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OBILASI XAPAKTEPUCTHKA JEKAPCTBEHHOFO TIPEITAPATA "2

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O ITIPEITAPATA
MaiiopTuk, 180 Mr, TaGIETKH KHIIEYHOPACTBOPUMBIE, TIOKPBITHIE 000I0UKOM
Maiidoptuk, 360 mMr, TaOJIETKU KUIIEYHOPACTBOPUMBIE, TOKPBITHIE 000I0UKOIMA
2. KAUECTBEHHBIN M1 KOJITMYECTBEHHBIN COCTAB
JeticTBytoliee BEmecTBO: MUKO(PEHOJIOBAS KUCIIOTA.

Maiidopruk, 180 Mr, TaOJIETKH KHAIIIEYHOPACTBOPUMABIE, ITIOKPBITHIE 000JI0YKOHI

Kaxnas TtabieTka KHIIEYHOpAcTBOpHUMAs, HOKpBITas 000yI04Kkol, coxepxur 180 wMr

MUKO(EHOJIOBON KUCIIOTHI (3KBUBaIEHTHO 192,4 Mr MukogeHo1aTa HaTpHs).

B€HIGCTBa, HAJINMYHUEC KOTOPBIX HAAO YUHUTBIBATE B COCTABC JICKAPCTBCHHOT'O IMPEIiapara: JIaKTO3a

(cm. pazmen 4.4).

Maﬁd)ODTHK, 360 mr, TaOJIeTKU KHINCYHOPACTBOPUMBIC, TOKPBITIIBIC 000JI0YKOMU

Kaxnmas TtabieTka KHIIEUHOpPACTBOpHUMAs, WOKpBITas 000JI04KOl, comepxur 360 Mr

MUKO(EHOJIOBOM KUCTOTHI (3KBUBAICHTHO 384,8 Mr MUKO(EHOIaTa HATPHS).

BCH_ICCTBa, HaJIMYHUEC KOTOPBIX HAAO YUYUTBIBATHL B COCTABC JICKAPCTBCHHOI'O IIpCIiapaTa: JIaKTO3a

(cMm. pazzmen 4.4).

[TonHbIit epedeHb BCIIOMOTATENbHBIX BEIIECTB MPUBEICH B pazjaene 6.1.

3. JEKAPCTBEHHASA ®OPMA
TabneTkn KUIIeuHOPaCTBOPUMBIE, MOKPBITHIE 000I0UKOM

Maiidopruk, 180 mMr, TabJIETKH KAIIIEYHOPACTBOPUMABIE, ITIOKPBITHIE 000JI0YKOMI

TabaeTKu CBETIIO-3€JIEHOrO IBCTAa, KPYIJIBIC CO CKOUICHHBIMU KpasAMH, Ha OITHOM CTOPOHC

orrieuaTatno «Cy».

Maiidopruk, 360 Mr, TaOJIETKH KAIIEYHOPACTBOPUMABIE, ITIOKPBITHIE 000JI0UYKOMI

TabneTku CCPOBATO-PO30BOI'0 LIBCTA OBaJIbLHOM (I)OpMLI, Ha OJHOM CTOPOHC OTIICHATAHO «CT».

4. KIMHUYECKHUE JAHHBIE

4.1. Iloxa3aHusi K NPMMEHEHUIO
MaiigopTuk mokazaH K NIPUMEHEHHIO Y B3POCIbIX:

° Hpoq)HHaKTHKa OCTPOr'o OTTOPIKCHUA TpPAHCIUIAHTATA Yy IAIOUCHTOB C aJIJIOTCHHBIMU
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

UKJIOCTIOPHHOM B (DOpME MHKPOIMYIIECUH U TIFOKOKOPTHKOCTEPOHIAMH.

4.2. Pexkum 103MpPOBAHUSA M CIOCO0 MPUMEHEHUS
Tepanuto mpemapatom MaldopTUK JOMKHBI MPOBOAUTH KBAaTU(UIIMPOBAHHBIE BpaYH-
TPaHCILIAHTOJIOTH.

PexxuM J103upoBaHus

B3pocibie

Tepanuto npenaparom MaitpopTHK y NallMEHTOB, KOTOPBIE HE MOJIyYaIH €ro paHbllle, HAYMHAIOT
B nepBbie 48 4YacoB mociie TpaHCIUlaHTanuu. PexomenjoBaHHas no3a coctamiser 720 mr (4
TabJIETKU B KUIIEYHOpPACTBOPUMOM o6osouke no 180 mr miau 2 tabnetku no 360 mr) 2 pasa B
cyTku (cytouHas mo3a 1440 mr). YV manweHToOB, paHee MOJydYaBIIMX MUKO(EeHOoJaTa Mo(eTHI
(MM®) B cytouHO#l n0o3e 2 1, MUKOeHOonaTa MO(eTu1 MOKeT ObITh 3aMEHEH Ha Ipernapar
Maiidoptuk B 03¢ 720 Mr 2 pa3a B cyTkH (cyTouHas no3a 1440 mr).

Oco0ble rPVYIIILI TAIMEHTOB

ﬂuua nooatcus10c0 so3pacma
KoppeKuI/m peiKuMa JO3UPOBAHUA Y ITOKUIIBIX MTAITUCHTOB HE Tpe6yeTc;1.

HauueHmbl C NOYEYHOU HeOOCMAMOYHOCMbIO

VY NanmMeHToB ¢ OTCPOYEHHBIM IOCIICONEPAIIMOHHBIM BOCCTAHOBICHHEM (YHKIUH ITOYEYHOTO
TpaHCIUIaHTaTa W3MEHEHHWe J103bl Impenapara Maiidoptuk He Tpebyercs. Heobxoanmo
TIIATEIILHOE HAOJIOJICHNE MAIIMEHTOB ¢ XPOHUYECKUM TSDKEIBIM HapyIleHHeM (DYHKIIUH MOYeK
(CKOPOCTB KJTyOOYKOBOH (pUIBTpauy MeHee 25 MiI x MUH ' x 1.73 m™2).

HaLﬂteHmbl C neyeHoYHOU HeOoCMAMmoO4YHOCHbIO

VY [amueHToB C TsOKENbIM 3a00JIeBaHMEM TI€UEHH, CBSI3aHHBIM C IPEUMYIECTBEHHBIM
NOpaXeHUEM MapeHXUMBI, He TpeOyeTcss KOppeKLnHu 1036l npenapata Maii(opTuk.
Inu300b1 peaxkyuu OmmoprHCeHus
Peakuust oTTop)KeHHUsI TpaHCIUIAHTAaTa HE OTpa)kaeTcsl Ha (apMaKOKMHETHKE MHUKO(EHOJIOBOM
kuciioTel (M®K). B 31X ciiyyasx u3MEeHEeHHI pexxuMa J03UPOBaHUS HE TpeOyeTcs.

eTu
OddexTuBHOCTH M O€30MacCHOCTH Mpenapara MaiidopTuk y aereld B Bozpacte ot 0 10 18 ner He
u3ydanuck. IMeroTcs orpaHnueHHble JaHHble 1o ¢papmakokuHeTuke M®OK y neteil, nepenecuinx
TpaHCIUIAHTAIIMIO TTOYKH (CM. pazfen 5.2). B HacTosmmii MOMEHT KOHKPETHBIX pEKOMEHAAINN TIO
peXUMY JO3MPOBAHUS Y A€TEH HE pa3padoTaHo.

Crrocob nmpuMeHEHUs

BHyTpb, TaObneTku mporiaThiBalOT LEIMKOM, HE pPa3KeBbIBas; HE CIEIyeT JIOMaTh TaOJETKU.
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[Ipenapar MaiiopTUK MOXKHO MPUHUMAThH HATOLIAK W @Q&.}Ig%&gﬁﬂ bHOCTL 0038)

4.3. TlporuBomnoxka3aHus
e [ unepuyyBCTBUTENHLHOCTH K MHKOQEHOJaTa HATPUIO, MHUKOPEHOJIOBOH  KHUCIOTE,
MUKO(heHoJIaTa MOPETIITY WIH K JIFOOBIM BCIIOMOTATEIBLHBIM BEIIECTBAM, ITEPEUHCICHHBIM
B pazzene 6.1.
e bepeMeHHOCTh BBULy MyTareHHOT'O M TEPATOTEHHOTO JIeHCTBHs IIpenapara (cm. pazaen 4.6).
e JKeHOMHBI C COXPAaHEHHBIM PEMPOJYKTUBHBIM IOTCHIMAIOM, HE WCIIOIb3YIOIIHe
BBICOKOA()(DEKTUBHBIE METOJIBI KOHTpaIeniuu (cM. pazaen 4.6).

e [lepuwon rpyaHoro BckapMmiauBaHus (CM. pasaen 4.6).

4.4. Oco0Oble yka3aHUS U MePbI NIPEIOCTOPOKHOCTH NP NPUMEHEHUN
[ManMeHTsl ¢ pEAKUM  HACJIEJACTBEHHBIM  Ne(UIIMTOM  TUHNOKCAHTHH-T'YaHUHOBOWM

dochopudoszunrpaucdepassl (HGPRT)

M®K sBasercs unaruoburopom IMPDH (uHO3mHMOHO(OChaTaeruaporenassl). He crnemyer
OpUMEHATh mpenapaT MaldopTuk y NauueHTOB ¢ JAe(PUIUTOM THUIOKCAHTUH-TYaHUHOBOM
docdopudozuntpanchepassl (HGPRT), HabmogaeMpiM y MAMEHTOB ¢ PEAKUMU CHHIPOMAaMU
Jlema-Huxana u Kemnu-Cermumiepa.

)KGHI]_[I/IHI)I C COXpPAaHCHHBIM PCEHOPOAYKTHUBHBIM ITOTCHIIMAJIOM, 6eDeMeHHOCTB U TpPYyAHOEC

BCKapMJIMBAHUC

[Ipumenenne mnpenapata MalpoOpTHUK CBA3aHO C TOBBIIICHHBIM PHCKOM HEBBIHAIIMBAHUS
OepeMeHHOCTH, BKJIIOYasi CIIOHTaHHBIN a0OPT U BPOKIEHHBIE TIOPOKU pa3BUTHs. Henb3st HaunHaTh
Tepanuio npenapatoM MaldopTuk y )KEHIIUH ¢ COXPaHEHHBIM PENPOAYKTUBHBIM MMOTEHIIMAIOM
JI0 TIOJTYYCHHUSI OTPHUILIATEIILHOTO TecTa Ha OepeMEHHOCTD (cM. paszen 4.6).

[Ipenapat MaiidopTuk NPOTHBOIMOKA3aH BO BpeMsi OEPEMEHHOCTH W B TEPUOJA TPYIHOTO
BckapmiinBaHus (cM. pazzaenst 4.3, 4.6).

