUIEPTUPE030M. JIeueHne MaunueHToB ¢
TUIIOTUPEO30M MPOBOJAT B COOTBETCTBUU CO CTAHIAPTHOM MEAULIMHCKOW MPAKTUKOW O Haydaja
TEpanuy CYyHUTUHHUOOM.

B mocTpernucTpallMOHHBIX KIMHUYECKUX HCCIEIOBAHUIX OTMEYAIM CIIy4aW THUIIEPTUPEO3a, B
HEKOTOPBIX CIIY4asiX € IMOCJIEAYIOIIUM Pa3BUTHEM THIIOTHPEO3a.

Koyka 1 moIK0KHbBIE TKAaHU
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HaOJIIOAaThCS W3MEHEHHE OKPAaCKM KOXHM BCJICACTBHE HAJIM4YUS B TpenapaTe KpacuTels
(xkenroro). Takke MOXET NPOMCXOIUTH OOECIBEUMBAHUE BOJOC WM KOXH. Jlpyrumu
BO3MOXKHBIMH HEXKEJIATCIbHBIMA SBJICHUSIMH TIPH NPUMEHEHHH CYHUTHHHOAa MOTYT OBITH
CyXOCTh, MCTOHYCHHE KOXXM WIM 00pa30BaHWE HA HEW TPEUIWH, IMy3bIpeil WM IOSBICHHE
MECTHOM CBINK Ha JaI0HAX U CTYIHSX.

Jannbie 3((dexkThl He HMMEIOT CKIOHHOCTH K PacHpOCTPaHEHHIO, OOBIMHO 0OpaTHUMbl U B
OOJIBIIMHCTBE CIy4aeB HE MPUBOIAMIN K HEOOXOANMOCTH OTMEHBI TEPATIHH.

OTMedanuch peaKue ciydad TSDHKEIbIX HOPaXKEHUH KOXKH, TAKUX KaK MyJIbTH(OpMHAs 3pHTEMa,
NOpaKEHUsI KOXH, TOoXoxue Ha cuHapoM CruBeHca-/[PKOHCOHA, HEKOTOphIE W3 KOTOPBIX
NPUBOAMIM K JIeTalbHOMY Hcxony. CrenyeT OTMEHUTHh TEpalnuio MpernaparoM CYHHUTHHHOA B
cllydae pa3BUTHS CUMITOMOB cuHApoMa CrtuBeHca-/[KOHCOHA WM MYJIbTH(OPMHOM 3PUTEMBI
(Hampumep, Tporpeccupyronias KOXKHas ChIllb, OOBIYHO ¢ OOpa30BaHMEM IIy3bIpeH U
NOpakeHHeM CIM3UCThIX oOomouek). Ecmm amarHo3 cunapoma CruBeHca-JlKOHCOHA
MOJATBEPKIACTCS, TEPAIIHIO HE BO30OHOBISIOT. B HEKOTOPBIX CiIydasx MalUMeHThI ¢ MOI03pEHUEM
Ha MYJIbTH()OPMHYIO SpUTEMY MEPEHOCHIN BO30OHOBIICHHE TEPAalMM B MEHBIINX J[03aX IOCIE
paspemeHuss CHMIITOMOB TOPa)XEHHUsSI KOXKH; HEKOTOpPBIE M3 ITHX MAIMEHTOB OJHOBPEMEHHO
MOJTyYaJIi TePAIUIO TIIOKOKOPTUKOCTEPOHIaMH UM aHTUTUCTAMUHHBIMU TIperapaTaMu.

IlopaxeHHs KETYI0YHO-KHMIIIEYHOI'O TPaKTa

VYV MmanMeHTOB ¢ MHTPaadJOMHHAIBHBIMUA OIMYXOJISIMH, TMOJYYAOIIMMU TEPAU0 CYHUTHHHOOM
OTMEYaJIi CEPhE3HBIE OCJIOKHEHHS (B TOM YHCIe nepdopariu Keay109HO-KHIIIEYHOTO TPAKTa),
B HEKOTOPBIX CIY4YasiX C JIETAIBHBIM UCXOJIOM.

TomHoTa, IMapes, AUCIEINCUS, CTOMAaTUT U PBOTA MOT'YT BO3HUKATh MpU IPUMEHEHUH IIpenapara
CyHUTHHHOA. B Takux cioydasx claeayeT pacCMOTPETh BO3MOXHOCTh IPHUMEHEHUS
MPOTUBOPBOTHBIX WM MPOTUBOAUAPEHHBIX ITPENAPATOB B KAYECTBE MOICPKUBAIOIICH TEPANUU.
[Tankpeatut

B KIMHWYECKUX WCCIIEIOBAHUSX TPU TPUMEHEHUM CYHHTHMHHOA OTMEYaau Clydal pa3BUTHUS
MaHKpeaTuTa. Y MaIlMEeHTOB C Pa3JIMYHBIMU COJUIHBIMU OMYXOJSIMH, MOTYYAIOUIMMUA TEPATUIO
CYHUTUHUOOM, HAONIOAaId TIOBBIMICHUE AKTMBHOCTH JIMMNA3bl M aMUJIa3bl B IUIa3ME€ KPOBH.
[ToBbIIeHUST aKTUBHOCTH JHUMNAa3bl ObUTH TMPEXOJSIIMMH U B OCHOBHOM HE COMPOBOKIAIHCH
CUMITOMaMHU TMaHKpeaTHuTa. Bo BpeMs JedeHus mpenaparoM CYHUTHHUOA TEPUOIUYECKU
HEO0OXOIMMO MPOBEPSATHh AKTUBHOCTH JIMMA3bl U aMUJIa3bl B CBIBOPOTKE KpoBH. [Ipu Hanmmuum nim
MOSIBJICHUH CUMIITOMOB MaHKpPEaTUTa CICAYET MPEKPATUTh JICUCHHUE TTPEnapaToM CyYHUTHHUOA U

IIPOBECTU COOTBETCTBYIOIYIO TEPAIIUIO.

Cynoporu
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CHHJIPOMOM 3a/iHell 00paTuMoii JIeiiko3HIe(aTonaTHN ONMUCAHbI CIIydau CyI0por (B HEKOTOPHIX
CIIyYasiX C JIETAIBHBIM HCXOI0M).

[TaiueHTOB ¢ MeTacTazaMd B TOJIOBHOM MO3T, CyIOporaMd B aHamMHeE3e W/Win
MPU3HAKaMU/CUMIITOMaMH OOpaTUMOM 3aJIHEH JIEWKOZHIIeaToNnaTui, TAKUMH KaK TIOBBIIICHUE
apTepHallbHOTO JIaBIICHUS, TOJOBHAas O0ONb, 3aTOPMOXEHHOCTh, HApYIICHHE YMCTBEHHOMN
NESTENIbHOCTH, TOTEpsl 3PCHHS, BKIIOYAs KOPTUKAIBHYIO CIIEMOTY, CIEAYeT KOHTPOIHUPOBATH
CTaHJAPTHHIMA METOJAaMH, BKJIIOUass KOHTPOJIb apTEPHAIIBHOTO JIaBlieHUs. B ciydae mosBieHus
3TUX CHUMITOMOB Ha (DOHE Tepamuu PEeKOMEHIYETCS BPEMEHHO MPEKPATUTh MpUEM Ipemnapara
cynutuHuba. Ilociie MCYE3HOBEHHS CUMITOMOB JICYCHHE MOXET OBITh BO30OHOBJICHO TIO
PEIICHUIO JISYaIero Bpaya.

TDOM6OTI/ILICCK3H MHKPOAHI'HOIIaTHUA

B kiInMHHYeCKuX HCCIENOBAaHUSAX M TMPU MOCTPETUCTPALMOHHOM MPUMEHEHUH CYHUTHHHOA B
MOHOTEpaNnuu U B KOMOMHAIMM Cc OeBanm3zymaboM, coobmanoch o ciaydasx TMA, Bkiovas
TPOMOOTHUYECKYIO TPOMOOIIMTONCHUYECKYI0 MYpPHYypy M TEeMOJIUTUKO-YPEMHUYECKUN CHHIPOM,
MHOTJa MIPUBOIALINX K MOYEYHOM HEAOCTATOYHOCTU WJIM JieTallbHOMY ucxoay. [Ipu pa3Butuu y
nannentTa TMA mnpuMeHeHHe Tpemnapara CYHUTHHHOA HEoO0XOoauMo TpekpatuTh. I[locrie
IpeKpalleHus JeueHus1 HabJI0Jaoch UCUe3HOBeHHE cUMIITOMOB TMA.

[Iporennypus

NmeroTcst cooOIIeHusT 0 pa3BUTHH MPOTCHHYPHH WM HEPPOTHUECKOTO CHHApOMa Ha (oHe
Tepanuy CyHUTHHUOOM.

Pexomennyercss ¢oHoBoe wuccienoBaHue (QYHKIMM TOYEK J0 Hayajla JICYEHHUs, a TaKxKe
MOHUTOPHHI TOKa3aTeNe (yHKIMU MOYEK BO BpeMsl Tepanmuu CyHUTHMHHOOM. bezomacHocTb
npueMa CyHUTHHHOA y OOJIbHBIX C MPOTEUHYPHUEH CpeaHel Wiu TSHKENOM CTENeHU TSHKECTU He
OlICHMBAJIaCh. Y TAIMEHTOB C HE(MPOTUYECKUM CHHAPOMOM JIEYEHHE CYHUTHHUOOM ClIeTyeT
MIPEKPATHUTH.

