OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHHUE JIEKAPCTBEHHOI'O IIPEITAPATA
Buzapcun Ky-1a6, 50 mr, TabneTku, tucreprupyeMble B TIOJOCTH pTa

Buzapcun Ky-1a6, 100 Mr, TabnaeTku, TucneprupyeMbie B IMOJIOCTH pTa

2. KAYECTBEHHBIN Y KOJITMYMECTBEHHbBIN COCTAB
JlelicTByto11ee BEmeCTBO: cuiacHaduII.

Busapcud Ky-tad, 50 Mr, TabieTku, TUcHeprupyeMsle B II0JOCTH PTa

Kaxxnas tabnerka conepxut S0 Mr cuiaeHadua.
BcmoMorarenbHbIE BEIECTBA, HATMYHE KOTOPBIX HAJIO YYHTHIBATH B COCTABE JICKAPCTBCHHOTO
npenapara: acnapram (0,75 mr), caxaposa (0,0145 mr) (cm. pazgen 4.4.).

Busapcus Ky-tad, 100 Mr, TabJeTKH, TUCHEPrUpPYEMBIE B IIOJOCTH pTa

Kaxxnas Tabnerka conepxur 100 mr cunnenaguia.
BcromorarenbHbple BelIecTBa, HAIMYME KOTOPHIX HAZ0 YYHTHIBATH B COCTABE JIEKAPCTBEHHOTO
npenapara: acmapram (1,5 mr), caxaposa (0,029 mr) (cm. pazaen 4.4.).

ITonHbI MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCIACH B pa3aciic 6.1.

3. JJEKAPCTBEHHAS ®OPMA
Tabnerku, nucneprupyemsbie B MOJIOCTH PTa.

Buzapcun KV'Ta6, 50 mr, Ta6J'IeTKI/I, JAUCTICPTUPYEMBIC B ITOJIOCTH PTa

Kpyrisle, cierka ABOSIKOBBIMYKJIbIE TaOJETKU O€JIOro WM IMOYTH OEoro IBeTa C MITHBIM
3anaxoM. JlommyckaeTcsi HAIM4rMe TEMHBIX BKPaIJICHUH.

Busapcud Ky-tad, 100 Mr, TabJeTKH, TUCHEPrUpPyEMBIE B IIOJOCTH PTa

prrﬂble, CJICTKa JBOAKOBBIITYKJIBIC TaOJIeTKU OEJI0ro MM IOYTH OeNIoro OBC€Ta C MATHBIM

3anaxoM. J[oImyckaeTcst HATnYue TEMHBIX BKPAruICHH.

4. KIMHUYECKHUE JAHHBIE
4.1. IToka3aHus1 K IPUMEHEHHUIO
JlexapctBennblii npenapat Buzapcun Ky-Tab mokazaH K NpUMEHEHHIO y B3POCHBIX MY>KYHH B
Bo3pacte OT 18 jMeT ¢ JpeKTHIbHOM AUCHYHKIIMEH, XapaKTepU3YIOIIEHCs HECTIOCOOHOCThIO K
JOCTHKEHUIO  WJIM  COXPAaHEHMIO  JpEKLUUU  II0JOBOTO  WIEHA, JOCTaTOYHOM  JJis
YAOBJIETBOPUTEILHOTO MIOJIOBOI0O aKTa.
Cunnenapuia 3¢p(peKTHUBEH TOJBKO NMPHU CEKCYAJTBLHOH CTUMYJISIIIAM.

4.2. Pe:kuM 103MPOBAHUA U CIIOCO0 MPUMEHEHU S



PexxuM 103upoBaHus

B3pocnvie nayuenmeot (6 mom uucie 1uya nodHcuno2o 603pacma)

[Ipenapat Buzapcun Ky-T1a0, Tabnerku, qucneprupyemble B MOJIOCTH PTa, MOKET MPUMEHSATHCS
NalUeHTaMH, KOTOpbIE HCHBITHIBAIOT TPYJHOCTU MpPU MPOTJaTbiIBaHUU TaOJETKH, B KayecTBE
TbTePHATHBBI TperaparaM cuiijcHaduiia B JEKapCTBEHHBIX (OpMax: TaOJIETKH U TaOJICTKH,
HOKPBITHIE TUIEHOYHON 000JI0YKOH.

Pekomenayemasi n03a, mpuHHMaeMmasi MpU HEOOXOAMMOCTH MpUMEpHO 3a | yac 10 Hayaia
CeKCyallbHOM akTHUBHOCTH, cocTaBisieT 50 mr. C yderoM 3(QQPEeKTUBHOCTH U MEPEHOCUMOCTHU
mpemnapara jo3a cuiieHaduiaa Moxker ObITh yBenwdeHa 10 100 Mr wim yMmeHbIeHa 70 25 MT.
MakcumanbHas pekoMmeHayemast jao3a coctaBiusier 100 mr. MakcumanbHas peKoMeHIyemast
KpaTHOCTh TpPUMEHEHUS — OJUH pa3 B JeHb. BpeMs Hauana MpOSABICHUS AaKTUBHOCTU
JIeKapcTBeHHOro npenapara Buszapcun Ky-1ab MokeT yBenu4uBaThCs MPU MPUEME C TMHUIIEH 10
CPaBHEHUIO C IPUEMOM HaToIlakK (cM. pasznen 5.2.).

[Ipu HeoOXxommMmocTH mpuema cuigeHaduiaa B 03¢ 25 MIT PEKOMEHJOBAHO IPHUMEHEHHE
cuiieHaduiaa B ¢opme TaOJETKH, MOKPHITHIC IJICHOYHOH 00070YKOM, 25 Mr wiaM TaOJeTKH,
MOKPBITHIE TUICHOYHON 0007104KO#, 50 M ¢ pUCKO# (U151 1eiieHust TaOJIeTKU Ha paBHbBIE JI03bI).

Oco0ble IPVIIILI TAIKEHTOB

Tlayuenmul nodxxcunoco 6o3pacma

VY manueHToB MOXHUIIOro Bo3pacTa (65 JeT u cTaplie) KOppeKLUUH 103kl He TpeOyeTcs.
Tayuenmoi ¢ napywenuem hyHkyuu novex

PekoMenmanuu mno [o03€, NpPUBEIEHHBIE BbIIIE B pasfene 4.2., pacHpoCTpaHsSIOTCS U Ha
MAHEHTOB € IIOYE€YHOM HEJIOCTaTOYHOCTBIO JIETKOM M CPEIHETSIKEIOW CTENEeHH TSKECTH
(xmupenc kpeatuanHa (KK) 30-80 mi/mun).

[TockonpKy y MAIMEHTOB C TsDKeNoN moyeuHoit HegocrtaTouHocThio (KK < 30 mu/muH) knupeHc
cuiiZieHauIa CHUXKEH, CIeAyeT pacCMOTPETh BO3MOXKHOCTh NMPUMEHEHUs cuiieHaduia B 103€
25 mr. [Ipu HeoOXoaMMOCTH, YUUTHIBas d(P(HEKTUBHOCTh M MEPEHOCUMOCTh CHIICHa(dMIIA, 1032
MOKET OBITh TTO3TAMHO yBenmuueHa 10 50 mr u 10 100 mr.

Tayuenmoi ¢ HapywieHuem yHKyuu nevyenu

[TockonbKy y MalMEeHTOB ¢ HapylIeHHWeM (YHKIMU ME4YeHU (Hampumep, MpHU LUPPO3E MEUSHH)
KIIMpEHC cuiiieHadusa CHUXKEH, ClieAyeT pacCMOTPETh BO3MOKHOCTh IPUMEHEHHUsI CHIIIeHaduIa
B no3e 25 mr. [Ipu HeoOxoaumocTH, yuuThiBasi 3(pPEeKTUBHOCTh M MEPEHOCUMOCTh Mpernapara,
71032 MOKET OBITh MOATAIHO yBenuueHa 10 50 mr u g0 100 mr.

Ilpumenenue y nayuenmos, RPUHUMAIOWUX Opyeue 1eKapCmeeHHble npenapamol

3a UCKIIOUYEHHEM DPUTOHABHMpA, KOTOPBI HE PEKOMEHIYETCs NPUHMMATh OJHOBPEMEHHO C

cunaeHaduiaoMm (cMm. pazaen 4.4.), y TMaIMeHTOB, MPUHUMAIOIIMX OJHOBPEMEHHO HHTHOUTOPHI
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n3oepmentra CYP3A4, cremyer paccMOTpPETh BO3MOXKHOCTh TNPUMEHEHHUs CcuiieHaduia B
HavyabHOM 1103€ 25 Mr (cM. pa3uen 4.5.).
C 1enpl0 MUHUMH3AIMH PUCKA PA3BUTHUS OPTOCTATHUECKOW TUITOTEH3UU COCTOSIHHE MAlUeHTOB,
NPUMEHSIIOMUX  alb(da-aApeHoO0I0KATOPbl, JIOJDKHO OBITh CTAaOWIM3UPOBAHO [0 Hayaia
npuMeHeHus cuigeHaguia. Kpome Toro, B Takux choydasix pPEKOMEHIyeTcs HauuHATh
npuMeHeHne cuiaeHagmia ¢ 1036l 25 mr (cM. paszaenst 4.4. u 4.5.).

eTH
[Ipenapar Buzapcun Ky-Tab He mokasaH Jj1s IpUMEHEHHS y JIeTel B Bo3pacTe 70 18 Jer.

Cnoco0 rIpuMeHeHus

Tabnerku, AUCIIEprUpyeMbIe B IMOJIOCTH PTa, XPYNKHE, MOSTOMY HE BBIIABIMBAWTE MX Yepe3
(donbry ymakoBKH, TaK Kak OHH MOTYT ciomartbes. He Gepure TabieTKy MOKPBIMU pyKaMH, TaKk
KakK TabJeTKa MOYKET HayaTb PaCTBOPSATHCS.

W3Briekute TabIETKy CIEAYIOMUM 00pa3oMm:

Brucmep, cooeporcawuii 1 mabnemxy

1. Cornure 6uCTep MO JUHUU PA3PhIBA U OTAETUTE OJHY SUEHKY.
2. BekpoiiTe OimcTep, OCTOPOKHO MOTSHYB 3a Kpail (hosIbru.
3. OCTOPOXKHO U3BJIEKUTE TAOJIETKY.
4. HemesIeHHO TOJIOKUTE TaOJIETKY Ha S3bIK U JIEPKHUTE BO PTY B T€UECHHE HECKOJIBKHX CEKYH]I
JI0 TIOJIHOTO PAaCTBOPEHUS, 3aTEM 3aIIENTE JKUIKOCTHIO.
He cmemuBaiite TabiaeTKy BO pTy C MULIEH.
4.3. [IpoTuBoONOKa3aHUS
e [ UNepuyBCTBUTEIBHOCTh K CHIACHAQWIYy WHIM K JI000MYy U3 BCIOMOTATENbHBIX

BEIIIECTB, IEPEUYHCICHHBIX B pazjaene 6.1.



e brnaromaps U3BECTHOMY BIHSHHUIO Ha OOMEH  OKCHAA  a30Ta/IUKINYECKOrO
ryanosuaMoHodocharta (I MD)  (cm. pasmen 5.1.), cunmeHadun  yCHIMBAET
AQHTUTUIIEPTEH3UBHOE JEHCTBUE HUTPATOB, IOITOMY €ro MPUMEHEHHUE MPOTUBOIIOKA3aHO
y TMAIUEeHTOB, MOJYYaroIlUX IOHATOPHI OKCHIA a30Ta (Takue, KaK aMUIHUTPHUT) WIIH
HUTpPATHI B JIIOOBIX (popMax.