3J10KaYeCcTBEHHBIE HOBOOODA30BaHHUS

Y  manmueHToB, MOJYYalOIIUX  KOMOMHHUPOBAHHYIO  HMMYHOCYIPECCHBHYIO  TEparuio,
BKIIIOYAIONIYI0 B TOM 4Hucie mpemapaT MaiopTuk, B OCOOEHHOCTH TIpU JIUTEIHHOM
MPUMCHCHHUHN M BBICOKHX HN03aX, MOBBIMICH PUCK PAa3BUTHUA JH/IM(I)OM " APYrux 3JI0KAYCCTBCHHBIX
HOBOOOpa3oBaHMA, 0COOCHHO KOXH. CyIIeCTBYIOT JaHHBIE O TEHOTOKCHYECKOM dddekTe
npenapata MaiipopTuk. DTOT pUCK, BEpOSITHEE BCETO, CBA3aH HE C MPUMEHEHHUEM IIpernaparta, a ¢
MHTEHCUBHOCTBIO U MIPOJIOJDKUTEIHLHOCTHI0 MMMYHOCYTIPECCUBHOM Tepanuu. YToObl yMEHBUIUTD
BO3/ICHICTBHE COJTHEYHOTO CBETA M YJIbTPa(UOJIETOBOTO M3ITYUYCHHUS C IENBI0 CHIDKCHHS PHUCKa
PasBUTHUA paKa KOXHU PCKOMCHAYCTCA  3alllMIIATL KOXY OHGH(HOﬁ n HCIIOJIb30BaTh

COJIHIIE3ALUTHBIE KPEMBI C BBICOKUM (PaKTOPOM 3aIUTHI.
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Hudexiuu (NOCNEOCBATENEHOCTE 0038)

N36pITOuHAasT MMMYHOCYTIPECCHS TIOBBIIIACT BEPOSTHOCTh Pa3BUTHS MH(EKIWH, B TOM YHCIE
OMNIIOPTYHUCTHUYECKUX, a TAKXKe Cericuca U NH(PEKLUH ¢ JIeTalbHbIM HCXOI0M.

V¥ nmanueHToB, NOJIy4YaBIIMX MMMYHOCYIIPECCUBHYO Tepanuto npoussoaubivu M@K, B ToM uncie
npemnapatoM MaiidopTuk u MukopeHonaTa MOPETHIIOM, HAOIIOAAIACH PEAKTUBAIUS WH(EKIINH,
BbI3BaHHON Bupycamu rematuta B u C. YV uHOUUIUPOBAHHBIX MAallMEHTOB CIEAYET
KOHTPOJMPOBATh KJIMHUYECKHE CHMOTOMBI M J1a0OpaTOpHble IOKa3aTeld AaKTHUBHOCTHU
UH(EKIIMOHHOI 0 Mpolecca.

Y nanueHToB, NOJy4aBUIMX JiedeHHe Mnpou3BoaHbiMu M®PK, B TOM umcie mnpenapatom
Maiipoptuk u MukodeHomara MODETHIOM, OTMEUEHBI CIIydau Pa3BUTUSA IMPOTPECCUPYIOMICH
My IbTHGOKaTBHON  JeiikosHnedamonatun  (IIMJI), accomuupoBanHoit ¢ JC-Bupycom, B
HEKOTOpBIX Cllydasix ¢ JeTanbHbIM ucxonoM. Cmydanm passutus [IMJI Ha ¢one nedenus
npou3BogHbIMU M@K (MukodeHonata MopeTHIoM U MUKO(EHOJIATOM HATpHs) OTMEUYAIUCH B
OCHOBHOM Yy TAIlMEHTOB, UMeommX Qaktopsl pucka passutus [IMJI, Bkimrouas Ttepanuto
MMMYHOCYIIPECCUBHBIMY IIpenapaTaMyd U MMMYyHHbIE HapylleHHUs. BpadaMm ciaenyeT y4yuTsIBaTh
BO3MOXHOCTh pa3Butus [IMJI Ha (oHe Tepamuu npemaparoM y HAalMEHTOB CO CHU)KEHHBIM
UMMYHUTETOM M B CIy4ae HEOOXOJAMMOCTH HAMpaBIATh MAIMEHTOB C HEBPOJIOTUYECKHMHU
HapyLICHUSIMH Ha KOHCYJIbTAIMIO K HEBPOJIOTY.

Pa3BuTHe nonmomaBupycHol HedpomaTun, 0co0eHHO accoruupoBanHoi ¢ BK-Bupycom, cienyet
IPUHUMATh BO BHUMaHHUe Npu JudQepeHIraIbHoi AMarHOCTUKE IPUYMH HapylIeHnH QyHKINH
MIOYEK y MaLUEHTOB, MOJIyYaOIUX UMMYyHOCylpeccuBHy0 Tepanuto. IIpu pazsutun I1IMJI win
NOJIMOMABUPYCHOW HedpomaTtiu Bpady HEOOXOAWMO pPACCMOTPETh BO3MOXKHOCTH CHHIKCHHS
MHTEHCUBHOCTH MMMYHOCYIIpeCCUBHOM Tepanuu. OJHaKO y MalUeHTOB IOCJIe TPaHCIUTAaHTAluU
IIPU CHUKEHUHM HIMMYHOCYTIPECCUN BO3MOKHO IOBBIIIEHUE PUCKA OTTOPKEHUS TPAHCIIIIAHTATA.
VY manueHToB, MOJyYaroIlUX Tepanuio mpernaparoM MaiopTuk, He HCKIIOYEHO pa3BUTHE
HEUTponeHuH, OOyCIIOBIEHHOM Kak Bo3jaelcTBueM camoil M@K, Tak M CONyTCTBYIOIIUMU
npenapaTamMy, BUPYCHBIMU HHQEKIUAMU WM COYETaHUEM TUX (DaKTOPOB.

H3MeHeHne aHam3a KpOBH

YV HalMeHTOB, MOMydarouX IpernapaT Mai(opTHk, cleqyeT peryispHO HpOBOAUTH OOLIMii
aHaU3 KPOBHU (C LIENbIO BHIABIECHUS HEHTPOIEHHM WIM aHEMMH): B TedeHHE MepBOro Mecsla
TepaIyy — eKeHeIebHO, HA TPOTSHKEHHH BTOPOTO U TPETHEr0 MECSIEB — 2 Pa3a B MECHI], 3aTEM,
B TeyeHue epBoro roaa — 1 pas B Mecsil. [Ipu pa3BuTHUM HEWTpONeHUH (A6COMIOTHOE KOMYECTBO
Heiitpodunos <1,5 x 10°/mm?) unu anemuu Tepanuio npenapatoM MaiiopTHk LerecooOpasHo
TpepBaTh UK MPEKPATHTD.

[Tpu npumenenuu npon3BoaHbIX MOK (MukodeHnonata modernna u MukodeHoIaTa HaTpus) B
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KPaCHOKJICTOYHOM aIula3uyd KOCTHOTO Mo3ra. B HacTosmee BpeMs HE HU3BECTEH MEXAHWU3M
pa3BUTHs NapUUAIBHOM KPACHOKJIETOYHOM arasMd KOCTHOTO Mo3ra Ha (OHEe Tepanuu
npou3BogHbIMU M@K, a Takke posib Ipyrux UMMYHOJEIPECCAHTOB U UX KoMOMHauil. OgHaKo
CleayeT YUYUTHIBATh, 4TO Ipou3BoAHbIe M®PK MOryT BBI3BIBATH HEUTPOIIEHUIO U aHEMHUIO. B psine
CIy4yaeB IIPM CHWKEHHWH 03Bl WIM MPEKpAlIeHUU Tepanuu npou3BoaHsiIMu MOPK oTtmedanach
HOpMaJIU3alysi COCTOSHUS NalMeHToB. Vi3MeHeHue pexxuMa Jo3upoBaHus npenapara Maiidopruk
cienyeT IPOBOAUTD TOJBKO IO HAJJICKAIIUM KOHTPOJIEM COCTOSIHUS IALMEHTa Ui CHUKEHUS
pUCKa OTTOpXKEHHsS TpaHCIUlaHTata. llanueHTsl MOMKHBI OBITH  MPOMH(POPMHUPOBAHBI O
HEOOXO0JMMOCTH He3aMeUINTENbHO CO00IIaTh Bpauy 000 BceX MpHU3HaKax MH(YEKIUU, TeMaToOM U
KPOBOTEUEHMH 0€3 IBHBIX IPUYMH WIN JIIOOBIX APYTHX MPU3HAKAX YTHETEHHs (PYHKIIMU KOCTHOTO
Mo3ra.

Baknunanys

[TanmeHTh! JOMKHBI OBITH MPEAYNPEKICHBI O TOM, YTO BO BpeMsl Tepanuu npou3BogHbiMu MOK
BaKLMHALUA MOXET ObITh MeHee 3(PPEKTUBHOM U 4TO clieAyeT N30eraTb MCIOJIb30BaHMsI )KUBbIX
aTTEHYMPOBAHHBIX BAKLMH. BakuuHanus NpOTUB BHUpPyCa TIPUIINA JOJDKHA IIPOBOJUTHCA B
COOTBETCTBUM C PEKOMEHJALMAMM MECTHBIX OpPraHOB YIPABICHHUS 3ApPaBOOXPaHECHUEM
OTHOCHUTEJIBHO BaKIIMHAIIUU IPOTUB TPUIIIIA.

Ha[)VIHeHI/ISI CO CTOPOHBI KCITYJOYHO-KHUINICYHOT'O TPAKTa

[Tockonbky npuemM npenapata MaiopTHK MOXKET CONPOBOXKIATHCS TOOOYHBIMH PEAKLUSAMH CO
CTOPOHBI JKEITyI0YHO-KHUIIIEYHOTO TpakTa (M3bA3BIECHUE CIU3UCTONH OOOJIOUKH JKEITyHAO04HO-
kumeyHoro tpakra (OKKT), skemymouno-kumieuHsle KpoBoTeueHus, mnepdopamun KKT),
HEO00X0UMO CcOoOII0AaTh OCTOPOXKHOCTh HPHU €ro NPUMEHEHUU Y NaIlMeHTOB C TSDKEIbIMU
3a00J1€BaHUAMU MUILEBAPUTELHOTO TPAKTa B CTaAMU 00OCTPEHUS.

KoMOunanus ¢ APYIruMHU nperaparaMmu

[Ipemapar MaiidpopTuK TNpPUMEHSICS B COYETAHHMM CO CICAYIONUMH  IpenapaTamu:
AHTUTUMOLUTAPHBIN TOOYINH, Oa3winKcuMad, IUKIOCIOpUH (B GOopMe MHUKPOIMYJIbCUH) U
[JIIOKOKOPTUKOMIBL.  OPQPEeKTUBHOCTh M 0Oe30macHOCTh npenapata MaiigopTuk npu ero
IPUMEHEHNN C IPYTUMHU UIMMYHOCYIIPECCUBHBIMU TpeNapaTaMy HE U3y4anach.

BcrnomorarennHble BENIECTBA

[Ipenapar MaiipopTuk coxepxxutr nakto3y. [lanmmenTam ¢ peako  BcTpevaromieucs
HACJIC/ICTBEHHON HEMEPEeHOCHMOCTBIO TaTaKTO3bl, JJAKTA3HOM HEOCTaTOYHOCTBHIO MJIH IIIFOK030-

rajlakTazHoi ManbabcopOIeit He cielyeT MPUHUMATh npenapat MailgopTuk.
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4.5. B3aumopneilicTBHe ¢ APYrMMH neRapCTBeHHﬂM&::M'gﬁé%gglut'ucgp%l% SEﬁnbl

B3aMMO/AEHCTBUA

Azamuonpun

[Tockonbky cHenUManbHBIX HMCCIEAOBAaHUNA B3auMMOEHCTBHsS mpemapata MaiopTuk wu
a3aTUOINPUHA HE IPOBOJUIIOCH, 3TU IIPENapaThl He clIeAyeT Ha3HauyaTh OJIHOBPEMEHHO.

Kuevle sakyumbi

He cienyet ncnonp3oBaTh )KUBbIE BAKIIUHBI Y MAIUEHTOB C HAPYIIEHHBIM UMMYHHBIM OTBETOM.
[Ipu ncnonbp30BaHUM IPYTUX BAKIMH BBIPAOOTKA aHTHTET MOXKET ObITh CHIDKEHA.

