COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 06.02.2026 N= 2114

OBIIAS XAPAKTEPUCTHKA JIEKAPCTRERHOT OTIPEITAPATA

1. HAUMEHOBAHMUME JJEKAPCTBEHHOI'O ITIPEITAPATA
MABEHKIJIA/I, 10 mr, TaOeTKH.

2. KAUECTBEHHbBIN 1 KOJIMYECTBEHHBIA COCTAB

JlelicTBy1o111€€ BEIIECTBO: KIIAPUOUH.

Kaxxnas tabnerka comepxut 10 Mr kinaapuduHa.

BcmoMoratenbHbIe BelecTBa, HATUYHE KOTOPHIX HA/IO YUYUTHIBATH B COCTABE JIEKAPCTBEHHOTO
npemapara: copouton (cM. paznensl 4.3, 4.4) u ruapokcunponuideragekc (cM. paznen 4.5).

[TonHbIM IepeyeHb BCIIOMOTaTeIbHBIX BEIIECTB MPUBENIECH B pazaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku.
Kpyribie ABOSIKOBBITTYKJIbIE TaOJIETKH O€Ioro 1BeTa, ¢ TpaBUPOBKOM «C» HA OJHOW CTOPOHE U

«10» Ha npyroii cropoHe.

4. KINMHUYECKHUE JTAHHBIE

4.1. IToka3aHus1 K IPUMEHEHHUIO
[Ipemapar MABEHKJIAJ[ mnoxa3zaH i JeueHus B3pOCIBIX NAIlMEHTOB cTapuie 18 jer ¢
aKTUBHBIM PELUINBUPYIOIMM paccestHHbIM ckiepo3oM (PC), (peMUTTUPYIOIIMM M BTOPUYHO-

MIPOTPECCUPYIOMIUM C 0OOCTPEHUSIMH).

4.2. PexxuM 103MpPOBaHNs U CNIOCO0 MPUMEHEHUs!

PexxuM 103upoBaHus

Pexomenayemas cymmapnas nosa npenapara MABEHKIJIAJL cocraBnser 3,5 Mr/kr macchel Tena
naueHTa B TeueHnue 2 iet: 1,75 mr/kr Ha 1 Kypc JiedeHus B rol. ['010B0O# Kypc Tepamnuu COCTOUT
U3 IBYX HEJIEJb JICUCHUS: OIHA HEeJIs B Hayase IEPBOro MecsAlla ¥ 0JIHA He/lelis B Hayajle BTOPOTo
Mecsilia COOTBETCTBYIOIIETO roja jeueHus. Kaxas Henens Je4eHus: COCTOUT U3 4 Wiv 5 THe, B
TEUEHUE KOTOPBIX MpernapaT npuHUMaioT 1 pa3 B AeHb B Ao03e 10 mr wiu 20 Mr (ogHa Wik JIBE
TaOJIETKH) B 3aBUCUMOCTH OT MacChl TeJia MalueHTa.

Pacuér no3bl 1 KoMuecTBa Impenapara B 3aBUCUMOCTH OT MAcChl TeJla MallueHTa MpeICTaBICHbI
gwxke B Tabmumax 1 u 2.

[Tocne 3aBepuieHus IBYX TOJIOBBIX KYpPCOB JI€UEHUS TaIbHEHIIINI TPUEM Mpernapara B Te4eHue 3-
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ro u 4-T0 To1a He TpedyeTcs.

Bo3o6HoBneHue nedenus nocie 4-x JeT He U3y4aioch.
Kpumepuu nauana u npooondicenus nevenus
Yuciio muMOIMTOB T0KHO OBITH:

e B HOpME nepen HadaioM 1-ro roaa sieuenus npenaparom MABEHKJIA/I;

e >0,8 x 10°/n mepen HauagoM 2-ro roja jgeueHus npenapatom MABEHKIIAJI.
Btopoii ronoBoii Kypc jeueHus: MOXKET ObITh OTJIOXEH A0 BOCCTAHOBJIECHUS MPUEMIIEMOTO YHCIIa
aUMGOLMTOB Ha CPOK /10 6 MecaleB (M0 MEAMIIMHCKUM TOKa3aHUsAM). B ciydae, ecnu nepuon
BOCCTAHOBJICHHsI YWcClIa JUM(OIMTOB 3aHWMaeT Oojee 6 MecsleB, MpHEM Mpenapara
MABEHKIJTA/] nomkeH ObITh PEKpaIieH.
Pacuem oo3vl
Pacuer 10361 B TeUeHUE ABYX JIET TEPANUU IPOBOJUTCS JE€YAIMM BpauyoOM Ha OCHOBAaHUHU MAacChl
Tea MalueHTa B COOTBETCTBUM ¢ Tabmmieii 1. JIis HEKOTOPHIX AMANa30HOB MACCHI TEJIA YHUCIIO
TabJIETOK MOXKET BapbHPOBATh OT OJJHOW HEJENH JeueHus K apyroil. IlepopanbHoe npuMeHeHue
KJIapuOWHA Y TTAaIlMEHTOB Maccoil Teya MeHee 40 KT He HCCIIeI0OBAIOCH.
Ta6muma 1. Jloza npemapara MABEHKIJIA]] Ha Henemto 1edeHust B 3aBUCUMOCTH OT MaccChl Tela

ManuceHTa JJIsd KaKA0Tro roaa Teparunu.

Macca Tena nauueHTa, Kr Jlo3a B Mr (4ucIio TaOJIETOK) HA HEIEIIO JICUCHUS

1-s Henemnst neueHust 2-s1 Henels JIeYCHUA

> 40, Ho < 50 40 mr (4 TabyieTkn) 40 mr (4 TabieTkn)

> 50, HO < 60 50 mr (5 TabneTok) 50 mr (5 TabmeTok)

> 60, Ho <70 60 mr (6 TabseTOK) 60 mr (6 TabseTOK)

> 70, Ho < 80 70 mr (7 TabneTok) 70 mr (7 TabneTok)

> 80, Ho <90 80 mr (8 TabneTok) 70 mr (7 TabmeTok)

>90, Ho < 100 90 mr (9 TabneTok) 80 mr (8 TabneTox)
>100,H0 <110 100 mr (10 TabneTok) 90 mr (9 TabneTok)

>110 100 mr (10 Tabierox) 100 mr (10 Tabierox)

Tabnuia 2 moka3pIBaeT pacHpeieeHre O0IIEero Yrucia TabIeTOK 10 JHSIM B TEUCHHE HEJeTHbHOTO
Kypca Tepanuu. MHTepBam MexIy HpueMOM TabJeTOK JOJDKEH COCTaBiATh 24 yaca. [Ipuem
npernapara JI0JDKeH OCYHIECTBIISITHCSA B OJHO M TO JK€ BPeMs CYTOK B T€UCHHME KaXIOH Helenu
tepanuu. Eciam cyTounast mo3a coctaBisieT 2 TaOJICTKH, TaOJETKH MPUHUMAIOT BMECTE KaK OIHY
703y

Tabmuua 2. Pactipenenenue obuero yrcna tadbnetok npenapara MABEHKIIA/L B noze 10 mr no

AHAM B TCUCHUC HCACIIBHOI'O KypcCa TCpalinu.
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TabJIETOK B HEJEIIO
4 1 1 1 1 0
5 1 1 1 1 1
6 2 1 1 1 1
7 2 2 1 1 1
8 2 2 2 1 1
9 2 2 2 2 1
10 2 2 2 2 2

[Iponymiennyto 103y npenapata (1 wim 2 TabneTku) cieayer NpUHsTh, KaK TOJIbKO Bbl 06 3TOM
BCIIOMHWUIIU, B TOT K€ JICHb B COOTBETCTBUU € rpadukom jeueHus. [Ipomnyiiennas 103a He J0KHA
MIPUHUMATHCSI BMECTE C MOCIEIYIONIEH 3alIaHUPOBAaHHOW 1030M Ha CleayIolmuil JeHb. B cimydae
MPOITyCKa J03bI MAIMEHT JOJDKEH MPUHATH MPOIYIICHHYIO 103y Ha CICAYIOIIUI JIeHb, MPO/IJINB,
TakuM 00pa3oM, Kypc mpueMa mpernapara Ha CyTku. Eciu mpomymieHsl 1Be mocieaoBaTeIbHbIe
JI03bI, IPUMEHSETCS TO K€ MPABUIIO, U UUCIIO JHEN HEJIETbHOTO Kypca JICUCHUS YBEINUYUBACTCS HA
JIBa JHS.

Oco0nIe I'pynIbl TanMEHTOB

Iayuenmel ¢ noueunol He0OCMamoyHOCmMbIO

Kinnnnyeckue uccnenosanus mno npumeHeHuto npenapara MABEHKIJIAJ[ y namueHTOB C
MIOYEYHON HEI0CTaTOYHOCTBIO HE IPOBOIMIINCK.

VY manueHToB ¢ JIETKOW CTENEHBIO MOYEYHOU HEJOCTAaTOYHOCTH (KJIMpEHC KpeaTuHruHa oT 60 1o
89 MJI/MHH) KOppEKIUs 03kl Ipernapara He TpeOyeTcsl.

[Ipenapar MABEHKIJIA/] npoTuBonoka3aH HalUeHTaM CO CPEIHEH M TSAKEJIOH CTENEHBIO
[IOYEYHON HEJIOCTaTOYHOCTH, TaK KaK 0€30MacHOCTh U 3(PPEKTUBHOCTh IPUMEHEHNUS NIpernapaTa y
JIAHHOM TPYMIIBI MAIIMEHTOB HE YCTAHOBJICHBI (CM. pazzen 4.3).

Iayuenmel ¢ neywenouHol He0OCMamMo4YHOCMbIO

KinHnyeckue wuccnenoBaHus IO TNPUMEHEHUIO IIpenapara y IallMeHTOB C IE€YEHOYHOU
HEI0CTaTOYHOCTBIO HE MPOBOJMINCH.

[TanreHTaM C JIErKOH CTENEHbIO IEYEHOYHON HEAOCTATOUHOCTH KOPPEKIMS 1036l HE TpedyeTcs,
MIOCKOJIBKY POJIb TICUEHH B IIpOIecce BHIBECHUS KiIaiprOnHa He3HaUuTeNbHa (cM. paszen 4.3).
[Ipumenenne npenapata MABEHKJIAJl y nanMeHTOB cO CpelHEH W TSDKEIOW CTENEHBIO
neyeHouHoN HepoctarouHocTu (mHAeke Yanna-IIpro > 6) mpoTHBOIIOKa3aHO, TaK KaK JaHHBIC
OTCYTCTBYIOT.

Tayuenmul ¢ HapyuwieHuem GbVHKI/tuu neyenu
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CBIBOPOTKE KPOBH JIOJDKHBI OBITH TOJYYEHBI TEpel] HayalloM Tepamud BO BPEeMs IMEPBOTO U
BTOPOTo roja jedeHus (cMm. pazzaen 4.4).
Tlayuenmul noscunoeo eospacma (cmapuie 65 1em)
Knununueckue uccnenoBanusi o NpUMEHEHHIO KJIaApruOrHa B Ta0JIeTKaxX He BKIIIOYAIN MAl[eHTOB
crapiie 65 JeT, T03TOMY HEU3BECTHO, €CTh JIU Y HUX OTJIMYUE B OTBETE HA TEPAIUIO 10 CPABHEHUIO
¢ Oonee MOIOIBIMU NAIIeHTaMHu (cM. pasnen 4.4, noxpasaen «C 0CTOPOKHOCTHION).

eTu
besonacHoctes u 3ddextuBHocTh Tmpemapatra MABEHKIIAJl y mamueHTOB ¢ paccessHHBIM
CKJIEPO30M B BO3pacTe A0 18 jeT He ycTaHOBIIEHA, TO3TOMY IpUEM IIpernapaTa B 3TOW rpyIe
MAIMEHTOB MTPOTUBOMOKAa3aH (cM. pasnuen 4.3).

Cnoco0 ImpuMeHeHus

TabneTkn MPUHUMAIOT BHYTPb, HE3aBHCUMO OT IIpHEMa IHIIH, HE pa3)KeBbIBas M 3aIIMBast BOIOH.
[Tockonbky TabIETKH HE TOKPHITHI 00OJIOUKON, UX HEOOXOIUMO MPOTIATHIBATh Cpa3y ke Mocie
OCBOOOKICHHS U3 OJIMCTEPa, HE OCTABISATH HA IOBEPXHOCTH U HE JIEPKATh B pyKaXx JIOJIbIIE, YeM
3T0 HeoOxoammo. B ciywae ecnm TabrmeTka Oblla OCTAaBJICHA HA TOBEPXHOCTH WJIM €CJIM OHA
pasyioMarnachk B IpoOIecce BHICBOOOXKIEHUS U3 OJMcTepa, MOBEPXHOCTh HEOOXOIUMO TIIATEIHLHO
BBIMBITb.

[Ipu obpamiennu ¢ mpenapaToM pPyKH JOJDKHBI ObITh cyxumu. [locie mpuMeHeHus mpernapara

HGO6XOI[I/IMO THIATCJIbHO BEIMBITH PYKH.

4.3. [lpoTuBONOKA3aHUS

® TUINEPUYYBCTBUTEIBHOCTH K KIAJPUOMHY H/UITH K JIIOOOMY M3 BCTIOMOTaTEIbHbIX BEIIECTB,
IIEPEYUCIIEHHBIX B paszzaene 6.1;

e o0ocTpeHue XxpoHUYeckor HHPeKIH (TyOepKyie3, renaTur);

o BUY-undexmus;

e HayaJo Tepanuu KJIaAPUOUHOM Y UMMYHOKOMIIPOMETHPOBAHHBIX MAIIUEHTOB, B TOM YHCIIE
HalMEHTOB, MOJYYalONIMX NMMYHOCYNPECCUBHYIO WJIM MHEJIOCYHNPECCHBHYIO TEPAITHIO
(cMm. pazzen 4.5);

e cpemHss M TSDKeNas CTENEHb IOYEYHOM HEJOCTaTOYHOCTH (KIMPEHC KpeaTHHUHA
< 60 mn/muH) (cM. pasaen 4.4);

e CcpenHss M TsKeNas CTENEeHb MEYeHOYHONW HeI0CTaTOYHOCTH;

® aKTHBHBIC 3JI0KAUECTBEHHBIEC 3200JICBAHNUS;

® COBMECTHOE IpUMEHEHHE ¢ HHTepdepoHoM Oera;

® BaKIWHAIWA )XUBBIMH, B TOM YHCJIC aTTCHYWPOBAHHBIMH BaKIIMHAMMU,
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e 0epeMEeHHOCTb, IEPUOJ TPYJHOIO BCKapMIMBAHUS;

e JeTCKHi Bo3pacT 110 18 et (Hea0CcTaTOYHO KIIMHUYECKUX JTAHHBIX ).