e OnHOBpeMEHHOE TpPUMEHEHHWE WHrHOMTOpoB (dochoaudcTepassl Tuma S (DIDS),
BKJIIOYasi CUIZICHA(UII, CO CTUMYJSTOpPAMU T'yaHUJIATIMKIA3bl, TAKUMH KaK PUOLUTYaT,
MPOTUBOMNOKA3aHO, TaK KakK IMOTEHIMAIbHO MOXKET MPHUBECTH K CHUMIITOMATHYECKOM
apTepuanbHOi runoTen3un (cM. pasuen 4.5.).

e [lpemaparbl Jans JIEYCHHS OPEKTWIBHOH JUCOYHKIMH, BKIIOYas CcuiaeHadwu,
POTHBOIOKA3aHbI MMAlMeHTaM, KOTOPHIM HE PEKOMEHJOBaHAa CEKCyallbHasi aKTHBHOCTH
(HampuMmep, MalMEeHTaM C TSKENION CepleyHO-COCYUCTOM MaTOoNOrHMe, TakoW Kak
HecTaOuJIbHAs CTEHOKApAUs, CEp/IeYHAast HEJOCTATOUHOCTD TSXKEION CTETIeHH).

e Cunpenadun TpoOTUBOMOKA3aH MAlMEHTaM C MOTEpel 3peHusl Ha OJUH Ija3 BCIEICTBUE
HEapTEePUUTHON NepeaHell uieMuyeckoi Heiipornartuu 3putenbHoro Hepsa (HITMH3H),
HE3aBHCHMO OT TOrO, CBfI3aHA JM O5Ta MAaTOJOTHS C MPEeAbIAYIIMM MPUMEHEHUEM
uHruouTopoB ®J13-5 wmu et (cMm. pasuen 4.4.).

e [lpumenenue cuineHaduia MPOTHUBOMOKA3aHO TPU HAJTHYUH Y TAIMEHTA: ITEYCHOYHOU
HEIOCTaTOYHOCTH TSDKEJIOW CTENeHH, apTepHaibHOW TUIOTEH3UH (apTepualibHOE
nasienne (AJ]) < 90/50 mm pT. CT.), HEJABHO MEPEHECCHHOTO WHCYIbTA WM HH(APKTa
MHOKap/ia W HU3BECTHBIX HACJIEJCTBEHHBIX JETCHEPATUBHBIX 3a00JI€BaHUN CETYAaTKH,
TaKWX, KaK NMUTMEHTHBIH PETHHUT (HEOOJBIIOE KOJIMYECTBO TAKUX IMAIMEHTOB MUMEIOT
TreHeTUYeCKre paccTpoiicTBa (ocoaudcrepasbl CETUATKU), MOCKOJIbKY O€30MacHOCTh
cuiiZieHaduIa He ceIe10Balach y MalUeHToB 3TUX NOArPYII.

4.4. OcoOble yka3aHusl M MepPbI NPeJ0CTOPOKHOCTH NPH NPUMEHEHUH

JUIs TMarHOCTUKM HApYIICHWH SPEKIMH, ONPEACTCHHUS WX BO3MOXKHBIX TMPHYUH W BBIOOpA
QJICKBaTHOTO JICUYECHHUS HEOOXOIMMO COOpaTh TONHBIA MEAWIWHCKUN aHaMHE3 W TPOBECTH
THIATENbHOE (PU3UKATBHOE 00CIeIOBAaHHE.

DakTOphl pUCKA CEPACIHO-COCYIUCTHIX 3a00JIeBaHUMI

CekcyanbHasi aKTUBHOCTH IMPEJACTaBISET OMPEACNECHHBIM PUCK TpPHU HATUYMH 3a00JeBaHUN
cep/Ia, ModITOMY Tepel HayajioM JTIF000# Tepamnuu Mo MOBOAY HAPYIICHUH dPEKIIUN Bpad MOXKET
MOCYUTATh HYXHBIM TPOBECTH OOCIEIOBAHUE CEPIACYHO-COCYIUCTON CHUCTEMBI TMAlMCHTA.
Cungenadun oOka3plBaeT Ba30IWJIATHPYIOIIEE JIEHCTBUE, NPHUBOJAINIEE K HEOOIBIIOMY
Tpar3uTopHoMy cHUkeHHtO AJl (cMm. pasmen 5.1.). Jlo HasHaueHus cuigeHaduiIa Bpad JOKEH

THIATCIIBHO OLICHUTH PHCK BO3MOXHBIX HCEXKEIATCIBHBIX peaKuHﬁ Ba30JWJIAaTUPYIOIICTO
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JIEHCTBHSI Y TMAIIMEHTOB C COOTBETCTBYIOIIMMH 3a00JICBaHUSIMU, OCOOCHHO Ha (POHE CEKCyallbHOU
akTUBHOCTH. [IOBBIIIIEHHAs! BOCTIPUMMYUBOCTD K Ba30JMJIaTaTOpaM HAOIIOAAETCs y MAIUEHTOB C
3aTpyJHEHHEM OTTOKa M3 JIEBOTO OJKeIyJo4yka (HampuMep, TMpHd CTEHO3€  AOPTHI,
runepTpoduueckord  oOcTpyktuBHOW Kapauomwuornatun (['OKMII)), a Ttakke ¢ penko
BCTPEYAIOLIMMCA CHHJIPOMOM MHO)XECTBEHHOHM CHUCTEMHOM aTpoduu, MNpOSABISIOIIMMCS
TSDKETIBIM HapylIeHHeM perymaund AJ] co CTOpOHBI BEreTaTHBHOW HEPBHOM CHUCTEMBI.
CuineHadul yCHIMBAET aHTUTUIIEPTEH3UBHBIH Y3 dekT HuTpaToB (cM. pasnen 4.3.).

B nepuon nmoctperucTpalliOHHOro HaOIOJEHUs ObUIM 3aperMCTPUPOBAHBI CIy4ad CEPbE3HBIX
CEepAEYHO-COCYTUCTBIX OCI0XKHEHUH (B T. 4. MH(apKTa MUOKap/a, HeCTAOMIbHON CTEHOKapIuHy,
BHE3AIIHOM KOPOHApHOM CMEPTH, JKEIYIO4YKOBOM APUTMHH, I'€MOPPArMYECKOro0 WHCYIbTA,
TPaH3UTOPHON MIIEMUYECKOW aTak, apTepUAIbHON TUIIEPTEH3UH U apTEPUAILHON TUIIOTCH3UH),
KOTOpblE HMEIM BPEMEHHYIO CBS3b C IPUMEHEHHEM cuijeHaduiaa. BoJbIIMHCTBO 3THX
[AalMEeHTOB, HO HE BCE M3 HUX, UMeNU (PAaKTOphl PUCKA CEPACUHO-COCYAUCTBIX OCIOKHEHUIL.
MHorrue U3 yKa3aHHBIX HEKENATENbHBIX SBICHHNA HAOIIONAINCH BCKOPE TOCIE CEKCyalbHOU
AKTUBHOCTH, M HEKOTOPBIE M3 HUX OTMEUYAINCH MOCIIe MpreMa cuieHaduia 6e3 mociueayromei
CEKCyaJlbHOM aKTUBHOCTH. Y CTAaHOBUTH HAJIMYME MPSAMON CBSI3U MEXKIY JaHHBIMH SBJICHUSAMU U
YKa3aHHBIMH UJIM UHBIMU (PaKTOPAMU HE MPEJICTABIIACTCS BO3ZMOKHBIM.

IIpunanusm

[lpenmapatel [UIst JIEYEHHS ODPEKTHIBHOW IUCPYHKIWMH, B T.Y. CHIJICHAQWI, TOJDKHBI
IPUMEHSTHCS C OCTOPOKHOCTBIO Y MALIMEHTOB ¢ aHATOMMUYECKON Jieopmariueil moinoBoro uieHa
(HampuMep, aHTYJAIMs, KaBepHO3HBIH (uOpo3 minu Oone3Hb [lefipoHM) WM y MAIMEHTOB C
3a00JIeBaHUSIMH, TIPEIPACIIONATAIONIMMHA K PAa3BUTHIO TpHanmu3Ma (TaKUMH KaK CEpIIOBUIHO-
KJICTOYHAsl aHEMUs, MHOJKECTBCHHAsI MUEJIOMa MITN JICHKEMUSI ).

B xone moctpeructpaiiioOHHOrO NMpUMEHEHUs cuiZieHaduIa MOCTyNalu COOOLIEHUs O pa3BUTHH
JUINTENILHOW 3peKUuHu U nmpuanusma. Eciu spekius JuuTes cBbliie 4 yacoB, MALUEHTy CleayeT
0o0paTUTbCS 3a HEOTJIOXKHOM MeIMUMHCKON momomiplo. Ecniu mpu npuanusme He NPUHATH
HEOTJIO)KHBIE MEpBI, TO MOXET TPOM30UTH TIOBPESKICHWE TKAHEH I[OJIOBOTO 4YieHAa |
HeoOpaTHMas oTeps MOTEHIIHH.

OaHOBpEMEHHOES MNPUMCHCHHE C APYTHMU I/IHFI/I6I/ITODaMI/I DJ3-5 oy gpyruMu METOAAMH

JICYEHUSI DPEKTUIBHON InchVHKIINA

bezonacHocTh U 3P PeKTUBHOCTD cuifeHauIa IpU MPUMEHEHHH B KOMOMHAIMM C JIPYTUMU
uHruouropamu @JI3-5 unu Apyrumu npenapaTamMy JUISL JIEYEHHS JIETOYHOM apTepuabHON
THIIEPTEH3UH, COACPKAIIMMU CHIZeHadua, a TakkKe APYTUMH CPEACTBAMU I JICUCHHUS
9PEKTUIBHON JTUCOYHKIUM HE H3y4YalHuCh, [O3TOMY INPUMEHEHUE TakuX KOMOMHAaLMN He

PEKOMEHTyeTCS.



Bunusiaue Ha 3peHune

bbimn mosydeHbl CIOHTaHHBIE COOOUIECHUST O CIly4yasX HapyLIEeHUs 3pEHUs MpU MpHUeMe
cuineHaduna u Apyrux uHruoutropoB ®JI2-5 (cm. paznmen 4.8.). B CrIOHTaHHBIX COOOIICHUSAX U
HaOII0aTEIPHOM HCCJICIOBAaHUKM OBLTM OTMEUEHBI ciydau penkoro 3aboneBanus — HITMH3H,
KOTOpbIE HMEJIM CBSI3b C TMpueMOM cuiaeHaduna u  japyrux uHruouropo DJI3-5
(cMm. pazzmen 4.8.). [ManmeHTOB HEOOXOIUMO TPEIYNPEANTh O TOM, YTO B CIlydae BHE3AITHOTO
HapyILIECHUs 3PEHHs CIIeyeT MPEeKpaTuTh npueM mnpenapara Buzapcun Ky-1ab m mememieHHo
obpatuThCs K Bpaudy (cm. pasgen 4.3.).

OnHOBpEMEHHBIA IPUEM C PUTOHABHPOM

OpnHoBpeMEHHOE  NpUMEHEHWEe  cuwijgeHapuia UM pUTOHaBUpA  HE  PEKOMEHIYeTcs
(cMm. pasaen 4.5.).