I'unornukemMust

Bo Bpems Tepanuu cyHUTUHHOOM Y HEKOTOPBIX MAI[MEHTOB OTMEYaIl CHIKEHHUE KOHIEHTPaLuu
[JIFOKO3bl B KPOBU. B HEKOTOPBIX cilydasX TaKWe U3MEHEHHs COMPOBOXKAAINCH KIMHUYECKUMH
cumntToMaMu. Clenyer peryiaspHO KOHTPOJMPOBAaTh KOHILIEHTPALMIO IJIIOKO3bl B KPOBHU Y
NAllMeHTOB C CaxapHbIM JAMa0eToM U, TMpPH HEOOXOJUMOCTH, KOPPEKTHPOBATH 103y
TUIIOTJIMKEMUYECKUX MPENapaToB.

I'emaTOTOKCHYHOCTD

Bo Bpems Tepanuu CyHUTHHHOOM OTMEYAIHMCh CIy4Yau NMeYeHOUYHOW HEIOCTAaTOYHOCTH, HHOTIA C

JCTAJIbHBIM HCXOA0M. CHGI[YGT KOHTPOJUPOBATL MOKA3aTCIN KIICUCHOYHBIX» q)epMeHTOB
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Hayaja Tepanmuy CYHUTUHHOOM, BO BpeMs KaXIOro ULUKIa TEpalud M IpH HAIUYHH
KJIMHUYECKHUX Moka3zaHuil. [Ipu pa3Butuu mo6o4HsIx 3(h(HeKkToB co CTOpOoHBI QYHKIMH NeueHH 3
U 4 cremeHW CcleAyeT IPHOCTAHOBUTH IpPHEM Npemapara. B ciydae, eciM CHMITOMEI
reraTOTOKCUYHOCTH HE Pa3pemaroTcs, IpUMEHEHUE Mpenapara cieyeT OTMEHUTb.

I"'emMaToJIOTHUECKHE HAPYIIICHUS

NmeroTcst cooOmieHnss O CHMKEHUH KOJIMYEeCTBa HEHUTPOPHIOB M TPOMOOIMTOB Ha (hoHe
NpUMEHEHHUS CYHHTHHMOaA. [lepedncrieHHble cilydaW HE SBISIOTCS KyMYJISTHBHBIMH, OOBIYHO
ObUTM OOpaTUMBIMK M HE TMPHUBOAMIM K OTMEHE Tepamuu. B HEKOTOPHIX Ciiydasx OTMEYaaoch
pa3BuTHe (paTaIbHOTO KPOBOTEUCHHSI B COUYETAHUU C TPOMOOIIUTOIICHHEH.

VY manueHToB, MOIy4YalonyX JIeYeHUE MPpernapaToM CYHUTUHIOA, epel HadaloM Ka)X/I0To UK
Tepanuy ciexyeT MPOBOJUTH ITOJIHBIN aHAIN3 KPOBH.

CHUHIPOM JH3HCa OIYXO0JIH

[MarmenTsl ¢ OOJNBIION OMYXOJEBOW Maccoil (IO Hadana JICYCHUS CYHHUTUHUOOM) JOJDKHBI
HAaXOJWTHCS TOJ THIATENbHBIM MEIUIIMHCKAM HAOMIOJeHNEM, TaK KaKk y HUX HMEeTcCs
HanOOJIBIIINN PUCK PA3BUTHUS CHHIPOMA JIM3UCA OITyXOJIH.

Nudexuy 1 nHBa3uu

CooOrmraercs 0 ciydasix cepbe3HbIX MH(MEKIwid (B TOM 4uciie Ha (OHEe HEHTPONEHHH ), YacTh U3
KOTOPBIX 3aBEPIIMWJIMCH JIETAIBHBIM HUcXonoM. MHdeknun, pas3BuBaromuecss Ha (¢oHe
NPUMEHEHUS CYHUTHHHUOA, SIBISAIOTCS OOBIYHBIMH Ul OHKOJIOTMYECKMX OOJBbHBIX, HalpuMmep,
pectiupaTopHble HMH(pEKIHH (TTHEBMOHUSA, OpOHXHT), HWHQPEKIHH MOYEBBIBOIAIINX ITyTEH,
KO>KHbIe MH(pEKIUN (HanpuMmep, BOCHAIICHUE MOAKOXKHON KUPOBOH KJIeTYaTKH), cencuc. Yacto
UHQEKIIMH MOTYT UMETh OAKTEPHAIbHYIO, BAPYCHYIO MM TPUOKOBYIO IPUPOY.

Hexporusupyromuii haciimur

HmeroTcst cooOIIeHHsI O PEAKUX CIydasx pa3BUTHUS HEKPOTU3UPYIOMIETO (acIuuTa, B TOM YUCIIE
MPOMEKHOCTH, B HEKOTOPBIX Cily4yasix C JieTadbHbIM HcxoaoM. [Ipu pa3BuTUM JTaHHOTO
HEKENATeIbHOTO  SBIIGHUS  CIeAyeT OTMEHHTh TpUeM CYHUTHHHOA ¥  HAa3HAYHUTH
COOTBETCTBYIOIIIEE JICUCHUE.

XUpyprudeckue BMEIIaTeIbCTBA

Ha ¢one npumenenust CyHUTUHNOA OTMEUAJIH CIy4Yau 3aMeJICHHOTO 3QKUBJICHUS paH. B ciyuae
HEOOXOMMOCTH TPOBEACHUS OOIIMPHOTO XHUPYPTrUUYECKOTO BMEIIATENIbCTBA, PEKOMEHIYETCs
BPEMCHHAsl IIPUOCTAaHOBKA Ipuema mpenaparta. MMerTcss orpaHUYeHHbIE JaHHBIE O BPEMEHU
1I0CJI€ ONEpALiH, 10 OKOHYaHUU KOTOPOT0 BO3MOYKHO BO30OHOBUTH Tepamuio. TakuM obpazom,
pelieHre 0 BO30OHOBICHHH TEpanuu ClIeAyeT NPUHUMATh Ha OCHOBAaHMM OIICHKH COCTOSHHS

PAaHBI ITOCJIC OIICpalluu.
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OCTEOHEKPO3 YSTIOCTH (MOCNEOQBA

Ha ¢one nmpumeHeHHs CYHMTHHHMOA OTMEYAIUCh CIy4aW Pa3BUTHUS OCTEOHEKPO3a YENOCTH.
Bonpmast yacte ciay4aeB OTMeyaslach y MAIMEHTOB Ha (OHE BHYTPUBEHHOTO BBEICHHS
o6ucdochoHaTOB, MPUEM KOTOPBIX SABJISETCS (AKTOPOM PHCKA Pa3BUTHS OCTEOHEKPO3a YEITIOCTH.
Crnenyer coOmogaTh OCTOPOXKHOCTH HPU  OJHOBPEMEHHOM NPUMEHEHHHM CYHUTHHHOA U
BHYTPUBEHHBIX (opM OrchochoHaToB.

Kpome Toro, nHBa3uBHBIE MPOIEAYPHI 11O TOBOAY 3a00JI€BaHUI MOJOCTH PTa TAKKE SBISIOTCS
(daxkTopamMu puCKa pa3BHTHS OCTEOHEKpo3a 4enrocTH. Ilepen Havanmom Tepanmuu CyHUTHHHOOM
CIIETyeT MPOBECTH CTOMATOJIOTNYEeCKOe 00CIIeI0BaHNE MAlNEHTA.

Y mnauueHTOB, NPUHUMAIOUIMX CYHUTHHHUO, paHee NOJYYaBIIMX BHYTPHUBEHHYIO TEPaIuio
o6uchocdonaTamu, cieayer Mo BO3MOKHOCTH U30eraTh MHBa3UBHBIX MPOLEYp B IMOJIOCTH PTa.

Peakmun FI/IHGD‘IVBCTBI/ITCJ'II)HOCTI/I/ AHTMOHEBPOTHYCCKUH OTEK

B cmywae  pasBuTHMS =~ aHTHOHEBPOTHMYECKOIO  OT€Ka B PE3yIabTaTe  peakUuu
THIIEPUYBCTBUTEIBHOCTH ~ CJENyeT MPEeKpaTUTh TEpanuio CYHUTHHHOOM U Ha3HAYUTh
CTaHJApTHOE JICUCHHUE.

O0pa3oBanue CBUIIEH

HNmeroTcst cooOmieHust 0 ciaydasx oO0pa3oBaHMs CBHINEH, WHOT/IA CBS3aHHBIX C HEKPO3OM W/HIIH

perpeccueil OIyXOJiM, HEKOTOpbIE M3 KOTOPBIX 3aBEpIIMJICH JICTAIbHBIM ucXoxoM. Ilpu

00pa30BaHUM CBUILEH TEpanmui0 CYHUTUHHUOOM CleAyeT MpeKpaTHTb. MIMEIOTCS OrpaHuYeHHBIE

JaHHBIE O MPUMEHEHHH TIperapaTa 1nocie o0pa3oBaHUs CBUILIEH.