4.4. OcoOble ykazaHHusl M Mepbl NPEI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

V nanueHToB MOXKUJIOT0 BO3pacTa, cTapiie 65 JIeT, n3-3a HEJOCTATOYHOCTH KIIMHUYECKHUX TAHHBIX
U C y4eToM OOJbIIeli BEpPOSTHOCTH HEJOCTATOYHOCTU TMOYEK WIIM TEYEHH, COMYTCTBYIOIINX
3200JIeBaHUI U APYTUX MPUMEHSIEMBIX MPENapaToB.

Cnenyer cobmoaTh OCTOPOXKHOCTh MpPU KOMOWHHUPOBAHHON Tepamuu C IpernapaTraMu,
00J1a1aI0IMMH TEeMAaTOTOKCUYECKHUMH CBOMCTBAMH, MHAYKTOpAaMHU TPaHCIIOPTHBIX O0enkoB BCRP
u P-rimmkonporeunna.

Oco0ble yKazaHus

T'emamonocuueckuil MonumopuHe

Mexanu3m aeicTBus KiIaapuOrHa CBS3aH C yMEHbIIEHHEM YKciia TuMpouuToB. CHIKEHUE YUCIia
TUMQOIMTOB SBISETCS J10303aBUCUMBIM. YMEHBIICHHE YHUCIIa HEHTPO(UIOB, SPUTPOIIUTOB,
YPOBHS reMaTOKpPUTa, yPOBHS T€MOTTIOOMHA, 8 TAK)KE TPOMOOIIMTOB 110 CPABHEHHIO C HAYATbHBIMU
3HaYEHUSMHU HaOJI0JANOCh B XOJ€ KIMHUYECKHUX HCCIIEIOBAHMM, OJHAKO JaHHBIE MapaMeTphbl
0OBIYHO OCTAIOTCS B HOPME.

ANIMTHBHBIE HEXKeJaTeNbHbIE TeMAaTOJOTHYECKHE pEaKIUd BO3MOXKHBI, €CIH KJIaJIpUOUH
Ha3HA4aeTcs A0 WJIM COBMECTHO C IPYTUMH JIEKapCTBEHHBIMU CPEJICTBAMH, KOTOPHIE BIUSIIOT HA
MoKa3arenu KpoBu (cM. pazaen 4.5).

Yucno numMpOoLUTOB AOKHO OMPENEsIThCS:

e nepea HayasioM JeueHus npenapatoM MABEHKJIA/I Ha nepBoM rosy Tepanuu;

e nmepea HaydajgoMm BToporo roaa jedeHus mnpenaparoM MABEHKIJIAJL va BTOpOM romy
Tepanuy;

e uyepe3 2 u 6 MecsIeB NTOC/E Havalla JIeYeHUs Ha IEPBOM M BTOPOM rogax tepanuu. Eciou
quCiI0 TUMEOIUTOB cocTaiisieT meHee 0,5 x 10%/n, TO KOHTPOJIb JOJKEH MPOBOJIUTHCS 10
BOCCTAHOBJICHHSI YHCIIa TUM(OIUTOB.

JIJist IpUHSATHUS PEIIeHUs O JICUSHUU UCXOAS U3 YUCiIa TUM(POIUTOB, CMOTpHU pa3aen 4.2 U MyHKT
«MH(pekunoHHbIe 3a00JIC€BaHUY.

Hngpexyuonnvie 3abonesanus

[Tpu mpueme knagpuOUHA MOXET OCIAONATHCS MMMYHHAs 3allUTa OpraHM3Ma U IMOBBIIIATHCS
BEPOSTHOCTh pa3BUTUS MIM O0OCTpeHHs WH(MEKUHOHHBIX 3aboneBanuil. [lpu neueHun
npenapatom MABEHKIJIAJl nHaOmionanuck cepbe3Hble, TSKEIble U ONIMOPTYHUCTUYECKHE

I/IH(l)eKHI/II/I, BKJIro4ast clydyan C JI€TAJIbHBIM HCXOA0M. ﬂO Ha4daJia TEpaIrInu
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TyOepKyJie3, XpOHHUYECKH aKTHBHBIA TemaTuT (cM. pasmen 4.3). MoryT akTUBHPOBATHCS
JaTeHTHbIE WH(EKINHU, B TOM YHClIe TyOepkyie3 u rematut. [loaToMy 10 Hauama Tepamuud Ha
MIEPBOM U BTOPOM ToJiax JIeYeHUs] He0OX0JUMMO MPOBECTH CKPUHUHT Ha JJATEHTHbIE MHPEKINH, B
ocoOeHHocTH Ha TyOepkyne3 u remnatut B u C. Hauwano tepanuun npenaparom MABEHKITAJL
CJIeTyeT OTIIOKUTH JI0 TTOJIHOTO BBI3JIOPOBICHHUS.

Hagarno tepanuu Taxxe cieayeT OTIOXKUTh B CIIydae OCTPO MH(EKIUU 10 €€ pa3peiieHusl.
I'epnec 30cmep

Oco0oe BHMMaHHE CIIEQyeT YJIeNsITh MMalueHTaM, He HMMEIOIIMM B aHaMHe3€ YyKa3aHHe Ha
NEPEHEeCEHHYI0 MH(EKINIO, BBI3BIBAEMYIO BUPYCOM BeTpsiHOW ocmbl (Varicella zoster). Takum
CEPOHETATUBHBIM K BHPYCY BETPSHOW OCIBI MAIIMEHTaM [0 Hadala Tepanuu KIaJApuOMHOM
peKoMeHIyeTcsa MpoBOAUTh BakinHanuoo. Havano tepanuu npenapatom MABEHKIIA /] cienyer
OTJIOXKHUTH Ha 4-6 Heenb sl o0ecredeHus MOTHOTO A QeKTa BaKIIMHAIINH.

VYBenuyenue 3aboseBaeMocTu reprecom 3octep (Herpes zoster) ObUT0O OTMEUEHO y MAIUCHTOB,
MPUMHUAMAIOIMX KIagpubus. Ecmu yucno numdonutos He mpesbimaer 0,2 x 10%/m, crnemyer
Ha3HAYUTh NPOPUIAKTHUECKOE MPOTUBOTEPIETHUECKOE JIeUeHUE Ha MEPHOJ] ITOKa COXpaHsIeTcCs
mumpornienust 4 crenenu. [lanmmeHToB ¢ yuciaom aumdoruToB Hmwke 0,5 X 10%/1 HEOGXOMUMO
TIIATETFHO HAOJIONaTh Ha MpeAMeT NPU3HAKOB M CHUMITOMOB WH(EKIHUHU, B OCOOCHHOCTH
OTosIChIBalOIIEro Jumas. B ciydyae oOHapyXeHUsI CUMITOMOB MH(EKIUN HEO0OX0IMMO HayaTb
COOTBETCTBYIOIIYIO Tepanuio. Jleuenue npenapatom MABEHKIIAJ] MoxeT ObITh IpEepBaHO HIIH
OTJIOKEHO 10 TOJIHOTO BBI3JJOPOBIICHUS.

IIpoepeccupyiowas mynemugoxanoHas 1eukoduyegharonamus

Cnyuaum mporpeccupytomei  MynbrudokanpHO  neiikosnnedanomatun  (IIMJI)  Obutn
3apErUCTPUPOBAHbl y MAIMEHTOB, MOJYYaBIIMX KIAAPUOMH IO MOBOAY BOJOCATOKJIETOYHOIO
JeiiKo3a ¢ IPYyruM pexUMOM J03UPOBAHUSI.

B 06a3e maHHBIX KJIMHUYECKUX HMCCIEAOBAHMN KIaJpuOWHA MpU paccestHHOM ckiepo3e (1976
NalnKueHToB, 9855 nanueHTo-jer) He oTMeueHo Hu ogHoro ciydas [IMJI. Tem He meHee mepen
HayasioM Teparnuu mpenapatoMm MABEHKIIAJL (00bi4HO B TeYeHHE MPEAIIECTBYIOMIMX TPEX
MECSIIEB) HEOOXOAMMO BBITIOJTHUTH MATHUTHO-Pe30HAHCHYIO ToMorpaduio (MPT). 3to ocoberHO
Ba)XHO, €CJIM MAIMEHT YXKe MOTydall permapaTsl I JCUCHUs PACCESTHHOTO CKJIepo3a, KOTOphIe
UMEIOT puck passutus [IMJL.

3noxkauecmsenuvie HO800OPA308aHUSA

B knIMHMYECKHX HUCCIIEOBAHUSX U JIOJTOCPOYHBIX HAOMIONEHUSX Y MallMEeHTOB, MOJTYYaBIIMX
KyMYJSITUBHYIO 7103y KiaapuOuHa B TaOsieTkax 3,5 MI/KI, 4YacToTa 3JI0Ka4eCTBEHHBIX

HOBoOOpa3zoBanuii Obwia Beime (10 cmywaeB Ha 3919 maumenrto-ner winm 0,26 ciaydyaeB Ha
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w 0,12 cinyuyaes Ha 100 nanueHTo-n1€T).

[Ipenapar MABEHKJIA /I npoTHBOIOKa3aH MallMEHTaM C PACCESHHBIM CKJIEPO30M C aKTUBHBIMHU
3JI0KaYeCTBEHHBIMA HOBOOOpazoBaHusMHU. Bompoc o HazHauenmn mnpernapata MABEHKIJIA]J]
nanueHTaM ¢ yKa3aHHEeM Ha 3JI0KaueCTBEHHOE O0pa3oBaHHWE B aHaMHE3€ JOJDKEH pellaThes
WHJIUBUJIYAIbHO C Y4Y€TOM COOTHOIIEHHS BO3MOXXHOTO PHCKAa M TOJb3bl JJIs MAalleHTa.
[TanmenTtam, nomyudaBmuM tepanuio npenaparom MABEHKIJIA/JL, pekoMeHI0BaHO MPOXOAUTH
CTaHJapTHBIEC 0OCIIEIOBaHUS Ha BBISBJICHUE 3JI0KAYECTBEHHBIX HOBOOOPA30BaHUIA.

Hapywenus ¢pynxkyuu nevenu

[Topaxkxenust meyeHu, B TOM YHCIE CEpPbE3HBIE CiIyyau, HEYaCTO OTMEUAJIUCh Y IMAlMEHTOB,
nonydaBmux Tepanuto npenapatom MABEHKIIAJI. Ilepen HasHaueHueM Ipemnapara
MABEHKIJIA /] Heo6xonuMo coOpaTh MOJHBIN aHAMHE3 MAIlMeHTa OTHOCUTEIBLHO MPEIbIIYIITNX
CIIy4aeB MOPAXKEHUS TMEeUeHU MPHU MpUeMe IPYTuX JEKapCTBEHHBIX MpernapaToB WK NEPBUYHBIX
nopakeHuil neueHu. Bo BpeMsi 1epBoro u BTOPOro roja JieueHus 0 Hadajla Tepanuu JAOJKHBI
OBITH OIpeneNeHbl KOHIICHTPAMU aMHHOTpaHchepasbl, mienodHoil Qocdarazel u  001Iero
OwnnpyOMHa B CHIBOPOTKE KpoBH. Bo Bpemsi jedeHus ciexyer MNPOBOAUTh MOHUTOPHHT
KOHIEHTpaluu (EepMEHTOB TMe4YeHH U OwiupyOMHAa TpU HaJMYUKA  COOTBETCTBYIOIIMX
KIIMHUYECKUX TPU3HAKOB i CUMITTOMOB.

Ecnu y manueHTa BO3HUKAIOT KIMHUYECKWE MPHU3HAKU, BKIIOYAs TMOBBINICHUE KOHIEHTPALUU
(GbepMEeHTOB MeYeHH HEYCTaHOBIIEHHOM 3THONIOTMH, UJIM CUMIITOMBI, yKa3bIBaIOIINe Ha HapyIIeHHE
GyHKIUM MeYeHH (HarpuMep, TOIIHOTa HEYCTaHOBJIEHHOMN 3THOJIOTUH, PBOTA, OOJb B JKUBOTE,
YTOMJISIEMOCTh, aHOPEKCHUS HITU KENTyXa WU/WUJIM TeMHBIN I[BET MOYH), CIIEAYeT He3aMeJIUTEITHLHO
OTIpeIeNTUTh KOHIIEHTPAILIUIO TPaHCAMUHA3 B 001IIeT0 OMIMpyOrHa B CHIBOPOTKE KPOBH U, B CIIy4ae
HEO0OXOAMMOCTH, MPEKPaTUTh Tepanuto npenaparom MABEHKJIA .

Koumpayenyus y mysrcuun u soceHuyun

Ilepen Hauamom Tepanuu BO BpeMs IMEPBOTO M BTOPOTO TojAa JEUYECHHS IpernapaToM
MABEHKIJIA]J] mnamueHTsl MYXCKOTO W KEHCKOro TMojia, O00JaJaiiue JIeTOPOTHBIM
MOTEHILIMAJIOM, JOJDKHBI OBITh MPEXyHpeXkaAeHbl O BO3MOKHOM CEPhE3HOM pHUCKE AJIs IUioda U
HEO0OXOAMMOCTH HCTIOIB30BaTh Y(PPEKTHBHBIC METO bl KOHTPALICTIIIHH.

VY JKEHIIMH C JAETOPOJHBIM MOTCHIIMAIOM OEPEMEHHOCTh JIOJDKHA OBITh MCKIIOUEHA J0 Hayaa
tepanuu npenapatoMm MABEHKIJIA/I Ha nepBoM 1 BTOpOM Irojiax Tepanuu.

JKeHmuHaMm JAETOPOMHOrO BO3pacTa HEOOXOAMMO HCMOJb30BaTh A()(PEKTUBHBICE METOBI
KOHTparenuuu Bo Bpemsa npuMeneHus npenapata MABEHKIJIA/L u kak MUHUMYM 6 MecslEB
nocjie mpuema IMOCJeIHeH J03bl mpernapara KaxJoro roja JiedeHus. MY>KYUHBI JOJIKHBI

UCTIOJIb30BaTh (P(HEKTUBHBIE METO/Abl KOHTPALEHIUHN IS MpeaynpexIeHus] 0epeMeHHOCTH Y
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MECSILIEB MOCe IpreMa MocieHeN 03kl MpernapaTa Kaxaoro roja Je4eHusl.

Ilepenusanue xpoeu

[TarmenTam, KOTOphIM TpeOyeTCs MepesiuBaHue KPOBU, PEKOMEHAYETCS 10 MepeIuBaHus KPOBU
IIPOBECTU OOJIyYeHHE KJIETOYHBIX KOMIIOHEHTOB C II€JIbIO MPEIOTBPALICHUS TPaHCPY3HMOHHO-
0OyCIIOBIICHHON pEeaKlMu «TPAHCILIAHTAT TPOTHB XO35AWHA». PEKOMEHIyeTCs] KOHCYIbTaIlus
CIeLHATUCTa-TeMaToJIora.