OnHOBPEMEHHEIA IPHUEM C aﬂb(ba'aI[DCH06J'IOKaTODaMI/I

[TockonbKy OIHOBpEMEHHOE NpUMEHeHue cuiaeHadmia u anbda-aApeHOOJOKATOPOB MOXKET
NPUBECTH K PA3BUTHIO CHMIITOMAaTHYECKOW THIIOTCH3MHM Yy OTHENBHBIX YYyBCTBUTEIHHBIX
NAIMEHTOB, CJEIyeT C OCTOPOKHOCTHIO Ha3HAauaTh CHIACHA(WI MAalMeHTaM, MPUHUMAIOIINIM
anbda-anpeHodaokaropsl (cM. pazaen 4.5.). Pa3Butue JaHHOTO COCTOSIHUS BEpPOSITHEE BCEro
MOJKET HaOJI0AaThCs B TeUeHue 4 yacoB mocie npuema cuiaeHapuia. C 1eiabio MUHUMHU3ALUH
pUCKa pa3BUTHS OPTOCTATUYECKON THUIOTEH3MH TEpANHi0 CHIICHA(QHUIOM MOXHO HAaYMHAThH
TOJNBPKO y TEMOJIMHAMHYECKH CTAOWJIBHBIX MAIeHTOB, NPUMEHSIOMUX OJI0KaTOphl aibda-
anpeHopenenTopoB. CremayeT Takke pacCMOTPETh BOIPOC O NPUMEHEHUH cuiieHaduia B
HayvanbHOM n103e 25 Mr (cM. paszaen 4.2.). Kpome Toro, Bpauam HEOOXOJUMO HMH(POPMHPOBATH
NAIMEeHTOB O TOM, KaKWe JCHCTBHS CIIEAYyeT MPEANPHUHITH B CIlydae MOSBICHHS CHMIITOMOB
OPTOCTAaTUYECKOW TMIIOTEH3UH.

BausiHue Ha CBEPTHIBAEMOCTh KPOBHU

B wuccnenoBaHusXx Ha TpPOMOOIMTAax deinoBeka IN VIitro ObUIO MOKa3aHO, YTO cuiaeHaduI
MOTEHLMPYET aHTHUArperaHTHOe JIeHCTBUE HUTporpyccuaa HaTpus. CBeneHHs o 0€30IMacHOCTH
NPUMEHEHHUs cuiieHaduia y TaleHTOB ¢ HapyIIeHUSIMH CBEPTHIBAEMOCTH KPOBU WIIM OCTPOM
NEeNTUYECKON $3BOM OTCYTCTBYIOT, MO3TOMY NpPUMEHEHHE CHiAeHadmIa MalueHTaMu 3TOH
TPYIIIBI BO3MOYXKHO JIMIIB IIOCJIE TIIATEIBHOW OLEHKU COOTHOLIEHHUS «II0JIb3a—PUCK.

KeHnmHb1

JlexapctBenHnsblil npenapat Buzapcun Ky-1ab He npeaHa3sHaueH A IPUMEHEHUS Y KEHIIHH.

BcnomoraTensHbI€ BelllecTBa

Acnapmam
JlaHHBI JIeKapCTBEHHBIN mpernapaTt comepxut 0,75 mr acmaprama B Tadnerke 50 mr u 1,5 mr

acraptama B Tadsietke 100 mr.



Acnapram sBISIETCS MCTOYHUKOM (peHuIanaHuHa. MoxkeT ObITh BpeleH A MalUeHTOB C
(beHnITKeTOHypHUeH.

Caxaposza

[TaupenTaM ¢ peaKo BCTpEUarOLIENHCs HACIEACTBEHHOM HENEepPeHOCUMOCTbIO  (DPYKTO3BI,
[JIIOK030-TJIaKTO3HOH MayibabcopOIued miM JepUIUTOM caxapas3bl-U30MajabTa3bl HE CIEAyeT
IIPUHUMATh JaHHBIN JIEKAPCTBEHHBIN IIpenapar.

4.5. B3amMmopeiicTBHMe ¢ JPYTHMH JIEKAPCTBEHHBIMHM MpenapataMH H JApyrue BHIbI
B3aHNMOJAEeHCTBUSA

BansHMe Ipyrux N1eKapCTBEHHBIX CPSJACTB Ha (baDMaKOKI/IHCTI/IKV CI/IJ'II[eHad)I/IJ'Ia

Hccneoosanus in vitro

Metabonu3m cunaeHaduia IpoucXoIUuT B OCHOBHOM Mo AelictBueM m3opepmentoB CYP3A4
(ocuHoBHoM myTh) U CYP2C9, mosToMy MHTHOUTOPHI 3TUX U30EPMEHTOB MOTYT YMEHBIIHTH
KIIUpeHc cuiieHaduia, a MHIYKTOPbI, COOTBETCTBEHHO, YBEIUYUTH KIUPEHC CHIIZCHA(MIIA.
Hccneoosanus in vivo

[MonynsauuonHpi  (papMaKOKMHETHYECKUM aHAW3 JAaHHBIX KIMHUYECKUX HCCIEIOBAHUMN
MPOJEMOHCTPUPOBANl CHIDKEHUE KIUpPEHca cuiieHaduia mpu OJHOBPEMEHHOM MPUMEHEHUU
uHruoutopoB uzodepmenta CYP3A4 (Takux Kak KETOKOHA30J, IPUTPOMHUIIMH, LIUMETUIUH).
Hecmotpss Ha TO, 4TO NpU OJHOBPEMEHHOM IPUMEHEHMM CHIiJleHapuiIa U HMHTUOMTOPOB
n3oepmenta CYP3A4 ne HaOMIOMAI0Ch POCTAa YAaCTOTHI HEXENATEIbHBIX SBJICHHUM, CIEIyeT
PaccMOTPETh BOIIPOC O MPUMEHEHHUH TIpenapara B HauajJbHOM J03€ 25 M.

OpnnoBpemeHHoe mpuMmeHenune cunaeHaduna (B moze 100 Mmr omHOKpaTHO) M puUTOHaBHpa (TIO
500 mr 2 pa3za B cyrtku), wHTHOMTOpa BUY-mpOTEassl W MOIIHOTO HHTHOWTOpA CHCTEMBI
nutoxpoMa P450 Ha QoHe AOCTMKEHMSI NMOCTOSHHOM KOHIIEHTpAallMM PUTOHABHpA B ILIa3Me
KPOBH TPUBOMIIO K YBEIHUCHHUIO MaKCUManbHOM KoHIeHTpauu (Cmax) cuiaeHadmia B miasme
kpoBu Ha 300 % (B 4 pa3a), a AUC na 1000 % (B 11 pa3). Uepe3 24 yaca KOHIEHTpaLUs
cuwiieHaduiIa B Ma3Me KpOBH COCTaBisieT okojo 200 HI/MII MO CpaBHEHHIO ¢ 5 HI/MII mociie
OJIHOKPAaTHOT'O MPUMEHEHHS OJHOTO cujieHaduIa. ITo coriacyercsi ¢ BhIPaKEHHBIM BIUSHUEM
pUTOHABHpa Ha HA LETBIA P MpEnaparoB, SBISIOMIMXCA CyOCTpaTaMu CHUCTEMBI LIUTOXpPOMaA
P450. Cunnenadun He oka3bIBal BIMSHHS Ha (papMaKOKWHETUKY pUTOHaBUpa. Ha ocHOBaHUU
pe3ynbTaToB  (PAapMaKOKMHETUYECKHMX  HCCIIEOBaHUI  OJHOBPEMEHHOE  IMPUMEHEHHE
cunneHaduisa M pUTOHABUpa He pekomeHayeTrcss (cM. pazaen4d.4.), U HU IpU  KaKUX
00CTOSITENHECTBAX MaKCHMalbHas J03a CuieHaduIa He JOJDKHA MPEBBINIATh 25 MI' B TEUEHUE
48 yacos.

[Ipu omHOBpeMeHHOM TpuMeHeHun cuiaeHaduna (B o3¢ 100 Mr oqHOKpaTHO) U CaKBHHABHPA

(B mo3e 1200 mr Tpu pasa B cyTku), nHTHOMTOpa BUY-nipoTeassl u mHrHOMTOpa M30(hepMeHTa



CYP3A4, na poHe TOCTHKEHHS TTOCTOSTHHON KOHIIGHTPAIlMY CAKBUHABHPA B M1a3Me KPOBH, Cmax
cwineHaguia B miasMe KpoBu mosbimanack Ha 140 %, a AUC ysenmumBanace Ha 210 %.
CwineHaguil He OKasblBaj BJMSHUS Ha (PAapMaKOKMHETHKY CakBHHaBHpa (cM. paszien 4.2.).
bonee momnbie narnouTopsl n3odepmenta CYP3A4, Takue kak KETOKOHA30J M MTPAKOHA30JI,
MOTYT BbI3bIBATh 00Ji€€ BHIPAKEHHbIE U3MEHEHUSI.

OpHokpatHblii mpueM cuigeHadguina B go03e 100 Mr OIZHOBPEMEHHO C SPUTPOMHUIIMHOM (IO
500 mr 1Ba pa3a B CyTKH B T€UEHHUE 5 AHEN), yMepeHHbIM HHruoutopom nzodpepmenra CYP3A4,
Ha (DOHE JOCTHKEHUSI TOCTOSIHHONW KOHLIEHTPALUK SPUTPOMUIIMHA B IJIa3Me KPOBU, IPUBOJIUI K
yBenmuueHuto AUC cunpenaduna Ha 182 %. Ilpuem asutpomunuua (mo 500 Mr B CyTKu B
Te4YeHUe 3 JHEH) 370POBBIMH MYXYHMHAMH-TOOPOBOJbIIAMA He oOKasbiBan BiusiHUS Ha AUC,
Cmax, BpeMs JIOCTHOKEHHsS MKcUMaibHOM KOHIEHTpauuu (TCmax), KOHCTaHTY CKOPOCTH
SMMMHUHALIMM U 1mepuoj nonyBeiBeneHuss (T'2) cungeHadumna wWiIM  €ro  OCHOBHOTO
nupkynupytomero meradonura. LHumerunun (B mo3e 800 Mr), HHTUOUTOP CUCTEMBI LIUTOXPOMA
P450 u necniemmduueckuii uarnourop nzopepmenta CYP3A4, npu oTHOBPMEHHOM TIpUEME C
cungenaduiom (B 1o3e 50 Mr) mpuBOAMI K MOBBIIIEHUIO KOHIIEHTPAIMH CHIIeHaduiIa B TiiazMe
KPOBH Y 3[I0POBBIX 100pOBOJIBIEB Ha 56 %.

['pelindpyToBBIii COK sBIsIETCA clabbiM UHrHOUTOpOM MeTabonu3ma uzodepmenta CYP3A4 B
CTEHKE KHUIIIEYHUKA U MOXET BbI3bIBaTh YMEPEHHOE MOBBIIICHNE KOHIIEHTpAuu cujieHaduma B
11a3Me KpOBH.

OnHOKpaTHBIA MpueM aHTauuAa (MarHus TMIPOKCHUIA/alIOMMHUS THUAPOKCHIA) HE BIMSUI Ha
OMOOCTYIIHOCTH CUIJIeHaduIa.