4.5 BzaumoaeiicTBue ¢ JPYTHMH JIEKADCTBeHHBIMH TMpenapataMd W JApyrue BHAbI
B3aMMOAeHCTBUSA

ITpenapatsl, MOBBITIAIOIINE KOHIICHTPAIIHUIO CVHI/ITI/IHI/I6a B 11J1a3M¢€

CoBMeCTHOE MPUMEHEHHE Pa30BOM /10361 CYHUTHHUOA ¢ mHTrHONTOpOoM m3ohepmenta CYP3A4,
KETOKOHAa30JI0M, MOBBIMIAET Cpax 1 AUCp., KOMITIEKCA CYHUTHHHOA W OCHOBHOTO aKTHBHOTO
MeTaboJHTa y 310pOBBIX A00poBOIbLEB HA 49 % u 51 %, COOTBETCTBEHHO.

[Ipumenenne npenapata CyHUTUHHOA COBMECTHO C JAPYIMMHM HHTHOMTOpaMH H30(pepMeHTa
CYP3A4 (manpumep, puTOHABUPOM, HTPAKOHA30JIOM, SPUTPOMHUIIMHOM, KIAPUTPOMUIIMHOM HITH
rperndpyToBbIM COKOM) MOYKET MIPUBECTH K MOBBIIIEHUIO KOHIIEHTPALUU CYHUTUHUOA.

Crnenyer u3beratb COBMECTHOTO IpHEMa MOIIHBIX WMHTHOMTOpoB n3odpepmenta CYP3A4 c
npenapaToM CyHUTHHHOA WM CIIEAyeT BHIOpaTh ajJbTEPHATHUBHBINM IMpernapaTr ¢ MUHUMAJIbHOM
crocoOHOCTRI0 K uHTHOMpoBaHuio m3odepmenta CYP3A4. Ecim 3T10 HE mnpencraBisieTcs
BO3MOXXHBIM, BEpOSATHO, OyZeT HEOOXOAMMO YMEHBIIUTh CYTOYHYIO 103y CYHHUTHHHOa Ha 12,5
Mr g0 37,5 Mr B CYTKM TP TacTPOMHTECTHHAIBHBIX CTPOMAIBHBIX OMYXOJNAX H

METACTaTUYECKOM IOYEYHOKIETOYHOM pake U 10 25 MI B CyTKM IPHU HEWPOIHIOKPHUHHBIX
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OTTYXOJISIX TTOKEITYI0YHOM JKETIE3HI.

IIpenapatrhl, CHMKAIOIIHNE KOHIIEHTPAIIUIO CVHI/ITI/IHI/I6a B IJ1a3M¢€

CoBMmecTHOE TIPUMEHEHHE pa3oBOM 103bl CyHHTHHHOA ¢ MHAYKTOopoM H3odepmenta CYP3A4,
pudammuimaom, cHmwkaer Cmax u AUCO-co y 31m0poBbIX 100poBosbieB HA 23 % u 46 %,
COOTBETCTBEHHO.
[Ipumenenne mnpenapaTa CyHUTHHHOA COBMECTHO C JAPYIMMH HHIYKTOpaMHu H30(epMeHTa
CYP3A4 (manpumep, nekcameTa3oHOM, (EHHUTOMHOM, KapOama3enuHOM, pudaMIHIMHOM,
dbenobapOuTaIOM WM 3BEpPOOOEM TMPOABIPABICHHBIM) MOXET TPHUBECTH K YMCHBIICHHUIO
KOHIEHTPALlUU CYHUTHHHUOA.
Crnenyer m30eraTh COBMECTHOTO IpHeMa MOUIHBIX HMHAYKTOpoB u3opepmenta CYP3A4 c
npenapaToM CyHUTHHHOA WM CIIEAyeT BHIOpaTh ajJbTEPHATHUBHBIN IMpernapaT ¢ MUHUMAJIbHOM
crocoOHOCTRIO0 K MHAYKINH n3odepmenta CYP3A4. Ecnu 570 He mpeacTaBiaseTcss BO3SMOXKHBIM,
BEpOATHO, OyneT HeOoOXOAWMO YBENWYHUTh 03y CYHUTMHHMOa Ha 12,5 Mr, KOHTpoiupys
NEepEeHOCUMOCTh npenapara nanuenToM. CyTroyHasi 103a B 3TOM ciydae HE JTOJDKHA IPEBBIIIATh
87,5 Mr B CyTKM NIpU TaCTPOUHTECTUHAIBHBIX CTPOMAJBHBIX OIYXOJIIX U METACTaTUYECKOM
MOYEYHOKJIETOYHOM pake W 62,5 Mr B CyYTKH TIpd HEUPOIHJOKPHUHHBIX OIMYXOJSAX
MOJKETYIOYHOM KEJE3bl.

eTH
HccnenoBanus neKapCTBEHHBIX B3aUMOJICHCTBUN MPOBOAMIUCH TOJIBKO C Y4aCTHEM B3pOCIBIX
MAIMEHTOB.
4.6 ®epTUWIBHOCTD, 0EPEMEHHOCTb U JIAKTALMS

KOHTDaHeHHH}I Y MYXYUH U KXKCHITWUH

Bo BpemMsa um B TedeHue, 10 KpaHEHW Mepe, TpexX MECSLEB II0CNe IPEKpalleHUs Teparnuu
IpenapaToM CyHUTHHHOA, HEOOXOJMMO MCHOJb30BATh HAJEKHBIE METOJbl KOHTpauenuuu. B
TOM cllyyae, €cClId Mpenapar HpUMEHSeTCs BO BpeMs OEpEeMEHHOCTH WM OepeMEeHHOCTb
HacTynuia Ha (OoHE MPUMEHEHHs TpenapaTa CyHUTHHNOA, MAIUEHTKY CIIeIyeT MPeaynpeauTh O
BO3MOXXHOM pHCKe JUIsl Tuiona. JKeHIIMHaM JeTOpOJHOr0 BO3pacTa peKoMeHAyeTcs Hu30erarb
HaCTYyIUICHUs] OEPEMEHHOCTH B IIEPUO/]] TEPANUU IpenapaToM CyHUTHHUOA.

bepemeHHOCTD

HccnenoBanus npuMeHEHUs] CYHUTUHHOA y OEpEMEHHBIX HE TPOBOIMIIUCH.

CyHUTHHHUO HE ClleAyeT NMPUMEHATh OCPEeMEHHBIM WM KCHIIUHAM, KOTOPbIE HE HCIOJIb3YIOT
HaJIeXKHbIE CIIOCOOBI KOHTPALEIIIHH.

Jlakranus

Her naHHBIX O TOM, BBIIENAETCS JM CYHUTHHHO WM €r0 aKTHBHBIA METa0OJHT B TPYAHOE

Mmosoko. Cremyer mpeKpaTHTh TpyAHOE BCKapMiIMBaHHMEe Ha (oHe mpueMa mpenapara
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0OOYHOTO ICHCTBHS HAa peOCHKA BEJHK.

DdepTUabHOCTD

Ha ocHoBanuu pe3ynpTaTOB IOKJIMHUYECKUX HCCIEIOBAHUM MOXKHO CJieNaTh BBIBOJ, YTO

Tepanusi CYHUTHHUOOM MOKET OTPULIATENIbHO CKa3aThCsl HAa PePTUIBLHOCTH MYXYHH U KEHILUH.

4.7 BiusiHMe HAa CIOCOOHOCTH YNPABJAATHL TPAHCIOPTHBIMHM CPeACTBAMHM M PadoTaTh C
MeXaHU3MaMH

[TarueHTOB HEOOXOAMMO NPENYNPEAUTh O BO3MOXKHOCTH TIOSIBJIEHHS BO BpeMs JeUeHUs

npenapatoM CyHUTHHUO TOJOBOKPYXKEHUS M JPYruX MOOOYHBIX 3((PEKTOB, KOTOPHIE MOTYT

HOBIHUATh HAa CIIOCOOHOCTh YNPABICHHS aBTOTPAHCIIOPTOM M 3aHSATHH IPYTMMHU MOTEHIMAIBHO

OIMaCHbBIMHM BHIJaMHU OCATCIBHOCTH, TpGGyIOH_[I/IMI/I MHOBBIIIICHHOU KOHICHTpAllUW BHUMAHHUA U

OBICTPOTHI ICUXOMOTOPHBIX PEAKLIUH.

4.8 HexenaTebHbIEe peaKkiuu

Pesrome npoduiis 0e3onacHocT

HaH6onee BA)KHBIMH CCPBE3HBIMHU HCKCIIATCIIbHBIMA PCAKIUAMHA, CBA3AHHBIMU C JICUCHUCM
npenapaTroM CYHUTHHHUOA, SBISUTMCH: TPOMOOAMOOJHUS JIETOYHOW apTepuH, TPOMOOIIMTOIICHHUSI,
OITyXO0JIEBOE KPOBOTEUEHHE, (heOpHIIbHAS HEUTPOTICHUS U TIOBBIIICHUE apTEPUAIEHOTO JABIICHHUSI.
HaH6onee YaCTbIMU HCKCIIATCIIbHBIMU PCAKIUSAMU BCCX CTGHGHGI\/'I, CBsSI3aHHBIMU C JICUCHUEM
nmpemnapaTromMm CyHI/ITI/IHI/I6a, ABJIIIIUCHh YCTAJIOCTD, KCIIYAOYHO-KUIICUHBIC HAPYIICHHA, TAKUC KaK
napesi, TOIHOTa, CTOMATUT, JUCIENICHUS W PBOTA, a TAaK)KE€ HapyIICHUE MHTMEHTAIUH KOXKH,
CBITTb, CHHJIPOM JIJIOHHO-TTOIOIIBEHHON DPUTPOIU3ECTE3UH, CYXOCTh KOXKH, N3MEHEHHE OKPACKH
BOJIOC, BOCIHAJICHUC CIU3UCTBIX O6OJ’IO‘I€K, YTOMIIEICMOCTh, HAPYHICHUC BKYCad, aHOPCKCUSA U
TMOBBIIICHUEC APpTCPUAIBHOTO JABJICHUS.