Cmena mepanuu, nepexoo ¢ Opyeux npenapamos Ha KIAOpuOuH u ¢ Kiaopubuma Ha opyeue
npenapamol

v MalKUEHTOB, MOJTyYaBIINX paHee Tepanuio MMMYHOMOYIUPYIOIUMHU u
MMMYHOCYTIPECCOPHBIMU ~ TIpErapaTaMu, MEXaHU3M HX JEHCTBUS U MPOAOKUTEIBHOCTh
TepaneBTUYecKoro 3¢ @dexra MOmKHBI OBITh PAaCCMOTPEHBI 10 Hadajia TEparuu IMpernapaTom
MABEHKIJIA/I. Bo3aMo)HO€E aiIMTUBHOE BIUSHAE HA UMMYHHYIO CHCTEMY JIOJKHO OBITh TaK)Ke
MNPUHATO BO BHUMAaHUE IMPU MPUEME TaKUX IMPEnapaTroB MalMEHTaMH, MOJy4YaBIIMMU IIpenapar
MABEHKIJTA/IL.

Tlayuenmul neduampuueckoeo 8o3pacma

besonacHocts u 3ddexrtuBHocTh Tmpemapatra MABEHKIIAJl y mamueHTOB ¢ paccessHHBIM
CKJIEpO30M IEIMaTPUUYECKOT0 BO3pacTa He ycTaHoBIeHa. [I[puem npenapara nauuentam jo 18 et
MPOTUBOIIOKA3aH.

Tlayuenmul nodxccunoco 6o3pacma

Knunuueckue uccneqoBanusi o NpUMEHEHHIO KJIaApruOrHa B Ta0JIeTKaxX He BKIIIOYAIN MAl[eHTOB
crapiie 65 JeT, T03TOMY HEU3BECTHO, €CTh JIU Y HUX OTJIMYUE B OTBETE HA TEPAIUIO 10 CPABHEHUIO
¢ 6oyiee MOJIOIBIMU TTAIIIEHTAMHU.

Crnenyer coOm0aaTh OCTOPOXKHOCTH TIpH  Hcmojib3oBanuu mpenapata MABEHKIIAJ] y
MAIMEHTOB MMOKUJIOTO BO3PACTa, MPUHMUMAsl BO BHUMaHue OOJIbIIYI0 BEPOSITHOCTh MOYEUHOM MK
MEYCHOYHON HEJOCTAaTOYHOCTH, COMYTCTBYIOMIMX 3a00JIeBaHUNW M COBMECTHOTO NPUMEHEHUS
JIEKApCTBEHHBIX MPEMapaToB.

llayuenmul ¢ noveunol HeOOCMAMOUHOCHBIO

Knunnueckue wuccrnenoBanusa mno npuMeneHuto npenapatra MABEHKIIAJl y mamueHToB C
MMOYEYHON HENOCTATOYHOCTBIO HE MPOBOJAWIINCH. Y MAIMEHTOB C JIETKOW CTENEHBIO MOYEYHOU
HEIOCTaTOYHOCTH (KJIUpeHC KpeaTHHHHA oT 60 10 89 Mi/MHH) KOppeKIHs J03bl IpenapaTa He
tpedyercsa. IIpemapar MABEHKIJIAJ] nmpoTuBomoka3aH mHaldeHTaM CO CPEAHEH W TsKEIOou
CTEMEeHbI0 TOYEYHON HETOCTATOYHOCTH, TaK Kak 0e30macHOCTh U 3(G(HEKTUBHOCTh IPUMEHEHUS
npernapara y JaHHOU TPYIIbI HAIlMEHTOB HE YCTaHOBIIEHBI (cM. pasaen 4.3).

Hauuenmbl C NEeYEeHOYHOU HeOOCMAMOYHOCbIO
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[Ipumenenue npenapata MABEHKIJIAJL y rauHeHT(')E| '%6%@;‘3&&@%&%&?& ':e!hbfo

neyeHouHoM HepocrarouHocTu (mHaekc Yainna-IIbro > 6) mpoTHUBOIIOKAa3aHO, TaK KaK JaHHbBIC
OTCYTCTBYIOT (CM. pa3zein 4.3).

BcnoMorarebHEBIC BEISCTBA

[Tpenapatr MABEHKIJIAJl conmepXuT cOpOMTOJI B CBOEM COCTaBe, IMOATOMY TMAallUEeHTaM C

HETePEeHOCUMOCTBIO (PPYKTO3bI IPHEM IpernapaTa He peKOMEHI0BaH.

4.5. BzaumoaeiictBue ¢ JPYrUMHM JIeKAPCTBEHHBIMHM TMpenaparamMd M Jpyrue BHAbI
B3alMOeliCTBUSA

B cocraB nmpenapata MABEHKIJIAJ] BXOIUT THAPOKCHUIPONUIOETANEKC, KOTOPBIH MOXKET
YBEIMYMBATh  PAaCTBOPUMOCTH M CHUCTEMHYI0  OHMOJOCTYNHOCTH  CJIa00OPaCTBOPUMBIX
JIEKapCTBEHHBIX CPEJCTB NMPU COBMECTHOM mpueme. [Ipuem Apyrux mnepopaibHbIX IpernapaToB
BO3MOKEH HE paHee, yeM 3a 3 yaca 0 wiM yepes 3 yaca nocie npuema npenapara MABEHKIIAL.

NMmMyHOICIIPECCUBHEIC TTPENIapaThI

Hcnonnp3oBanue npenapara y MMMYHOKOMITPOMCTUPOBAHHBIX MMAIITMCHTOB, BKJIIOYAsA IMAllUCHTOB,
HOJyYaloUX HMMMYHOCYNIPECCHBHYIO WIJIM MHEIOCYIIPECCUBHYIO —Tepamuioo (Hampumep,
METOTpeKcaT, nukiIodochamMu, TUKIOCHOPUH WM a3aTHONPUH) WM JIUTEIBHOE JICYCHUE
TIIIOKOKOPTUKOCTEPOUIAMH, TPOTHBOIMOKA3aHO W3-3a PHUCKA JIOMOJHHUTEIBLHOIO BIMSHHS Ha
UMMYHHYIO cUcTeMy (cM. pazzen 4.3).

Bo Bpewmst sieueHns KIIaIpuONHOM MOXKET ObITh Ha3HAYCHA KPATKOCPOYHAS TEPaITisi CHCTEMHBIMH
TIIFOKOKOPTUKOCTEPOHIAMH.

IIpenapartsl, MOI[I/Id)I/IUI/IDVIOH.II/Ie TeueHKEe 00Je3HU

CoBMmecTHOE MTpUMEHEHHE KIIaApUOUHa ¢ HHTEPPEPOHOM OeTa MOXKET YBEITUUUTh PUCK Pa3BUTHSA
mumponiennn. be3zonmacHocts U 3 dexTuBHOCTE NpuMeHeHus npemapatra MABEHKIIAJ] B
KOMOHMHAIIH C APYTHMH IpenapaTramMu, MOANGHUIHUPYIOIMINMH TeUeHNEe OONE3HH, Y TAUEHTOB C
paccessHHBIM CKJIEPO30M He ycTaHoBIeHa. COBMECTHOE IPUMEHEHNE HE PEKOMEH/1I0BaHO.

IIpenapartsl, OGH&I[&IOH.[I/IG reMaTOTOKCUYECKUMU CBOMCTBAMHU

[Tpu npumenenun npenapata MABEHKIIAJI 10 niau coBMecTHO ¢ mpenaparaMu, o0aagarouMu
reMaTOTOKCUYECKMMHU  CBOMCTBaMU  (HampuMmep, KapOamaszemnmwH), MOXKHO  OXHIaTh
JOIIOJIHUTCIIBHBIC HEXKCIIATCIIbHBIC 3(1)(1)61@51 CO CTOPOHBI KpPOBH. B Ttakmx cilydadax CJICOAYyCT
MMpOBOAUTDH TIHaTeHBHBIﬁ MOHHUTOPHUHI I'EMAaTOJIOTHYCCKUX IIOKa3aTeJicH.

BaknuHaIms )KMBLIMH, B TOM YHCJIC aTTCHYHPOBAHHBIMU BaKIIMHAMHM

Jleuenue npenmaparom MABEHKIJIAJ] He cnegyer HauumHaTh B TeueHue 4-6 Henenb Mocie
BaKIIMHAIIUU KUBBIMH, B TOM YHCJIC ATTCHYUPOBAHHBIMU, BAKIIMHAMU H3-3a TOBLINICHUA PpUCKaA

AKTUBH3AINH UH(EKIIHH.
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Bakuunanms KMBBIMH, B TOM YHCJIC aTTCHYUP BaHHBIME,I%:;M%LEg E&J{_}Ilgllé-l -II_-I_BI.?;TI[IH %%BCH

kak Bo Bpems jeueHusa npenapatoM MABEHKIJIAJI, tak u mocne mnpekpaiieHuss Ipuema
npernapara 10 TeX 1op, OKa YNCII0 JEUKOLUTOB B KPOBH HE BEPHETCS K HOPME.

CHIbHOIEHCTBYIONME MHTHONTOPEI TpaucnopTHbIX 0enkoB ENT1. CNT3. BCRP

Ha ypoBHe abcopOumm KiragpuOWHa €IUHCTBEHHOE BO3MOXKHOE KIMHUYECKH 3HAYUMOE
B3aMMO/ICHICTBHE BEPOSTHO C OelIKaMH PE3UCTEHTHOCTH paka MoJjo4HOll sxene3bl (BCRP wnm
ABCG?2). Nurubuposanue 6enkoB BCRP B kemyJ0YHO-KUIIEYHOM TPAKTE MOXKET YBEIMYUBATh
OMOOCTYHOCTH KJ1aJIprOrHa MpU MepopaIbHOM MPUEME U €T0 CUCTEMHOE AelicTBHe. V3BecTHBIE
BCRP unruburopsr (Hampumep, 3ATpoMOONar) in vivo MOTYT MEHSTh (PapMaKOKHHETHYECKUE
napamMeTpbl CyOCTpaToB TPAaHCTIOPTHBIX OenkoB Ha 20 %.

JlaHHbBIE HCCIeNOBAHUM in Vitro CBUAETENBCTBYIOT O TOM, YTO KJIAJIPUOUH SIBISETCS CyOCTpaTOM
YPaBHOBEMIMBAIOIINUX EPEHOCUYNKOB HyKJIe03u10B (ENT1) 1 KOHIIEHTpUPYIOIHUX IEPESHOCUYNKOB
Hykineo3uaoB  (CNT3)  tpancmopTHeix  OenkoB.  CremoBaTenbHO,  OHMOJOCTYIHOCT,
BHYTPUKIIETOUYHOE PACIpPEEICHUE U MOYeUHas MIMMHUHALUS KIaIpuOuHA TEOPETHUECKA MOTYT
OBITh M3MEHEHBI O] JCHCTBHEM CHJIBHOJCHCTBYIOIIMX WHTHOUTOPOB TPAHCIIOPTHBIX OCIKOB
ENTI1, CNT3 u BCRP, Takux xak quna3zern, HuU(peaunuH, HAIMOIUINH, IUJI0CTA30JI, CYJIUHIAK WA
pe3epnuH.

OpnHako WX HETMOCPEICTBEHHOE BIUSHUE HA ICHCTBUE KIIaAprOUHa TPYIHO MPEICKA3aTh.
HecmoTpss Ha TO, YTO KIMHUYECKOE 3HAYEHUE TAaKUX B3aWMOJCUCTBUA HEU3BECTHO,
pexkomeHayeTcss u30eratb COBMECTHOTO HAa3HAUYEHUs CUJIbHOJEHCTBYIOIIUX WHIMOUTOPOB
tpancnopTHBIX 0enkoB (ENT1, CNT3 unu BCRP) B Teuenue 4-5 queit Tepanuu kiaapuouHoM. B
CIIy4ae €Cliid 3TO HEBO3MOXKHO, CIEIYET PACCMOTPETh BBIOOP aTbTEPHATUBHOTO JIEKAPCTBEHHOTO
mpernapara ¢ OTCyTCTBUEM WM C MUHUMAJbHBIM HHTHOMPOBaHEM TpaHCTIOPTHBIX OenkoB ENT1,
CNT3 wmm BCRP. Ecim u 3TO HEBO3MOXKHO, PEKOMEHIYETCS CHHIKEHUE JMO03bl HTUX
JIEKapCTBEHHBIX MpenapaToB [0 MHUHUMAIbHOM MOJIEPKUBAIOLICH, pa3aeiIbHbIA MpPHUEM
MperapaToB U TIIATEIbHOE HAOIIOIEHUE 32 TAIlHCHTAMHU.

CHUNBHOIENCTBYIOLIME MHAYKTODLI TpaHciopTHLIX 0enkoB BCRP u P-rnukonporenna

BrnusiHue CHMIBHONEUCTBYIOMMX HHAYKTOPOB 3 IOKCHBIX TpaHCOpTHBIX OenkoB BCRP u
P-raukomnporenHa Ha GMOAOCTYITHOCTD U paciipe/ie/ieHUe KJIaApuOUHa HE N3y4danoch.

CHmxenue >(QQexToB KiaaapuOWHA BO3MOXKHO TPU COBMECTHOM NPUMEHEHHH HWHAYKTOPOB
TpancnopTHbIX 0enkoB BCRP (Hanpumep, KOPTUKOCTEPOUIOB) MM UHAYKTOPOB TPAHCIIOPTHBIX
6enkoB P-rimukonporenHa (Hanmpumep, pudaMuimHa, mpernapaToB 3Bepooos).

["'opMoHaIbHBIE KOHTPAICHITUBHEBIE CPEJICTBA

OI[HOBpGMeHHOG MMPUMCHCHUC KJIa,Z[pI/I6I/IHa C OpaJIbHBIMU T'OPMOHAJIBHBIMU KOHTpPALCIITUBAMU

(BTI/IHI/IJIBCTpaI[I/IOJI u JIGBOHOpI‘eCTpeJI) MMoKa3ajlo OTCYTCTBHUC KIMHUYCCKH 3HAYUMOI'O

10
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OJTHOBPEMEHHOE  HCIIOJIb30BaHUE KJIAApUOMHA CHUBUT 3(P(PEKTUBHOCTH T'OPMOHAIBHBIX

KOHTpalClITUBOB.

4.6. DepTUIBLHOCTH, 0€PEMEHHOCTb U JIAKTALMS

KOHTDaHeHHH}I Y MYKYHMH U KCHIITUMH

Ilepen nauanom Tepanuu BO Bpems 1-ro u 2-ro roga sneueHus npenapatom MABEHKIIAJL
MAIMEHTHI MYKCKOT'O U KEHCKOTO I10J1a, 00JIajatonife AeTOPOIHBIM MOTEHIINAIOM, JOKHBI ObITh
IpeIynpexaCHbl O BO3SMOXXHOM CEPhE3HOM PHCKE IS IJI0J1a U He0OXOIUMOCTH HCIIOJIb30BaTh
3¢ (deKTUBHBIE METOABI KOHTPALICTIIIUH.