Hecmotps Ha 1O, uTO crenuduyeckue ucciaea0BaHus B3aUMOJCHCTBUS cuiieHaduia co BceMu
JIEKapCTBEHHBIMU  CpPEACTBAMU  HE  NPOBOAMWINCH, IO  JaHHBIM  IOMYJALUOHHOIO
(bapMaKOKMHETHYECKOr0 aHanu3a (apMaKOKMHETHKAa CHAeHaduiIa He MEHsUIach IpH €ro
OJIHOBPEMEHHOM IPUMEHEHHM C JIEKAPCTBEHHBIMHU CPENCTBAMHU, OTHOCAIIMMUCSH K TpyIIe
uHruoutopoB uzodepementa CYP2C9 (takumm kak TtonOyrtamun, BapdapuH, (HEHUTOHH),
rpynne uHruoutopoB wuzopepmenta CYP2D6 (TakumMu Kak CeJIEKTHUBHBIE WHTHOUTOPBI
obparHoro 3axBata ceporoHnHa (CHUO3C), TpUIUKINYECKHE aHTHACTIPECCAHTHI), TPYIIIE
THA3UAHBIX U THA3UONOJOOHBIX JAUYPETHKOB, «IETIEBBIX» U KaIUHcOeperaomux 1y peTHKOB,
MHTMOUTOPOB aHTHOTeH3MHIpeBpamiaoomero ¢epmenta (AIlD), 6ioxkaTopoB KalblUEBBIX
KaHAJIOB, aHTarOHUCTOB O€Ta-apeHOPEIENTOPOB WIH HHIAYKTOPOB MeTaboim3mMa n3odepmMenTa
CYP450 (takumu kak pudamnuuuH, 60apoutypatsl). B nccienoBanuu ¢ yyacTueM 370pOBBIX
MYKYHMH-100pOBOJIBLIEB OAHOBPEMEHHOE IPHUMEHEHHE AaHTAarOHUCTa SHIOTENIMHA OO3eHTaHa
(xoToperii  siBrsieTcs  wHAYKTOpoM u3odepmentoB CYP3A4 (ymepennsiM), CYP2C9 wu,

Bo3MokHO, CYP2C19) B paBHOBecHOM cocTtostHuM (125 MT 1Ba pa3a B CyTKH) B cHiieHaduIa B



paBHOBecHOM coctossHuH (80 Mr Tpu pa3a B cyTku) mpuBojauio K cHKeHHI0O AUC U Cmax
cuwineHapuna Ha 62,6 % u 55,4 % cooTBEeTCTBEHHO. MOXHO OXHUIAaTh, YTO OAHOBPEMEHHOE
NpUMEHEHHE MOIIHBIX MHAYKTOpoB n3odepmenta CYP3A4, Takux kak puQammuiuH, BEI30BET
0oJiee BbIpaKEHHOE CHUKEHHE KOHIIEHTPALUU cuiijieHaduiIa B Ia3Me KPOBH.

Hukopannun oOnamaer cBOCTBaMM aKTHMBAaTOpa KaJMEBBIX KaHAJIOB U HHUTPATONOAO0OHBIM
neiictBueM. braromaps HUTpaTHOMY KOMIOHEHTY JAHHBIN Ipernapar MOTEHUUAIBHO CIOCOOCH
BCTYIATh B KIMHUYECKH 3HAYMMOE B3aUMOJICHCTBUE C CHIIZICHA(UIOM.

Bansane CI/IJ'II[eHad)I/IJ'Ia Ha ApYTHUEC JICKAPCTBEHHBIC CPEACTBA

Hccneoosanus in vitro

Cunnenadun sBisercs ciadeiMm uHrHOUTOpOoM M30depmentoB CYP1A2, CYP2C9, CYP2C19,
CYP2D6, CYP2El u CYP3A4 (MKso> 150 mxmonb). Ilpu mnpueme cungeHaduima B
pEKOMEHyeMbIX J103aX €ro Cmax COCTaBISET OKOJO | MKMOJIb, IO3TOMY MAaJOBEpPOSITHO, YTO
cuiieHad U MOXKET MOBIUATh Ha KIMPEHC CyOCTPaTOB 3TUX U30()EPMEHTOB.

CBeneHus O  B3aWMOJACHCTBHM  CHIACHAQWIa W HECHCHU(PHUUECKUX  HHTHOUTOPOB
dochonnscTepaspl, TAKUX KaK TEOPWIIHH U TUTHUPUAAMOIT, OTCYTCTBYIOT.

Hccneoosanus in vivo

Cornacysicb ¢ wu3BeCTHbIM J(P¢deKToM Ha CHTHalIbHBIA Kackajg okcun —azora/ul Md
(cm. pazzmen 5.1.),  ObLIO  TPOJAEMOHCTPUPOBAHO,  YTO  CHIJIEHAQWI  TOTEHIHPYET
AHTUTUIIEPTEH3UBHOE JICHICTBUE HUTPATOB, B CBSI3U C YEM, IPUMEHEHHE JJOHATOPOB OKCHA a30Ta
WIA HUTpaToB B J000H QopMe OJHOBPEMEHHO C CHIIJeHaUIOM MPOTHBOIIOKA3aHO
(cm. pazmen 4.3.).

JIoKTMHUYECKHE UCCIICIOBAHUS TTOKa3aIl JOTOTHUTENbHBIA 3(PPEKT CHIKEHHS] CUCTEMHOTO AJ]
IpU OAHOBPEMEHHOM IpUMeHeHHH uHruoutopoB ®JI35 B xomOuHanuu c puonuryarom. B
KIIMHUYECKUX MCCIEJOBAHUSX PUOIMIyaT T[IOKa3al YCHUJIEHHE THUIOTEH3UBHOTO d(dekTa
uHrHOuTOpoB MJ13-5. OTCYTCTBYIOT NaHHBIE OJIArONPHUATHOIO KIMHUYECKOTO 3¢ deKTa JaHHON
KOMOMHAIUK B TOMYJIALUOHHBIX HccieqoBaHusIX. OQHOBpEMEHHOE MPUMEHEHHE pUOLIUTyaTa U
uaruouropor MJ1D5, Brimrouas cuagaeHaduI, IPOTUBOMOKa3aHo (cM. pazaern 4.3.).
OnHOBpMEHHOE TpUMEHEHHEe cuiieHadmna U anbga-aJIpeHo0I0KaTOPOB MOKET NPHUBECTH K
Pa3BUTHIO CHUMIITOMATUYECKON THUIIOTEH3UH y OTAENBbHBIX MPEAPACHOJIOKEHHBIX Mal[ME€HTOB.
Pa3BuTHe TaHHOTO COCTOSHUSI BEPOSTHEE BCErO MOXKET HaONI0/1aThCs B TeUeHUE 4 4acoB IMOCIe
npuema 1036l cmigeHadmia (oM. paspensi 4.2 u 4.4.). B Xome Tpex wuccleqoBaHUN
CcrenupuIecKkoro B3aUMOJEHCTBUS MEXKAY JIEKapCTBEHHBIMU CPEICTBAMHU IMallUEHTaM C
noOpokauecTBEHHOW rumnepruiazueil  mpencratensHoit  kenesbl  (JITDK) B crabuinbHOM
COCTOSTHUHM Ha (OoHE Mpuema JOKca3zo3WHa OJHOBPEMEHHO Ha3Hauajics anb(a-aapeHoOI0KaTop

JoKca3o3uH (B o3¢ 4 Mr u 8§ mr) u cwiaeHagun (B moze 25, 50 u 100 mr). ¥V manueHToB,



BKJIIOYEHHBIX B JAaHHBIE MCCIEIOBaHUSA, ObLJIO OTMEUYEHO CPEAHEEe JONOJIHUTEIBHOE CHUXKEHHE
AJl B moNio>)keHUU Jieka Ha 7/7 MM PT. CT., 9/5 MM pT. cT. 1 8/4 MM PT. CT., U CpeIHEE CHUIKCHHE
A/l B monoxeHuu ctost Ha 6/6 MM pT. cT., 11/4 MM pT. CT. 1 4/5 MM pT. CT. cooTBeTCTBEeHHO. [IpH
OJTHOBPEMEHHOM IIPUMEHEHUHU CuiJeHa(uia ¥ JO0KCa303MHA Yy MALUEHTOB B CTAOMJIBHOM
COCTOSIHUM Ha (pOHE MPUMEHEHMs JOKCa303MHa COOOLIEHHS O Pa3BUTUM CUMITOMATHYECKOMN
OpPTOCTAaTUYECKOM TUIIOTEH3UM OBUIM HEYaCTBIMH. OTH COOOLICHHS BKIIOYAIU CIIydau
TOJIOBOKPY>KEHUS U MPETOOMOPOYHOTO COCTOSHUS 0€3 CHHKOIIE.

[Tpu3HaKoB 3HAYMMOTO B3auMOCHCTBUA cuiieHaduna (B mo3e 50 mMr) ¢ TonOyramuaoM (B 103€
250 mr) wimm BapdapuHom (B mo3e 40 Mr) — mpemapataMy, KOTOpPbIE METaOOJHM3UPYIOTCS
nocpeactsoM uzogpepmenra CYP2C9, BrisiBiIeHO HE OBLIO.

Cwinenapun (B go3e 50 Mr) He TOTCHIMPOBAN YIUIMHEHHS BPEMEHH KPOBOTCUCHHS,
BBI3BIBAEMOTI'0 alleTUIICATMIIMIOBOM KucaoTol (B 1o3e 150 mr).

Cunnenagun (B no3e 50 M) He NOTEHLMPOBAJ AHTUTMIIEPTEH3UBHOE NEHCTBUE anK0201A Y
3I0POBBIX JOOPOBOJIBIIEB NMPH MaKCUMAJIBHOW KOHIICHTpPALMM 3TaHOJA B IJJa3Me KPOBH B
cpenreM 80 mr/m.

VY  nmanueHToB, MNPUMEHSABIIMX CcuiAeHadwl, He ObLI0O OTMEYEHO OTIMYUNA Hpoduis
0€30I1aCHOCTH 10 CPaBHEHHIO C IUIane00 NpU OAHOBPEMEHHOM IPUMEHEHMM TAaKUX KJIACCOB
THIIOTEH3UBHBIX JICKAPCTBEHHBIX CPEJCTB, KaK INYPETHKH, OJIOKATOPHI OeTa-aIpeHOPEIeTTOPOB,
uHruoutopel AIl®, antaronuctsl penentopoB anruoreHsuHa Il (APA Il), runoreH3uBHBIC
npenapatsl  (Ba3oguiiaTaToOpbl M IpenapaThl  LEHTPAJbHOrO  JAEHCTBHsI), OJOKaTOphI
aIpeHEPTUYECKUX PELENTOpOB, OJOKATOpPhl KaJbIMEBBIX KaHAIOB M OJOKAaTOphl aibda-
aIpEHOPELIENTOPOB. B criermarbHOM KIMHHYECKOM HUCCIIEOBaHUH, HAITPABICHHOM Ha M3y4YeHHE
JICKApCTBEHHBIX B3aWMOJICHCTBUN, NMPH OAHOBPEMEHHOM TNPUMEHEHWH cuineHaduiua (B 103
100 Mr) m amiogMmuMHa Yy TMAUEHTOB C apTepUaTbHOW TUNEPTEH3HEeW ObUI0O OTMEYEHO
JIOTIOJTHUTEIbHOE CHIDKEHHE CHCTONNYecKOoro AJl B MOJI0’KEHUM MallMeHTa Jie)ka Ha 8 MM pT. CT.
CooTBeTcTBYIONIEE CHUKEHUE auactoianyeckoro AJl cocraBuino 7 mwm pT. cT. [lo Bennuune >t
JIOTIOJTHUTEIIbHBIE CHIDKEHHUSI AJl OBUTM COTIOCTaBUMBI C TaKOBBIMH, HAOIIONAEMBIMH B TPYIIIE
3I0POBBIX JOOPOBOJIBIIEB IPU MPHUMEHEHUH TOJBKO cruiieHadwmna (cMm. pasnen 5.1.).
Cunnenaduin (B 1o3e 100 Mr) He okasbIBall BIUSHUS Ha (apMaKOKMHETHKY HHrHOuTopoB BNY-
IpoTea3bl, CakBUHABUpA U PUTOHABHpA, SBIAIOMUXCS cyOcTtparamu nmzopepmenta CYP3A4, B
PaBHOBECHOM COCTOSTHUH.