TabauyHOE pe3roMe HEXKENATEIbHBIX PEAKIINT

HexxenaTenbHble peakiuu, CBsI3aHHBIE C JICUYEHUEM CYHUTHHUOOM, OTMEUEHHbIE B KIMHUYECKUX
UCCJIEIOBAHMSX, 110 KpailiHel mepe, y >5 % maiueHToB ¢ COJMIHBIMU OMYXOJISIMHU, TTPUBEICHBI
HIDKE B COOTBETCTBHUHM ¢ Kiaccugukanueil opranoB u cucteM MedDRA u cucremaru3npoBaHbl
[0 CHCTEMHO-OPTaHHBIM KJIacCcaM, 4acTOT€ W CTENEeHHU TsHKECTH. BHYTpM KaxkIOH TIpynmsl
100OYHBIE SIBJIICHUS PACTIONOKEHBI B IOPSAIKE YMEHBIIECHUS CTETIEHU TSKECTH.

YactoTa HEXeNaTeNbHBIX PeaKInid OIEHUBACTCS CIEAYIONIMM o0pa3oM: oueHb 4yacto (> 1/10),
gacto (= 1/100, no < 1/10), Heuacto (= 1/1 000, no < 1/100), penko (= 1/10 000, Ho < 1/1 000),
oueHb peako (< 1/10 000) m wactora Heu3BecTHA (HEBO3MOXXHO OIIEHUTH YaCTOTY HMCXOMIS M3

JIOCTYITHBIX TAHHBIX ).

13



COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 08.10.2024 N= 21836

Ta6auua 1. TaéauyHoe pe3roMe HesKeJaTeTbHbIX pedm%r-lE-']-':E‘-':"-TEHI:'H': CTb 0003)

CucTeMHO-OpraHHbI| YacroTa HesxkenarenbHas peakuus
KJace
Nudexnum u naBazuu OueHb Nudexamu™
4acTo
Yacro BupycHble uH(eEKIHH, pecnupaTopHble HH(EKIHH,
abcriecc, rpuOKoBbie  WHGMEKIWH,  HUHPEKIHHA
MOUYEBBIBOJISIIUX MyTeH, KOXKHBIC NHPEKIIUHU, CETICUC
Heuacto Hekporusupyronmit  gacuuur,  OakTepuaabHbIe
nH}peKIUn
Hapymenust co croponsl | OueHb Hetitponienusi, neiikoneHus, TPOMOOIIUTOTICHHUS,
KPOBU U JUM(ATUYECKOH | 9acTo aHeMUs
CUCTEMBI
Yacrto Jlnmponenns
Heuacrto [Tanuronenus
Penko TpomGoTHYECKASE MUKPOAHTHOIIATHS **
Hapymenuss co croponsl | Heuacto Peakuuu runepyyBCTBUTEILHOCTH
UMMYHHOH CUCTEMBI
Penxo AHTHOHEBPOTUYECKHUI OTEK
OHAOKPUHHBIE OueHb ['unotupeos
HapYIICHUS 4acTo
Heuacto [M'uneptupeos, TupeouIuT
Hapymenus merabonusma | O4yeHb CHIKeHue anmneTura
U TTUTaHUS 4acTo
Yacro OO0e3BokMBaHKE**, THIIOTIMKEMUS
Penxo Cunapom nu3uca omyxomu™**
[Mcuxuaeckue Hapymmenus: | OueHb becconnuIta M MOBBIIEHHAS COHITUBOCTD
4acTo
Yacro Henpeccust
Hapymenust co cropons! | O4eHb Jlucres3usi, rooBHas 00Jb, HAPYIICHHE BKyca
HEPBHOM CUCTEMBI 4acTo
Yacro ['onoBokpykeHue, mapecTesuu, mnepudepuyeckas
HeHpomnaTus, THIecTe3usl, TUIepecTe3usl, areB3us
Heuwacro BuyTpumosroBoe KpoBou3nusHUE**, HapylieHue
MO3TOBOTO  KpPOBOCHaOeHUs**,  TpaH3UTOpHAs
UIIeMHYecKas aTaka
Penko WNHcynsr, CUHIPOM 3alHEeH o0Opatumoit
sHIEPATONATHH
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 08.10.2024 N= 21836

” OOCAENOEATENMEHOCTE 0003
CHCTeMHO-OpraHHbIi Yacrora Heskenarenbuasrpearmmi'  — o - =15 UL
KJ1ace
Hapymenus co croponsr | Hacto [lepropOuTanbHBIA OTEK, OTEK BEK, IOBLIIICHHE

CJIC300THACTICHHS
oprasa 3peHus
Hapymenust co cropons! | Yacto Wmemust MHOKapaa **, CHUKEHHE WM HApyLICHHE
cepama (paxuuu BeIOpoca seBoro xenynouka (GBJDK)
Heuwacrto Wudapkr MHOKapa **, cepaedHast
HEJIOCTAaTOYHOCTH**, B TOM 4YHCIE XPOHHYECKas,
YAJIMHEHUE UHTEpBaja QT Ha
AIIEKTPOKAPAHOTPAMME, KapIuOMUOTaTHsS **,
HapymieHne  (QYHKIMM ~ JIEBOTO  KeImyJouka*™*,
MepUKapIuaIbHbINA BBITIOT, AKCCYIaTUBHBIN
MepUKAPIUT
Penxo Mepuanue W TpeneraHue Npeacepauil Mo TUIY
«IHAPYIT»
Hapymenust co ctopons! | OueHp [ToBpIlIEHNE apTepUaTBHOTO JaBICHUS
COCYZI0B 4acTo
Yacro BeHozHbie TpoMO0IMOOIHMH, B TOM 4uCiIe TpomOO3
rTyOOKHX BEH, «IPHIIUBBIY, IepUpepruuecKue OTeKu
Heuacto AHeBpH3Ma u paccioeHue aprepun’ **,
KpoBoteuenue u3 omyxonn**
Yacrora AptepuanbHast TpoMO0IMO0THs* *
HEU3BeCTHA
Hapymenust co ctopons! | OueHb Jl1crHO?, HOCOBOE KPOBOTEUEHHE, Kalllellb
IBIXaTENIbHOM ~ CHCTEMBI, | 4acTo
OpraHOB TPYIHOM KIIETKH
U CPEIOCTEHNS Yacro TpombosmMO0IHsS JIETOYHOMN aprepumn™**,
opodapuanreansuple  60aK”, KpOBOXapKaHbe **,
TUIEBPAJIBHBINA BBINIOT, CYXOCTh CIM3HCTOW 000I0YKU
MOJIOCTH HOCA, 3aJI0’KEHHOCTh HOCa
Heuacro JpIxaTenbHas HEJOCTATOYHOCTD
KenynouHo-kuieqHbie OueHb Bosp B obnactu xuBOTA™, AUApes, TOLIHOTA, PBOTA,
HapYIICHUS 9acTo JUCIIENICHS, ~ CTOMaTHT’,  3amop,  IJIOCCOAUHUS
(HeBpairus s3bIKa), aHOPEKCHUS, CYXOCThb CIM3UCTON
000JIOYKH MOJIOCTH PTa, METCOPH3M
Yacrto XKenynouHo-kuieuHoe KpoBoTeueHue™*, szodarur,

ractpod3odareanbHas pedurrokcHas 001e3Hb, 00JIb B
MOJIOCTH PTa, B3AyTHE >KUBOTA, KPOBOTOYMBOCTH

JCCCH, ,Z[I/IC(baFI/I}I, U3BA3BIICHUS CJIH3I/ICTOI>'I
000JIOYKH TIOJIOCTH PTa, XeWyiuTt, 00ib B oOmacTu
3aHEr0 mpoxoJa, TeMOpPpPOii, peKTanbHOE

KpOBOTCYCHHC, OTPBIKKA, I[I/ICKOM(bOpT B XKXUBOTC
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ot 08.10.2024 N= 21836

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

< Hl_l.-,_“_—‘l B TEINTEHI 'L =1 I-I-!
CHCTeMHO-OpraHHbIi Yacrora Heskenarenbuasrpearmmi'  — o - =15 UL
KJ1ace