JKenmuHam ¢ 1€TOPOIHBIM TOTEHIIMATIOM HEOOXOAMMO MPOUTH TECT HAa OEPEMEHHOCTS JI0 Havala
neyenust npenapatom MABEHKIJIA/] Ha nmepBoM M BTOpPOM TOAy TEpalvd W HCHOJIb30BaTh
3¢ exTHBHBIE METOABI KOHTpALIETIIUA BO BpeMsl MPUMEHEHUs KIaJpuOuHAa U KaKk MUHUMYM 6
MECSIIEB I0CTIE pUeMa MOCIeIHEN 1036l Ipenapara KaKaoro roja Je4eHHus..

Kenmunbl, KOTOphle 3a0epeMEeHEeNrd BO BpeMs Tepamuu, IOJDKHBI TPEKPATUTh JICUCHUE
npenaparoM MABEHKIJIA/I.

[Tockonbky knagpubun yraeraetr cuare3 JJHK, MOXHO 0)kumaTh HEOIaronpusTHBIE BO3CHCTBUS
Ha rameToreHe3 desnoBeka. [l0o3TOMy mMalMEHThI MYXCKOTO TOJia JOJDKHBI HCIIOJIb30BaTh
a¢deKTUBHBIE METOIbI KOHTPALCTIIIUY IS PEAYIPEKICHUS OEPEeMEHHOCTH Y CBOMX MapTHEPII
BO BpeMs npumeHenus npenapara MABEHKIJIAJL u B TedeHne kak MUHUMYM 6 MECSIIIEB TTOCIIE
pueMa nocJieHEN JO3bI IpernapaTa Kaxa0ro roja Je4eHusl.

bepemeHHOCTD

Knanpu6un uarndupyer cuare3 JJHK, 4To MOKET MPUBOAUTH K BPOKIEHHBIM TOPOKAM Pa3BUTHUS
IpU IPUMEHEHUU BO BpeMs OEpEMEHHOCTH.

Uccnenoanus Ha )KUBOTHBIX MOKa3aiu TOKCMYHOCTH npenapata MABEHKIJIA/I B oTHOIeHHH
PENPOAYKTUBHON CUCTEMBI.

[Ipenapatr MABEHKJIA/I npoTrBOmnoka3an 6epeMeHHbIM XKeHIHaM (cM. pazzen 4.3).

B ciyuae HacTymiieHus 6epeMEHHOCTH B TIEPUO/ JICUEHUS IIpernapaT 10JKeH ObITh OTMEHEH.
Jlakranus

JlaHHBIE O MPOHUKHOBEHUHU KIAJAPUOMHA B TPYJHOE MOJIOKO YelIOBeKa OTCYTCTBYIOT. C yueTom
MOTEHIIMATBHBIX HEXKENATeNbHBIX AP(EKTOB MpermapaTa peKOMEHIYETCs PeKpaIieHne rpyaJHoro
BCKapMJIMBaHUsS BO BpeMs TEpAUU U B TEUCHHUE OJHOM HENEU MOCie MpUeMa NOCIeIHEN 1036l
npenapara MABEHKIJIA/.

DdepTUabHOCTD

DddexTrr knagprduHa Ha HEPTHUILHOCTH Y MAIIEHTOB MY>KCKOTO TI0JIa HEU3BECTHBI.

11
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B uccnenoBaHusx Ha JKUBOTHBIX HApPYLICHUS TE CTnxvnff&{lgf;%g%ﬁﬁLEME 'V}lxlslliueﬁ

U 00e3bsH. BrnusHus kinagpubuHa Ha GepTHIBHOCTh WIHM PENPOAYKTHBHYIO (DYHKIUIO y MBIIIEH

HEe 00HaApYKEHO.

4.7. BausiHue Ha CHOCOOHOCTH YNPABJSATH TPAHCIHOPTHBIMHU CPeACTBAMH W PadoTaTh €
MeXaHU3MaMH
[Ipennapatr MABEHKUJIA/] He oka3bIBaeT BIMAHUS HA CIIOCOOHOCTH YIPABISATh TPAHCHOPTHBIMU

cpe€acTBaMu U MCXaHU3MaMHU.

4.8. He:xkenaTesibHbIE peaKIUU

Pesrome npoduiis 0e3onacHocT

Haubonee kIMHUYECKH 3HAYUMBIMU HEKEJIATENbHBIMH PEAKIUSAMH, 3aperUCTPUPOBAHHBIMU Y
nanuenToB ¢ PC, moy4aBmux KiaJipuOUH B PEKOMEHIOBAHHON KyMYJISITUBHOM J03€ 3,5 MI/KT B
TEYCHHE 2 JeT B KIMHUYECKUX HCCIEAOBAHUAX, ObUTM JHUMQONEHUs U Treprec 30CTep.
3aboseBaeMOCTb reprecoM 30cTep Oblia Bhille B epro tumdonenun 3 win 4 crenenu (< 500-
200 xretox/mMm® umm < 200 KneTok/MM®) MO CPaBHEHHIO C TeM BPEMEHEM, KO/l TAIlMeHThl He
ucnbIThIBNIA TuMdoriennu 3 win 4 creneHu (cM. pasnen 4.4).

PesroMe HexxenaTeabHbIX peaKIIni

HexenarenbHble peakiuu, OMHCAHHBIE B TMPUBEICHHOM HIXXE CIHCKE, MOJyYeHbI Ha OCHOBE
O0BEIMHEHHBIX JaHHBIX KIMHUYECKUX HCCIEeIOBAaHUI pacCesTHHOTO CKJIEepo3a, B KOTOPBIX
KJIaApUOMH MepopaibHO IPUMEHSJICS B KaUeCTBE MOHOTEPANIUU B KyMYJISITUBHOM /103€ 3,5 MI/KT.
Basza maHHbIX 110 0€30MIaCHOCTH PTUX UCCIENOBAHUN BKIIoUaeT 923 marnueHra.

Jis  omucaHusi 4acTOThl BO3HUKHOBEHHUS HexenaTenbHbIX peaknuii (HP) wucmonbsyercs
cienyromas kinaccudukanus: ouews yacmo (= 1/10); yacmo (> 1/100 mo < 1/10); neuacmo
(= 1/1000 mo < 1/100); peoxo (= 1/10 000 no < 1/1000); ouens peoxo (< 1/10 000); yvacmoma
HeuzéecmHa (HE MOKET OBITh OIICHEHA HA OCHOBE MMEIOIIUXCS TAHHBIX).

Hugpexyuu u unsazuu

Yacmo: reprec 30CcTep, reprec CAU3UCTol 000I04YKH MOJIOCTH PTa;

Ouenb pedxo: TyOEpKyes.

Hapywenus co cmoponuvl Kposu u tumgamuyeckou cucmemsl

Ouenv yacmo: MUMEOTICHNUS;

Yacmo: CHUKEHHUE YHUCIIa HEUTPOPHUIIOB.

Hapywenus co cmoponbl neuenu u sicenuesbleo0auux nymeti

Heuacmo: nopaxxeHue nevyeHu.

Hapymenuﬂ CO CNMOPOHBL KOJHCU U NOOKOJNCHBIX MKAHEL

12
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Yacmo: KOXHas CBIITb, aJIOIICIHA.

Onucanue OTJICILHBIX HEXKEIATCIbHBIX PEeaKIIUM

Jlnmdbonenus

B xnmHnueckux wuccinenoBaHusx y 20-25% mnanmeHTOB, MOTY4YaBIIMX KyMYJISITUBHYIO 03y

KJIaapuOuHa 3,5 MI/KT B Te€UEeHHE 2 JIET B KAYECTBE MOHOTEPAIHH, pa3BUBAJIACh TPAH3UTOPHAS
muMmponenns 3 wim 4 crenenu. Jlumdonenus 4 cremenu HaOmoganach MeHee yeM y 1%
narueHToB. Hanbonbmas 1o naiueHToB ¢ nuMdornenuei 3 wim 4 cTeneHn Habrojanach yepes
2 MecdAma Tocie TEepBOM 103kl KiaapuOmHa Kaxaeii rox (4,0% wu 11,3% mnamueHToB ¢
muMmpornienueii 3 crenenu B 1 u 2 roa, 0% u 0,4% manuenToB ¢ tuMmdoneHuei 4 crenedu B 1 u 2
ron). Oxumaercs, 9ro y OOJBIIMHCTBA MAIIMEHTOB BOCCTAHABIMBAETCS HOPMAIBLHBIN YPOBEHBb
TUMQOIMTOB JIMOO CUMIITOMBI YIY4IIAlOTCS 10 TUMQorneHnn | cTeneHn B TeYCHHE 9 MecsIeB.
UToOBbI CHU3UTH PUCK TSHKEION TUMGONEHNH, KOJIHYECTBO JTUM(POIIUTOB JOHKHO OMPEACIIAThCS
710, BO BpeMsl M TOCJIE JISUCHUS KIaApuOuHOM (cM. pazaen 4.4), a Takke JOHKHBI COOI0IaThCs
CTpOTHE KPHUTEPHM [JIsl Hayala U TNPOJOJDKEHHUS JeueHHs KiaapuOuHOM (cM. pazzen 4.2).

310Ka4eCTBCHHEIC HOBOO6DaBOBaHI/I}I

B xiauHMYecKHX HCCIeNOBAaHUSAX W JIOJITOCPOYHOM HAOMIOJEHUHM MAIMEHTOB, MOJIYYaBIIMX
KyMYyJSTUBHYIO 103y KIaApuOuMHa BHYTpb 3,5 MI/KI, SBJCHHUS 3JI0KQU€CTBEHHBIX
HOBOOOPA30BaHMI HAOIIOAATNCH Yallle y MalUeHTOB, MMOJyYaBmuX kiuaapuoun (10 sBieHuit Ha
3414 namuento-ner [0,29 sBinenuss Ha 100 mamueHTO-NET]|) MO CPaBHEHUIO C MNAlMEHTaMU,
nosry4aBimumu 1utane6o (3 siiaerus 3a 2022 nanuento-net [0,15 senenus Ha 100 manueHTO-71€T])
(cm. paznen 4.4).

IlopaxeHue neyeHu

B xone mocTperucTpaniMoOHHBIX HAOMIOACHUN OBLIM 3aperuCTPUPOBAaHBl HEUACTHIC SBICHHS
MOPAKEHUSI TICYEHH, B TOM YHCIIE CEPhE3HBIEC CIyYau U Cily4dau, IPUBOJASIINAE K MPEKPALICHUIO
JeYeHus, ¢ BpeMeHHOM cBs3blo ¢ mpuemoMm npenapara MABEHKIIAJL. Tpan3utopHbie
MOBBIIICHUS] YPOBHSI aMHHOTpaHCc(epa3 B CHIBOPOTKE OOBIYHO OBLIH BBIIIE S-KpAaTHOM BEpXHEU
rpanunsl HopMmbl (BI'H). HaGmromanuch u301MpoBaHHBIE CIy4ad TPAH3UTOPHBIX MOBBIIICHHUHA
ypoBHs amuHOTpaHcdepas B ceiBopoTke 10 40-kpatHoit BI'H u/unu cumnromaTudeckuii renaTuT
C TpPaH3UTOPHBIM TMOBBIIICHHEM YPOBHS OuianpyOuHa u KenTtyxoil. Bpems no Hauana
BapbHUPOBAIOCH; OOJBIIMHCTBO CIIy4aeB pa3BUBAIOCH B TEUCHUE § HeNeNb MOCIIe MEPBOro Kypcea

nedyenus (cMm. pasnen 4.4).

COO6H_ICHI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

Baxno COOGH.I&TI: 0 TIMOAO3PCBACMBIX HCKCIIATCIBbHBIX PCAKIHUAX IIOCJIC PErucTpanunu

JICKApCTBCHHOT'O IMperiapaTra C LCJIbIO obecreueHus HCIIPCPBIBHOT'O MOHUTOPHUHTA COOTHOIICHUSA
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«10Jb3a — PHUCK» JIEKAPCTBEHHOI'O IMpernapara. Menﬁ&ﬁ&%%ﬁ'ﬁﬁﬂsﬁ CB%]I&I'V[B'%{E{%&TC;{

coolmiare O JOOBIX MOJ03PEBAEMBIX HEXKENATENbHBIX PEaKIHsIX JIEKaPCTBEHHOIO Iperapara
Yyepe3 HallMOHAJIbHBIE CUCTEMBI COOOIICHHUSI O HEXEIAaTeIbHbIX PEAKLHUAX rOCyIapCTB — YWICHOB

EBpa3zuiickoro 3KOHOMUYECKOTO COI03a.

Poccuiickas Denepanus

®denepanbHas ciryx0a 1Mo Haa30py B cdepe 3apaBooxpanenus Poccuiickoit @enepanun
Anpec: 109012, Mocksa, CrnaBsiHCKas miIowmap, 1. 4, ctp. 1

Ten.: +7 (495) 698-45-38, +7 (499) 578-02-30

@axc: + 7 (495) 698-15-73

OnexTpoHHas noyra: pharm@roszdravnadzor.gov.ru

Caiit: www.roszdravnadzor.gov.ru

PecniyOonuka ApMmeHus

«IEHTP SKCIIEPTU3I JIEKAPCTB U MEJUILIMHCKNX TEXHOJIOI Uii» THKO

Anpec: 0051, r. Epesan, nip. Komuraca 49/5
Ten.: (+374 60) 83-00-73

DneKTpoHHas mouTa: haira@pharm.am; vigilance@pharm.am

Caiit; www.pharm.am

PecniyOsmka Bemapych

MunucrepcerBo 3npaBooxpanenus Pecrryonnku benapycs,

PecnyOnukanckoe  Yuurtapuoe Ilpenmpusrue Ilentp Oxcneptusz u  Hcnbitanuwii B
3ApaBOOXpaHEHU U

Anpec: 220037, r. Munck, nep. ToBapumieckuii, 2a

PecnyOnukaHckast KITMHUKO-(PapMaKoJIorHuecKas 1abopaTtopust

Otnen dpapmakonanzopa: ten./daxc: +375 (17) 242 00 29

DnekTpoHHas rmoyra: repl@rceth.by
Caiit: www.rceth.by

Pecny6auka Kazaxcran

PI'TI na ITXB «HauuoHaJbHBINA UEHTP SKCHEPTHU3BI JICKAPCTBEHHBIX CPEICTB U MEIMIIMHCKUX
m3nenuit» Komurera wmemumuHCKOro #  ¢apMarieBTUYECKOro KOHTPOJs MuUHHCTEpCTBA
3npaBooxpaneHust Pecny6omuku Kazaxcran

Anpec: 010000, r. Actana, paiion baiikonslp, yi. A. Umanosa, 13 (bL «Hypcayner 2»)