Cunnenagun B paBHOBeCHOM cocTosiHMH (80 MI Tpu pas3a B CyTKH) BbI3biBai yBenuuenue AUC
6o3entana (125 mr nBa pasa B cyTku) Ha 49,8 % u Cmax Ha 42 % y 340pOBBIX JOOPOBOJIBIIEB

MY>KCKOT'O I10J1a.
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JloGaBiieHre OIHOKpPATHOM J03bI CHJICHamiIa K KOMOMHAIMKM BajcapTaH + CakyOUTPHJI B
PAaBHOBECHOM COCTOSIHUM y TMAIMEHTOB C apTepUaAbHOM TUMEepTeH3Held ObUIO CBS3aHO CO
3HAYUTEIBHO OoJiee BBIPAKECHHBIM CHIDKEHHEM AJ] MO CpaBHEHHIO ¢ NPUMEHEHHEM TOJBKO
KOMOMHAIMM BajicapTaH + cakyoutpmi. Ilostomy criemyer cobiiogaTh OCTOPOKHOCTh MpHU
Ha3HAYeHHUH cuiieHadusa manyuenTam, moilyyarouM KOMOMHAINIO BaJicapTaH + caKyOUTpHUIL.
4.6. PepTHIBLHOCTD, 0EPEMEHHOCTD M JIAKTALMSA

JlexapcTBeHHbIi mpenapat Buzapcun Ky-tab He npenHa3HavyeH A IPUMEHEHUS Y JKEHIIMH.

bepeMeHHOCTh M JaKTaIus

AJEeKBaTHBIX U XOPOIIO KOHTPOJIMPYEMBIX UCCIIEI0BAaHUN Y )KEHIIMH BO BpeMsi OEpEMEHHOCTH U
B [IEPUOJI ITPYJHOTO BCKapMJIMBAHMS HE IPOBOJWIOCK.

DdepTUabHOCTD

B wuccnepoBanusax BiOusSHUS cuineHaduiIa, NPUHUMAEMOTO BHYTPh, Ha PEMPOAYKTHUBHYIO
(GYHKIUIO Y KPBIC U KPOJIMKOB 3HAYMMBIX HEXKENAaTeIbHBIX peaklnii 00HapyKeHO He ObLIO.
OpnHOKpaTHOE TIepopaJibHOE TpUMEHeHue cuiaeHagmwia B go3e 100 Mr  370pOBBIMHU
NOOpOBOJBIIAMUA ~ HE BIMSJIO Ha TOABIKHOCTH WJIM  MOP(OIOTHIO  CIIEPMATO30UI0B
(cMm. pasgen 5.1.).

4.7. Bausinde HAa CHOCOOHOCTH YNPABJSATH TPAHCHOPTHHIMHU CPeICTBAMH H padoTaTh ¢
MeXaHUu3MaMH

Cunnenagui  Oka3plBa€T  HECYIIECTBEHHOE  BIMSHHE Ha  CIOCOOHOCTh  YNpPaBIIATh
TPAHCHOPTHBIMM CPEJACTBAMHU U pabOTaTh C MEXaHU3MaMHU.

[TockonbKy B KIMHHYECKMX HCCIEAOBAaHMAX CUIJIeHaQuiIa CcoOOMAIOCh O BO3MOXKHOCTHU
pa3BUTHS TOJIOBOKPYKEHHMSI M HAPYLICHUM 3pEHUS, NAUUEHT JOJDKEH 3HAaThb O BO3MOXKHOCTH
NOSABICHUS JAHHBIX peakuil Ha TMpHeM cuigeHaduia Tmepea TeM, Kak YIpaBlsTh
TPAHCHOPTHBIMM CPEJCTBAMU MJIM MPUCTYIHUTh K pabOTe ¢ MEXaHU3MaMH.

4.8. HexxesnaTesibHbIEC peaKIMU

Pesrome mpodmisg 6e30macHOCTH

[Tpopmis Oe3onmacHocTH cuigeHaguina Oa3upyeTcss Ha JaHHBIX, MHOJIy4eHHbIX oT 9 570
NalMEeHTOB, KOTOpbIe TOJy4Yaldd HaHHBIM mpenapaT B Xojae 74 MBOMHBIX clenbIX Iuianedo-
KOHTPOJIMPYEMBIX KIMHUYECKHX HCCIeoBaHui. Yamie Bcero y NalHMeHTOB, NMPUHUMABIINX
cungeHaduiI, B X0/e KIMHUYECKHX HCCIEIOBAHHNA PETUCTPUPOBAIUCH TaKHE HEXelaTeIbHbIE
peaknuMM Kak TOJIOBHas 00jb, THUINEPEMHUS KOXH, JTUCHENCHUS, 3al0KEHHOCTh HOCa,
TOJIOBOKPY>KEHHUE, TOIIHOTA, «IPUIMBBD) KPOBHU, 3pUTEIbHbIC HAPYIICHHS, [IMAHOTICUS U JIpyTHe
HapyUICHUS] BOCTIPHATHS L[BETA.

Nudopmanmss 0  HEXeNaTeNbHBIX  PEAaKUUsAX,  3apETUCTPUPOBAHHBIX B paMKax

MOCTPErHUCTPALIMOHHOTO HalmrofeHusi, cobupanace Ha mnporsikeHun > 10 mer. Ilockomibky
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coobmanock He o000 BCeX HEXKENaTeNbHBIX pEeaKlusix, W, COOTBETCTBEHHO, HE BCE
HEeKeNlaTeNIbHBIE peakluyd OBLIM BKIIOYCHBI B 0a3y MaHHBIX MO OE30MacCHOCTH, TO HENb3s
JIOCTOBEPHO OMPECIUTh YaCTOTY JIaHHBIX PEaKIIUil.

Pe3ioMe HexxenaTeabHbIX PEaKIIUN

B Tabnmie npeacTaBieHbl HeXeNaTeIbHbIE PEaKIUK 10 CUCTeMHO-opranHbIM Kitaccam (COK) u
yactore. BHyTpu KaxaoW Tpynmbl HEXeJIaTeNlbHbIE PEAKIUU pacloJiaraloTcs B IOPSAKE
yObIBaHMS BBIpQKEHHOCTU. YacToTa pa3BuUTHs Ompezensercs Kak: oueHb yacto (> 1/10), gacto
(>1/100, vHO < 1/10), Hewacto (= 1/1000, HO < 1/100), peaxo (> 1/10000, Ho < 1/1000), oueHs
peako (< 1/10000); wacTtora Heu3BecTHAa (Ha OCHOBAaHWM HWMEIOIIMUXCS JAHHBIX OLICHHUTH
HEBO3MOKHO).

Tadoauua 1. KnuHnyecku 3HaAYMMble HeKeJlaTe/bHble peaKIuH, 3aperuCTPUPOBAHHbIE C

YacTOTOH, NpeBbINAKIIEH YacTOTy M IUIaned0 B KOHTPOJHMPYEMbIX KJIMHHUYECKHX

HCCJIeJOBAHUAX, U KJIMHUYECKH 3HAYMMbIe HexelaTe/IbHbIe peakuuu,
3aperucTpMpPOBaHHbBIE B X0/l€ MOCTPEruCTPAIMOHHOI0 HA0II01eH s
Yacro Heuacro
Ouenb yacTo Penxo
COK (=1/100, Ho (=1/1000, Ho
(>1/10) (> 1/10000, Ho < 1/1000)
< 1/10) < 1/100)
WNuadexmn u|- - Punut -
WHBa31H
Hapymenus co | - - l'unepuyscTBUTENB- | -
CTOPOHBI HOCTh
MMMYHHOI
CHCTEMBI
Hapymenus  co | I'onoBHast Oonbs | ['onoBokpyxenne | COHJIMBOCTB, Octpoe HapyllIeHue
CTOPOHBI HEpPBHOMU THIIECTE3HS MO3TOBOTO
CHUCTEMBI KPOBOOOpaIleHHs,
TpaH3UTOpHAs
UIIeMHYecKast aTaka,
cymoporu®, penuauB
cymopor*, 0OMOpoK
Hapymennss  co | - Hapymenue Hapymienns HIIMH3H*,  oxkxiro3us
CTOPOHBI ~ OpraHa BOCIIPUATHUS CJE€300TACIHCHU ™ **, | cOCymOB ceTdaTku®,
3peHus nBera**, 601 B a3y, | KpOBOM3IHSHNE B
HapyIIeHne ¢dorodobdus, CETYaTKy ryiasa,
3peHus, ¢orormcus, apTepUOCKIIEPOTUIECKAS
HEUYETKOCTh TUIIEPEMUS a3, | pETUHONATHSA, IIOPAXKEHUE
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3peHHUs

HU3MCHCHUEC APKOCTHU
CBCTOBOCIIpHUATHA,

KOHBIOHKTHBUT

CETUYaTKH, riaykoma,
nedekT Toyleld  3peHWs,
JUTLIONHS, CHIDKCHUE
OCTPOTHI 3pEHUSI, MUOIIHS,

AaCTCHOIIUA, IIJIaBAarOUIuC

MTOMYTHEHHUS
CTEKIIOBUIHOTO Tena,
MOopaxeHue pangyKHOU
000JI04KH, MUpHUA3,

HaJIM4YMe B TIOJE 3pPEHUs
paxy>KHBIX KPYTOB BOKPYT
HUCTOYHHUKOB CBETa, OTEK
riasa, MIPUITYXJIOCTh
rJa3a, HapylleHHe Cco
CTOpPOHBI OpraHa 3peHus,
TUTIepEMUs
KOHBIOHKTHUBHI,
pazipaxxeHue rinasa,
HEOOBIYHOE ONIYIICHHE B
riasy, OTEK BEK,

N3MCHCHHUC LIBCTA CKIICPLL

Hapymenuss  co - Bepturo, mym B | I'myxota
CTOpPOHBI ~ OpraHa yiax
ciyxa U
nabupuHTa
Hapymenns co - Taxukapnaus, BhezanHasgs  kopoHapHas
CTOPOHBI cepaLa OIIlyIIIEHNE CMepTh*, HHapKT
cepauedbnenns MHUOKap/a, KeIyJ0uKOBas
aput™MusS*, GUOPHILIAIHS
npeacepani,
HecTaOMIbHAS
CTEHOKapANs
Hapymenuss  co I'unepemust koxu, | AprepuanbHas -
CTOPOHBI COCY/IOB «TIPUIMBBD KPOBH | THIEPTEH3US,
apTepuaibHas
TUIIOTEH3Us
Hapymenus  co 3a10’keHHOCTh Hocosoe YyBCTBO CTECHEHHUS B
CTOPOHBI HOCca KpOBOTEYEHNE, ropie, OTEK CIU3UCTOH
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IBIXaTEILHOU

CHUCTEMBI, OPraHoOB

3aJI0KCHHOCTD

MMPpUAATOYHBIX IIa3dyX

000JIOUKH ITOJIOCTH HOCA,

CyXOCTh CIIU3UCTOHN

TPYAHON KIETKH U HOCa 000JIOYKH MTOJIOCTH HOCA
CpeoCTeHuUs

Kenynouno- TomHoTAa, lactposzodareans- | I'mmecre3nss  CIU3HCTOM
KHIIIETHBIE JUCTICTICHS Has pedurokcHas | 000JIO0YKH TOJIOCTH PTa
HapylIeHNs 0oIe3Hsb, pBOTa,

0omp B BepxHel
YacTH KHBOTA,
CYXOCTb  CIIU3UCTOM

00OJIOUKHA  TIOJIOCTH

pTa

Hapymenus  co - Collib Cunnpom CruBeHca-

CTOPOHBI KOXH U JI>xoHCOHA (CCh*,

MOJKOKHBIX TOKCHYECKHUI

TKaHEN SMUAEPMATIbHBIN
Hekponus (TOH)*

Hapymenns  co - Muanrusi, 6omp B | -

CTOPOHBI KOHEYHOCTSIX

MBIIICYHOH,

CKEJIETHOUI u

COEIMHUTEIILHOMN

TKaHU

Hapymenuns co - I'ematypus -

CTOPOHBI TOYEK U

MOUYEBBIBOISIINX

nmyTei

Hapymenuss  co - - Kposoreuenne u3

CTOPOHBI MIOJIOBOTO YJIeHa,

pPENPOLYKTUBHOM NpUaTu3M,

CUCTEMBI u reMaTocrepMus,

MOJIOYHBIX KEJIC3

AJIUTCIIbHAA SPCKIUA

OOurne
HapYIICHUS U
peakiuu B MeECTe

BBEICHUSA

bons B rpynHoit
KJIETKE,

MOBBIIIIEHHAS
YTOMJIIEMOCTb,

OIIYIIICHHUE JKapa

P a3paAKUTCIIbHOCTDb

JlaGopaTopHbie U

YacroTa cepaeyHbIX
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WHCTPYMEHTaJb- COKpAIIeHU BbIIIE