Heuacto [Tankpeatur, nepdopanust KemyJoUHO-KUIICYHOTO
TpakTa’,**
Hapymiennst co croponsl | Hewacto XonenueTut", meYeHouHast HeI0CTaTOYHOCTh**
Ne4YeHu u
YKETUEBBIBOIAIINX TyTEH Penxo l'emarut
Hapymienust co croponsl | OueHb Crlnp", JaIOHHO-TIOIOIIIBEHHBIT CUHJIPOM
KOXXM M TOJKOXKHBIX | 4acTO (3puTpoaM3eCcTE3Hs), M3MEHEHHE OKPACKH KOXKH',
TKaHeu M3MEHEHUE LIBETa BOJIOC, CYXOCTh KOKH, BOJIBIPH,
spuTeMa
Yacrto KoxHble peaknuu, MOpaKeHUsI KOXKU, KOXKHBIA 3Y/I,
HieNyleHne KOXKM, aJloNelusi, HapyleHHe pocTa
HOTTEH, SKCHOIMATUBHBIA JepMATUT, TUIIEPKEPATO3,
aKHe, TUMIePIIUTMEHTAIINS KOXKH, JK3eMa
Penko Mynetudopmuas sputema**, cunapom CruBeHca-
Jl:xoHCOHA™ ™, TaHTPEeHO3Hast MUOACPMHUSI,
TOKCHYECKHUH MUEPMATbHBIA HEKpOIu3™*
Hapymennss co crtopons! | OueHb boJib B KOHEUHOCTSIX, apTpaIrus
MBIIIIEUHOM, CKEJIETHON M | 9acTo
COEMHUTEIIBHON TKaHU
Yacro Muanrusi, MbIIIEYHBIH crma3M, 0ok B  CIIMHE,
MbIIIEYHast c1ab0CTh
Heuacto dopMupoBaHUEe CBHUIIECH™*, OCTEOHEKPO3 YECITIOCTH
Penko Pabnomuonus**, Muonarus
Hapymenust co cropons! | Yacto [Toueuynas HEJ0CTaTOYHOCTh**, XpomaTypus
MOYEK U MOYEBBIBOISAIINX (M3MEHEHHME OKPACKU MOYH ), TPOTCUHYPHS
nyTei
Heuwacro Hapymenune ¢yHKIUM TO4YeK, OCTpas TIoYeyHas
HEJIOCTaTOYHOCTb, KPOBOTEUYECHHE u3
MOYEBBIBOAAIINX MyTEH, HEPPOTHUECKUI CHHAPOM
O6mme wHapymenus u | OdeHb [ToBBIIIEHHAS YTOMIIIEMOCTB , MYKO3UTBHI, OTEK',
peaxkuuu B MECTE | 4acTo JTUXopajka
BBEJICHUS
Yacto O3HO0, rpUNNONO00HBINH CHHAPOM, 00JIb B 00IaCTH
TPYIHOU KIETKH
Heuacto 3aMeIJIEHHOE 3aKUBJICHUE paH
JlaGoparopHble n | OueHb [ToBbllIEHNE AKTUBHOCTH JIMMA3bl B IUIa3M€E KPOBU
WHCTPYMEHTAILHBIC 4acTo
TaHHBIC
Yacto [ToBbiIeHHE AKTUBHOCTH aMUIa3bl u

KpeaTuH(POCPOKHNHA3HI B TJIa3ME KPOBH, IMOBHITIICHUE
KOHICHTpalnuu MOYEBOM KHCIIOTHI B IIa3Me KpOBH,
CHIDKEHHE KOHIICHTPAIMK OCINIbIX KPOBSHBIX TEJEI B
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COOTBETCTBYET ZKCNEPTHOMY OTHETY

CHuCTeMHO-OpraHHbIN Yacrora

KJI1acC

IJj1a3me KpOBH, CHUKCHUC KOHIICHTpAaun
TPOMOOLIUTOB, TEMOIJIOOMHA B IIJJa3Me KpOBH,
CHMXXCHHUC MACChI TCJIa, MOBBIIICHNUC KOHICHTPALIUU
TUPEOTPOITHOTO TOPMOHa B  IUIa3ME€  KPOBH,
IIOBBIIIICHUEC AKTUBHOCTH «IICYCHOYHBIX»
(bepMeHTOB, TIOBBIIIICHUE KOHIICHTPAITUH
KpeaTHHUHA B TUIa3Me KPOBU

“  Dror TepMUH  OOBEIAMHSAET  HOHATHA  «TPOMOOTHYECKAas  MHUKPOAHTHONATHS,

«TPOMOOIIUTONICHUYECKasT TPOMOOreMOIUTHYECKAas IypIypa», «TrEeMOJUTHKO-YPEeMUYECKHM
CHHJIPOM.

° 10T TepMHH OOBEAMHACT MOHSTHS «OCTPHIA KOPOHAPHBIA CHHIPOMY», «CTEHOKAPIHMSY,
«HECTAOMIIbHAS CTCHOKAPAMS», «OKKITIO3HS KOPOHAPHBIX apTEPHil», «UIIEMUS] MUOKAPIa.

® DTOT TepMUH O0BEIUHSIET TIOHATHS «CHIKEHUE (PAKIUK BHIOPOCa» M «HApyHIeHHE (DpaKIUuK
BBIOpOCay.

" DTOT TepMHUH OOBEIUHSET TOHATUS «OCTPHIA MH(APKT MHOKAPAA», «HH(PAPKT MHUOKAPIA,
«be306oneBas popma nHpapkTa MHOKapaAy.

% D107 TepMHH 00BEIUHSAET MOHATUSA «OOJb B TOPTAHHO-TJIOTOYHOM o6nacTu» U «0O0Jb B
00JacTH POTOTIOTKI.

 ITOT TepMUH OOBEIHHSET TIOHATHS «KPOBOXAPKAHBE» U «JIETOYHOE KPOBOTCUCHHE.

" 10T TepMHUH OOBEIUHSET TOHATUS «OOJb B KUBOTE», «OOJb B BEPXHEH YacTH KMBOTa» W
«0O0Ib B HIKHEH YacTH KUBOTAY.

> DTOT TEPMHUH OOBEAUHSIET TIOHATUS «CTOMATUT» U «aTO3HBIA CTOMATHT.

" DT10T TepMHUH OOBEAMHSET MOHATUS «epPPOpALHS KETYIOUHO-KHIICYHOTO TPAKTa» |
«mepdopanus KUIIEYHUKA.

“DTOT TEPMUH 00BEANHAET HOHATHUS «XOJCIUCTHT» U «HEKATbKYJIC3HbINA XOIEIIUCTHT.

" DTOT TepMHH OOBCIUHSET TOHATUS «M3MCHCHUEC OKPACKH KOXH», «OKDAIMBAHUEC KOXKH B
KEJTHIA [[BET» U «HAPYIICHNE TUTMEHTAIUN.

" DT0OT TepMUH OOBEIUHSIET MOHSTHS «CHIIbY, «IPUTEMATO3HASY, KIISTHUCTAS, «IaIlyJIe3Has,
«OTpYOEBUAHANY, «TEHEPATN30BAHHAS, «IICOPHA30IIOT00HAS.

" DTOT TEpPMHUH 0OBEANHSCT MIOHATHS «yCTATOCTb» U «CIIA00CThY.

® DTOT TEPMUH O0BEIAUHAET HOHATUS «OTEK JIHIA», KOTEK», KICPUPEPUUECKHUN OTEK.

" DT0T TepMUH OOBEIAUHSET MOHSTHS «PaspblB AHEBPH3MBI», «AHEBPH3Ma a0OPThD», «Pa3pbiB
AQHEBPHU3MBI A0PTHI» U «PACCIIOCHUE A0PTHI.

* TlogpoOHOE onMcCaHNe HEKENATENbHBIX PEAKLUI CM. HIXKE.

** JlaHHAs HEXeJaTeNbHas PEaklus MOKET IPUBOIUTH K JIETAIbHOMY HCXO.Y.

Y OonapHBIX ¢ MeTacTa3aMd B TOJOBHOM MO3T WJIH C CHHAPOMOM OOpaTHMOM
JeiikosHIedanonaTuy onucaHbl Cayyau CyA0pOr, B HEKOTOPBIX CIy4asiX C JIETaTbHBIM UCXOOM.

Onucanue OTACIBHBIX HEXKEIATCIbHBIX PECAKIIHI

Hapywenus co cmoponbl Kposu u iumpamuieckou cucmembl

Coo0mraercss 0 peakux ciaydasx TpomoOoTruueckor wmukpoanruonatuun (TMA), wHOrma c
JETalBbHBIM HMCXOAOM. B Takmx ciydasx peKOMEHIOBAaHO BPEMEHHO INPHOCTAHOBUTH IMPHEM
CYHUTHHMOAQ; TIOCJIE pa3pelieHus CUMITOMOB IpUEM TpenapaTa MOXeT ObITh BO30OHOBIJIEH MO

YCMOTPEHHUIO JISHAIllEro Bpaya.
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COOTBETCTBYET 3KCNEPTHOM
ot 08.10.2024 N= 21

(MOCNEQCBATENEHOC T.:u 0003)

Hugpexyuu u unsazuu

Y OTUETY

CooOmraercs 0 ciydasix cepbe3HbIX WH(MEKIwid (B TOM 4uclie Ha (OHEe HEHTPONEHHH ), YacTh U3
KOTOPBIX 3aBEpIIMJIMCh JIETadbHBIM ucxonoM. HWHpekuu, pasBuBaroniecss Ha (QoHe
NPUMEHEHUS CYHUTHHHUOA, SIBISAIOTCS OOBIYHBIMH Ul OHKOJIOTMYECKMX OOJBbHBIX, HalpuMep,
pecniupaTopHble HMH(pEKIHH (TTHEBMOHUSA, OpOHXHT), HH(PEKIHH MOYEBBIBOIAIINX ITyTEH,
KOKHbIe WH(EKIuH (HampuMep, BOCHAJICHHE TIOAKOKHOM KHPOBOW KieTyaTku), abcrecc
(HampuMep, pPOTOBOM TOJOCTH, OOJACTH TEeHUTAINH, AHOPEKTAIbHOM OO0JIACTH, KOXKHBIX
MOKPOBOB, KOHEYHOCTEH, BHUCIHEpalbHBIA abcrecc). Yacto HHPEKIHHM MOTYT HUMETh
OakTepuaabHyI0, BAPYCHYIO WK TPUOKOBYIO MPUPOTY.