14


mailto:pharm@roszdravnadzor.gov.ru
https://urldefense.com/v3/__http:/www.roszdravnadzor.gov.ru__;!!Eu8ikxSnpXkBCg!dlgsUbRWAeFh1cbQVTyuDu-DaRhtp4QGMWmKECrp_BFNGJ70d6XwKMjNmSgawsoSSdCo9JjQ2MYiGUHbjxkAjh8tmVZBx_a0GdhJ3gbU$
mailto:naira@pharm.am
mailto:vigilance@pharm.am
https://urldefense.com/v3/__http:/www.pharm.am__;!!Eu8ikxSnpXkBCg!dlgsUbRWAeFh1cbQVTyuDu-DaRhtp4QGMWmKECrp_BFNGJ70d6XwKMjNmSgawsoSSdCo9JjQ2MYiGUHbjxkAjh8tmVZBx_a0GebFA4vc$
mailto:rcpl@rceth.by
https://urldefense.com/v3/__http:/www.rceth.by__;!!Eu8ikxSnpXkBCg!dlgsUbRWAeFh1cbQVTyuDu-DaRhtp4QGMWmKECrp_BFNGJ70d6XwKMjNmSgawsoSSdCo9JjQ2MYiGUHbjxkAjh8tmVZBx_a0GaiZcY0A$

COOTBETCTBYET 3KI

o1 06.02.2026 Nz 2114
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CINEPTHOMY OTUETY

DOnekrponHas nmoura: farm@dari.kz

Caiit; www.ndda.kz

Keipreisckas PecriyOnnka

720044 r. bumkek, yiu. 3-s Jluaus, 25

JlenapTamMeHT JIEKapCTBEHHBIX CPEACTB U MEAULIMHCKUX U3JEIUN IpY MUHHUCTEPCTBE
3npaBooxpanenus Keipreickoi PecryOnmmnku
Tenedon: 0800 800-26-26

OnextponHas noyra: vigilance@dlsmi.kg

Caiit: www.dlsmi.kg

4.9. [lepeno3upoBka

CuMOTOMBI

Nmeetcs orpaHnyeHHBIN ONBIT cay4yaeB nepeno3uposku npenaparoM MABEHKIIA/L. M3BecTHo,
yto nuMdornenust Beienctsue npuema npenapata MABEHKIIAJL siBiisieTcst 10303aBUCHMON.
Jleuenue

AHTUIOT NpU NEPEJO3UPOBKE HEU3BECTEH. PeKOMEHIyeTcss Ha3HAu€HUE CUMITOMAaTH4ECKON
TEpanuy W TIIaTenpHOE HabmogeHue. Bo3MoxHO, moTpeOyercss paccMOTpPeTbh BOIPOC O
npeKkpameHny Ttepanuu. M3-3a OBICTPOro M SKCTEHCHUBHOTO BHYTPHUKJIETOYHOTO M TKAHEBOTO
pacmpeneneHrs MajOBEpOSITHO, YTO TeMOJIUANINU3 IMpU MEepefo3UpOBKE KIAAPUOMHOM OyaeT

3P PEeKTUBEH.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoauHAMHYeCKHe CBOICTBA
dapmakoTepaneBTUYECKas IPyIa: UMMYHOIEIPECCAHTBI, CEJICKTUBHBIE UMMYHOCIIPECCAHTBI.
Kox ATX: LO4AA40

MexaHu3M IeHCTBUS

KnagpuOun — 3TO HYKJICO3WIHBIM aHANOT JE30KCHAJCHO3WHA. 3aMeHa XJIopa B MypUHOBOM
KOJIBLIC  3alllMIIaeT KIAAPUOWH OT PaA3JOKCHUS aJICHO3HHIE3aMUHA30M, YBEJINYHUBAs
BHYTPHKJIETOYHOE  BpeMsl  mpeObIBaHUS  TposiekapcTBa  KiaapuOuHa.  [locrmemyromiee
dbochopunupoBanue  KiIaapuOWHa O €ro akTUBHOM  TpudochaTtHO  dopmbl, 2-
xnopaezokcuaneHosuaTpupocpara (Cd-ATP), ocobeHHo dSPPexkTUBHO MPOMCXOAUT B
auMmdoruTax, TaKk Kak I HUX ~ XapakTepeH IOCTOSHHBIM  BBICOKMH  YpPOBEHb

E30KCULIMTUANHKNHA3EI 1 OTHOCUTEIILHO HU3KUI BEHb 5'-HYKJIeoTHAa3b! (5'- .
€30KC a3nl (DCK) 1 OTHOCUTENLHO HU3 OBeHb 5' eotunasbl (5'-NTase
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o1 06.02_20

Bricokoe coornomenne DCK u 5'-NTase cmoc D6CTBVG”}QII';I:;O;II%%%Lag-gbﬂﬂ’cg:{yﬁd%% '%Ilrax,

YTO NMPUBOJIUT K rudenu Kietok. B pesynbrate 6osnee Hu3koro coorHouenus DCK/5'-NTase
JIpyrue KIETKH, pPa3BUBAIOLIMECS W3 KOCTHOTO MO3ra, MEHBIIE IOJBEPKEHBI BO3JIEHCTBUIO
kiagpuounaa, yem auMdonutel. DCK — 3T0 5H3UM, OrpaHMYMBAIONINN CKOPOCTh MPEBPAICHUS
mpoJiekapcTBa KIaJIpuOMHA B €ro akTuBHyr TpudocharHyro ¢opMy, UYTO NPUBOIUT K
U30UpaTeTbHOMY YMEHBIICHUIO NeSAmMXcs W Henensmmuxcs T- u B-xierok. IlepBuunbIit
anonTo3-uHAyHupyoomuil mMexanusm aerctBus Cd-ATP oxaspiBaeT mpsiMoe U HENpsAMOE
nevicteue Ha cuHte3 JIHK w dysknuo mutoxonapuit. B mensmmxcs kimerkax Cd-ATP
npensitcteyer cunte’y JIHK mnocpeactBom wuHruGupoBanus puOOHYKICOTUIPEAYKTa3bl U
KOHKYPEHIIUU C Je30kcuaneHo3uHTpudocharom 3a Brmouenue B JIHK mocpencrsom JIHK-
nonuMepas. B mokosmmxcs KieTkax KIaJpuOWH BBI3BIBACT pa3pbiBbl omHouenodeyHbix JJHK,
ObIcTpOe MoTpedieHne HUKOTHHAMUIAJICHUHIMHYKIe0THAa, ucromenue ATD u rubenpb KIeTok.
HmeroTcst JaHHBIE O TOM, YTO KJIaJAPUOMH MOXKET TaK)Ke BBI3bIBAaTh MPSIMOM Kacla3-3aBUCUMbBIN U
-HE3aBHCHUMBIA  amonTo3 TOCPEICTBOM  BBICBOOOXAEHUs muroxpoma C ¥ amonros-
UHAYIHUPYIOMETo (GaKTOpa B LUTO30JIb HEACIAIIMXCS KIeTOK. [laToreHes paccestHHOro ckiiepo3a
(PC) BrutrouaeT croskHBIN KackaJ COOBITHI, B KOTOPOM KITFOUEBYIO POJIb UTPAIOT PA3TUIHBIC THITHI
MMMYHHBIX KJIETOK, BKJItoUasl ayropeakTuBHble T u B kinetku. Mexanusm, ¢ TOMOIIBIO KOTOPOIO
KJIagpuOMH OKa3bIBaeT TepareBTHueckoe neiictBue npu PC, MOTHOCTHIO HE BBISICHEH, HO
CUMTAETCs, YTO €ro MpeuMyllecTBeHHoe JeiicTBue Ha B- m T-ium¢ouuTsl npepbiBaeT Kackasn
COOBITHII B UMMYHHOW CHCTEME, UMECIOIINX IIEHTpalbHOE 3HaYeHue B pazsutuu PC. Paznuuus B
ypoBHe 3kcnpeccun DCK u 5'-NTases Mexay moaTumaMiu MMMYHHBIX KJIETOK MOTYT OOBSICHSTh
pa3nuuus B 9yBCTBUTEIHLHOCTH UMMYHHBIX KJIETOK K KIaApuOuHy. M3-3a 3TUX pa3nuduii KISTKH
BPOKJIEHHONH MIMMYHHOM CHCTEMbI B MEHBIICH CTETIEHHU MOABEPKEHBI BO3CHCTBUIO KIaiprOnHa,
YeM KJIETKH aJIallTUBHOM UMMYHHOW CUCTEMBI.

dapmakognaamMuyeckue P PeKTel

KnanpuOun okxaspiBaeT anuTenbHble AQQEKTh, NPEUMYLIECTBEHHO HANpaBJICHHbIE Ha
JTUM(OIUTHI U Ay TOMMMYHHBIE ITPOLECCHI, yYAaCTBYIOIIHME B TATOT€HE3€ PACCETHHOTO CKIIEpO3a.
B KITMHUYECKHX MCCIIeI0BaHUAX HAanOOJIbIIast YacTOTa IMM(OIICHUH 3 HITH 4 CTENEHU THKECTH (<
500-200 xreTox/mMm® ik < 200 KJ‘IGTOK/MM3) HaOJIroaIach y MAlMeHTOB Yepe3 2 Mecsia mocie
nprema MepBoi J03bI KIAAPUONHA B TEUSHHE KaXKI0TO IroJla TEParuu, 9TO yKa3bIBajo HA pa3phiB
BO BpeMeHI/I Men(;[y KOHHGHTpaLIHeﬁ KJ'IaI[pI/I6I/IHa B ILJIa3M€ KpOBI/I U MaAaKCUMAJIbHBIM
reMaToJIorunaeckuM 3¢ exTom.

JlaHHBIC KJIMHWYECKHUX HCCJICIOBAHUN IOKA3bIBAIOT, 4YTO TPU HA3HAYCHWW TIperapara B
pPEKOMEHIyeMOi CyMMapHOIi 103¢ 3,5 MI/KT MacChl Tella MOCTETIEHHOE BO3BpallleHUE ITOKa3aTemneit

MeMaHbl Yyuclia JUMQOIUTOB K HOPMAJILHBIM 3HAYCHHUSIM MPOMUCXOAUT Ha 84-i Hexene mocie
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npueMa MepBoi 1036l KiaapruOuHa (MpUMEPHO Yepe3 30'9&&1@%&%“%5&&3&1&6&'i['ozbl

kinanpubuHa). bonee yem y 75 % manueHTOB 4nCiIo TUMGPOLUTOB BO3BPATUIIOCH K HOpME K 144-ii
HeJzene mociie mpueMa mepBoi 7036l KiaapuOuHa (mpumepHo uyepe3 90 Henmenb mocie npuema
MOCJICTHEN 03Bl KIaApruOuHa).

Tepanust kimagpuOMHOM B TaOJIeTKaX TNPHUBOJAUT K OBICTPOMY COKpAIICHUIO YHCIIA
nupkymupyoumx CD4+ u CD8+ T-kierok. CD8+ T-kiieTkH 1OKa3bIBalOT MEHEE BBIPAKEHHOE
CHIDKEHHe 1 OoJiee ObIcTpoe BoccTaHoBNeHHE, yeM CD4+ T-kieTku, 4To MPUBOAUT K BPEMEHHOMY
camwkennto cootHomeHnuss CD4/CDS. Kmampubun ymenpmaer uucio CDI19+ B-knetok u
CD16+/CD56+ ecTecTBEHHBIX KJIETOK-KHJLIEPOB, KOTOPHIE TaK)KE€ BOCCTAHABIIMBAIOTCS OBICTpEE,
yem CD4+ T-kieTku.

Kimmanueckas 3¢ heKTUBHOCTD M 0€30IIaCHOCTD

Pemummupyrowuu paccesannulii cknepos

D¢ hekTUBHOCTL M 0€30MMaCHOCTD KJIapruOrHa B TaOJETKAaX OIICHUBAIACh B PAHIOMHU3UPOBAHHOM
JIBOWHOM CJIeNIOM I1are00-KoHTpoaupyemMoM kinuHnueckoM uccienoBanuu (CLARITY) y 1326
MAIMEHTOB C PEMHUTTHUPYIOIIUM pPacCeSHHBIM CKJIepo3oM. Llenu mccrnenoBanus 3aKiI0YaInch B
orieHke (DPEKTUBHOCTH KJIAIPUOMHA TI0 CPABHEHHIO C TUTAe00 B CHWIKEHUU CPEIHETOIOBOM
gacToThl oboctperuit (CUHO) (mepBuvHas KOHEYHAs TOYKA), 3aMEJICHUU TPOTPECCHUPOBAHUS
VHBAJIUAU3AlMY U YMEHBIIIEHUN aKTUBHBIX 04aros no AaHHeM MPT.

[ManenTts! nonmyyanu au6o ianedo (n = 437), mubo cymMmapHyo 103y KiaapuouHa 3,5 Mr/kr
(n = 433) unmm 5,25 mr/kr maccel Tena (n = 456) B Teduenune 96-HenenpHOro (2 roga) meprosa
uccienoBanusl B 2 Kypcax JyeudeHus. [lalleHThl, paHJOMHU3UPOBAHHBIE HA CYMMAapHYIO 03y
3,5 Mr/Kr, IOTy4aiau MepBblid KypcC JIedeHus: Ha 1-i U 5-i Henensax mepBoro rojia u BTOpoil Kypc
nedyeHus Ha 1-il u 5-i Henensix BToporo roja. [lanneHTsl, paHqOMU3UPOBAHHBIE HA CYMMapHYIO
o3y 5,25 Mr/Kr, mojaydaiad JOMOJIHUTENbHOE JieueHne Ha 9-i m 13-i Hememsix mepBoro roja.
BonbummHcTBO ManmeHToB B rpynmnax JjedeHus mianedo (87,0 %) u kmaapubuHoM 3,5 mMr/kr
(91,9 %) u 5,25 mr/kr (89,0 %) 3aBepirvim moyHbIe 96 HEENb UCCIIeIOBAHUS.

[TarmeHThI JOKHBI OBLTH UMETH IO KpaiiHelt mepe 1 obocTpenue 3a npensiaymue 12 mecsies. B
o01elt oMy IsIUKA UCCISIOBAHMS CpEeHUN BO3pacT cocTaBisia 39 met (ot 18 et mo 65 ner), a
COOTHOIIEHUE KEHIIMH W MYyX4uH Obuto mpumepHo 2:1. Cpeansisi HpOIOTKUTEIHLHOCTD
3a00yieBaHUs 710 BKIIIOUEHUS B KCCIEAOBAaHUWE COCTaBsuia 8,7 Toma, a CpedHss HCXOJHas
HEBPOJIOTUYECKAasi WHBAIMIW3ALNS, OCHOBAHHAs Ha pPACIIMPEHHOW IIKajde WHBAIUIU3ALNN
Kyptike (EDSS), Bo Bcex rpynmnax neuenus coctasisiia 3,0 (muanazon ot 0 10 6,0). bonee nByx
TpeTel HCCleqyeMbIX MallMeHTOB paHee HE MOJydYalH JICYeHHUs MpernapaTamu, W3MEHSIONIMMU
teueHue paccesHHoro ckieposa (IIMTPC). OcranpHble MalMEHTHl paHEe MOIyYald JCUYCHHE

uHTeppeporom Oeta-1la, uHTEpheponom Oeta-1b, rmaTupamepa aleraToM MM HaTATU3yMaOOM.
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[TarueHTHl ¢ PEMHUTTUPYIOIIUM pPACCESHHBIM ('Knepo3&1u,l:lf;61€f;5§1%ﬁg E&Eﬂ)l;lgl;lr}l:' 5',‘1511'\31!%/Kr,

MOKa3aJIM CTATUCTUYECKH 3HAYMMOE YJIyuYlIEHHWE IO MOKa3aTeasiM CPEeIHErOJ0BOW YacTOThI
o0ocTpeHuit, JOIM MAIMEeHTOB 0e3 o0ocTpeHuil B TeueHUe 96 Hemenb, O MAIMEHTOB 0e3
CTOMKOW MHBAIMIM3ALUMA B TeUeHUE 96 Heneab U BPEMEHM 10 3-MECSAYHOIO MPOrPECCUPOBAHUS
EDSS o CpPaBHEHUIO C MalFeHTaMH, MPUHUMABIIUMU ramnedo
(cm. Tabmuty 3).