Ayuxnosup

VY nanueHToB ¢ HapylieHueM (YHKIUH IM0YeK MOTYT MOBBIIIATHCS KOHLIEHTPALMU B KPOBHU Kak
I'M®K, Tak u anukioBupa. Bo3mokHO, 00a mpernapaTta KOHKYPUPYIOT INPH BBIBEICHUH W3
opranusMa (CXOJAHBIM IMyTh BBIBEJICHUS — KaHajblieBas cekpeuus). Takue mauueHTsl TpeOyroT
TIIATEILHOTO HAOIIOACHUSI.

IIpomueosizeennvie cpeocmea (6xknouas aHmayuoHvle Npenapamol U UHSUOUMOPbI NPOMOHOBO20
Hacoca):

Aunmayuonsie npenapamol, cooepaicaujue 2UOPOKCUO MALHUSL U ATFIOMUHUS

[Ipy opHOBpeMEHHOM NPUMEHEHMHM C aHTAlWJaMH BCAaChIBaHWE MHUKO(EHONATa HATPHA
camxkaetcs, B pe3ynbrare yero AUC M®K ymensimaercs Ha 37 % U Cmax — Ha 25 %. Cnenyet
coOiroaaTh OCTOPOXKHOCTh TPU COYETAaHHOM NPUMEHEHUH Impernapata Maiigoptuk c¢
AHTAIMIHBIMH NIpenapaTaMu, COAepKaIlUMU THIPOKCHUI MAarHUs U aTFOMUHUSL.

Huzubumopol npomonnoeo nacoca

Y 310pOBBIX TOOPOBOJIBIIEB IPH COBMECTHOM IPUMEHEHUU MUKO(peHomaTa ModeTmia B 1o3e 1000
MT U maHronpasoia B go3e 40 mr 2 pasa B cyTku orMmevanoch cHmxkeHrne AUC u Cpax MK Ha
27% n 57 % coorBercTBeHHO. OJHAKO NMpU NMPUMEHEHUWH Yy JAHHBIX MMAlHUEHTOB Ipenapara
MaiipopTuk BMecCTe € MaHTOINPA30jOM He HaOII0AaI0Ch M3MEHEHUsS (PapMaKOKMHETHUECKUX
napamerpos MOK.

Konecmupamun u npenapamul, erusowue Ha KUULEYHO-NEYEHOYHYIO YUPKVIAYUIO

B cBsi3u co cBoeil CHOCOOHOCTBIO CBSI3bIBATh KEMYHBbIE KUCIOTHI B KUIIEUHUKE KOJIECTUPAMUH
MokeT cHWkaTh KoHueHTpauuio M®K B kpou u AUC. B cBsI3u ¢ BO3MOXHBIM CHH)KEHHUEM
s dexkTuBHOCTH Tpenapara MaidopTuk, ciaeayeT coONIoIaTh OCTOPOXKHOCTh TIPH  €ro
COYETAaHHOM NPHUMEHEHUHU C KOJIECTUPAMHHOM M IperapaTamH, BIUSIOUIMIMH Ha MEYEHOUYHO-
KUIIEYHYIO ITUPKYIISIUIO.

T'anyuxnosup

[Ipucoennnenne raHnuKIOBHpa He BiuseT Ha (apmakokuHeTnky M®K u 'MOK. Ilpu

JIOCTHKEHUHM TepaneBTHYECKOW KOHIEHTpauuu M@K KIupeHC TaHIUKIOBUpA HE M3MEHSETCS.
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Tem He MeHee, IpM OJAHOBPEMEHHOM IIPUMEHEHUU Hﬁggp’ﬁa;lg‘%%%@];%@;iﬂ]&&dﬂﬁnpa

NalMeHTaM C HapylIeHHeM (QYHKIUH TIOYEK MOXET IOTpeOOBaThCS KOPPEKIHUS DPEXHMa
JI03UPOBaHUs TaHIMKIOBUpaA. TpeOyercs TIATENbHO HAOMIOAATh NAMEHTOB, MOIYYaroIUX
OJTHOBpEMEHHY0 Tepamnuto npenapatamu MOK u ranmukioBupa.

Taxpoaumyc

Y manueHToB cO CTAaOMJIBHBIM TPAHCIUIAHTATOM IIOYKH B HCCICIOBAHUU C TEPEKPECTHBIM
IM3aiiHOM M3ydanach (hapMaKOKHHETHKa Ipenapara Mail(opTHK B paBHOBECHOM COCTOSIHUM ITPU
€ro 0JIHOBPEMEHHOM IIPUMEHEHHH C LIUKJIOCTIOPUHOM U TakposnumycoM. Cpennue 3Hauenuss AUC
M®K npu onHOBpeMEHHOM IpueMe npenapaTta MaidopTk u Takponumyca obi1u Ha 19 % Briine,
4eM IpH OJHOBPEMEHHOM IpHeMe mpemnapata Mal(popTHK W HUKIOCHOPHHA, a 3HAYCHHS
MakcuMaabHOU KOHIEHTpaluuu (Cmax) MOK — Ha 20% ke, s TMOK 3nauenus AUC u Crmax
coctaBwid Ha 30 % Huke pu npueme npenapata Mad(opTHK ¢ TAKPOIUMYCOM, YEM IIPU IIPUEME
npenapara MaitopTHK ¢ pernapaToM HUKIOCIOPHHOM.

Ilepopanvnvle konmpayenmuevl

[lepopanbHble KOHTpALENTUBBl METa0OJU3UPYIOTCS MOCPEACTBOM pEaKLUi OKHUCIEHHs, B TO
BpeMs Kak npernapat MailopTHK — MOCPEACTBOM INIIOKYPOHUPOBaHUA. BiusHue nepopaibHbIX
KOHTPALIETITUBOB  Ha  (apMaKOKMHETHKY Tmpemnapara MalpopTHK MaloOBEpOsTHO, W,
CJIEZIOBATEIILHO, BPSIIT TN MOXKHO OXKHIATh KAKUX-JTN00 KIMHUYECKN 3HAYNMBIX B3aNMOICHCTBUIA.
C npyro¥i CTOpOHBI, €CJIM MPHUHATH BO BHUMAaHHUE TOT (PAKT, YTO BIUSHHUE JTUTCIHHON Teparuu
npenapatoM MaiihopTHk Ha (hapMaKOKHHETHKY MepOpaIbHbIX KOHTPALIETITUBOB €I1€ HE U3Y4EHO,
HEJb3s UCKJIIOUUTh BEPOSITHOCTh CHIKEHHS 3 (EKTUBHOCTH KOHTPALIEIITUBOB.

LHuxnocnopun

B niccnenoBaHusX y TaMEHTOB CO CTAOMIIBHBIM TTOYEYHBIM TPAHCIUIAHTATOM OBLIO TTOKA3aHO, YTO
Ha (hOHE paBHOBECHBIX KOHIIEHTpaluil npenapata MaiiopTuk GpapmMakoKHMHETHKA UKIOCIOPHHA

HC U3MCHAIACh.

4.6. @epTHIBLHOCTH, 0ePeMEHHOCTD U JTAKTALMSA

}KGHH_[I/IHI)I C ACTOPOAHBIM ITOTCHIINAJIOM (KOHTD&HGHHI/IH Y MY>XKYUH U )KCHHH/IH)

[IlpumeHenne mpenapaTta mMpu OCPEMEHHOCTH M Y JKEHIIUH C COXPAaHEHHBIM PENPOyKTHBHBIM
MOTEHIIMATIOM, HE HCIIOJIB3YIOIIUM BBICOKOI(DPEKTUBHBIE METO bl KOHTPAICTIIHU (TP KOTOPHIX
BEPOSATHOCTH 3a0epeMeHeTh cocTaBisieT MeHee 1 %), mpoTuBoIoKazaHo (cM. paszaen 4.3).

KeHmMH W MyXYHH C COXPAaHCHHBIM  PENPOAYKTHBHBIM  IOTCHIMAIOM  CIEAyeT
NporMH(GOPMUPOBATH O TMOBBIIICHUU pPHUCKA BBIKUJABINIA M BPOXKICHHBIX aHOMAIUN U
MPOUMHCTPYKTUPOBATH O TMPEAOTBPAIICHUN H I[UIAHUPOBAHUM OEPEeMEHHOCTH [0 Hadala

MIPUMEHEHUS Mpenapara.
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Jlo Hawanma Tepanuu npenapatoM MaiidopTuxk, cnéﬂ%ﬁﬁ%ﬂEﬂw%M%&ihm

pe3yiapTata TecTOoB Ha OepemeHHOCTh (Oeta-XI'U B 1uia3mMe KpOBH WM MOYE) C
YyBCTBUTEIBLHOCTRIO HE MeHee 25 MME/mn. Bropoii TecT ciemyer nmpoBectu uepes 8-10 mgHei
noclie MepBOro, HEMOCPEACTBEHHO Mepe] HayalloM Tepanuu npemnaparom Maiipoptuk. Crnegyer
TaK)K€ IOBTOPSTH TECThl Ha OEPEMEHHOCTb IPU MOBTOPHBIX BU3MTax. Cienyer oOCyAauTh ¢
NAlMeHTOM pe3yJbTaThl BCEX TECTOB Ha OepeMeHHOCTh. CreayeT HpPOUMHCTPYKTUPOBATH
MNAIMEHTOK He3aMeUIUTEIbHO 00paTUTHCS K Bpauy MPH MOJA03PEHUU Ha OEPEMEHHOCTbD.
Jlo Havana tepanuu mpemapaToM MaiidopTuk, Ha MPOTSKEHUH BCEW Tepanuu W B TeueHue 6
HEZeNb I0CIE €€ 3aBEpUICHMs JKEHIIMHAM C COXPAHEHHBIM PENpOAYKTHBHBIM IOTEHLHAIOM
cleayeT TPUMEHATh 2 HAACKHBIX METOAAa KOHTpAIEMNIUUA, YYUThIBAsS MYTAareHHbIH W
TEepaTOTreHHBIN MOTEHIIMAN npenapata MandopTuk, BKItouass MUHUMYM | BBICOKOA(D(EKTHUBHBIMA
METOJl, MPH YCIOBHH, YTO B KAaueCTBE METO/Ja KOHTpAIeMIMK HE BHIOPAaHO CEKCyaJabHOE
BO3/IEpKAHUE.
[TamenTam My’KCKOro Mojia, BEAYIIMM IIOJOBYIO >KHU3Hb, PEKOMEHIOBAHO HCIIOJIb30BATh
Ipe3epBaTUB Ha NPOTSHKEHUU TepaiK IperapaToM U 1o MeHblei mepe B Teuenue 90 nHei nocie
npueMa MocieqHedl J03bl. B CBS3M C 3TUM, OHHM JOJDKHBI OBITh MPEAYNPEKICHbl U HUMETh
BO3MOXXHOCTh OOCYIHTHh C KBaTH(PUIIMPOBAHHBIM CIECIHAIUCTOM TOTEHIIUAIBHBIE PUCKU TIPU
3a4aThy peOeHKa WK JTOHOPCTBE CIiepMBIL. JlaHHast peKoMeHaaus MTpUMEHNMa KaK JIJIsl MYKXKIHH
C COXpaHEHHBIM PENPOAYKTHBHBIM OTCHIIMAIOM, TaK U Y MY>KUHH MOCJI€ Ba39KTOMHH, TaK KaK y
MY>KYUH TOCIIE Ba3dKTOMUU OCTAeTCsl PUCK Nepenaun ceMeH!. [1070BbIM MapTHEpIIaM MYXYHH,
NPUHUMAKOIIUX TpemapaT MaihopTuk, peKOMEHIOBaHO MPUMEHEHHE BHICOKOA(h(HEKTUBHOTO
MeTO/a KOHTpAIENIMU Ha MPOTSHKEHUU Tepallii U 10 MeHbIel Mepe B TedeHue 90 aHei mocie
npueMa nocJeIHeN JO3bI.
bepeMeHHOCTB
[Ipumenenne npenapara MaiidopTuk Bo Bpemsi 66pEMEHHOCTH CBSA3aHO C MOBBIIICHHBIM PHCKOM
CIIOHTAaHHOTO TMpPEPHIBAHUS OEPEMEHHOCTH W Pa3BUTUS BPOXKICHHBIX aHOMalud. XOTA
KOHTPOJIMPYEMbIC KJIMHHYECKUE WCCIICJOBAHMS 10 NMPUMEHEHHIO Tpemnapara MaiidopTtuk y
OepeMEeHHBIX KEHIIMH HE MPOBOAMIIUCH, B MOCTPETHCTPAIMOHHOM IEpPHOJIe PU MPUMEHEHUU
MukopeHonata Moderuna B KOMOMHAIIMM C JPYTUMH HMMYHOJETPECCAHTAMU BO BpeMs
OepeMEHHOCTH OTMEYaIach MOBBIIIEHHAS YACTOTA PA3BUTHUS BPOKICHHBIX TTOPOKOB, B TOM YHCJIE
MHOKeCTBEeHHbIX. Hambonee dacto mpu npuMmeHeHWHM MUKo(eHosaTta ModeTusa BO BpeMs
OepeMEeHHOCTH y IeTeil OTMEYaTUCh CIEAYIONINe aHOMAJTHH:

e aHOMaNIMM pa3BUTHs JIMIIEBOM YacTH dYepemna: paclleiluHa TyObl, paciueinuHa Heoba,