OtMmedanuch penkue Cciaydam HEKpOTH3Upymomero (acuuura, BKIOYas TMOpakeHUe
MIPOMEKHOCTH, HHOT/IA C JIETAIbHBIM HCXOJ/IOM.

Hapywenus co cmoponsl KoCmHo-MblueuHOU cucmembl

HNmeroTcst cooOIIeHns 0 PeIKuX Cydasx MUOIATHH W/WIH pabIoMHUOJIN3a B COYCTAaHUH WIIH 0e3
OYeTaHUs C OCTPOM MOYEYHON HENOCTATOUYHOCTHIO, C PEAKUMHU CIYyYasiMU JIETAIBHOTO UCX0aa. Y
OOJNBIIMHCTBA TAaKUX TNAIIMEHTOB WMEIHCh HMCXOIHBIC (DAKTOPBI PUCKA W/WIM OHU TOTy4alld
COIIYTCTBYIOIIYIO TE€pAIHIO MpernapaTamMmu, sl KOTOPhIX CBOMCTBEHHBI HE)KENaTeIbHbIE PEaKuu
nosnobHoro pona. IlanueHTsl, y KOTOPBIX HAOMIOAAIOTCS CUMITOMBI TOKCHYECKOTO MOPa)KEeHUs
MBIIIEYHON TKAHU, IOJDKHBI TOJIYYUTh COOTBETCTBYIOIIYIO TEPAIHIO.

Hapywenus co cmoponwvl cocyoos

ApmepuanvHvie mpomOoIMboIUU

NmeroTcst cooOmieHus 0 ciaydasx apTepHalbHOW TpomMO0AIMOOIMK (B HEKOTOPBIX CIydasx ¢
JeTalbHBIM HCXOJIOM) y HAIMEeHTOB, NMPUHUMAIOMIMX CyHUTHHHO. Hambonee vacTeiMu ObLIH:
HapylIeHHEe MO3IOBOTO KPOBOOOpAIICHHUS, TPAH3UTOpHAs HIIEMHUYECKash aTaka W HHCYJIbT.
dakTopamMu pHCKa, TOMUMO OCHOBHOTO 3a00JIEBaHMS M BO3pacTa MamueHTa crapiie 65 Jer,
ABIISIOTCS: apTepuaibHas TUIEPTEH3Us, caxapHblii Juader, TpoMOOIMOOIMUECKHUE OCIIOKHEHUS
B aHaAMHE3€.

B kIMHUYECKHX HCCIeNOBaHMUAX OTMEYAJIM pa3BUTHE TPomMO03MOONIMM JieroyHoW aprepuu. B
OJIHOM CiIy4ae TMpUeM CYHUTHHHOA ObuUT OTMEHEH. B HECKOJNBKHX Cciaydasx MHoTpeOOBaoCh
CHI)KEHME J03bl CYHUTHHHOA WM BpeMEHHOE NpekpauieHue Tepanuu. [lociae Bo30OHOBIEHUS
TEpanuy y 3THX MalMEHTOB B JaJIbHEHIIEM He HaOIIofanu CiiydaeB TPOMOOIMOOINH JIETOUHOM
apTepHH.

Benosnvie mpomboamboauu (BTI)

B mccnenoBaHuM racTpOMHTECTHHAIBHBIX CTPOMATIBHBIX OMYXOJICH C JTBOWHOW clernoil ¢a3oi
neyeHust y 7 mauueHToB (3 %), MOMy4YaBIIMX CYHUTHHHO, U HM y OJHOTO M3 MOJyYaBIIUX

tane6o Bo3HUKIa BTD; 5 u3 7 cnydaeB Bkmodanu Tpom603 riyookux BeH (TI'B) 3 cremenu
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COOTBETCTBYET 3KCMEPTHOMY OTUYETY
ot 08.10.2024 N= 21836

TSDKECTH, a 2 ciay4dass — sABjieHUsd | unm 2 cTefieHu Takeet. EIQI'%E&E%%E‘X-? Eéuixle'i'{"rb]a Cc

TaCTPOMHTECTUHAIBHBIMU CTPOMATBHBIMU OIYXOJISIMH TPEKPATUIN JICYEHUE TOCIE MEPBOTO
Bo3HUKHOBeHUsI TI'B. V tpunanuaru naunentos (3 %) ¢ MeTacTaTH4eCKUM MOYEUHOKIETOUHBIM
pakoM U3 TPYNIbl JIEYEHHs] CYHUTHHHOOM, paHee He MosydaBlmiux Jedenus, u 4 (2 %)
MAIMEHTOB B 2 UCCIIEIOBAHUSAX C YUaCTHEM MMAIMEHTOB C METACTaTUYECKUM IMOYEUHOKIETOYHBIM
pakom, pedpakTepHON K Tepamuu IMTOKWUHAMHU, ObuTa 3aperucrpupoBana BTD. ¥V nesatu u3
ITHX MAIMEHTOB Ha0JII0Ianach TPOMOOAIMOOIHS JIETOYHON apTepuu: OAHO SBIICHUE CTENEHU 2 U
BOCEeMb — cTeneHH 4. Y BochbMH manueHToB otMedancs TI'B: 1 asiaenue crenenu 1, 2 aBieHUs -
crerieHn 2, 4 sSBIEHHUS - CTeleHH 3 W 1 sBieHne — crencHH 4. Y OJHOro IlampeHTa C
TPOMOOIMOOUEH JTETOUHON apTeprH B UCCICIOBAHUH METACTATUYECKOTO MOYEHYHOKIECTOYHOTO
paka, peppaKkTepHOTO K Tepanuu HUTOKUHAMH, HEOOXOAMMO OBLIO TPHOCTAHOBUTH MPUMEHEHUE
npenapata. Cpeau paHee He [MOJyYaBIIUX JICUEHHUS TMAIMEHTOB C METacTaTUYeCKUM
MOYEYHOKJIETOYHBIM pakoM u3 rpynimsl jgedeHuss UOH-a y 6 (2 %) Bo3nukia BTO; y 1 (<1 %)
narmenta — TI'B crenenu Tsokectu 3, a 'y 5 (1 %) manueHToB — TpoMOO3IMOOIHS JIETOUHOM
apTepuy, Bce CIydal CTENeHW TspkecTH 4. B ucciemoBaHWM aqbIOBaHTHOW —Tepanuu
METaCTaTUYECKOT0 IMOYEUYHOKIETOYHOTO paka TpPoMOOAIMOOIUs JIEro4yHOW aprepuu Obuia
3apeructpupoBaHa y 2,0 % mnainueHToB, MONy4aBIIUX CyHUTUHUO, u y 0,7 % mnanueHTos,
nony4yaBmux 1ane6o. Cnydau TI'B perucrpupoBanucsy y 0,3 % nanveHTOB, MOTyYaBIIUX
CYHUTUHUO, U IAIIUEHTOB, TOTyYaBIINX I11a1e0o0.

Tpom603MO0IMS JIETOYHOM apTepuu OTMedanach MNpUONM3UTENbHO Yy 2,2 % NalUeHTOB C
COJIUIHBIMU OITYXOJISIMH, KOTOpbIE MOTYy4au CYHUTHUHUO. HU 0/1HO U3 3TUX SIBIEHUN HE MPUBETIO
K MPEKpAIlEHUIO JICYEHUS] CYHUTHUHUOOM; OJHAKO, B HECKOJBKUX CIIydasXx HE0OXOAMMO OBLIO
YMEHBIIUTH JI03y WM BPEMEHHO MPEKPATUTH JieueHue. [locie BO300OHOBICHUS JICUCHUS CITy4acB
MMOBTOPHOT'O0 BO3HUKHOBEHHS TPOMOO0IMOOIHH JIETOYHOM apTepru HE HAOIIOAAIOCH.
Jloneocpounas 6ezonacHocms 6 uccie008aHusAX NOYeYHOKIEeMOYHO20 paKa

Honrocpouynass ~ 0€30macCHOCTh, ~ CYHUTHHHMOA Yy  MAlMEHTOB C  METacTa3UpYIOIIUM
MOYCYHOKIIETOUYHBIM PAKOM Oblla MPOAHATU3UPOBaHA B 9 3aBEPIICHHBIX KIMHUYECKHX
UCCIIEIOBAHMSIX MPUMEHEHUs IMpernapara B KauecTBE TEpaluy MEpBOW JMHUHM Yy MAIMEHTOB,
pedpakTepHBIX K Tepanuu OeBanu3ymMaboM M IIUTOKMHAMU. AHAIW3 BKIIOYAl JaHHBIE OT 5739
nanueHToB, u3 kotopbix 807 (14 %) monydanu jeyeHHe B Te€UEHUE Mepuoaa OT >2 JeT u 10 6
ner. JInmuTensHoe IeueHue CYHUTUHUOOM HE OBLJIO CBSI3aHO C BOSHHUKHOBEHHEM OOYCIIOBJICHHBIX
POBOAMMOMN Tepanueld HeXeNaTeNbHBIX SIBICHUW HOBBIX THUIOB HJIM OOJbIIEH TSXKECTH, H,
KpOME FMIOTHPE03a, TOKCHYHOCTh HE HAKAIJIMBAIACh.