Tabmuua 3. Knunnueckue pesynbraTsl B uccneqosanuu CLARITY (96 nenens).

IToka3zarens [Tmane60 CyMmMmapHas 103a KJIaapuonHa
(n=437) 3,5 Mr/kr 5,25 Mr/kr
(n=433) (n=456)
CpenneronoBas 0,33 0,14* 0,15*
gactoTa oboctpenuii (95 % JAN) (0,29, 0,38) (0,12, 0,17) (0,12, 0,17)
OTHOCHUTENBHOE CHUKECHUE
57,6 % 54,5 %

(kmaapuOWH MO CPaBHEHUIO € TUTa1e00)

Hoins nanueHToB 6e3 00oCTpeHHil B

TeueHue 96 Henenn 009 % 797 %% 789 %

Bpewms o 3-MEeCSYHOr 0O

nporpeccupoBanusi ~ EDSS, 10-i 10,8 13,6 13,6

MPOLICHTHIIb (MECSIIbI)

OtHomenune puckoB (95 % W) 0,67 0,69

(kmaapuOWH MO CPaBHEHUIO € TUTa1e00) (0,48, 0,93) (0,49, 0,96)
p=0,018 p=0,026

*p <0,001 mo cpaBHeHMIO C mIanedbo

Kpome toro, rpymnmna seueHus: KIaaApuOUHOM 3,5 MI/KT CTAaTHCTUYECKH 3HAYMMO MPEBOCXOIUIA
I1are0o0 B OTHOIIEHUH KOJIMYECTBA U OTHOCUTENIbHOIO cHIKeHus T1 Gd + oyaros, akTUBHBEIX T2
0YaroB U KOMOWHUPOBAHHBIX YHHKAIbHBIX OYaroB, YTO ObUIO MpoaeMOHCTpupoBaHo Ha MPT
rOJIOBHOIO MoO3ra B TeueHue Bcex 96 Hedenb wuccnegoBaHus. llanueHTbl, NpUHHUMABIINE
KJIQAPUOWH, TIO CPAaBHEHUIO C TPYIINOH JieueHus mianedo mpoaeMOHCTPUPOBAIA OTHOCUTEIHHOE
cHmkenue cpenadero yuciaa T1 GD + ouaros Ha 86 % (CKOPpEKTHPOBAHHOE CpEAHEE YUCIIO AJIs
knagpuouaa 3,5 Mr/kr u rpymnmbl  1otanie6o coctaBuiu 0,12 uw 0,91 COOTBETCTBEHHO),
OTHOCHUTEJIBHOE CHW)KEHHME CpEOHEro KOJIMYecTBAa aKTMBHBIX T2 owaroB Ha 73 %
(CKOpPEKTUPOBAHHOE CPEHEE YMCIIO TSl KIaApuOuHa 3,5 MI/KT U TPYIIBI IIanedo CoCTaBIsIo
0,38 m 1,43 COOTBETCTBEHHO) M OTHOCUTEIHHOE CHIDKCHHE CpPEIHETO0 KOJIMYECTBA

KOMOMHHMPOBAaHHBIX YHUKAJbHBIX OYaroB Ha NAaIMeHTa 3a OJHO CKaHMpoBaHue Ha 74 %
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(CKOppPEKTHPOBAHHOE CPEHEE YUCIIO IS KIIaapuOrHa 3';@ I&E&ﬁg%ﬁgﬁ%%bg E'dg::r:zll';%ﬂno

0,43 u 1,72 coorBercTBenHO) (p < 0,001 mo Bcem 3 ucxomam MPT).

ATIOCTEpHOpHBINM aHaAIN3 BPEMEHHU 10 MIporpeccupoBanus no mxaine EDSS, noareep:xaeHHOrO
yepe3 6 MecsAleB, MOKa3al CHUKEHUE PUCKA MPOrPECCUPOBaHNs MHBaIuAu3auuu Ha 47 % npu
npueMe Kiaapubuna 3,5 MI/Kr 1o cpaBHeHHIO ¢ Iianedo (otHomeHue puckos = 0,53, 95 % JIU
(0,36, 0,79), p < 0,05); B rpynmne miae6o 10-if mponeHTnIb ObUT TOCTUTHYT Yepe3 245 nHeil u
COBCEM HE JOCTUTHYT B TCUCHUE MEPUO/Ia UCCIICOBAHMS B TPYIIE KIaapuOuHa 3,5 MI/KT.

Kaxk nmokasano B TaGmnwuriie 3 BeImie, 00jiee BRICOKHE CyMMapHBIE JI03bI HE I00ABIISUTH KaKOTO-THO0
KJIMHUYECKH 3HAUYMMOTO TPEUMYIIECTBa, HO OBUIM CBSI3aHbl € 0Oo0Jee BBICOKOW 4YacTOTOMN
mumborniennn > 3 crenenu (44,9 % B rpymme 5,25 mr/kr npotus 25,6 % B rpymre 3,5 Mr/kr).
[Manuentsl, 3aBepumBiue uccnenoBanue CLARITY, mornm ObITh BKIIOYEHBI B MPOTPaMMy
uccienoBanusi CLARITY Extension. B stom pacmmpennom wuccnegoBanuu 806 mManueHTOB
noJTy4aiu Jin0o miane6o, Tudo CcyMMapHYyIo 103y KiaaapuOuna 3,5 Mr/Kr (o cxeme, aHaTOTHIHOM
ToH, uTto ucnoib3oBasiack B CLARITY) B Teuenune 96-HeNEIbHOTO MEPHOJA HCCIEIOBAHUS.
OCHOBHOI1 IIETTBIO 3TOTO HCCIEI0BaHUs ObIIO H3yUeHHE 0€30IIaCHOCTH, B TO BpeMsI KaK KOHEUHBIE
TOYKH 3 (PEKTUBHOCTH OBLITU MUCCIIEIOBATEIHLCKIMHU.

Benmuunna »ddexra CHWKEHHS YacTOThI OOOCTPEHUH W 3aMemJICHUsS MPOTPECCHPOBAHUS
WHBAJIUINU3AINNA y MAIMEHTOB, MOMyYaBIINX 103y 3,5 MI/KT B TeUeHHUE 2 JIeT, COXpaHsIach B
teueHue 3 u 4 net (cM. pazaen 4.2).

Dppexmusnocms y nayuenmos ¢ 8bICOKOU AKMUBHOCMbIO 3A00/1e8aHUS

beut npoBeneH anoctepuopHblil aHaK3 3QGEKTUBHOCTH B MOATPYNIaxX MalUEeHTOB C BBICOKOMN
AKTUBHOCTBIO 3a00JIeBaHUs, TOMYYaBIIMX KIAJAPUOWH MEpPOpPAIbHO B PEKOMEHIYeMO#l 03¢
3,5 mr/kr. [loarpymnmna nanyueHToB BKIIOYANA;

e [ManueHThl ¢ 1 000CTpeHHEM B TeUEHHE MPEIISCTBYIOIIETO To/la U MO KpalHel mepe 1
T1Gd+ owar nnn 9 unu Gonee T2 ouaroB Ha (poHE NMPOBOIUMON TEpamuul APYTUMH
[TUTPC,;

® TAIMEHTHI ¢ 2 uiu 0osiee 000CTPEHUSIMU B T€UEHHE MPEIIIECTBYIOIIET0 ro/1a, HE3aBUCHUMO
oT Toro, nmpoBoawiack Tepanus [IMTPC unu Her.

[Tpu anammze manabpix CLARITY naGmrogaics ycTouuBbiid 3 (PEKT JieueHruss B OTHOIICHUN

pEeLUAMBOB C TOIOBOM 4acTOTON peunauBoB B quana3one ot 0,16 no 0,18 B rpynnax npuema

knaapuouna u ot 0,47 mo 0,50 B rpynme mpuema rmuiane6o (p <0,0001). CymecTBeHHBIIH
adext HaOMIOMANICA B TMEpUOJ 1O O-MECSYHON CTOMKOW HETPYIOCIHOCOOHOCTH, KOTaa

KJIQApUOMH CHUKAJl PUCK MPOTPECCUPOBAHMS MHBATUAHOCTH Ha 82% (OTHOILIEHUE PUCKOB =

0,18, 95% AU [0,07, 0,47]). Hns turane6o 10-if TPONEHTHIL MPOTPECCUPOBAHUS

WHBAJIUIHOCTH OBUT JOCTHUTHYT Mexay 16 u 23 Hemensmu, TOrAa Kak JJis TPYMI MpHeMa
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KJIaJpUOMUHA OH He OBbLT JOCTUTHYT B TEUEHHE BCELO HIGE bR R A TENEAOCTE 0018)

Bmopuuno-npoepeccupyrowjuil paccesHHblil CKiepo3 ¢ 060CmpeHusmu

JlonomHUTENbHOE KIMHUYECKOE HCCIIeI0BaHNE Y TTAllMEHTOB, MOMYYaBIINX KJIAApUOHUH B KaUuecTBe
JOTIOTHUTEILHON Tepanuu K uHTepdepoHy Oera, 0 CpaBHEHUIO C MAllMEHTaMU, MMOJTYy4YaBIINMHU
mianebo + mHTepdepoH Oera, TakKe BKIIOYAIO B ce0s OrpaHUUYEHHOE YHWCIIO TAIMEHTOB C
BTOPUYHO-TIPOTPECCUPYIOLIMM PACCESHHBIM CKJIEPO30M (26 MaIMeHToB). Y A3THX MHalMEHTOB
JeYeHHE KIaJApHOMHOM C JO3MPOBKOM 3,5 MI/KI' NPHUBOJMIO K CHI)KEHUIO CPEIHEroJ0BOM
4acTOThl 000CTpeHuii o cpapHeHUIo ¢ 1iane6o (0,03 mpotus 0,30, otHomenue puckos: 0,11, p
< 0,05). He ObutO0 OTMEUEHO pa3IMYMiA IO MOKA3aTeII0 CPEAHETOAOBOM YaCTOTHI OOOCTPEHHI
MEXAYy NAllMeHTaMU C PEMUTTHUPYIOLIUM PACCEIHHBIM CKJIEPO30M U MAIMEHTAMU C BTOPUYHO-
IPOTPECCUPYIOIIMM PACCESIHHBIM CKIEPO30M € 000CTpeHUsIMH. BinsiHue Ha mporpeccupoBaHue
WHBaJININU3AlUH HE MOTJIO OBITh MPOJAEMOHCTPUPOBAHO HU B OJHON U3 MOATPYII.

[TarueHTHl ¢ BTOPUYHO-IPOTPECCUPYIOUINM PACCESHHBIM CKJIEPO30M OBLTHM HUCKIIIOYEHBl U3
uccienoBanust CLARITY. Tem He MeHee anoCTEpUOPHBIM aHaIM3 CMEIIAHHOM KOTOPTHI,
BKutovaronedt nanueHtoB u3 uccienaoBanuii CLARITY u ONWARD, y KOTOpbIX B KayecTBe
NpUOIMKEHHOTO TOKa3aTelis BTOPUYHO-TIPOTPECCHUPYIONIETO PACCESIHHOTO CKJIepo3a  ObLl
ompenesieH UCXOAHbIM ypoBeHb mno mkaine EDSS > 3.5, mokazan aHamoruyHoe CHUKEHHE
CPEIHETO0BOM YacTOTHl 0OOCTPEHHUN M0 CPaBHEHUIO C MAallMEHTaMU C OlleHKo# mo mkane EDSS
HUXe 3.

5.2. ®DapmakoKHMHeTHYECKHE CBOMCTBA

Knaapubun sBrsercs mpoiekapcTBOM M Ul €ro aKTHBAIMU TpeOyeTcsi BHYTPHUKIETOYHOE
dochopmmupoanre. DapMaKOKMHETUYECKUE IOKA3aTenu KIa[puOWHA W3y4Yaauch IPHU
BHYTPUBEHHOM U MEPOPATIbHOM BBEJCHUU MALIMEHTaM C PACCESHHBIM CKJIEPO30M U MallUeHTaM C
OHKOJIOTUYECKUMU 3a00JI€BaHUSIMHU, a TAKXKE B UCCIEAOBAHUSX N Vitro.

AbGcopbuus

[Tocne nepopaiibHOrO BBEACHUS KIAAPUOUH ObICTpO BcackiBaercs. [locne mpuema BHYTph 10 Mr
KinanpuOuHa cpefHsss MakcuMmanbHass KoHHEHTpamus (Cmax) B IJIa3Me KpPOBH HaXOIUTCS B
Jrarasone ot 22 Hr/mMi 10 29 HI/MJI, a COOTBETCTBYIOIIAS IUIOIIA b MO KPUBOW «KOHIICHTPAIIHSI-
BpeMs»» (AUC) coctasisier ot 80 go 101 Hr x u/Mn (cpenHee apupMETHUECKOE U3 PA3TUUHBIX
uccienoBanuii). Ilpy mnpueme HaTomak cpenHee BpeMs JOCTHKEHHS MaKCUMalbHOU
KOHIEHTpauuH (Tmax) KIagpuOuHa B 1u1a3Me KpoBH cocTasiseT okoso 0,5 yaca (B 1uama3oHe OT
0,5 mo 1,5 gacon). Ilpy ogHOBpEMEHHOM TpPHUEME C BBICOKOKAJIIOPHIHOW MHINEH abcopOIus
KIaapuOuHa 3amemnsercs: cpeaHee Tmax coctaBimser 1,5 waca (B amamazoHe ot 1 g0

3 4acoB), @ Cmax CHIKaeTCs HAa 29 % (OCHOBBIBAsICh HA CPEAHEM T€OMETPUYECKOM 3HAYEHUH ), IPU
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stoM AUC He u3meHnsercs. bBuo1ocTynmHOCTb KJI upn6nﬁg%éam5gbéﬂ%gl E;éeﬂe_‘hr/lm E!ﬁose

10 mMr cocrtaBiger okoio 40 %.