MUKpOTHATHS (HEIOPA3BUTHE YEIIOCTH ), T1a3HON THIEPTEIOPU3M;

e pa3BUTHA yXa (HarmpuMmep, HeoObIYHAsE JopMa MIIM OTCYTCTBHE BHYTPEHHETO/HAPY>KHOTO
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yXa), ¥ ria3a (Hanmpumep, Kojaoboma, Mu KDOd)TaJILE\l/IH

e Manb(hopMaluy NanbleB (HapUMep, MOMUIAKTUINS, CHHIAKTUINS, OpaxuaaKTHIINSA);

® cepjAcuYHbIE aHOMAJIUH, TaKHE KaK JAe(PEeKTh IPEICEPIHON U KeTyT0UKOBOU MEPETOPOIOK;

e Manb(hopMaluu NUIIEBOAA (HAIPUMEp, aTpe3us MUIIEBOIA);

e wmanbhopmanuu 1eHTpadbHoil HepBHOW cucteMbl (IIHC), manpumep, pacmersieHue

MO3BOHOYHUKA.

[To naHHBIM TUTEPATYPBI, TIOCIIE IPUMEHEHUSI MUKO(EeHOoIaTa ModeTnia B nepuo]i 0epeMeHHOCTH
PHUCK JaHHBIX sBJIEHUI cocTaBiseT 45 — 49 % no cpaBHeHUIO ¢ puckom 12 — 33 % y nmauueHTos,
[OJyyaBIIUX  JIpyrM€  MMMYHOCYIIPECCHBHBbIE  IpermapaTbl  NpU  TpPaHCIUIAHTALUU
MapeHXUMaTO3HBIX OPTaHOB.
[lockosbKy mpu InpuemMe BHYTpb WIM BHYTPUBEHHOM BBEICHMM IPOMCXOAMT IIPEBpAllECHUE
mukodenonata mopermnia B MOK, Bcio mpencTaBieHHYIO BbIIe MHOOPMAIMIO HEOOXOIUMO
YUUTBIBATh PU NPUMEHEHUU npenapara MaitpopTuk.
B wuccienoBanusx y sKMBOTHBIX HaOmromancs TeparoreHHbid 3pdekt MPK. PenpoaykTuBHas
TOKCUYHOCTB/TEpaTOreHHoe JeicTBue MukodeHonmata ModeTwsna OblIM  BBISABICHBI B
UCCJIEA0OBAHUAX Y KPBIC U KPOJIUKOB (CM. pazaen 5.3).
Jlakranus
[TpumeHeHue npenapara B epuo/i IPyAHOT0 BCKapMIUBAHUS TPOTUBOMOKA3aHO B CBS3H C PUCKOM
CEPbE3HBIX HEKEIATENbHBIX PEAKIHUI CO CTOPOHBI MIIAJICHIEB, HAXOAALIMXCS HAa TPYAHOM
BCKapMiuBaHuHU (cM. paszen 4.3). He cymecTByeT JaHHBIX O BIMSAHUY npernapara MaidopTik Ha
pebeHka, MoIy4arollero rpy/iHoe MOJIOKO, MM Ha BbIPaOOTKY MoJjoka. MccienoBanus y Kpeic
nokazanud, 4tTo MM® npoHukaer B rpyaHoe Mosioko. HeusBectHo, Bbiaensiercs mu M®K ¢
IPYAHBIM MOJIOKOM Yy 4€JIOBeKa. B CBs3U € TeM, YTO CyIIECTBYET NOTEHIUAIbHBIN PUCK PA3BUTHSA
CEepBhEe3HBIX HEXKETATEIbHBIX SIBICHUH Yy BCKapMJIMBAEMOT0 peOeHKa, HEOOXOIMMO PEIIUTH BOTIPOC
100 O MpeKpalleHud NpuMeHeHus npenapara MaiihopTuk, 1100, yYUTbIBas BaXKHOCTb T€pauu
JTaHHBIM TIpernapaToM Ul MaTepH, O MPEKpalleHuH TPYAHOTO BCKapMIIMBAHUS Ha MPOTSHKEHUU
BCEH TepaIuy U B Te€UEHHE 6 HEZIENb I10CIIE €€ IPEKPALCHHUS.

DepTUIBHOCTE

He cymectByer naHHbIX O BAMSIHMM IpernapaTta MaidopTuk Ha (QepTUIBHOCTH Yy ueJIOBEKa.
MukodeHonat HaTpusi He BIUAIT Ha (PEPTUIBHOCTD y KPBIC KEHCKOI'O M MYXKCKOTO Ioja MpU
nepopasbHOM Tpueme B mo3e a0 40 mr/kr/cytku u 20 MI/KT/CYyTKH COOTBETCTBEHHO, YTO B
nepepacuere BbIIIE OSKCIO3WLUMU MpU KIMHUYECKOM TMPUMEHEHUHM B MaKCHMaJbHOU

pPEeKOMEHTI0BaHHOM f03¢e s yenoBeka (1440 mr B cyTku) B 9 u 4,5 pas.

C.9u327



ot 31.07.2026 N= 15273
4.7  BuusHHe Ha CIIOCOOHOCTBH YNPABJIATE Tpamﬁ%ﬂﬂ%‘”&%{@%hﬂkg I?a%bfg e ¢

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

MeXaHMu3MaMH
Brnusane mnpuema mpemapara MaildopTuK Ha CIIOCOOHOCTH YIPaBIATH TPAHCIIOPTHBIMU
cpeacTBaMHM M PabOTaTh ¢ MEXaHM3MaMH HE YCTAHOBJCHO. MeXaHW3M JICWUCTBHS Iperapara
Maiidoptuk, ero apmakoguHamMmudyeckue >PQPEKTsl U 3apeTUCTPUPOBAHHBIC HEKETaTeIbHbIC
SIBJICHHUS YKa3bIBAIOT Ha HEOOJBIIYI0O BEPOATHOCTh TAKOTO BIUSHHS. TeM He MEHee, CIeayeT
HpeAyNpekaaTh TMAlUEHTOB O BO3MOXKHBIX HEXENAaTeNbHBIX SBICHHUAX IIpernapara |
HEOOXOUMOCTH COOJIIOJIEHUsI OCTOPOXHOCTH THpu paboTax, TpeOyroIuX KOHLEHTPALUH

BHHUMAaHHA.

4.8 HexenarenbHble peaKkiuu

Pesrome mpoduig 6e300acHOCTH

Crenyromue HexenaTelbHble SBICHUS HaOJII0JAINCh B XOJI€ IBYX UCCIIEJOBaHUI 6€301acHOCTH
npenapata Maiidoptuk u mukodenonara moderuna y 423 marreHToB ¢ HETaBHO NIEPeCaXeHHON
MIOYKOM, HE IOJIy4aBIIMX paHee IMOAJIEPKUBAIOIIYI0 Tepanuio (MalUeHTbl C IMOYE€YHBIM
TpaHcIuianTaToM de novo), u y 322 MaiueHTOB C MePEeCaKECHHOM MOYKOH, paHee MOTydaBIIuX
HOJIEP’KUBAIOLIYIO Tepanuio. YacToTa pa3BUTHs HEXKeNaTeNbHbIX SIBICHUI Oblila OJUHAKOBA B
o0eux rpymnmnax namueHTOB.

[Ipn npumenenum mpemapata MailpopTuk B CcOYeTaHMM C  [HUKJIOCHOPUHOM H
[JIFOKOKOPTUKOCTEPOUIaMHU O4eHb 4acTo (= 10 %) Habmoaamich Takue HexenaTeIbHbIC SBICHHS
kak seiikonenus (19,2 %) u quapes (23,5 %).

VY NOXUIIBIX MallMEHTOB PUCK Pa3BUTHUS MOOOYHBIX SBICHUI UMMYHOCYIIPECCHH B LIEJIOM MOXET
ObITH BbIIIE. B KIMHUYECKMX HCHBITAHUAX Y TMOXKWIBIX MAllMEHTOB, MOJIyYAIOUIMX Ipernapar
MaiigopTuk, KaKk KOMIOHEHT KOMOMHHUPOBAHHOW MMMYHOCYTIPECCHH, HE OBLIO BBIABIECHO Oojiee
BBICOKOI'O PHCKa Pa3BUTHSI MOOOYHBIX PEaKLUi M0 CPABHEHHIO ¢ 00Jiee MOJIOIbIMU MAlUEHTaAMH.

OmnmncaHue OTACABHBIX HEXKEJIATSIbHBIX PeaKITUM

3noxauecmeenHvle HO800OPA306aHUA

VY nanueHToB, NOJyYaroMX UIMMYHOCYIIPECCUBHYIO TEPAIINIO HECKOJIBKUMH MperapaTaMu, B TOM
ynciie MOK, nossieH puck pa3BuTHs IMMGOM U IpYTUX HOBOOOpPa30BaHUM, B YACTHOCTH KOXKH.
B xone uccnenoBaHMii 3710KaueCTBEHHbIE HOBOOOpa30BaHMs pa3BUBAIMCH Ha (hOHE NpHeMa
npenapata MaiipopTHK co ciemyromiei yacToToil: numdornponudepaTuBHble 3a007I€BaHUs WIN
TM(OMBI pa3BHIINCH y ABYX MAIMEHTOB € TIOYEYHBIM TpaHciiantaToM de novo (0,9 %) u 'y aByx
naiueHToB (1,3 %) ¢ mepecakeHHOW MOYKOW, MOJYYaBUIMX MOJJIEPKUBAIOLIYIO TEpANuio B
TE€4EeHHE Neproa 10 | rona; HeMeNIaHOMHbBIE KapLMHOMBI KOKH pa3Buiauch y 0,9 % nanueHTos ¢

MOYEUHBIM TpaHCIIaHTaTOM de novo u'y 1,8 % malMeHToB ¢ MepecakeHHOM MOYKOH, paHee
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rojia; APyrue 3JI0KauyeCTBEHHBIE HOBOOOpa3oBaHUs pa3Bwimch y 0,5 % MaMEeHTOB C MOYCYHBIM
TpaHcmiaHTatoM de novo u 'y 0,6 % mnanumeHTOB C MepecaXeHHONW MOYKOW, MOJydYaBIIUX
HOJIEP’KUBAIOLIYIO TEPAIHIO.