COOGH.IGHI/IG 0 TOA03PEBACMBIX HCXKCIIATCIbHbBIX PCAKIINAX

BaxHo coo0mare O TMOAO03pEBAaEMBbIX HEXKENATeNbHBIX PEAKIMAX IOCIEe PETrUCTpaIiu
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JICKApCTBEHHOTO Iperapara ¢ 1eNblo o0ecrieueHus HGHHQ&TB;[%I%F T{E%'ﬁlzdcgaﬁdﬁféﬂm

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

«ONb3a — PHUCK» JIEKAPCTBEHHOTO Tpernapara. MeTuIuHCKUM pa0OTHUKAM PEKOMEHIYeTCs
co00ImaTe O JIFOOBIX MOI03PEBACMBIX HEXKENIATEIbHBIX PEAKIUAX JICKAPCTBEHHOTO Ipernapara
yepe3 HallMOHAIbHBIE CUCTEMbI COOOIIECHHS O HEXENaTEebHBIX peaklusix rocydapcTB — YJICHOB
EBpa3zuiickoro 5KOHOMUYECKOTO COK03a.

Poccniickas @enepanvs

®denepanbHas Ciryx0a 1Mo Haa30py B chepe 3ApaBOOXpaHEHUS

Anpec: 109012, r. MockBa, CnaBstHcKast miomanis, a. 4, ctp. 1

Ten.: +7 800 550 99 03

O. moura; pharm@roszdravnadzor.gov.ru

CaiiT B nH(OpPMAIIMOHHO-TEJICKOMMYHUKALMOHHOM ceTH «MHTepHeT»:

https://www.roszdravnadzor.gov.ru/

4.9 Ilepeno3upoBka

CuMITOMBI

Nmetrotest cooOreHnst 0 caydasx Mepefo3UpOBKUA. B HEKOTOPHIX M3 ITHX CIy4aeB OTMEYalld
MOOOYHBIE PEAKIIMH, COOTBETCTBYIONINE PO IO O€30IaCHOCTH Mpernapara.

Jleuenue

Crenuduueckoro aHTUI0Ta HE CylIecTBYyeT. [Ipu mepeno3upoBKe JIeYeHHEe CUMITOMATHIECKOE.

[Tpu HE06XOAUMOCTH PEKOMEHIYETCsI BBI3BATh PBOTY HJIM MPOBECTH MPOMBIBAHUE JKETYAKA.
S. ®APMAKOJIOTHYECKHE CBOMCTBA

5.1 dapmakoguHaAMHUYeCcKUe CBOiCTBA
dapMakoTepaneBTUYECKast rpynmna: [IporuBooOmyX0JIECBBIC CpeICTBa; UHTHOUTOPHI
IPOTEUHKHUHA3; APYriue HHIMOUTOPHI IPOTEUHKUHA3.

Kon ATX: LO1EXO1

MexaHu3M IeHCTBUS

CyHUTHHUO crocOOEH OJHOBPEMEHHO HHTHOMPOBATh PELENTOpPbl Pa3IMYHBIX THUPO3MHKHHA3
(PTK), yuwacTByrommx B HpolleccaX pOCTa OIyXOJeH, MaToJIOTHYeCKOr0 aHTHOreHe3a u
oOpa3oBaHusl MeTacTa3oB. lIposiBiseT MHIHOUPYIOIIYI0 AKTUBHOCTb B OTHOIIEHUM MHOTHUX
knHa3 (>80 kumHa3). BpII0 MOKa3aHO, YTO OH SIBJISETCSI MOLIHBIM HHIMOMTOPOM pPELENTOPOB
tpoMOonutapHoro ¢akropa pocta (PDGFRa u PDGRFf), peuentopoB ¢akropa pocta
cocynuctoro suporenuss (VEGRF1, VEGRF2 u VEGRF3), peuentopa ¢akropa CTBOJOBBIX
kirerok  (KIT), penentopa Fms-momo6Ho#t  TuposumnkumHasbl-3  (FLT), penenrtopa
konoruectTumynupymomiero ¢akropa (CSF-1R) u penentopa HEHpOoTpOPUIECKOTO TIHATHEHOTO

dakropa (RET). AKTUBHOCTH OCHOBHOTO METa00IMTa ObLJIa CXOHOM C TAKOBOI CYHUTHHHOA.
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(NOCNEQCBATENEHOCTE 0003)

dapmakognaamuyeckue dPpPeKTel

Cynutnnu6® unruduposan ¢ocgopmimposanue mMHorux PTK (PDGRFB, VEGRF2 u KIT) B
KceHorpadtax omyxosei, skcnpeccupyromux 1eiaesbie PTK in vivo u mpoaemoHcTpupoBan
MOJIaBJICHUE pPOCTa ONYyXOJIH WJIM €€ PEerpeccuio W/HWIKM TOAaBIEHWE METacTa3oB Ha
SKCIIEPUMEHTANBHBIX MOJENIAX Ppa3luyHbIX omyxojeil. CyHUTUHUO MNPOJEMOHCTPUPOBAI
CIOCOOHOCTh MHTMOUPOBATh POCT OIMYXOJIEBBIX KIIETOK, SKCIPECCUPYIOUINX JEPETYIMPOBAHHBIC
nenessie PTK (PDGFR, RET, wiu KIT) in vitro u PDGRFB- u VEGRF2- 3aBucumbiii
aHruoreHes in vivo.

5.2 dapmMakoOKHHETHYECKHE CBOMCTBA

AOGcopbuus

CyHUTHHHO XOpOIIO BCACHIBACTCS NPHU IMPHEME BHYTPh. Bpems HOCTHKEHUS MaKCUMallbHOM
KoHIeHTpanuu Cmax cocTaBisiio 6-12 gacoB (Tmax) mocie mpuema. [Ipuem numuy He BAUSET HA
OMOIOCTYITHOCTh CYHUTHHHUOA.

Pacnpenenenue

Casi3pIBaHNE CYHUTHHHOA U €ro OCHOBHOTO MeTabonuTta ¢ OemKkaMu IUIa3Mbl COCTaBISIO 95 u
90 %, coOoTBETCTBEHHO, 0€3 SBHOW 3aBUCHUMOCTH OT KOHIIEHTpamuu B mpeaemnax oT 100 mo
4000 ar/mi. Bennunna pacdyetHoro ooweMa pacnpeaenenus B Tkansx (Vd/F) cocrasnsna 2230
1. [Ipu npuMeHeHun CyHUTHHUOA B M03ax 25—100 Mr ruiomanas moj KPUBOM «KOHIEHTpAIUS —
BpeMs»» (AUC) yBennumnBaeTcsi MpornopuOHAIBHO J03€.

Buorpancdhopmarims

Metabonu3mM CyHUTHHHOA ocymecTBiasieT B ocHOBHOM u3odepmentom CYP3A4, dbepmeHt
mutoxpoma P450, B pesynbrare yero oOpa3yercsi OCHOBHON aKTHBHBIM MeTaOOJIUT, KOTOPBIH
nanee metabommzupyercst TeM ke uzopepmentoM CYP3A4. Jlons akTUBHOrO MeTaboIUTa
cocrasisieT 23-37 % ot Benuunasl AUC.

Paccuntannoe 3HaueHue koHCTaHTHI nuccoranuu uzodpepmentToB CYP (CYP1A2, CYP2A6,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1l, CYP3A4/5 u CYP4A9/11)
MOKA3bIBAET, YTO BEPOSTHOCTh KIMHUYECKH 3HAYMMOTO B3aWMOJCUCTBUS CYHHTHUHHOA W €rO
aKTUBHOro  MeTaboiudra C  [penapaTtaMd,  METa0OJU3UPYEMBIMH  MEpEUHCICHHBIMU
nzodepmMeHTamu, Maa.

HccnenoBanus in vitro mokasajiy, 4YTO CyHUTUHHO HE MHTUOMPYET U HE MHAYLMPYET OCHOBHBIC
uzopepmentsl CYP, B Tom uncne CYP3A4.

OJIMMUHALNSA

CyHUTHHHUO BBIBOAUTCS B OCHOBHOM KHILIEYHUKOM (61 %); yepe3 moyku B BUJE Iperapara u ero

METa0O0JIUTOB BBIBOAUTCS MPUMEPHO 16 % OT BBeIEeHHOH /103BlI.
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CyHuTHHMO M €ro TIJIaBHBI aKTUBHBIA MeETabouT: [ msiiores SOCHOBHEMH — BetecTBaMH,

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

OOHapy>KEHHBIMH B IUIa3Me, Mouye U (eKaIuix ¢ pPaJHOaKTUBHOCTHIO COOTBETCTBEHHO 91,5 %,
86,4 % u 73,8 %. Menbimue MeTabONIUTBI OOHAPYXKHMBAIOTCA B MOYe M (PeKanusx, HO He
oOHapyxwuBaroTcs B 1uiazme. OOl KIMpeHC Npu mpueMe BHYTPh gocturai 34—62 n/gac (c
Bapra0eIbHOCTHIO ATOTO MOKA3aTeNsl y pa3iMuHbIX nanueHToB 10 40 %).