Pacnpenenenue

O0beM pacnpeneneHusi Impenapara OOJBLIONW, YTO YKa3blBae€T HA €ro HSKCTEHCHBHOE
pacmpe/elieHre B TKaHsAX U Ha BHYTPUKJIETOUHOE MorjouieHue. B cpenneM o0beM pactpeeneHus
knaapubuHa coctaBiusier oT 480 mo 490 n. CBsa3p kinaapuOuHa ¢ OeNKamMH IUTa3Mbl KPOBHU
cocraBiseT 20 % U He 3aBUCHUT OT KOHLIEHTPALIMK IIperapara.

[IpoxokneHnio KiaapuOWHa dYepe3 OMOJOTUYECKHE MEMOpPaHBl CIIOCOOCTBYIOT pa3UYHBIC
TpaHcnopTHbie 0enku, B ToM uucie ENT1, CNT3 u BCRP.

B wuccnenoBanusx in vitro knaapuOWH JWII> MHHUMAIBHO cBsi3aH ¢ P-gp (P-rmukomporenn).
Kimandecku 3HaumMoe B3auMojelicTBHE ¢ MHTHOUTOpamu P-gp mamoBeposiTHO. Bo3moxHBIC
MOCNEACTBUSl BIMAHUA WHAYKIUM P-gp Ha OMOAOCTymHOCTh KiIaapuOuHa (OpMaabHO He
U3YYaIUCh.

B uccnenoBanusx in vitro mokazano He3HAYUTEIHHOE OTMIOCPEAOBAHHOE TPAHCIOPTHHIMH O€IKaMH
MOTJIONICHHE KJIapUOrHA renaToluTaMu.

Knagpubun o6namaer crnocoOHOCTHIO TPOHUKATh Yepe3 reMarodHIedaTndecKkuii Oapbep.
Hebonbiioe wuccnegoBaHve y OHKOJOTMYECKHX TMAllMEHTOB TI0Ka3ajo, YTO OTHOIIEHHE
KOHIIEHTpAIlUU KJIaapuOruHa B 1EepeOpPOCTUHATBHON JKUIKOCTH K KOHIICHTPAIIMU €ro B IJIa3Me
cocrasiset 0,25.

Knagpubun u/unu ero dhochopunpoBaHHbIE META0OJUTHI TJIABHBIM 00pa30M HAKaIJIUBAIOTCS U
yaepkuBaroTcs B JuMdonuTax. [n Vvitro OTHOUIEHHE BHEKJIETOUYHOM KOHILIEHTpAalUU K
BHYTPUKIIETOUHOW KOHIIEHTpAllMd 4Yepe3 | dac mocie BO3ACUCTBUS KIaJAPUOWHA COCTABIISIO
npumepHo 30/40.

Buorpancdhopmarims

Mertabonu3m KiaapuOrHa N3ydai y NalueHTOB C PACCESIHHBIM CKJICPO30M ITOCTIE OJJHOKPATHOTO
NEepOpPAILHOTO BBEJCHUS A03bI 10 MI M OIHOKPAaTHOI'O BHYTPUBEHHOT'O BBEACHHUS O3Bl 3 MT.
OCHOBHBIM KOMIIOHEHTOM, HPUCYTCTBYIOIIUM B IUIa3ME€ U B MOYE, SIBJISJICS HEU3MEHEHHBIH
KJIaJpuOMH KakK IOCJIe MEepOpaJbHOTo, TaK M IOCIE BHYTPHUBEHHOTO BBeIeHUs. Merabomut 2-
XJIOPOAJCHUH ObUI TaK)Ke OOHAPYKEH B IUIa3Me M B MoUe B KosindecTBe < 3 % OT HEM3MEHEHHOTO
KJapruOuHa mocje nepopaibHOro BBeAeHus. [Ipyrue MeTabomuTsl ONpeAessuIuch B TUIa3Me U B
MOY€ B CJIEJJOBBIX KOJIMYECTBAX.

B kneTkax medeHu B yCIOBHSIX in Vitro HaOMIOAAICS HE3HAUYUTEIBHBIH METaboIN3M KilaapuonHa
(90 % xiagpuOuHa ocTaeTcsi B HEU3MEHEHHOM BUJIE).

KnanpuOun He sBusercs peieBaHTHBIM cyOcTpatoM i (epmeHTOB 1uToxpoma P450 wu

noteHnuanbHeiM uHTHONTOpOM CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6,
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CYP2E1 u CYP3A4. [Ipennonaraercsi, 4T0 HHT 61/11301321'&/1';' :;Tﬁ%;&ﬁieﬁ%'%':;Eﬁ'efrlﬁ‘lgéxne

nonumopdusmel  (Hanpumep, CYP2D6, CYP2C9 unmu CYP2C19) He OKaXyT KIMHHYECKU
3HaYMMOTO BIMSHUS Ha (apMaKOKMHETHUKY KiaJpuOuHa uiu ero BosneiicrBue. KnanpuOun He
OKa3bIBaCT KIMHUYECKH 3HAYMMOTO WHIYKTHUBHOTO Bo3zciicTBus Ha (epmentet CYPIA2,
CYP2B6 u CYP3A4.

[locne nponukHOBeHUs B KieTky mnpu ydactum DCK mpoucxomur QocdopunupoBanue
KiIanpuOuHa ¢ obpa3zoBaHueM KiagpubuH-5'-MoHodocdara (Cd-AMP) (1 Taxke npu ydacTuH
JIe30KCUTYaHO3MHKHWHA3hl B MUTOXOHNpUsxX). B manpneitmem Cd-AMP dochopunupyercs o
nudocdara kmanpuouna (Cd-ADP) u tpudocdara kmanpudbuna (Cd-ATP).
HedochopunupoBanne u gesaktuBanus Cd-AMP  karanu3upyroTcs TUTOINIA3MATHYECKOM
5'-nykneorunasoit (5'-Ntase). B uccnenoBanuu BHyTpukieTouHoi papmakokunetnku Cd-AMP u
Cd-ATP y manueHTOB ¢ XpOHHYECKHUM MHUEIOUIHBIM Jjeiiko3oM ypoBHH Cd-ATP cocrapmsum
pUMEPHO MOJ0BUHY OT ypoBHsI Cd-AMP. BayTpukierounsiii nmepuoa noiayssiBenenust Cd-ATP
cocrasiaeT 10 gacos, Cd-AMP — 15 gacos.

DJIMMUHALHS

OcHoBBIBasACh Ha 00BEIMHEHHBIX MOMYJIALUOHHBIX (PAPMAKOKHHETUYECKUX JAHHBIX Pa3IMuHbIX
WCCJICI0BaHMH, METMAaHHbIC 3HAUCHHS SJIMMUHAIIAN COCTABIIIN 22,2 J1/9 JJ1sI TOYEYHOTO KIIUpPEeHCa
u 23,4 n/9 nnas MeTaboIu4eckoro (BHEMOYEYHOro) kiupeHca. [ToueuHslid KIMpEeHC MpeBbIIal
CKOpPOCTh KJITyOOYKOBOH (HIBTpAIlMM, YTO YKa3bIBA€T HAa aKTUBHOE BBIIEJICHUE KIaapuOHHA
noukamu. Mertabonuyeckuil knupeHc kiagpubuna (mpumepHo 50 %) Bxiarowaer B cels
HE3HAYUTENIbHBIM Iporecc MeTaboINYeCKUX M3MEHEHUH B MEYEHU M IKCTEHCHBHOE OOIIHMPHOE
BHYTPHKJIETOYHOE paclpeieieHre, yaBIuBaHue akTUBHOTo Tpudocdara knanpuduna (Cd-ATP)
BO BHYTPHUKJIETOYHOE MPOCTPAHCTBO (T.€. B JHUM(OUUTH) M TMOCIEAyIOllee BbIBEICHUE
BHYTpHKIeTOYHOTO Cd-ATP B COOTBETCTBUY C KU3HEHHBIM LIUKIIOM 3TUX KIIETOK.

Iepuon nomyseiBeieHus kinaapuouna (T12) — okono 24 yacos.

Jlo30-8pemennas 3agucumocmeo

[Tocne mepopanpHOro BBEeACHHS KiaapuOuHa B auama3zoHe 703 oT 3 10 20 mr Cmax 1 AUC
YBEJIMYHBAIHNCH MPOTIOPIUOHAIBHO J03€, CIE0BaTeNIbHO, Ha aOCOPOIUIO Ipenapara He BIHUSIOT
IPOIIECCHI C OrpaHUYEHUEM MO0 CKOPOCTH MJIM HAKOIUICHUIO s 103 10 20 MT.

He o6Hapy>keHO 3HAaUUTETHLHOTO YBEIMUEHUS KOHIIEHTPAIK KJIaJpuOuHa B IJ1a3Me KPOBH IOCIIe
MOBTOpPHOTO BBeAeHUA. HeT maHHBIX, yTO (papMakOKMHETHKa KiIaJpuOWHA MOCIe MOBTOPHOIO
BBEJICHUS MOXET U3MEHATHCS B 3aBUCUMOCTH OT BPEMEHH.

Oco0ble rpyInel NALKUEHTOB

He npoBoauioch KIMHUYECKUX HUCCIEAOBAHUN IS ONEHKH (PapMaKOKWHETUKH KJIaApuOuHa y

ManucHTOB C PACCECAHHBIM CKJICPO30M ITOKHJIOTO BO3pacCTa UIIH MEAUATPUICCKOr0 BO3pacra, Ui
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AN EOOBATENBEHOCTE 0018)

o o [JELRL
Yy NAaUMEHTOB C MMOYCYHOU WJIN IECUCHOYHOU HE CTaTOLIHglJTI)TO.

Ha ocHoBe Moneny mOMyJSIIMOHHON (hapMaKOKWHETHUKU CTATUCTHYECKH 3HAYMMOTO BIIUSHHUS
Bo3pacta (ot 18 10 65 ner) wim nona Ha papMaKOKMHETUKY KIaJApuOrHA HE O0OHAPYKEHO.
llayuenmul ¢ noyeunol HeOOCMAMOUHOCHBIO

[Toueunslit KIMpEeHC KIaApUOMHA 3aBUCUT OT KIHMpeHca KpeaTuHUMHA. OCHOBBIBAasSCh Ha
MOMYJISIIIHOHHOM (PapMaKOKMHETUYECKOM aHAIHM3E MAIIMEHTOB C HOPMAIbHOW (PyHKIMEH oUeK 1
C JIETKOM MOYEYHON HEOCTAaTOYHOCTHIO, O’KUAAETCS, YTO OOIIUI KIMPEHC y MAI[EHTOB C JIETKOU
MOYEYHON HEAOCTATOYHOCTHIO (KIMPEeHC KpeaTnHuHa = 60 MiI/MHUH) OyIeT yMEPEHHO CHMKAThCS,
MPUBOJISL K YBEJIIMUECHUIO SKCIO3UIUMU HA 25 %. Y manueHToB CO CpeaHEN CTENEHbIO MOYEUHOMU
HEJOCTAaTOYHOCTH (KIMpeHC KpeaTnHuHa = 40 MJI/MUH) MPEANoIaraeéMoe yMEHbIIICHNE KITUPEeHca
knanpubuHa cocranisieT 30 % U y MAIMEHTOB C TSHKETION CTENEHbI0 MOYeYHON HeI0CTaTOYHOCTH
(xnmupenc kpeatunuHa = 20 mu/mMun) — 40 %.

Ilayuenmul ¢ neuenouHoU HEOOCMAMOYHOCMbIO

Ponp meueHu B mporiecce BHIBEACHUS KIIaqpUONHA HE3HAYUTEIIbHA.

DapmarokuHemuyeckue 63auUmMo0eticmsusl

Hccnenoanue B3auMOACHCTBYS JIEKAPCTBEHHBIX CPEICTB Y MALIMEHTOB C PACCESIHHBIM CKIIEPO30M
MOKa3ajo, 4YTO OWOAOCTYNHOCTh MEPOpaibHO BBEAEHHOro KiaapuOuHa B go3e 10 mr He
M3MEHSJIACh P COBMECTHOM IPUMEHEHUU C ITAaHTONPA30JI0M.

Opaﬂbele KOHmpayenmuevl

OpHoBpeMEHHOE MpPUMEHEHHE KIaJpuOruHa C OpalbHBIM TOPMOHAIBHBIM KOHTPALEITHBOM
(comepxamuM 150 Mkr sneBoHoprectpena u 30 MKr dTHHHIICTPAAHNOA) MOKA3aJI0 OTCYTCTBUE
KIIMHUYECKH 3HAUUMOTO (PapMaKOKHHETUYECKOTO B3aUMOICHCTBUS ¢ KinaapuOunom. [Toatomy He
OKMJIa€TCS, 4YTO OJHOBPEMEHHOE WCIOJb30BaHUE KiIaApuOWHAa CHU3HT 3S(HPEKTUBHOCTH
TOPMOHAJIBHBIX KOHTPALENTUBHBIX MPENapaToB.

5.3. lok1uHMYecKHe JaHHbIE 10 0€30IACHOCTH

JloknHMYecKas oleHKa (papMaKoIOrHuecKoi H TOKCHKOIOTHYECKOH 0€30MacHOCTH KIaApuOnHa
Ha KUBOTHBIX MOJIENSIX, UMEIOIasi OTHOLIEHHE K OlleHKe 0e30macHOCTH KiiaapuOuHa, He Jana
3HAYUMBIX PE3yJbTaTOB KPOME T€X, KOTOPBIE MPEAYCMOTPEHBI (PapMaKOIOrHUeCKUM MEXaHU3MOM
neiictBus  kiagpuOuHa. (OCHOBHBIMH — OpraHAMU-MHUIICHSIMH, WACHTU(QUIIMPOBAHHBIMH B
TOKCHUKOJIOTHUECKUX HCCICJIOBAHUSIX C T[OBTOPHBIMH JI03aMU [apPEHTEPAIBHBIM ITyTEM
(BHYTpUBEHHBIM WJIM TOAKOXHBIM) 10 1 TOja y MbIiel U 00€3bsH, SBISIUCH JUMQPOUIHAS U
reMatrono3Tuyeckas cucrema. J[pyrumu opraHamMH-MUIIEHSMHU T[ociie Oojiee INTEIbHOrO
BBeAeHUs (14 1uKiIOB) KinaapuOuHa o00€3bsiHAM TIOAKOKHBIM ITyTeM SIBJSUIUCH  TTOYKH

(KapuOMerasus MUTENUS TOYSUHBIX KaHAIbLEB), HAAMOYCYHUKH (aTpousi KOpbl U CHUKECHUE
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BozneiicTBre Ha MOYKU TaKKe HAOIIONAIOCH Y MBIIIIEH.

MyTareHHOCTE

Knanpu6un Brmouaercs B nenu JJHK u mogasnsier cunTes 1 Boccranoninenne JJHK. Knanpubun
HE WHYLMPOBAJl FTeHHbIE MyTallMH B KJIETKaX OaKTepHil WM MIIEKOMUTAIOMINX, HO OH OKa3bIBaJl
KJIACTOTE€HHOE JIEWCTBUE, BBI3bIBAs XPOMOCOMHBIE MOBPEXKICHUS B KJIETKaX MJIEKOMUTAIOUINX in
Vitro B KOHIIGHTpaLUH, KOTopas B 17 pa3 mpeBblIajga OXUIAEMYyI0 KIMHHYECKylo Cmax.
KnacrorenHocts in vivo y Mbliiiei Obiia oOHapyxeHa mpu 10 Mr/kr, yTo ObUIO caMOil HU3KOM

WCOBITAHHOU JT030MH.