Hugpexyuonnvie 3abonesanus (onnopmynucmuyeckue uHgpexyuu)

VY nmanueHToB ¢ HEJABHO MNMEPEeCaKEHHOW MOYKOM, MOJy4yaBHIMX B TedeHHe | rojga mpemnapar
Maiipoptuk B cocTaBe KOMIUIEKCHOM HMMYHOCYIPECCHUBHOM Tepamnuu, Hamboiee 4YacTo
oTMevanuch nuromeranosupycHas (LIMB) undexknus, xanamao3 v uHQEKUUs, BbI3BaHHAs
BUPYCOM MpOCTOTO repreca. B xonme uccnenoBanuii Obuto mokazano, yto LIMB wundekuums
(moATBepXKACHHAs CEPOJIOTMYECKM BUPEMHEM WIM KIMHUYECKHMMM JaHHBIMH) OTMeuanach C
yactoTton 21,6 % y manMeHTOB C HENABHO MNepecakeHHOM moukoil u 1,9 % y manueHToB co
CTa0WIBbHO (DYHKIMOHUPYIOIUM TPAHCIUIAHTATOM Ha (OHE JUIMTENbHOM MNOJAep KUBAIOLICH
TEpaINH.

Lpyaue nexcenamenvhule aenenus

Hwxe mnpuBelneHbl HeXenaTeldbHbIE SBJICHUS, BbISBICHHbIE Ha (OHE IpHeMa Ipernapara
Maiigoptuk B no3e 1440 mr/cytku B TedeHue 12 mecsueB B KOMOMHALUMU C MUKPO3MYJIbCUEH
LUKJIOCIIOPUHA U KOPTUKOCTEPOUJIAMU B XOJI€ IBYX KIIMHUYECKUX MCCIEA0BAHUN y NAIIUEHTOB C
MOYEYHBIM TPAHCIUIAHTaTOM de NOovo M y MAlUEeHTOB C MEePEecaKeHHOW MOYKOH, MOTydaBIIMX
paHee MONJEPKUBAIOLIYIO TEPanui0. OTH SBJIEHUS HMMEIU BO3MOXHYIO WM BEPOSTHYIO
PUYMHHO-CJIEICTBEHHYIO CBSI3b C IPUEMOM Ipernapara Maii(popTHK.

HexxenarenbHble JeKapCTBEHHbIE PEAaKLMU TPHBEIEHbl B COOTBETCTBUU C KiaccU(UKaruen
opranoB u cucteM MedDRA u nepeunciensl o yactore. YacToTa BOSHUKHOBEHHSI OTIPEIeNIsIIach
B COOTBETCTBUU CO CJIEIYIOIIUMU KaTErOPUSIMHU:

o4eHb yacto (>1/10);

gacto (>1/100, Ho <1/10);

HeuacTo ((> 1/1 000, vo < 1/100);

peako ((>1/10 000, o < 1/1 000);

odeHb peako (< 1/10 000);

4acTOTa HEU3BeCTHA (HA OCHOBAHUH MMEIOIIMXCS JAHHBIX OLIEHUTh HEBO3MOXKHO).

Hugpexyuu u unsazuu

OdeHnb yacTo: BUpYCHBIe, OakTepuaibHble M TpuOkoBble MHpexkmuu (10 22,1 %), Takue Kak
UH(EKIMY MOUYEBBIBOASIINX MyTeH, reprec 30cTep, KaHIUuA03 CIN3UCTON NOJIOCTH PTa, CUHYCHT,
racTPO’HTEPUT, MPOCTOMN reprec, Ha30(hapUHTHT.

Yacro: nHPEKINN BEpXHUX JABIXaTEIBbHBIX ITyTEeH, THEBMOHHS.

HeuacTo: paneBbie HH(DEKITUN.
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Jlobpoxauecmeennvie, 310KauecmeeHmvle U HEYMOUHEHHbLE HOB00OPA308AHUSA (8KAIOYAS KUCTIbL U
noaunsl)

Heuacro: numdonponudepatuBHbie HApYIIEHUS.

Bbuii OTMEUYEHBI €IWHUYHBIE CIydad NalWIIOMBl KOXH, 0a3aJIbHOKJICTOYHOW KapIMHOMBI,
capkoMbl Kanoiy, miocKokJI€TOYHON KaplIMHOMBI™.

Hapywenus co cmoponwvl kposu u numghamuueckoti cucmemsi

Ouensb vacTto: nerikornenus (19,2 %).

YacTo: anemusi, TpOMOOILIMTOIICHHUS.

beln oTMeueHbI eIMHUYHBIE City4au JuMdoriene, TuMEGONeHNH, HEHTPOTICHUH.

Hapywenusa memabonuzma u numanus

OueHb 4acTo: TUMOKAJIbLUEMHUS], TUIIOKATUEMUS, TUTIEPYPUKEMHUSL.

YacTo: runepkanueMusi, THIOMarHueMusl.

Heuacro: moreps anmnerura, TunepaunuaeMus, runodocdaremMusi.

bbuin oTMeueHbl eJMHIYHBIE CIyYau caxapHOro AuadeTa, THIepXoeCTepUHEMUH.

Tcuxuueckue napywenus

Yacro: TpEBOKHOCTb.

Bbeli 0oTMEUeHBI € TMHUYHBIE CITydan Ope0BOTO BOCTIPUSITHS.

Hapywenus co cmoponwl HepsHoti cucmembi

YacTto: roIoBOKpyKeHHE, TOJIOBHASI 0OIb.

Heuacto: Tpemop.

bbimn oTMedeHb! e AMHUYHBIE CTyYyau OE€CCOHHHUIIBI.

Hapywenus co cmoponwl opeana 3penus

BblIM OTMEUEHbI €IMHUYHBIE CiIy4au KOHbIOHKTUBUTA, 3aTYMAaHUBAHUS 3PEHUSI.

Hapywenus co cmoponwl cepoya

Heuacro: Taxukapaus.

bbui OTMEUEHBI €TMHUYHBIE CITy4an OTEKA JIETKUX M JKEITYT0YKOBBIX IKCTPACUCTOIL.
Hapywenus co cmoponwl cocyoos

OueHb 4acTo: MOBBIIIEHUE apTEPUATBLHOTO JTABICHHUS.

Yacro: yBEIMYEHUE CTENECHU TSHKECTU apTEPUATbHOM TMIEPTEH3MH, CHUKEHUE apTEPUATIBLHOIO
JTaBIICHUS.

Hapywenus co cmopoHwvl OvixamenvHotl cucmembvl, Op2aHo8 2pyOHOU KlemKu U CpedoCmeHUs
UYacro: Kalmenb, OJbIIIKa, OJIBIIIKA IPH PU3NIECKON HATPY3KE.

Heuacto: unTepcTunManbHas OOJe3Hb JIETKUX, B TOM 4ucie, (puOpOo3 JErkoro ¢ JeTaabHbIM

HACXO0M.
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Hapywenus co cmoponuwl scenyoouno-kuueynoco mpaxma O4enb yacto: auapes (23,5 %).
Yacro: B3ayTHE )KMBOTa, O0JIb B JKUBOTE, 3aM0p, JUCHEICHS, METEOPU3M, TaCTPUT, MOCIa0IeHNE
CTyJa, TOIIHOTA, PBOTA.

HeuacTto: Hamps»KeHHOCTb OpIOIIHON CTEHKH, IMAHKPEATUT, OTPBDKKA, >KEIyAOYHO-KHIIECYHOE
KPOBOTCUCHHE.

bbuin OoTMeYeHbl eQMHHYHBIE Cllydad rajauto3a (HENPHUSITHOIO 3amaxa W30 pTa), KUIIeYHOU
HEMPOXOANUMOCTH, 330(aruTa, MenTUYECKOU A3BbI, CyOHIIEyca, CYXOCTH BO PTY, U3bS3BICHUS I'y0,
3aKyMOpPKM BBIBOJHOTO TPOTOKA OKOJIOYIIHOW CIIIOHHOM JKelle3bl, TIacTpo-330¢areanbHOi
pedmroxcHO#M 60€3HM, TUNIEPIUIA3UH IECEH, IEPUTOHUTA.

Hapywenus co cmopoHul neuenu u sicenyesvi8o0awux nymet

YacTo: OTKIIOHEHUS Pe3yIbTaTOB TECTOB (PYHKIIMH MTEYCHH.

Hapywenus co cmopoHvl Kodtcu 4 nOOKOICHBIX MKAHE

Heuacro: anonenus, ymmoObl, aKkHe.

Penko: kokHas ChIIIb.

Hapywenus co cmopoHbvl mbiuieyHotl, KOCMHOU U COeOUHUMENbHOU MKAHU

Yacro: apTpanrus, acTeHUs,, MUAJITHSL.

HedacTo: MpIIIeuyHBIE CYAOPOTH.

BbuTH OTMEUeHBI eTMHIYHBIE CITydau 0OJIeH B CIIMHE U apTpHUTAa.

Hapywenus co cmoponbl nouek u Mouesvbi800auux nymet

YacTo: IOBBIIIEHHE YPOBHS KPEaTUHUHA B KPOBH.

Heuacto: cTtpukrypa yperpsl.

BbuH OTMEUEHBI eIMHIYHBIC CTyYau reMaTypyH, HeKp03a TOYSTHBIX KaHAJBIIEB.

Obwue HapyweHus U peakyuu 8 mecme 86€0eHus.

YacTo: NOBBIIIIEHHAS YTOMIISIEMOCTb, TUPEKCHSL.

Heuwacto: rpunmomnono6Hoe 3a0oieBanue, nepudepruieckue 0TeKH, 00b.

BelTi 0OTMEUeHBI € IMHUYHBIE CITydau OTeKa HIKHUX KOHEUYHOCTEH, 03HO0a, c1abocTH.

Heoicenamenvhvie peakyuu, Habrodasuuecs Ha ¢hone npumeHenus npoussoonvix MOK («kiacc-
agpgpexmory): komut, 330parut (B Tom uncie [IMB-komut u [IMB-330darut), [IMB-ractpur,
MaHKPEaTHT, mepopanus CTEHKHA KHUIIKH, JKETyI0YHO-KHIIICYHOEe KPOBOTEUCHHE, SI3Ba eIy IKa
W/WIK  IBEHAIIATUIICEPCTHON KHINKH, KHIICUYHAas WHQPEKIMS THKEIOr0 TEYEHHs, HHOTIa
YIPOXKAKOINIUE KU3HU MH(DEKIIMOHHBIC 3a00JICBaHUS, B TOM YHCJE MCHUHTUT, MH()EKIIMOHHBIM
SHIOKAPIUT, TYOEpKyJie3, aTUIHYHBbIE MHKOOAKTepHalbHble HH(OEKINH, MOTHOMABHPYCHAS

Hedponatus, ocobeHHO accommupoBaHHas ¢ BK-Bupycom, cimydam mporpeccupyromeid
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

arpaHyJoOLMTO3, HeWTponeHus, naHuuroneHusd. [Ipm npumenenun npousBoansix MOPK B
KOMOUHAIMK C APYTUMH UMMYHOJIEIPECCAHTaMH OTMEYAJIUCh CIIydau pa3BUTHs MapLUalIbHOU

KpaCHOKHCTO‘IHOﬁ aljiasmu KOCTHOI'O MoO3ra.