[Tocne onHOKpPAaTHOTO MEPOPaJIBLHOTO MpHEMa MpernapaTra 3J0POBBIMH JI0OpPOBOJIBLIAMHU BpEMS
NIOJTYBbIBEJICHHUS] CYHUTHMHNOA U €r0 OCHOBHOT'O aKTUBHOTO MeTabonuTa cocrasiset 40—60 u 80—
110 gacoB, cooTBeTCTBEHHO. [Ipy MOBTOpPHOM €XEIHEBHOM NPUMEHEHHH IPOUCXOAUT 3—4-
KpaTHOE HaKoIUIeHWe CyHUTHHHOa W 7-10-KkpaTHoe HAKOIUICHHE €ro OCHOBHOTO METa0OoJIHTA.
PaBHOBecHbIE KOHIIGHTpALlMM CYHHUTHHHOA W €ro OCHOBHOTO aKTUBHOIO MeTa0oiIuTa
nocturatorcsi yepe3 10-14 nueit. K 14 nHi0O cymmapHas KOHILEHTpalus CYHUTHHHMOA U €ro
OCHOBHOTO aKTUBHOTO MeTaboiuTa B miaasme cocrapiser 62,9—101 ar/mi. [Ipu MHOTOKpaTHOM
€XKETHEBHOM TMPUMEHEHUH WU TMOBTOPHBIX IUKJIAX C Pa3IMYHBIM PEKUMOM JTO3UPOBAHUS
HUKAaKUX 3HAYUTEIbHBIX HM3MEHEHUH B (DapMaKOKMHETHKE CYHUTHHHOA M €ro OCHOBHOTO
AKTUBHOTO MeTaboyInTa He 0OHAPYKEHO.

Bospact, Bec, kiMpeHC KpeaTMHMHA, paca, IOJ WM OIEHKa COINIACHO KJacCU(pUKALUU
Bocrounoii o6benuHeHHON Tpynmbl oHKOJOTOB (mKkana ECOG) He OKa3bhIBalOT KIWHUYECKH
3HaYMMOTO BIMSHUS Ha (PapMaKOKMHETHUKY MpernapaTa u ero akTHBHOTO METa0OIUTA.

dapMaKOKMHETHKA B 0COOBIX I'pynmnax nmalnucHTOB

Ileuenounas Hedocmamournocmo

CyHuTHHHO ¥ €r0 OCHOBHON METabOIUT METabOIM3UPYIOTCS MPEUMYIIECTBEHHO (hepMEeHTaMU
neyeHd. CUcTeMHas SKCIO3UIUS CYHUTHHUOA Oblla OJMHAKOBOW Yy TAIMEHTOB C MEYCHOYHOU
HEJOCTAaTOYHOCTHIO JIETKOWH M CpelHel CTemeHHu TshkecTd (kmacchl A U B mo kimaccudukanuu
Yaitna-ITer0). CyHUTHHHO HE UW3y4JaJlcs y TMAIMEHTOB C  TOKEJIOW  TECYCHOYHOM
HenocTatouHOCThIO (Kiace C mo knaccudukanuu Yana-11s10).

Iloueunasn nedocmamoynocmy

[onmynsaumoHHbli  (apMaKOKMHETHUECKUI aHanmM3 TMOKaszajd, 4YTO (apMaKOKMHETHYECKHE
napameTpbl CYHUTUHHOA HE MEHSIIOTCS Y TIAIMEHTOB ¢ KIMPEHCOM KpeaTuHuHa 42—-347 mil/MuH.
[Tocne OIHOKpPAaTHOrO BBEAEHHUS CYHUTHHHOA €ro CHCTEMHas SKCIO3ULMS HE MeEHsIach y
MAIUEHTOB C TSDKEJIOW CTEMEHBI0 MOYEYHOW HEAOCTATOYHOCTH (KIMPEHC KpeaTWHWHA MEHee
30 mu/muH). HecMOTpst Ha TO, YTO HU CYHUTHHHO, HM €r0 aKTUBHBIN METa0OTUT HE BHIBOJSATCS
IIpU MPOBEJCHNUN T'€MOJINAIN3a Yy MALMEHTOB C TEPMUHAIBHON MOYEYHOW HEJOCTATOYHOCTBIO, Y
TaKUX MAIMEHTOB CHCTEMHAas dKCIO3ulns Oblia Hike Ha 47 % nnsa cynutuan6a u Ha 31 % st
€ro aKTUBHOTO METa0O0IInTA.

Macca Tena U KaueCTBO JKU3HU
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HAYaJbHOM J103bl IIpernapara B 3aBUCHUMOCTM OT Macchl Tela M KadecTBa JKU3HM 11O
knaccupukanuu Boctounoit o0beauHenHol rpynnsl onkosnoros (ECOGQG).

Ilon

Hmeronecs: [aHHbIE MOKA3bIBAIOT, YTO KAKYIIUNCA KIUPEHC CYHUTHHUOA y JKEHIIMH MOXKET
obITh Ha 30 % HMXKe, YeM y MYKYHH, OJTHAKO 3Ta pa3HUIIA HE TPeOyeT KOPPEKINH HadyaIbHON

J03bI CYHUTHUHUOA.
6. ®APMAILIEBTHYECKUE CBOMCTBA

6.1 Ilepeyenb BcnoMoraTeibHbIX BellIECTB

CoaepKUMOe KarCyibl

MaHHuTON
Kpockapmenno3a Hatpust
IMoBumon K-30

Marnus creapat

Kopryc ¥ kphIieyka Kamncyabl

Cynumunuo, 12,5 me, kancyna

Twutana quokcug

KpacuTrens xene3a OkcuI JKeIThIH
Kematun

Cynumunu6, 25 me, kancyna

Twutana qguokcug

KpacuTrens xene3a OkcuI JKeIThIN
Kpacurens xene3a okcu KpacHbIM
Kematuna

Cynumunu6, 50 me, kancyna

Tutana quokcum

Kpacurens xene3a okcu KpacHbIM
Kematuna

6.2 HecoBMecTUMOCTH

He npumenumo.

6.3 Cpok roaHocTu (CPOK XpaHeHusl)
3 roxa.

6.4 OcoOble Mepbl MPEI0CTOPOKHOCTH MPU XPAHEHUH

XpaHuThb npu Temrnepatype He Boie 25°C.
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6.5 XapakTep u cogep;KaHHe NePBHYHON YIAKOBKH (MOCNEAOBATENBEHOCTE 0003

[lo 7 kamcyn B KOHTYPHYIO SYEHKOBYIO YIAaKOBKY U3 (DOJNBrH alOMUHHEBON JaKHPOBAHHOM
MEYaTHOW U IUIEHKH MOJMBUHUIXJIOPUIHOM.

[To 28 wmmm 30 kamcyn B OaHKM W3 TOJMATUIICHTEpe(Tanara, YKYMOPEHHBIC KPBIIIKAMH M3
MOJIMATUIIEHA HU3KOT'O AAaBJIEHUS C KOJIBLIOM KOHTPOJISI IEPBOTO BCKPBITUS WM 0€3 HEro.

[To 4 KOHTYpHBIE SYCHKOBBIC YMAKOBKH, MO | OaHKe BMECTE C JTUCTKOM-BKJIAJIBIINIEM B MMAaYKu
KapTOHHBIE.

6.6 OcoOble Mepbl NPEJOCTOPOKHOCTH NPH YHUYTOKEHMH HCHOJIH30BAHHOIO
JIEKAPCTBEHHOI'0  INpemapara WIH OTX0A0B, IMOJYYEHHBIX [0CJe TIPHUMEHEHUs
JIEKAPCTBEHHOI0 Mpenapara, u Apyrue MAaHUILYJISIIHHU ¢ PenapaToM

Beck ocraBmmiics 1€eKapCTBEHHBIN MPENapaT U OTXOAbI CIEAYET YHUUTOKUTH B YCTAHOBIICHHOM

MOPSIZIKE.
7. JEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA

Poccniickas @enepanvs

00O «OHkoTapreT»

Opuanueckuii agpec: 109316, r. MockBa, BH.T€p.T'. MyHUIIUNIAIbHBIN OKpyT [leyatHukw,
Boarorpaackuii npocnekT, .42, kopi. 24, atax 2, koM. 193.

Ten.: +7 (495) 233 01 38

e-mail: info@oncotarget.pro

7.1 llpeacraBuTeNb AEpPKATE/Is] PETHCTPALMOHHOTO YA10CTOBEPEHUS

[IpereH3un noTpeOUTENEN HAIPABIIITH 110 aJPECY:

Poccniickas @enepanvs

00O «OHkoTapreT»

Opuanueckuii agpec: 109316, r. MockBa, BH.T€p.T'. MyHUIIUNIAIBHBIN OKpyT [leyatHukw,
Bonrorpaackuii npocnekr, .42, kopi. 24, atax 2, koM. 193.

Ten.: +7 (495) 233 01 38

e-mail: info@oncotarget.pro

8. HOMEP PETUCTPAIMOHHOI'O YAOCTOBEPEHMUA

9. JIATA IEPBUYHOM PETUCTPAIIAU (IIOATBEPXIEHUA PETUCTPAIIUH,
INEPEPETUCTPALINN)

JlaTa nepBoii perucTpanuu:
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10.

Oo6mas

JATA IIEPECMOTPA TEKCTA

XapaKTCPUCTHUKA JICKApCTBCHHOT'O

COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 08.10.2024 N= 212836

(MOCNEODBATENEHOCTE 0003)

npenapata  CyHUTHHMO  JOCTyHHa  Ha

WHPOPMAIIMOHHOM TIOpTajie EBpa3suiicKoro SKOHOMHUYECKOTO Cor3a B HWH(GOPMAIMOHHO-

KOMMYHHKaIMOHHOH cetn «HTepHeT» http://eec.eaeunion.org/.
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