Kanneporenuocts

Kanneporenuslii moTreHnuan KiagpuOWHA OIEHWBAIM B  JOJTOCPOYHOM  22-MECSIYHOM
HUCCJICOAOBAaHUMU C IIOAKOXHBIM BBCIACHHCM HA MbIIIIaX U B KpaTKOCpO‘-IHOM 26-H€I[GJIBHOM

HCCJIICAOBAHUU IICPOPAJIbHBIM ITYTEM HAa TPAHCTCHHBIX MBbIIIAX.

* B nonrocpoyHoM uccie0BaHUM KaHLIEPOTeHHOCTH Ha MBIIIAX camMasi BBICOKask MCIOIb30BaHHAs
no3a coctaBimsuia 10 Mr/kr, koropas ObUla NpU3HAHA TEHOTOKCHMYHOW B HCCIIEAOBAHHH
MUKPOSACPHBIX KJIETOK MbIIIEH (4TO MpuMEpHO B 16 pa3 mpeBbIlIaeT 0’KK1aeMOe BO3/ICHiCTBHE HA
yenoBeka Mo AUC y manueHToB, MPUHUMABIIMNX MaKCUMAIbHYIO CYTOYHYIO /103y Kiaapuounnaa 20
MT). Y MBIIIeH He HAOII0AAIOCh YBEIMYCHHS 9acTOThI TUMQOnponrdepaTuBHEIX 3a00IeBaHUMA
WIA JpPyTUX THUIOB OMyXoJed (Kpome OImyxoJjel rapJepoBOi jKeJe3bl, MPEeUMYIIECTBEHHO
angeHoM). Onyxonu rapJepoBoil JKeae3bl HE CUMTAIOTCS KIMHUYECKH 3HAYMMbBIMH, TIOCKOJIBKY Y

JIOJIEH HET COMOCTaBUMBIX AHATOMHUYECKHUX CTPYKTYP.

* B KpaTkoCpO4YHOM HCCIIEIOBAaHUU KaHIEPOreHHOCTH y Mbluiei Tg rasH2 He Oblio oTMEueHO
CBSI3aHHOTO C BBEJCHHMEM KIAJApUOMHA pocTa 3a00JeBaEMOCTH JUMQONPOIH(epaTUBHBIMU
3a00JIeBaHUSAMH W JPYTUMHU TUTIAMU OTMYXOJIEH Mpu JIr000# ucmbiTyeMoit 1o3e 10 30 Mr/kr B
CYyTKH (YTO MPUMEPHO B 25 pa3 MpeBHIIAET OXKHJAaeMoe Bo3zaciicTBrue Ha denmoBeka mo AUC y

NaIMEeHTOB, IPUHUMABIIUX MAaKCUMAJIbHYIO CYTOUHYIO 103y Kiaapubuna 20 mr).

KiagpuOun Takxe OlEeHUBAICS B X0JI€ TOJUYHOTO MCCIICIOBAHUS Ha 00€3bsiHAX MPHU MOAKOKHOM
BBEIECHUU. B 9TOM  HCCJECJAOBAaHMM  HE  HAOMIONAIOCh  YBEIMYECHHS  YacTOTHI

muMponposmpepaTUBHBIX 3a00J€BaHUA U Oy XOJICH.

XoTs KIaapuOUH MOXKET 00J1a1aTh MTOTEHIIMAIOM T€HOTOKCUYHOCTH, JIOJTOCPOYHBIC TaHHBIE HA
MBIIIAX M O00e3bsHAX HE TMPEAOCTABIIIM HHUKAKUX JIOKA3aTEIbCTB COOTBETCTBYIOIIETO

IMOBBIIICHHOI'O PUCKAa KAHIICPOICHHOCTHU Y Hmﬂeﬁ.
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PenpoaykTuBHAS TOKCHYHOCTH

XO0TS HE OTMEYAIOCh KaKOro-TH0O0 BO3IEHCTBHA Ha (DEpTHIBHOCTH CaMOK, PENPOAYKTHBHYIO
GYHKIHMIO WIH OOIIYI0 MPOU3BOIUTEIBLHOCTh IMOTOMCTBA, OBLIO IMOKAa3aHO, YTO KJIaJApUOWH
NPUBOAUT K THOETH 3MOpUOHA MPHU BBEIECHUM OEPEeMEHHBIM MBIIIAM, U 3TO COCIUHEHHE OBLIO
TEPATOTCHHBIM y MBIIIEH (TakKe IMOCIe BBEICHUS TOBKO camIlaM) U KposunkoB. Habmogaembie
sMOpHoJieTalbHbIE W TepaToreHHble d3(dekThl cormacyrorcs ¢ ¢GapMaKOIOTHIECKUMH
MeXaHU3MaMH KiaapuOnHa. B mccnenoBanny GepTHIFHOCTH MBIIICH-CAMIIOB OBLITH 3aMEUCHBI
nedopMaIuu 1Io/ia ¢ areHe3ne 4acTu npuaaTka(-oB) AUCTaIbHEE TJICUEBON W/UIU OeApEeHHOM
Koctell. YacTtoTa ciydaeB JeopMaluy IUI0Aa MBIIIEH B 3TOM HCCIEIOBaHUU Obljla B TOM K€
JIara3oHe, YTO W CIIOHTaHHAs BCTPEYACMOCTh aMelMd W (POKOMENHU Y 3TOW JIMHUU MBIIIEH.
OpHako, y4YUTHIBasS TEHOTOKCHYHOCTh KIIAJAPHOWHA, HENb3s HCKIIOYHTH OIMOCPEIOBAHHEIC
OpPTaHU3MOM MY KCKOM 0co0M 3(QeKThl, CBA3aHHBIE C TMOTCHIHUATHHBIM T€HETUYECKUM

u3MeHeHneM auddepeHIupyIOMUXCs CIEPMaTO30HM/10B.

Knampubua He Bmusi Ha (QEpPTHIBHOCTH MBIIICH-caMIlOB, HO HaOmomaeMbie 3P GEeKTs B
OTHOIICHUU AWYCK 3aKIYaIuCb B CHHKCHHU BCCa AWYCK W YBCJIUMUYCHUU KOJUYCCTBA
HCIIOABMXKHBIX CIICPMATO30UI0B. Y 0663B}IHBI TaKXKe HaGHIO,Z[a.HI/ICB ACTCHCpANUd SUYCK U
o0patuMoe YMCHBIIICHHE KOJMYECTBA CIIEPMATO30HIOB C OBICTPO MPOTpPEeCcCHUpPYIOICH
MOJIBMYKHOCTBI0. [ ICTONIOTHMYECKH JiereHepalyst SimueK ObliIa OOHapyKeHa TOJIBKO y OHOTO camIla

00€3bsIHEI B X0A4¢€ OJHOJICTHETO UCCICAOBAHUA TOKCUYHOCTHU ITPU IMMOJKOKHOM BBCIACHHUU.

6. PAPMAIIEBTUUYECKHUE CBOMCTBA

6.1. IlepeyeHb BCIOMOraTe/IbHbIX BelIECTB

I'uapoxcunponunberanexc

Copburon

Marnus creapar

6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHHs )

4 rona.

6.4. OcoOble Mepbl MPEAOCTOPOKHOCTH NPH XPAHEHUH

XpaHuTb Ipu TEMIIEpaType He Bbllie 25 °C B OpUrHHAIbHON YIIAKOBKE (I1aYKe KAPTOHHOM).

6.5. Xapakrep M coaepkaHue NePBUYHON YIIAKOBKHU

ITo 1, 4, 5, 6, 7 unu 8 TabieTOK B OJIMCTEpE M3 ATFOMUHUEBON (Qosbru, 1 OIuCTEp B KAPTOHHOM
KOHBEPTE C 8 OTBEPCTHSIMH ISl TaOJNIETOK. | KapTOHHBIM KOHBEPT 3aKpPEIUICH B IIACTUKOBOM

KOHTelHepe. MHCTpyKIHs 110 MEAULIMHCKOMY IIPUMEHEHUIO BIIOYKEHA B INIACTUKOBBINA KOHTEHHED.
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KOHTPOJICM IICPBOT'O BCKPLITHA.
6.6. OcoOble Mepbl NPEIOCTOPOKHOCTHM MNPH  YHUUYTOXKEHHMH  HCIOJb30BAHHOIO

JJIEKAPCTBCHHOI'0 npemnaparta HJIN 0TX010B, MOJIYY€HHBIX mnmocJjie NPUMEHECHUSA

JIEKApPCTBEHHOI'0 Mpenapara, ¥ Apyrue MaHuIyJsiUH C penapaToM

HUncmpykyus no ucnonvzosanuio cneyuanbHou ynakosku npenapama MABEHKIIA]]

1. BrIMoiiTe U HaCyXO0 BBITPUTE PYKH, IPUTOTOBLTE CTAKAH MUTHEBOW BOJIBI.

2. Bo3pMuTe ynmakoBKy mpermapata B PyKy M TIOBEpHHTE K ce0e TOH CTOpOHOH, TIe

HareyaTaHa HHCTPYKLUS 110 OOPAIIEHUIO CO CIIEUAIbHON YITaKOBKOM.

3. 1) OtkpoiiTe KianaH KapTOHHOM MMaYKH C JIEBOM CTOPOHBI.
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2) OaHOBPEMEHHO HAXKMHTE M VI

COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 06.02.2026 N= 2114

pusaiitd i aikatoM =05 Gkt YRS,

pacroyio)keHHble Ha OOKOBBIX IOBEPXHOCTAX KApTOHHOM TMayKH, YKa3aTeIbHBIM U

OOJIBIINM TaTblIaMU PaBOX PYKH.

3) [loTsHUTE MIIACTUKOBBIA KOHTEWHED 70 YIOpa, HO HE U3BJIEKANTE €0 U3 MadYKH.

Bo3bpMmuTe M3 MIacTHKOBOTO KOHTEHHEpa MHCTPYKIUIO MO MPHUMEHEHUIO. YOenuTech B

TOM, 4T0 BBl 03HaKOMHIHCH cO Bceil MH(poOpMaIed, IpeACTaBIeHHOW B MHCTPYKIUH,

BKJIIOYAsi HHCTPYKLMIO IO OOpalieHHIo CcO CHeHUalbHOH YHaKOBKOIL.

MHCTPYKLHIO B 0€30I1aCHOM MECTE.

XpaHurte

5. TlpunomHumuTte OIUCTEP M3 IUIACTUKOBOTO KOHTEHHEPA M BBIAABUTE OOJBIITUM MaIbIEM

Ha J1aIoHb | wim 2 TabJIeTKH COTJIACHO MTPOITMCAHHON CXEME JICUEHUS.
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6. IlonoxuTe TabIETKY B pOT U 3ameiTe ee Bojoit. TabieTky Heo0X0MMO IPOTTIOTUTH CPa3y,

HC Ppa3’KCBbIBasd W HC paccacbiBasd. H606XOL{I/IMO n3oeraTh JJIMTCIIBHOT'O KOHTAaKTa

TabJIETKU ¢ KOKEH PYK U KacaHUs pyKaMH HOCa, IJ1a3 U JPYTuX 4acTel Tena.

o

Q

A

7. TmaTenbHO BBIMONTE PYKU C MBUIOM.

8. Bepuute koHTEIHED ¢ OIUCTEPOM HaA3a]l B YIIAKOBKY. XpaHUTE MperapaT B OPUTUHAILHON

YHOAKOBKC IJId 3allIUTHI OT BJIArv.

Xpanute tabnetku MABEHKIIAJ[ B Omnucrepe no crnemyromero mnpuema. He

BBIJIAaBJIMBalTe Ta0JIETKHU 3apaHee. He XpaHuTte TabNeTKH B IPYroM KOHTEHHEPE.
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Oco0Oble TpeOOBaHMS K yTHIIM3AIIUN OTCYTCTBYIOT,

7. AEPXKATEJIb PETUCTPAIHUOHHOTI'O YAOCTOBEPEHUSA
Poccniickas @enepanvs

000 «Mepx»

115054, r. Mocksa, yi. Banosas, 1. 35

Ten.: +7 495937 33 04

®axc: +7 495 937 33 05

E-mail: safety@merck.ru

7.1. IlpeacraBureib AepKaTessi perucCTPANMOHHOIO YA0CTOBEPEHMsI

IIperen3uu norpeduTeseil HaIPaBIsATh 10 AJIPECY:

Poccniickas @enepanvs

000 «Mepx»

115054, r. Mockaa, yi. Banosas, 1. 35

Temn.:+ 7 495 937 33 04; dakc: + 7 495 937 33 05

E-mail: safety(@merck.ru

PecriyOnnka Apmenust

[IpencraButenscTBO (prmman) komnanun «Cona-Oapmy» B ['py3un
Toumucu, 0186, yi Ilerpa KaBrapanze, 146

Ten: +995 32 225 202

Email: safety(@sona-pharm.com

Pecniybnuka benapych

[IpencraBurensctBo ToBapuiiecTBa € OrpaHUYEHHON OTBETCTBEHHOCTBIO «CoHa-Papm
Kazaxcran» (Pecyonmka Kazaxcran) B Pecniy6nuke bemapych

220140, ropox Munck, ynuia [Ipurtsiikoro, 79-8, odrc Nel0

Ten. +375 (17) 336 77 89

Email: safety(@sona-pharm.com

Pecny6nuka Kazaxcran

ToBapuILeCTBO ¢ OTpaHUYEHHOM 0TBETCTBEHHOCTHIO «Cona-Papm Kazaxcrany»
050000, r. Anmartsl, [Ipocniekt Ceitdymmmna, 502, opuc Ne709

Ten. +7 (727) 250 71 74
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Email: safety(@sona-pharm.com

Keipreizckas PecyOnuka:

ToBapuilecTBO ¢ OrpaHUYEHHON OTBETCTBEHHOCTHIO «CoHa-®apm Kazaxcran»
050000, r. Anmatsr, [Ipocniext Ceitdymnuna, 502, opuc Ne709

Ten. +7 (727) 250 71 74

Email: safety(@sona-pharm.com

8. HOMEP PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSI
JITI-Ne(004745)-(PT-RU)

9. JIATA TNEPBUYHOM PETIACTPAIIUM (IIOATBEPXKIEHUSI
PETUCTPALMMU, IIEPEPETUCTPALIUN)

Jara nepBoii peructpanuu: 28.02.2024

10. TATA HIEPECMOTPA TEKCTA

OOmas  xapakrtepuctuka JekapctBeHHoro mpemnapara MABEHKIJIAJI nocrynmHa Ha
UHPOPMALIMOHHOM TopTajie EBpa3suiickoro SKOHOMHUYECKOrO coo3a B HWH(POPMAIMOHHO-

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