Ilocmpezucmpayuonnvle oannvie

Hapynmieanss co cTOpOHBI MMMYHHOM CHCTEMBEL: pP€aKknun TUICPUYYBCTBUTCIBHOCTHU (BKJ'IIO‘I&S[

aHauIaKCHIO0) (4aCTOTa HEM3BECTHA)

BpoxaeHHble aHOMaJINHU

CooOwianioch 0 pa3BUTUU BPOXKACHHBIX aHOMAJIMH y JeTel MalMeHTOK, npuHuMaBmux MMO® B
KOMOUHAIMHU C IPYTMMU UIMMYHOCYTIPECCUBHBIMU IpenapaTaMH.

bepeMeHHOCTh, TOCIEPOAOBbIN IEPHO, IEPUHATAILHBIN IEPUO]T

VY manueHToK, Mmoy4aBuInx MUKo(deHoaaTa Mo(eTu, OTMEUeHBbI ClTydal CIIOHTAaHHBIX a00OPTOB B
OCHOBHOM B IIEPBOM TPUMECTPE OEPEMEHHOCTH.

O6H_[I/Ie HapYIICHUA U PEAKIIMHU B MECTC BBCACHU

Ha ocHOBaHMM TOJY4YEHHBIX CIIOHTAHHBIX COOOIIEHUH M JUTEPATypHBIX JaHHBIX B
NOCTPErHCTPALIMOHHOM TIE€pHOAE TNpPUMEHEHHUs npenapata Maiidoptuk, Obula ompejaeneHa
HEeXeNaTellbHasl JICKapCTBEHHAs! PEaKlHs «OCTPBIM BOCHAIUTENBbHBIA CHHIPOM, CBSI3aHHBIA C
CHUHTE30M IypuHOB de novo». HeBO3MOXHO MOMOMAJIMHHO YCTaHOBUTH YacTOTy €€
BO3HMKHOBEHUS, TaK KaK COOOIIECHUs CIIOHTAHHBI, a MOIYJIALUS HE ONpejeseHa, MO3TOMY B
JJAHHOM CJIy4ae 4acToTa BCTPEYAEMOCTH PACLIEHEHA KAK «HEU3BECTHOY.

Co0011eHns 0 M003PEBAEMBIX HEXKEIATENBHBIX PEAKIIMIX

Baoicno  coobwgams 0  nodo3pesaemvix HedCeNamenbHblX Peakyusx nocie pecucmpayuu
JIeKApCMBEeHHO20 Npenapama ¢ Yeivio ooecneyeHus HenpepbleHO20 MOHUMOPUH2A COOMHOUEHUS
«NONb3A-PUCK» IeKAPCMEEeHH020 npenapama. Meduyunckum pabomuuxam pekomeHOyemcs
coobwams 0 100bIX NOO03PEBAEMBIX HENHCENAMENbHBIX PEaKYUsx J1eKapCmeeHHo20 npenapama
yepe3 HAYUOHANbHbIE CUCEMbl COODWEHUS O HeHCeNameNbHbIX PeaKyusx 20Cy0apcme — 4ieHos

Egpasuzicxoeo IKOHOMUUYECKO20 Co3A.

Poccuiickas ®enepanus

®denepanbHas Ci1y)0a 1Mo Ha30py B chepe 31paBOOXpaHEHUS
Anpec: 109012, r. Mocksa, CraBsiHCKasl miiomiaip, 1. 4, ctp. 1
Tenedon: +7 800 550-99-03

DnekTpoHHas moyura: pharm@roszdravnadzor.gov.ru wim npr@roszdravnadzor.gov.ru

Caiit B MH(POPMALMOHHO-TEIEKOMMYHUKAIUOHHON ceTu «MHTepHeT:!
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https://www.roszdravnadzor.gov.ru

PecyOsnka Bemapych

VII «lleHTp sKkcnepTH3 M UCHBITAaHUN B 3apaBooxpaHeHum»Anpec: 220037, r. MuHck, nep.
Toapuieckuii, 2a

Tenedon: +375 (17) 242-00-29®Paxc: +375 (17) 242-00-29

DnekTpoHHas nmoura: repl@rceth.by

Caiit: https://www.rceth.by

PecnyOnuka Kazaxcran

PI'TI Ha [IXB «HanuoHanbHBIA LEHTP IKCIEPTU3BI JEKAPCTBEHHBIX CPEICTB U MEIULIHMHCKUX
m3genuit» Komurera MeauuuMHCKOro u  (apManeBTHYECKOro KOHTpois MuHucTepcTBa
3npaBooxpanenus Pecny6nuku Kazaxcran

Anpec: 010000, r. Actana, yi. A.Mmanosa, 13, 4 stax

Tenedon: +7 7172 235 135

OnekTpoHHas nmoyura: farm@dari.kz

Caiit: www.ndda.kz

PecniyOnnka ApmMeHus

I'HKO «lleHTp 3KCIIepTU3BI JIEKAPCTB U METUIIMHCKUX TexHoJmorui»Anpec: 0051, r. EpeBan, np.
Komuraca 49/5
Tenedon: (+374 10) 20-05-05, (+374 96) 22-05-05

DnekTpoHHas nouta: info@ampra.am, vigilance@pharm.amCaiit: www.pharm.am

Keipreisckas PecryOinka

JlemapraMeHT JI€eKapCTBEHHBIX CPEACTB W MEIUIMHCKUX U3Jenuil npu MHHUCTEpCTBe
3npaBooxpaneHust Keipreizckoit PecryOnmku

Anpec: 720044, r. bumkexk, yiu. 3-muHus, 25

Tenedon: 0800 800 26 26

OnextponHas noura: dlomt@pharm.kg

Caiit: www.pharm.kg

4.9 Ilepeno3upoBka
bt momydeHbl COOOIIEHHST O TpeJHAMEPEHHOW U HEeNpeIHaMEPEHHOW IMepeao3upOBKe
npenapata MaiopTuk, B 3TUX CIydyasX 0XKHIaeMbIe HeXKeJaTeIbHbIC IBICHHS OTMEYATUCH HE Y

BCEX IMAaTUCHTOB.
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CUMIOTOMBI

[Ipn nepenosupoBke mpemnapata MalpopTUK BO3MOKHO BO3HUKHOBEHHE IPU3HAKOB
TUIIEPUMMYHOCYIIPECCUU M IMOBBIIIEHUS] BOCIPUUMYHMBOCTH K PA3JIMYHBIM HH(EKLUSIM, B TOM
YHUCJIE ONINOPTYHUCTHUYECKHM, INPUBOAAIIMM K JIETAIBHOMY HcXony M cemcucy. Crnenyer
paccMOTpeTh HEOOXOIUMOCTh IIPEPHIBAHMS TEPAIIH IIPU Pa3BUTHU TMCKPA3HH KPOBH (HAIpuMep,
HEWTPOIIEHHH C a0COTIOTHBIM KOJIMYECTBOM Helfrpodmios <1,5x10°/Mkn uan anemun).

Jleuenue

Xots HeakTUBHBIN MeTaboauT ' M@K BbIBOAUTCS reMOIMAIN30M, HE CIEAYET 0)KUIATh, UTO 3TOT
MeTo]1 OyaeT 3 (HEeKTUBHO BBIBOAUTH KIMHUYECKU 3HAUMMBIC KorndecTBa aktuBHOM MDK. OT0 B
3HAYUTENILHOMN cTeneHu 00yCIIOBIEHO BBICOKOH cTeneHbto (97 %) cpsa3piBanuss MOK c 6enkamu
w1asmel. KonectupaMuH u Ipyrue CEKBECTPAHTHI XKEITYHBIX KUCIIOT HapymaloT BcackiBanue MOK

N3 KHIICYHUKA U, CJICA0BATCIIbHO, MOT'YT IPUBOAWUTb K CHUKCHHUIO €€ KOHLICHTPpAaIllU B KPOBH.

5 ®APMAKOJOIMYECKHUE CBOMCTBA

5.1 ®apmakoaMHaMHUYeCcKHe CBOMCTBA

d)apMaKOTepaneBTqucxaﬁ rpymnmna: MMMYHOACIIPECCAHTEI, CCJICKTUBHBIC UMMYHOACTIPECCAHTEI.

Kong ATX: LO4AA06

Mexanusm nelicTeus

M®K uHrubmpyer CMHTE3 ryaHO3WHOBBIX HYKJIEOTHIOB ITOCPEICTBOM CEICKTUBHOTO TI01aBJICHUSI
KJII0OYeBOro (epMeHTa CHHTE3a IYPUHOB WHO3MHMOHO(OChaTaeruaporenassl. braromaps
nanHomy MexaHusmy MO®OK sddexkrnBHO momasmser mponudepanuto T- u B-nmumdonuTos,
npuyYeM B 3HAYUTEIHHO OOJbINEH CTETEeHH, YeM APYTUX KIETOK, MOCKOJBbKY mponudeparus
TUMQOIMTOB 3aBUCUT B OCHOBHOM OT CHHTE3a ITyPUHOB de novo.

[TonaBnenue mpomudepanuu T- u B-mumponuror MOK nomnonHseT neidcTBHe WHTHOUTOPOB
KaJbI[MHEBPHUHA, HAPYIIAIOMIUX MPOIYKIUIO IUTOKMHOB U BO3JEHCTBYOMUX HAa T-TuM(OIUTH B

(1)3.36 IIOKOs KJICTOYHOI'O IIUKJIA.

Kinmanueckas 3¢ hekTUHBHOCTD M 0€30I1aCHOCTD

JIBa MyJIBTHIICHTPOBBIX PaHIOMHU3HPOBAHHBIX JIBOWHBIX CIICMBIX OIMMOPHBIX WCCIICIOBAHUS ObLIH
WCITOJIB30BaHbI I 0J00peHus nmpuMeHeHus npenapara Maiigoptuk (M®K) y B3pocibix. Obda
UCCJICIOBAHMS SIBIISUTUCh KIWHUYECKHUMH HCCIICOBAaHUSMHU C HCIIOJIb30BAHHMEM B KadecTBe
npenapaTta CpaBHEHMsI JOCTYIIHOTO Ha PbIHKE JiekapcTBeHHoro npenapata Cemicent (MM®). B
000WX HCCIIeIOBAHUAX MPOAEMOHCTPUPOBAHA cormocTaBuMast 3P HEeKTUBHOCTh U O€30MTaCHOCTH TI0
otHomeHHIO Kk MM®. [lepBoe uccienoBanue BKIOYano 423 B3pOCIHbIX MAIUCHTA, IEPEHECIINX

TpaHcIuianTanuio nouku de novo (ERLB301), u nponemonctpuposano, yto MK skBHBaneHTHA
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MM® 1o 3¢ dpexruBHOCTH, TPOPUIL OE30MaCHOCTU co%glr:;glﬁd;l%@&%%@ﬁ%&gﬁgﬁﬁé’amo

npoBeAeHO y 322 pelunueHTOB MOYEYHOI'o TPAHCIIAHTAaTa B MOJAJEP)KUBAIOIIEH Tepanuu
(ERLB302) 1 npoieMOHCTPUPOBAJIO, YTO PEIUITUEHTHI TOUEYHOTO TPAHCIUIAHTATA, ITOTY4YaBIINe
MMO®O B noaiep:KUBaOIIEe IMMYHOCYIIPECCUBHOM TEpaIiu, MOTYT OBITH O€30MaCHO MIEPEBEICHBI
Ha MOK 6e3 cHmkeHus 3 (HhEeKTUBHOCTH.