HBIC JaHHBIC HOPMBI

* 3aperucTpupoOBaHO TOIBKO B XO/€ MOCTPETUCTPAITHOHHOTO HAOIIOICHHS
** HapyiieHne BOCIIPHATHSA LBETA: XJIOPOIICHS, XPOMATOIICHS, IHAHOIICHS, SPUTPOIICHS U KCAHTOIICHS

*** HapymieHus CI€300TACICHUS: CyXOCTb IJ1a3, HAPYIICHNE CII€300TICICHNS U TOBBIIICHHOE CIIC300TACICHUE

COO6H.I€HI/I6 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxxHo cooOmareh 0 TOJ03PEBACMBIX HEXKENATEIbHBIX PEAKIHUAX IOCIe PETUCTPALUU
JICKapCTBEHHOTO TIperapara ¢ eibio 00eCredeHrs HEMPEePhIBHOIO MOHUTOPUHTA COOTHOIIICHUS
«10Jb3a — PHUCK» JIEKAPCTBEHHOTO Mpemnapara. MeauIMHCKUM pabOTHUKAM pPEeKOMEHAYEeTCs
coo0ImaTe 0 JIIOOBIX MOJ03PEBACMbIX HEKENATENbHBIX PEaKIUAX JEKapCTBEHHOIO IMpernapara
Yyepe3 HallMOHAJIbHBIE CUCTEMBI COOOIIECHUS O HEXKENIATEeNbHBIX PEAKIUAX rOCYIapCTB — YWICHOB
EBpa3uiickoro 3K0HOMHYECKOTr0 COI03a.

Poccuiickasa ®@eoepayus

109012, r. MockBa, CiiaBsiHcKas 1l., A. 4, cTp. 1

®denepasibHas Ciryx)0a 1Mo Ha3OPY B chepe 3ApaBOOXpaHCHUS

Ten.: +7 (800) 550 99 03

Anpec 2. moutsl: pharm@roszdravnadzor.gov.ru

Be6-caiit: https://roszdravnadzor.gov.ru

Pecnyonuxa Kazaxcman

010000, r. Acrana, paiton baitkonsip, yi. A. Umanosa, a. 13, BLl «Hypcayner 2»

PI'TI na IIXB «HauuoHanbHBIM HEHTP DKCHEPTU3BI JEKAPCTBEHHBIX CPEICTB U MEIUIIMHCKUX
u3nenuit» KomuTera MeTUIIMHCKOTO U (apMaleBTUYECKOro KOHTpoJisi MUHHUCTepCTBa
3apaBooxpanenust Pecnybnuku Kazaxcran

Ten.: +7 7172 235 135

Anpec 1. noutsl: farm@dari.kz

Be0-caiit: www.ndda.kz

4.9. Ilepeno3npoBka

CHMIOTOMBI

B wccrnemoBaHusX ¢ ydacTHeM 3J0POBBIX  JIOOPOBOJIBIIEB HEXKENATENbHBIC PEaKIINH,
pa3BUBaBIMECS TPU OJHOKPATHOM TmpueMme cuineHaguna B gozax g0 800 mr, ObumH
COMOCTaBUMBI C TAaKOBBIMHU TIpU TpUeMe Mpemnapara B Ooyiee HU3KHX /033X, HO 4YacTOTa WX
pa3BUTHSA U CTENEHb TsDKeCTH NoBblmanuck. Ilpumenenue cunneHaduna B goze 200 mr He
MPUBOAIIIO K MOBBIMICHUIO 3((HEKTUBHOCTH, HO BBI3BIBAJIO POCT KOJWYECTBA CIYyYaeB Pa3BUTHS
HEXKeNaTeNIbHBIX Peakiuil (TOJIOBHOM OO, IIPUIIMBOB» KPOBH, TOJIOBOKPYKEHUS, AUCIICTICUH,
3aJI0’)KEHHOCTH HOCA, HAPYILIEHUS 3PEHHUS ).

JleueHune
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B ciyuae nepeno3upoBku, npyu HEOOXOAUMOCTH, MPUOETAIOT K CTAaHAAPTHBIM MOIEP>KUBAIOIIUM
MEpONPUATHIM. YCKOpEHHE KIMpeHca cuiieHadmia IpH TEeMOJUAN3E MaJOBEPOSTHO
BCJICJICTBHE BBICOKOM CTENEHHW CBS3bIBaHUS CHiAeHaduiIa ¢ OelkaMu IUIa3Mbl KpPOBU U

OTCYTCTBUA DJIMMHUHALIMU ITIpe€IiapaTa IoO4YKaMHu.

5. ®APMAKOJIOTHYECKHUE CBOMCTBA
5.1. ®apmakoaMHaAMHYeCcKHe CBOIiCTBA
dapMakoTepaneBTUYECKass TPYyIIa: CPEACTBA, IPUMEHSAEMBIE B YPOJOTMH; CPENCTBA IS
JI€YCHUSI SPEKTUIIBHON TUCHYHKLINU
Kox ATX: GO4BEO3

Mexanusm ngeiicTBus

Cungenadun mnpeaHasHaueH [UIs MEpPOPAIIbHON Tepamuu HPEeKTHIbHOW AucPyHkiuu. B
€CTECTBEHHBIX YCIOBUSX, T. €. NPU HAJIUYMHM CEKCYyaJIbHOW CTUMYJISILMU, OH BOCCTAHABIMBAET
HAPYIICHHYIO dPEKTHILHYIO (YHKITHIO 33 CUET YCHUJICHHS MPUTOKA KPOBHU K MTOJIOBOMY WICHY.
OU3NOIOTUYECKUN MEXAHU3M, JIeXKAIIUN B OCHOBE 3PEKLUU MOJIOBOI0 YJ€HA, BKIKOYAET B ce0s
BBICBOOOKJICHME OKCHJa a30Ta B KaBEPHO3HOM TeJl€ IMPH CEKCYalbHOW CTUMYIJIALIUU.
OOpazyromuiicss OKCUJ a30Ta aKTUBUPYET (EepMEHT TryaHWJIATIUKIa3y, YTO MPUBOAMUT K
noBbIIeHUIO YpoBHS 11l M®, BbI3bIBaIOIIETO pacciabieHne TIaKUX MBI B KABEPHO3HOM TeJie
Y YBEJIMYECHHUE TPUTOKA KPOBHU.

Cungenadun sBISETCS MOIIHBIM CENEKTUBHBIM HHruOuTopoM 1l M®-cnenuduieckoi
docdoaurcrepassl 5-ro Tuna (OJI3-5), koTopas oTBeTcTBeHHA 32 pacnaa ul M® B kaBepHO3HOM
tene. CwnneHadun oxaspiBaeT nepudepudeckoe aeictsue Ha speknuto. CunaeHapun He
OKa3bIBaC€T TMPSAMOTO pPaACCIaOAIONIET0 BIMSHUS Ha HW30JUPOBAHHOE KABEPHO3HOE TEIO Y
YeNoBeKa, HO aKTUBHO YCHJIMBAeT pacciabmistonuii a¢dekt okcuaa azota Ha 3Ty TKaHb. [lpu
aKTUBAllUM Kackaga okcuja azota/ul M@, nabmromaromielics MpU CEKCyalbHOW CTUMYISIINU,
uHruOupoanne DJI3-5 cungeHaduioM NTPUBOAUT K TMOBBIMIEHUIO YpoBHA I MO B
KaBEPHO3HOM Tejie. Takum 00pa3om, Tl pa3BUTHS JKeTaeMOTo (hapMaKOIOTHIECKOTO JICHCTBUS
cuiieHaduIa He0OX0IMMa CeKCyalbHask CTUMYJISITHS.

dapmakoauaamuyeckue d3PHeKTol

Hccnenosanus in Vitro mpoaeMOHCTPUPOBAIH, YTO CHJIICHA(UI CENIEKTHBEH B OTHOIICHUH
®J[2-5, yuacTByrome B mpoiecce pa3BuTus dpekuuu. Ero aktuBHOCTh B oTHOImEeHUU PJ[DI-5
MPEBOCXOUT AKTUBHOCTH B OTHOIIEHHWH JIPYTHMX HU3BeCTHHIX (ochommdctepas. On B 10 pa3
MeHee akTuBeH B oTHomeHun DJ[D-6, koTopas NpPUHUMAET YydyacTHE B IpoIecce
doronpeobpazoBaHus B ceTyaTke. B MakCHMallbHBIX PEKOMEHIyEeMbIX 103ax cuijeHadui1 B

80 pa3 menee cenektued B oTHomeHun ®J[D-1 u B 700 pa3 — B otHomennun OJ1D-2, 3, 4, 7, 8,
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9, 10 m 11. Kpome Toro, CeleKTUBHOCTh cuijeHaduia B oTHomeHnn DJID-5 npumepHo B
4000 pa3 mpeBOCXOJIUT €ro CEeNeKTHBHOCTh B OTHOmIeHHH PJ[D-3 — mAM®-cnenuduaeckoi
docdoaurcrepasbl, MPUHAMAIOIICH YUACTHE B PETYIISIIUHN CEPACYHBIX COKPAIICHHIA.

Kinuanueckas 3¢ dekTUBHOCTE U 0€301aCHOCTh

Jl1s olleHKM BpeMEeHHM Ioclie pueMa Ipenapara, B TeueHHue KOTOPOro CUiieHa(usl IPUBOIUT K
BO3HMKHOBEHHUIO SPEKIMHM B OTBET HAa CEKCYaIbHYIO CTUMYJIIHIO, ObLIO pa3paboTaHO Ba
KIIMHUYECKUX UCCIICJIOBaHHS. B KIMHUYECKOM WCCIICIOBAaHUM C YyYacTHEM IalMCHTOB,
MPUMEHSIBIIUX CUJIZICHA(UI HATOIIAK, MPU MPOBEIECHUHU (aiiomieTu3Morpaguu (¢ mOMOIIbIO
npubopa RigiScan) MenuaHa BpeMeHHU A0 Hayaja 3PEKIHMH y MAIMEHTOB, KOTOPbIE JAOCTUTIU
APEKIUU C PUTHIHOCTHIO T0JI0BOTO wieHa 60 % (mocTaTouyHOM JUIsi OCYIIECTBICHUS IOJIOBOTO
KOHTAaKTa) COCTaBJsuIa B cpefaHeM 25 mMuH (B auana3oHe 3HavueHudd 12—-37 muH). B oTnensHOM
UCCIIEIOBAaHUM C HCIONb30oBaHueM mnpubopa RigiScan cunnenadun Bce eme Obl1 criocoOeH
BBI3bIBAaTh OPEKIUI0O B OTBET HA CEKCYalbHYI CTUMYJSIIIMIO uepe3 4-5uyacoB mocie
MPUMCHCHHS.