B3pocJibie periunueHTHI NOYE€YHOT0 TPaHcmanTara de novo (uccienopanue ERLB301)
JIBoliHOE cienoe paHJAOMHU3UPOBAHHOE KIMHUYECKOE HMCCIICIOBAaHHUE C JBOMHOW MMHUTAIMEH de
novo (ERLB301) ¢ yuactuem 423 manweHTOB C MOYE€YHBIM TpaHcmiaaHTatom (M®OK=213,
MM®=210) B Bo3pacte 18-75 nmer ObUIO pa3paboTaHO IS TMPOCIEKTHUBHO OILCHKH
TepaneBTHYeckod dkBuBajleHTHocTH M®PK wn MM® nyrem onpeneneHuss 4acTOThI
Hea(PexkTUBHOCTH (TO €CTh MOATBEPXKAEHHOE Omoricuei octpoe orropkeHue (biopsy proven
acute rejection - BPAR), moreps Tpancruiantata, cMepTh WM BHIOBIBAHUE M3 MCCIEIOBAHUS) B
TEYEHHUE TEPBBIX 6 MECSIIEB JieueHUs (MepBUYHAS KOHEYHAsl TOYKAa) U YAaCTOThl CMEPTH, MOTEPH
TpaHCIJIaHTaTa, W BBIOBIBAHUS W3 HCCIENOBaHUs dYepe3 12 wmecsueB (KOMOMHHPOBaHHAsS
NepBUYHAs KOHEYHAs TOUKA).

[Manuentsl nonyvanu au6o 1,44 r/cyr M@K, mu6o 2 r/cyr MM® B nepBbie 48 4acoB mocie
TpaHCIUIAHTAllMd B TeueHue 12 MecAleB B KOMOMHAIMM C LUKJIOCIOPUHOM U
nIroKokopTukocTeporaamMu. B rpynmax MOK u MM® 394 % u 42,9 % COOTBETCTBEHHO
MOJTyYaJId TePANUIo0 aHTUTEJIAMU B KQ4€CTBE MHIYKIIMOHHON TEPaTTiu.

Ha ocHoBanuum 4yactoThl HEI()PEKTUBHOCTH MPOJEMOHCTPUPOBAHA  TEpareBTUYECKas
SKBHUBAJIIEHTHOCTH B TeueHue 6 mecsieB (MK 25,8 % mpotuB MM 26,2 %; 95 % IAU: [-8,7,
+8,0]). Uepes 12 mecsues yactora BPAR, notepu Tpancruiantara wim cMepTH coctasisiia 26,3 %
n 28,1 % u Tomeko BPAR cocraBnsna 22,5 % u 24,3 % nng MOK 1 MM® cooTBETCTBEHHO.
Cpenu nmaunentoB ¢ BPAR uvacrora 1sxenoro octporo orropxkenus cocrasuina 2,1 % ¢ MOK u

9,8 % ¢ MM® (p=ns).

Tabnuya 1. Ananuz nep8udHol KOHeYHOU MOYKU IPHeKMUsHOCmU U ee KOMNOHEHMO8 8 MedeHue

6 u 12 mecayee (uccreoosanue ERLB301)

M®OK MM 95% AU
1,44 o/cym 2 2/cym M®K-
(n=213) (n=210) MM®
6 mecauyes n (%) n (%)
[ToaTBepxEHHOE OMOTICHEH OCTpoe 55 (25,8) 55(26,2) (-8.,7, 8,0)
ortopxenue (BPAR), moreps
TpaHCIIAaHTAaTa, CMEPTh WM BHIOBIBAHUE U3
UCCIICTOBAHHSI
[ToaTBepx1€HHOE OHOTICHEH OCTPOE 46 (21,6) 48 (22,9) (-9,2, 6,7)
OTTOpKEHUE

C.17u3 27



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 31.07.2026 N2 15279

[loTeps TpaHcIaHTaTa WM CMEPTH 8 %‘3'5?)':'151': Ehﬁﬁg 5? oqr :(:-Q:AE' :7-I 5)
[ToTteps TpancmianTara 7(3,3) 94,3) (-4.6, 2,6)
CwmepTh 1 (0,5) 2 (1,0)

BriObiBaHUE U3 UCCIETIOBaHUS * 3(L,4) 0

12 mecauyes

[MoaTBepxkaéHHOE OUOTICHEH OCTpOE 60 (28,2) 59 (28,1) (-8.5, 8,6)

orropxkenue (BPAR), noteps
TPaHCIUIAaHTaTa, CMEPTh WM BbIOBIBAHUE U3

UCCIICTOBAHHS

[TonTBepxxnéHHOE OMOTICHEH OCTpOE 48 (22,5) 51(24,3) (-9.8, 6,3)
OTTOpKEHUE

CwmepTh Uiy noTeps TpaHCIJIaHTaTa 10 (4,7) 14 (6,7) (-6,4,2.4)
[Toreps Tpancmiantara 8(3.8) 9@4,3) (-4,3,3,2)
CmepThb 2(0,9) 5(12,4)

BriObiBanue 13 nccnenoBaHus™ 5(2,3) 0

* Bolbvisuiue u3 uccie008aHuust GKIOYAIOM NAYUEHIO8, KOMOopble GblObLIU U3 UCCIe008aHUS De3 NOOMEePIHCOeHUs
buoncuell 0cmpoeo OMMOPICEHUS, Nomepu mpaucniaumama uau cmepmu. Kpumepuu mepanesmuueckoii
aksueanenmuocmu coomsemcmeosanu: 95 % J[U ons paznuyuiti 6 uacmome ocnognotl nepemernol (BRAP, nomeps

mpauncnianmamada, cmepnib uiu 8bIOBIBAHUE U3 UCCIICO0BAHUS 8 MEUeHUe 6M€C}ll4€8) NOJIHOCMbIO 6KIIIOYAIU UHmMeEPEal
(-12 %, 12 %).

OO6mwmit mpodusib 6€30MaCHOCTH U TEeMATOJIOTHUECKUN TPO(HIIb OBUTH CXOXXHUMHU MEXAY JTBYMS
rpynnamu JjedeHus. HekenatenbHble SBICHHS, MOTCHIMAIBHO CBS3aHHBIE C JIGKAPCTBEHHBIM
npenaparoM, coctaBisin 51,1 % u 60,5 % B rpynnax M®K u MM® cootBercTtBeHHo. He
O0TMEYaJIOCh pa3auuuii B 001elt yactore uHGuUuMpoBaHus. O011as 4acToTa Cepbe3HbIX HHPEKINN
coctraBisia 22,1 % B rpynne M®K u 27,1 % B rpynne MM®. YactoTta pa3BUTHS TAKEIOU
nHeBMOHMH Obu1a HiKe B rpymine MOK (0,5 % npotus 4,3 %, p=0,01). He otmeuanocs paznuaunii
001IeH YaCTOTHI JKEITyJOUHO-KHUILIEYHBIX HexKenaTeabHbIX peakuuii (80,8 % npotus 80 %, p = ns,

MO®K npotuB MM® coOTBETCTBEHHO).

B3pocable nmanMeHTbl € MOYEYHBIM TPAHCIVIAHTATOM HA NOJAEP:KMBAKOIICH Tepanuu
(uccaenoanune ERLB302)

HccnenoBanue noaaep >XKMBarOIed TEpAii MPOBEICHO ¢ y4acTUEM 322 MAIMEHTOB C MOYEYHBIM
tpancmiantatom (M®OK = 159, MM® = 163) B Bo3pacte 18-75 neT, KOTOpbie B TCUCHHE
NoCNeAHNX 6 MecsIeB Mocie TpPaHCIUIAHTAlWU Tonydanu 2 r/cyr MM® B koMOMHammu c
[IUKIIOCTIOPUHOM C WK 0€3 preMa IITIOKOKOPTUKOCTEPOUIOB MHHIUMYM B TeueHUE 4 Helelb 10
Hauasa rccienoBanus. [lanuenTs! pangoMu3upoBansl 1:1 mo rpynmnam, npuaumasmmm 1,44 r/cyt

MO®K wmm 2 r/cyr MM® B teuenue 12 mecsneB. Koneunoit Toukoit 3¢deKTHBHOCTH ObliIa
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yactoTa HeappekTuBHOCTH (TO ecTh BPAR, mofeps TDE{&IRJ;HE%Q E'J'I"J E&@iﬁ'&‘fﬁ (-BTT%‘;Ié;i:i'/I%' 6u

12 mecsiies.

B Teuenue 12 mecsieB noxoxee oTHoueHHe 4yacToTel HeaddektuBHocTH (MOK 2.5 %; MM®
6,1 %; p = ns), moaTBepx)AEHHOE Ouoncueit octpoe orropxerne (MOK 1,3 %; MM® 3,1 %; p =
ns) ¥ MOATBEPkAEHHOE Onorcuel xpormueckoe orropxkerne (MK 3,8 %; MM® 4,9 %; p = ns)

oOHapy» eHbI B 00€uX rpyImax.

Tabauya 2. Bmopuunvle koHeuHble mouku 3gpgpekmusrnocmu (uccredosanue ERLB302)

Maiigpopmux | MM D 95 %
1,44 2/cym 22/cym | AH
(n=159) (n=163) | Maigop
muk-
MM®
6 mecauyes n (%) n (%)
[TonTBepknéHHOE OwWoricUel ocTpoe oTTopkenue, | 6 (3,8) 10 (6,1) | (-7.1,
1oTeps TPAHCIUIAHTAaTa, CMEPTh WJIM BHIOBIBAHHE U3 2.4)
UCCJICTOBAHUS
[TonTBepknéHHOE OwWoricuel ocTpoe otTTopkenue, | 9 (5,7) 11(6,7) | (-64,
MOATBEPKIEHHOE ouorcuei XPOHUYECKOE 4,2)
OTTOpP)KEHUE, TOTeps TpaHCIUIAaHTaTa, CMEpPTh WIIHU
BBIOBIBAHNE U3 HUCCIIEJOBAHUS
Octpoe oTTOp)KEHNE 2(1,3) 3(1,8) (-10,9,
5,5)
[MoaTBepxknéHHOE OUOTICHEH OCTPOE OTTOPIKEHUE 2 (1,3) 2(1,2) -
[ToaTBepxxnénnoe ouorcuei xpoHuueckoe | 4 (2,5) 4(2,5) -
OTTOpP)KEHUE
BriObiBaHue 13 BiccienoBaHus ™ 4(2,5) 6 (3,7) -
IToTepst TpaHCIUIAHTaTa UM CMEPTH 0 2(1,2) -
12 mecauyes n (%) n (%)
n=110 n=113
[ToaTBepknéHHOE Owmoricueir octpoe otropxkenue, | 10 (9,1) 14 (12,4) | -
noTepsi TPAHCIUIAHTATa, CMEPTh WJIM BBIOBIBAHHE W3
UCCJIETOBAHUS
[TonTBepknéHHOE OwWoricuel ocTpoe otropkenue, | 13 (11,8) 15(13,3) | -
MOJITBEPKIEHHOE ouoncueit XPOHUYECKOE
OTTOp)KEHHUE, TOTepsl TpaHCIUIaHTaTa, CMEpPTh WIIHU
BELIOBIBAHUE U3 UCCIIEIOBAHUS
BriObiBanue u3 uccienoBanus™ 7(6,4) 8 (7,1)
[ToTeps TpaHCcIUIaHTaTa UM CMEPTH 1(0,9) 4(3,5)

* Bulbvisuiue U3 uCCie008anusl KIIOYAIOM NAYUEHMO8, KOMOopble 8blObLIU U3 UCCTIe008aHUs Oe3 nOOmMBepPICOeHUs
buoncuell 0Cmpo2o OMMOPICEHUsL, NOMEPU MPAHCHAAHMAMA WU CMePMU.