Cunaenadusl BBI3BIBACT JIETKOE W TpaH3UTOpHOE CcHWKeHHE AJl, KOoTOpoe B OOJIBIIUHCTBE
CllydyaeB HE UMeeT KIMHUYeCKHX TmposBieHud. CpegHee MaKCUMallbHOE CHIDKEHUE
cuctoinueckoro AJl, W3MepeHHOro B TMOJOXKEHHUH JieXka, IMOClie MEepPOpaTbHOTO MPUMEHEHUS
cunaeHapuna B jgo3e 100 mr coctaBisiio 8,4 MM pT. cT. COOTBETCTBYIOIEE H3MEHEHUE
nuacrtonueckoro  AJl  cocraBmsanmo 5,5 MM pT. cT. OTH  cHwkeHuss AJl cormacyrorcs ¢
COCYAOPACIIUPSIONINM JeHCTBHEM CuiieHaduIa, BEPOSTHO OOYCIOBICHHBIM TOBBIIICHUEM
ypoBHeit 1I'M® B riagkux MbIIax cocyaoB. OmHOKpaTHOE NEpOpaIbHOE MPUMEHEHUE
cunaeHaduia B 1o3ax 10 100 Mr He MPUBOUIIO K KIMHUYECKH 3HAYUMBIM n3MeHeHusm DK y
3JI0POBBIX JOOPOBOJIBIIEB.

B uccnenoBanumn remonuHamMudecknx 3¢ (HEeKToB OJHOKPATHOTO MpueMa cuiiaeHaduia B 103e
100 mr BHyTpp y 14 manueHTOB ¢ TsDKenoM wumemuueckoi Oonesnsto cepaua (MBC) (co
CTEHO30M, IO KpaifHell Mepe, ogHOW KOopoHapHOH aprepuu Oosee 70 %), cpenHee 3HaUEHUE
CHUCTOJIMYECKOTO W Jauactonudeckoro AJl B COCTOSHHMHM TOKOSI CHIDKaloch Ha 7 U 6 %
OTHOCUTEIIFHO HCXOJHOTO YpPOBHSI COOTBETCTBEHHO. CpeaHee CHUCTOIMYECKOE MAaBIICHHUE B
JIETOYHOM apTepuu cHIKanoch Ha 9 %. CungeHadun He OKas3bIBal BIMSHUS Ha CepACUYHBIN
BBIOPOC W HE HApyIIal KPOBOTOK B CTEHO3WPOBAHHBIX KOPOHAPHBIX apTEPHUSIX.

B  ngBoiiHOM  ciemoM  TIane00-KOHTPOIMPYEMOM  KIIMHUYECKOM  WCCIICOBAaHHH  C
HCIIONIb30BaHUEM TecTa ¢ (M3MUYECKON Harpy3koi mpu ydactuu 144 manueHToB ¢ dPEKTUIHHON
TUCQYHKIMEH M XPOHMUYECKOW CTaOWJIBHOM CTEHOKapAuei, KOTOphle MOCTOSHHO TNPHUMEHSIIH
AHTHAHTUHAJIbHBIE JIEKAPCTBEHHBIE CpelICTBAa (KpOME HUTPATOB), HHUKAKUX KIMHUYECKU

3HAYUMBIX OTJIMYMNA BO BpPEMEHU J0 BO3HUKHOBEHHUS JHMMHUTHUPYIOIIEH CTEHOKApAUH IPHU
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MpUMEHEHUH cuiieHaduIa Mo CpaBHEHUIO C IUI1ane0o0 MpoAeMOHCTPUPOBAHO HE OBLIO.

Jlerkne W  TpPaH3UTOpPHBIE HAPYWIIEHHS CHOCOOHOCTM  pa3iauyaThb OTTEHKH  IIBETa
(cuHEro/3eeHoro) BBIABISUIMCH Y HEKOTOPBIX MAalMEHTOB npu mnpoBeaeHuu 100-oTTeHOYHOTO
tecta @apHcBOpTa-MaHcema yepe3 1 yac mociie npuMeHenus cwineHaduia B 1o3e 100 mr. Otu
M3MEHEHHUs TMOJHOCTHIO HMCUe3aju yepe3 2 yaca IOcie NpUMEHEHHus npenapara. Bo3moxHbIN
MEXaHU3M JAaHHOTO M3MEHEHHs B PaclO3HAaBaHUM I[BETOB CBs3aH ¢ MHruoupoBanuem DJ13-6,
KOTOpass ydacTByeT B (oTonmpeoOpa3oBaTeIbHOM KacKaJle peakiuii B CeTyaTKe TJiasa.
Cungenadun He BIUSET HAa OCTPOTY 3pEHHS] WM KOHTPACTHYIO UYYyBCTBUTEIbHOCTh. B
HEOO0JIBIIOM TUIalEe00-KOHTPOIUPYEMOM KIMHUYECKOM UCCIIEIOBAHUU MPH YYaCTUU MAIUEHTOB C
JIOKYMEHTaJIbHO TIOJITBEPKICHHOW BO3PAaCTHON MaKyJsipHOW auctpoduer (N =9) mpuMeHEHHE
cwineHapuna (omHokpatHo B o3¢ 100 Mr) He BBI3BIBAIO JOCTOBEPHBIX HM3MCHCHHA B
pe3ylbTaTax MpPOBEIACHHBIX HCCIENOBaHMM 3peHus (OCcTpoTa 3peHus, ceTka Amciepa,
MOJIeJIMPOBAaHUE pacliO3HABaHU IBETOB cBeTodopa, nepumetp Xambpu u potocTpecce).
OnHOKpaTHBIN MpueM criiaeHadmIa BHYTPh B 03¢ 100 MT y 310pOBBIX JOOPOBOJIBIICB HE BITHSLI
Ha MOJIBMYKHOCTD MJIM MOP(OJIOTHIO CIIEPMAaTO30HI0B (cM. pasnen 4.6.).

JlonoaHUTEIbHBIE JaHHBIC KIMHUYECKUX MCCICIOBAHUM

B xoze kKIMHUYECKUX HCCeNoBaHui cuiaeHadu npumersiicsa oonee yeM y 8 000 mannueHToB B
Bo3zpacte oT 19 no 87 mer. B wuccrnenoBaHMsiX OBLIM NPEACTABIECHBI CIEAYIOIIKUE TPYMIIbI
MalMeHTOB: JHIa TMoXmwIoro Bo3pacta (19,9 %), manuMeHTsl ¢ apTepuaIbHON THUNEPTEH3UEH
(30,9 %), mammentsl ¢ caxapHbiM jguabetom (20,3 %), UBC (5,8 %), rumepaunuieMuei
(19,8 %), TtpaBmamu cromHHoro wmosra (0,6 %), nempeccueir (5,2 %), TpaHCypeTpanIbHOR
pesekiueit mpeacraTensHon kene3bl (3,7 %) W pagukanbHOW mpoctarakromueit (3,3 %).
Crnenyromue Tpynmbl TalMEHTOB HE OBUTM MPENCTAaBICHBI B JIOCTaTOYHOW Mepe WU
UCKITIOYAIUCh M3  KIMHUYECKUX  MCCIEOBAaHMN: MALMEHThl IMOCIEe  XHPYPrUYECKOro
BMEIIIATeNIbCTBA HA OpraHax Ta3a, MalMEeHThl MOCie Jy4yeBOW Tepamnui, MalUeHThl ¢ NoYeyHOU
WM TICYUCHOYHOH HEIOCTATOYHOCTBIO TSDKENOHM CTETICHH M MAIlMEHTHI C HEKOTOPBIMH CEepJIeUHO-
COCYIMCTBIMH 3a00sieBaHusAMU (cM. paszen 4.3.).

B wuccnenoBanusix ¢ mpuMeHeHMEM (DMKCHPOBAHHOM J03bI JIOJS MAlMEHTOB, OTMETHBILIUX
yIy4IIeHHEe SPEKTHIBHOW (PYHKIIMM NpU NMPUMEHEHHWH Mpemnapara, cocrasisuia 62 % (25 mr),
74 % (50 mr) u 82 % (100 mr) mo cpaBHeHuto ¢ 25 % B rpymie mianedo. B KoHTpomupyeMbIx
KJIMHAIYECKUX MCCIEIOBAHUSAX KOJIMYECTBO CIIy4aeB OTMEHBI CHiIeHadmIa ObUTo HEOOIBIINM U
COIIOCTAaBUMBIM C Tpymmnoi miane6o. KoauuecTBo naeHToB, COOOMUBIINX 00 YIydIIeHUH TpU
NPUMEHEHUN cujieHauia BO BCEX ATUX HCCIIEAOBAHUAX, OBLJIO CIEAYIOIIMM: IICHXOT€HHAs
spextiibHas —muchyHknus (84 %), cmemranHas —dpekTwibHas  auchyukuus (77 %),

opraHuyeckass dpeKkTwibHas auchyHkius (68 %), manuMeHThl TOXUIOro Bo3pacta (67 %),
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caxapubiii 1uadet (59 %), UBC (69 %), aprepuanbHas runepreHsus (68 %), TpaHcypeTpaibHas
pesekuus mpeacrarenbHor kenes3sl (61 %), pagukanbHas npoctardkTomus (43 %), TpaBMbI
ciuaHOoro Mo3ra (83 %), nempeccusi (75 %). bezonacHocTs U 3¢ (HEKTHBHOCTL CHIIIeHAUIA
MOJITBEPKICHBI JJAHHBIMH JIOJITOCPOYHBIX HCCIICIOBAHUH.

5.2. DapmakoKMHeTHYECKHE CBOMCTBA

AOGcopouus

Cunpgenadun ObicTpo BcachiBaeTcsi. MakcuManbHbIC HAOMIOJacMble KOHIIEHTPAIUUA B IIIa3Me
KPOBH TIpU TIpueMe cuiijieHaduia BHYTph HaTomiak gocrurarorcss B tedeHue 30-120 munyT
(Meauana 60 MuHYT). AGCOIIOTHAasS OMOMOCTYIHOCTh B CpelHEM cocraBiser okoso 41 % (25—
63 %). Ilocne mpuema mpemnapara BHYTPh B PEKOMEHIOBAHHOM nuamna3zoHe 103 (25-100 mr)
AUC u Cmax cuiieHadmIa MOBBIMAIOTCS IPOMOPIIUOHATBLHO JI03€.

[Tpu npueme cuinenaduia ¢ MUIIEH CKOPOCTh €0 BCACBHIBAHHS CHIDKACTCS, TPU 3TOM | Cmax
yBenuuuBaeTcs B cpeaHeM Ha 60 MUHYT, a Cmax CHIDKaeTCsl B cpeHeM Ha 29 %.

Pacnpenenenne

O0nem pacripenenienus cuiifieHaduia B paBHOBECHOM cocTosiHuM (Va) COCTaBisieT B CpeaHEM
105 1, uTro yka3bIBaeT Ha ero pacmpenenenue B TkaHsax. O6mas Cmax cuineHadunaa B miazme
KpPOBH IOCJIE OJHOKPATHOTO MpueMa Ipernapata BHYTph B qo3e 100 Mr B cpeHEeM COCTaBIseT
okoiio 440 ur/mn (koapdunuent Bapuauuu — 40%). Ilockonabky cBsa3bIBaHME cuifeHaduia (1
€ro OCHOBHOTO IUpPKyJIHpytomero N-IecMeTui-MeTadoiuTa) ¢ OelkaMu IIa3Mbl  KPOBHU
nocturaet 96 %, cpennsas Cmax cBOOOHON (pakuuu cuigeHaduaa B mia3Me KPOBU COCTABISET
18 ur/mn (38 HM). Cesi3piBaHME ¢ OeIKaMU TUIa3Mbl KPOBU HE 3aBUCHUT OT OOIIe KOHIICHTPAIHH
npernapara.

VY 310p0BBIX 100pOBOJIBIEB Yepe3 90 MUHYT MMOCIEe OJHOKPATHOTO MpHUeMa CHIeHaduia B 103€
100 mr B asxymsTe onpenensiock MeHee ueM 0,0002 % npuHATOM 10361 Ipenapata (B CpeJHeM —
188 ur).

buorpancdopmarms

Cunnenadu Metabonu3upyeTcs TaBHBIM oOpa3zom mona nedctBuem m3odpepmenta CYP3A4
(ocHoBHOM myTh) U m3odepmeHToM CYP2CY (AOMONHUTENBHBIN MYTh) MHKPOCOMAIBHBIX
n30QepMeHTOB neyeHu. OCHOBHON LMPKYJIMPYIONMI MeTaboiauT obpasyercss B pe3ynbrare N-
JEeMETUJIMPOBaHUs cuiiieHaduna. DToT MeTrabonuT oOianaeT mpoduiaeM CEeNeKTUBHOCTH K
dbochoamdcTepazam, aHAIOTHYHBIM MPOGUITIO CHiIeHaguiIa, a ero akTUBHOCTh B OTHOIIEHUU
®/13-5 in vitro cocraBmser mnpumepHo 50 % OT aKTUBHOCTH OCHOBHOTO BEIECTBA.
KoHuenTpanun aaHHoro merabonurta B IJIa3Me COCTaBIISAIOT mpuMepHO 40 % KOHLEHTpaIuu
cunneHaduna. N-IJeMeTHUIMPOBAHHBIM MeTa0O0IUT MOJABEpPraercs JalbHEWIIEeMYy MeTa0oJn3MYy;

ero KoHeyHrId TY cocTaBiisieT 0KO0JIO 4 Jacos.
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OIMMUHALKS

OO6muii knuperc cunaeHaduia u3 opranusma cocrasisier 41 n/gac, T B TepMuHanbHON (aze —
3-5 gacos. Ilocne mpuema BHYTph HWIJIM BHYTPUBEHHOTO BBEICHHS CHIIICHA(QWI BBIBOAUTCS B
BUJIE METabOIUTOB, B OCHOBHOM, 4epe3 KulledyHuK (0koio 80 % mpHUHSTON BHYTpPH J03bI) U B
MEHBIIIeH cTeneHn — noykaMu (0kojo 13 % npuHATON BHYTPH J103bI).

Oco0Bble IPVIIILI MAIUEHTOB

Iloueunas nedocmamounocmo

Y 100pOBOJIBIIEB C TOYEYHOM HEAOCTAaTOYHOCThIO Jjerkod um cpenHedd cremenn (KK 30—
80 mi1/MuH) (hapMaKOKMHETHYECKUE MapaMeTphl cuiifeHaduiIa MpH €ro OJHOKPATHOM IpHEME
BHYTpb (B no3e 50 mr) He wusmensiuch. Cpeanue 3HadeHuss AUC u Cmax N-mecmerui-
MeTa0oaMTa MOBBIIAIKCH 10 126 % 1 73 % COOTBETCTBEHHO IO CPABHEHHIO C JOOPOBOJIBIIAMHU
TOTO K€ Bo3pacta 0e3 HapymieHus QyHKIUM Modek. OAHAKO BCIEICTBUE 3HAYUTEIHHOU
MEXHHIMBUTyalIbHOM BapuaOeIbHOCTH ATH Pa3JINYMsl HE SBISUIMCH CTATUCTUYECKH 3HAYMMBIMHU.
Y 106pOBOIBLIEB € IOYEUHOW HEAOCTaTOUHOCTHIO TsKeoi creneHu (KK < 30 mi/muH) KiaupeHc
cwineHaduia cHrkaics, uro npuBoawio K yeenumdeHuto AUC u Cmax B cpemaem Ha 100 % u
88 %, COOTBETCTBEHHO, IO CPABHEHUIO C AITHUMH MMOKA3aTENsIMHU y MAIIUEHTOB TON e BO3PACTHOM
rpynnsl ¢ HopManbHOU ¢yHkimeil moyek. Kpome toro, 3nauenuss AUC u Cmax N-mecmerui-
MeTabonuTta nossimanuck Ha 200 % u 79 % cooTBETCTBEHHO.

lleuenounas nedocmamoyrnocmo

Y 100poBOJIBLIEB C LUPPO30OM TMEUYEHHM JIETKOM W CpeAHed CTEeNeHH TSHKECTH (HapylleHHe
bynkun neueHn kimacca A u B mo knaccudukamum Yaitng-Ilsro) xnupeHc cunaenaduna
cHmKasucs, yTo npuBoamwio K noseimieHuto AUC (84 %) u Cmax (47 %) 10 CpaBHEHHIO C ITUMHU
MOKa3aTeJsIMA Y TAlMEHTOB TOW K€ BO3PACTHOW TPYNIBI MPH HOPMAJIbHOH (DYHKIMH TIEYCHH.
dapMaKOKMHETHKA CUJIeHa(ua y MalMeHTOB ¢ TSHKENBIMU HapyIIeHUIMU QYHKIUY TIEYeHU He
U3yyanach.

Jluya noswcunozo eospacma

VY 310poBBIX AOOPOBOJIBIIEB MOXKUIOTO Bo3pacTa (65 IeT W cTapiie) KIUpeHC cuiaeHaduia
CHU)KEH, a KOHIIEHTpaIysl CHiiieHapuIa 1 akTUBHOTO N-IecMeTUI-MeTa0ouTa B IIa3Me KPOBU
npubimsuTensHo Ha 90 % BhlIIe ee ypOBHS Y 3J0POBBIX 100POBOJIBLIEB MOJIOA0r0 Bo3pacTa (18—
45 net). BcenmenacTBue BO3pAcTHBIX pa3IMuMid B CBSI3BIBAHMH TIpemapara ¢ OelKamMHu IUIa3Mbl
KPOBH, COOTBETCTBYIOIIIEE MOBHIIIEHNE KOHIIEHTPAI[MH CBOOOJHOTO CHIZCHadMIa B IUIa3Me
KpPOBU puOIM3uTeNsHO cocTabiisiio 40 %.

5.3. lanHbIe TOKJIUHUYECKOH 0€30MACHOCTH.

B noknMHUYECKHX [AHHBIX, MOJIYYEHHBIX [0 pe3ylbTaTaM CTaHIApPTHBIX HCCIeT0BaHUMN

dapmakonoruyeckoii  0e30MacHOCTH, TOKCHMYHOCTM TNPU  MHOTOKPaTHOM  BBEJICHUH,

20



TCHOTOKCHUYHOCTH, KAaHICPOICHHOI'0 IOTCHIHAJIA H perOﬂYKTHBHOﬁ A OHTOICHETHYECKOM

TOKCHUYHOCTH, 0COOBIH Bpea IJIA UCJIOBCKA HC BBISIBJICH.

6. ®PAPMAILHEBTHYECKHE CBOMCTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

Busapcun Ky-1ab, 50 mr, Tabaerkuy, QUcIeprupyeMsele B HOJIOCTH PTA

I'unponosa

ManHuton

Acnaptam

Heorecnepununa quruapoxaikoH

* ApoMaTu3aTop MATHBIN

** ApoMaTH3aTOp MSATHI IEPEUHON
Kpocnougon tun A

Kanbuus cunukar

Maruus creapar

*Apomamuzamop MAmMHbIIL:
ManbsToaeKkCcTpuH
ApomMaTU3UPYIONHE KOMIIOHEHTHI (MaCIO MSITHI)
Bona

**Apomamuzamop mMamvl nepeyHou:
ManbToIeKCTpUH

Axanuu kamenb opoiok (E414)
Caxapo3sa

MsTBI OJIEBOM MacCio

JleBomenTON

Busapcun Ky-1a6, 100 mr, TaOJIEeTKH, TUCIIEPTUPYEMBIE B TIOJOCTH PTa

I'nnponosa

MannuTOon

Acnapram

Heorecniepuaiaa AUTHAPOXATKOH
* ApoMaTu3aTop MATHBIH

** ApoMaTH3aTOpP MATHI IEPEUHOM
KpocnoBunon tun A

Kanxpnus cunukat

Maruus creapat
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*Apomamuzamop MaAmHbwlLL:

MansroaekcTpuH

ApoMaTu3upyromye KOMIOHEHTHI (Maciio MSThI)

Bona

**Apomamuzamop msamol nepeurou:

MansroaekcTpuH

Axanuu kamenp nopouok (E414)

Caxapo3a

MsiTBI OJIEBOM Macyo

JleBomeHTON

6.2. HecoBMecTUMOCTH

Henpumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHUs1)

3 roga.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHEHUHU

XpaHuTb 1pu Temieparype He Boiie 25 °C, B OpUrHHAIBHOM OJIUCTEpe AJIS 3alIUTHI OT BIIATH.
6.5. Xapakrep u coepkaHue NEPBUYHON YIIAKOBKH

ITo 1 win 4 tabnerku B Onucrep u3 komMOMHMpoBaHHOrO Marepuana OITA/An/IIBX, I19T/An
doneru (OPA/AI/PVC, PET/AI peel off foil).

[To 1, 2 6nucrepa (6mucrep mo 1 Tabnerke) wnu o 1, 2, 3 6muctepa (Onuctep mo 4 TabNeTKH)
MOMEIIAIOT B TAYKy KAPTOHHYIO BMECTE C TUCTKOM-BKJI/IbIIIIEM.

He Bce pa3mepsl ynakoBOK MOTYT OBITh JOCTYIHBI JISl peaan3aliu.

6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH MNPH  YHUUYTOXKEHHHM  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOT0 Mpenapara MWJIH OTXO0JA0B, TMOJYYeHHBIX TOcCJde NPUMEHEeHHUs
JIEKApPCTBEHHOT0 Mpenapara, u pyrue MaHUNyJsiMU ¢ penapaTomM

Het oco0bIx TpeOOBaHMI K yTHIIM3AIUH.

7. JEPXKATEJIb PETUCTPAHUOHHOI'O YIOCTOBEPEHUSA
CrnoBeHus
AO «KPKA, n.1., HoBo mectoy, llImapwenika necra 6, 8501 HoBo mecto
Ten.: +386 7 33121 11
®axc: +386 7 332 15 37
Anpec 3. moutsl: info@krka.biz
7.1. IlpencraBuTe b Aep:KaTesisd PerucTPAIMOHHOT0 YA0CTOBEPEeHUA

[Iperen3un noTpeOUTEEN HAIPABIATE 10 aAPECY:
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Poccuiickasa ®@eoepayus

000 «KPKA-PYC»

143500, MockoBckast 0011., r. Mctpa, yin. MockoBckasi, 1. 50

Temn.: +7 (495) 994 70 70

®axc: +7 (495) 994 70 78

Anpec 351. moutsl: krka-rus@krka.biz

Pecnybnuxa Kazaxcman

TOO «KPKA Ka3zaxcrtan»

050040, r. Anmater, Mukpopaiton KOKTEM-1, nom 15A, oduc 601
Ten.: +7(727)311 08 09

Anpec 3. moutsl: info.kz@krka.biz

8. HOMEP PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSI
JITI-Ne(000414)-(PT-RU)

9. JATA IEPBUYHOM PETMCTPAIIMU (IIOATBEPXKJIEHUSA PETUCTPALINY,
HEPEPETUCTPALINN)
Hata nepoii peructpanun: 08 HosiOpst 2021 r.

10. JATA ITIEPECMOTPA TEKCTA
10 urous 2025 r.

OOmas xapakTepUCTHKa JIeKapcTBEHHOro mnpemnapara Bwusapcun Ky-ta0 nocrtynHa Ha
MH(OPMallMOHHOM TmopTane EBpa3suiickoro SKOHOMHMYECKOTO CO3a B HH(OpPMAIMOHHO-

KOMMYHHKaIIMOHHOH cetn «HTepHeT» https://eec.eaeunion.org/.
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