HccnenoBanue noaaepKUBaIOUIel Tepanmuu Takke IPOJAEMOHCTPUPOBAIO OOMIMM CXOXKHUN

npoduias 6e30MacHOCTH 332 UCKIIIOUEHUEM CllydaeB cepbe3HbIX nHdpekuuit (8,8 mpotus 16 %; p
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<0,05, M@®K nporus MM®). O6mas yactoTa Hmexunﬁg&gﬁgéﬂT%%ﬁ%ggf [%%/%1?‘1?'&: B

rpynne M®K nabmronanace MeHbIlasg yactoTa pa3BuTHs nHeBmoHuu (1,9 %) B cpaBHeHHM C
rpynnoii MM® (4,9 %), uro He OBLIO CTaTHCTUYECKM 3HAUMMbIM. OTMEuYeHa aHaJOTHYHAsS
4acTOTa BOSHHUKHOBEHHMS OOLIUX HEXENATEeNbHBIX SBJICHHUI CO CTOPOHBI JKEIYJOUYHO-KUIIIEYHOTO
tpakta (69,2 % mpotuB 61,8 %, M®DK nporus MM®D), HecMOTps, YTO YHCIO «ITFOOBIX
HEKEJIATSJIbHBIX PEaKIUi CO CTOPOHBI JKEIYJOYHO-KHIIIEYHOTO TPaKTa» OBLIO BBINIC B TPYIIIES
nanueHToB, npuHuMaBimx M®K B Teuenue 12 mecsies (29,6 % npotus 24,5 % B KOHIIE Tepro1a
paBHOro 12 Mecsiiam), a yBeIMYeHHE TSHKECTH HEeXKENaTeIbHBIX PEAKIIHI CO CTOPOHBI KETYT0UHO-

KHIIEYHOTO TpakTa ObLIO HIDKE Y manueHToB ¢ MOK.

5.2 ®apmakokuHeTHYECKHE CBOMCTBA

AOGcopbuus

[Tocne nepopanbHOro nNpuMeHeHUsI MUKO(EHOJIaT HaTPUsl MHTEHCUBHO BcachiBaeTcs. biarogaps
HAJIMYUIO KUIIEYHOPACTBOPUMOIO MJICHOYHOTO MOKPBITUS MakcuMalbHas KoHIeHTpanus MOK
JIocTUraeTcs npuoOIn3uTeNnbHo uepes 1,5 — 2 yaca. B uccnenoBanusix in vitro 6bpU10 MOKa3aHO, YTO
0COOBIf COCTaB KHWIIEYHOPACTBOPUMOI'O IIJICHOUYHOTO TOKPBITHS mpenapata Maiidopruk
MPENSTCTBYET BEICBOOOXKAeHUI0O M®DK B KHCTIO# cpefe, aHATOTHYHON KUCJION CpejIe JKeyIKa.

VY manueHtoB co cTabWIbHO (YHKIMOHUPYIOIIMM IMOYEYHBIM TPAHCIIAHTATOM, MOIYYaroIIHX
0a30ByI0 HIMMYHOCYIIPECCHUBHYIO TE€PAIHUIO IIMKJIOCTIOPUHOM B (hOpMe MUKPOIMYIBCHH, CTEIICHb
abcopbuun MOK u3 XKKT — 93 %, a abcomtoTHas 6moocTynmHOCTh — 72%. B nuamazone 103 ot
180 no 2160 mr ¢apmakokuHeTHKa npenapara MaidopTuk umMeeT JTUHEHHBIA 10303aBUCUMBIN
xapaktep. BennunHa miomiaau noa ¢papMakOKMHETUYECKOM KPUBOM «KOHIEHTpAIUS — BPEMs»
(AUC), mpu npueme npenapara MailgopTHK HATOIIaK HE OTJIMYAIACh OT TAKOBOH MpHU MpuemMe
npenapara ¢ MUIIeH ¢ BEICOKUM cojiepkaHueM sxkupa (55 r xkupa, 1000 kamopwuit). OgHako, npu
3TOM Cmax M@K yMmenpmanace Ha 33 %.

Pacopenenenune

O6bem pacnpenenenus MOK B paBHOBecHOM cocTostHuH cocTaBiseT 50 nutpoB. Kak M@K, Tak
u M@K (rmokyponun M®K) oTiaryaroTcst BRICOKOH CTENEHBIO CBS3BIBAHUS C OEIKaMU TIa3MBbI
KpoBH — 97% u 82% cooTBeTcTBeHHO. [Ipy CHMKEHUM YKCIIa MECT CBSI3bIBAHUS ¢ Oenkamu (pu
ypeMHH, MEYEHOYHON HEJO0CTATOYHOCTH, THIOaIbOyMHUHEMHUH, OJHOBPEMEHHOM INPHUMEHEHUH
IpenapaToB C BHICOKUM CBSI3bIBAHMEM C OelKaMM IUIa3Mbl KPOBH) BO3MOKHO TIOBBILICHHE
KOHIIEHTpauu cBoboaHoit M@K B ma3zme KpoBH.

Buorpancdhopmarms

M®K mnpeuMymecTBeHHO METa0OIM3UPYeTCsl C YYacTHEM TIIIOKYPOHHITpaHC(epasbl ¢
o0pa3oBaHHEM OCHOBHOTO (hapMaKOJIOTHYECKH HEaKTUBHOTO MeTabonuTa penonooro IMDK. ¥

NAIMEeHTOB €O CTA0WIBHO (YHKIHOHHPYIOIIUM TIOY€YHBIM TPAHCIUIAHTATOM, MOIYYaroIInuX
C.20m3 27
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28% nepopanbHoiil 10361 MOK meTabonusupyercst B [M®K npu «mepBoM npoxoxaeHun» yepes
MIEYEHb.

DJIMMUHALNS

[Tepuon momyseiBenenuss M@K cocraBnsier 11,7 u, xknmupenc — 8,6 1/a. MOK BeiBoguTCs B
ocHOBHOM ¢ Mouo#i B Bugie [ M@K u HesnauutensHoe konmuuecTBo (<1,0 %) — B HEeM3MEHEHHOM
Bune. [lepuon momyseiBenenus [ M®K cocrasnsier 15,7 4, ximupenc — 0,45 n/a. TM®K rtaxxke
CEKPETUPYETCsl C JKEeMYbI0 B KHUIICYHMK, /i€ paciieruiaercs (myTeM AeKOHbBIoranuu) (aopoi
kumeyHuka. OOpasyromiasics B pesynbTaTe dToro pacmeruiennss MOK  3arem  Moxer
peabcopOupoBathecs. Yepes 6 — 8 u mocne npuema npemnapara MaidopTuk oTMeuaeTcsi BTOPOi
nukK koHueHTpauuu M®K, 4To cOOTBETCTBYET ITOBTOPHOMY BCAaCHIBAHUIO JIEKOHBIOIMPOBAHHOU
MO®K.

DapMaKOKMHETHKA YV HAIIMCHTOB, IEPSHECIINX TPAHCINIAHTAIIAIO ITOYKH M OJIYYAFOIIMX 6330BVI-0

HUMMYHOCYTIPECCHUBHYIO TCPAIIHMIO IIMKJIIOCIIOPHMHOM B d)ODMe MHUKPOSIMYJIbCHUHU

B Tabnuue 3 npencraBiieHsl cpeiHue 3HaYCHUS (papMaKOKHHEeTHYecKuX napamerpoB M@K mnocne
npuéma npenapara Maiipoptuk. 3HaueHus ¢apmakokuHeTHuueckux mnapamerpo MOK npu
preMe OJHOKPATHOM J03bl O3BOJISIOT MIPEICKa3bIBaTh BO3MOXKHbIE 3HAUEHUS 3TUX MapaMeTpOB
IpY MOBTOpHOM M JutuTesibHOM nnpuMeneHun. Cpeanue 3HaueHust AUC u Cmax M@K, n3mepennsie
B PaHHEM MOCTTPAHCILIAHTAIIHOHHOM IEPHO/IE, COCTABIISLTN MPUOIM3uTensHO 50 % OT 3HAYCHMUIHA,
OTIPENIEIICHHBIX CITyCTsI 6 MECSIIEB MTOCIIE TPAHCIUTAHTAIIHH.

Tabnuya 3. Cpeonue 3unauenus (SD) dapmaxoxunemuueckux napamempos MPK nocne
nepopanbHo2o npuema npenapama Matipopmux y nayuenmos, nepeHecuiux mpanHcniaHmayuio
NOYKU U ROAYYAIOWUX OA308VI0 UMMYHOCYAPECCUBHYIO MEPANUI0 YUKIOCHOPUHOM 8 @opme
MUKDOIMYIbCUU.

Ilpunamule 6 mabauye cokpaujenus:

Chmax — MaKkcumanvbHas KOHYeHmpayus 6 niame Kpoeu

Tmax — 8pems 00CMudICeHUsL MAKCUMATbHOU KOHYEHMpayuu 6 niazme Kpoeu

AUC — nrowaos noo kpusou «KOHYeHmpayusi-6pemsiy»

SD — cmanoapmroe omkioHeHue

B3POCJIBIE Jlo3a Tmax Crnax AUC 0-o
OpnHokpaTHas 103a | (IpHUeM BHYTPb) (1) (MKT/MmuT) (MKr*u/mt)
(n=24) 720 mr 2 26,1 (12,0) 66,5 (22,6)
B3POCJIBIE Jloza Tmax Crnax AUC 0-12
[ToBTOpHBIE [103BI | (IPHEM BHYTPb) (1) (MKr/™MIT) (MKr*a/mir)
x 6 nuent (2 pasa B | 720 mr 2 37,0 (13,3) 67,9 (20,3)
cyTKH) (n=12)

C.21m327



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 31.07.2026 N2 15279

B3POCJIBIE Ho3za Tmax Il it .\ 6] 0K ) 3 i
[ToBTOpHBIE [103BI | (TTpHEM BHYTPH) (9) (MKT/™MT) (MKT*49/mur)
x 28 nueit (2 paza B

cyTkn) (n=36) 720 mr 2,5 31,2 (18,1) 71,2 (26,3)
B3POCJIBIE Jloza Tmax Crnax AUC 0-12
JnurenbHas (1) (MKT/MT) (MKr*9/m)
tepanus (2 pas3a B

CYTKH)

(n=48)

14 pgmeit mocne | 720 mr 2 13,9 (8,6) 29,1 (10,4)
TPaHCIUIAHTAIH

3 wmecsma mocne | 720 mr 2 24,6 (13,2) 50,7 (17,3)
TPaHCIUIAHTAIUN

6 wMecsaneB mocie | 720 mr 2 23,0 (10,1) 55,7 (14,6)
TpaHCIUIAHTAINH

JETH Jo3a Tmax (1) Crmax (MKT/M1) AUC 0-0
OnunokpaTHas 103a (MKT*4/mir)
(n=10) 450 mr/m> 2-2,5 31,9 (18,2) 76,2 (25,2)

Oco0ble IPVYIIILI TAIMEHTOB

Ileuenounas nedocmamournocms
®apmakokuneruka M@K ne 3aBucur ot pynkiun nouek. AUC 'M®K npu Hapymenun QyHKIIHA
[IOYEK, HAIIPOTUB, YBEIUUYMUBAETCA; TaK y NalueHToB ¢ anypueil 3HaueHuss AUC I'MOK npumepHo
B 8 pa3 Beime. 'emogmanmu3 He Bimser Ha kimpeHc MOK n I'MOK. Ilpu noyeunoi
HEJI0CTaTOYHOCTH KOHIEHTpanus cBoOoaHoii M®PK B 1uia3Me KpOBH MOMKET 3HAUUTEIBHO
YBEJIMYMBATHCS, YTO BEPOSTHO OOYCIIOBIEHO CHIDKEHHEeM cBsi3biBaHud M®PK c Genkamu B
YCJIOBUSIX BBICOKOM KOHLIEHTpPALlMU MOYEBUHBI B KPOBH.
Tloueunas neoocmamounocmo
VY NanueHToB ¢ aJTKOroJbHbIM LIUPPO30M EUEHH HE OBLIO OTMEUYEHO BIUSHHS ATOT0 3a00J1€BaHUS
Ha peakiuu riaokyponuposanus MOK. Hannume nim orcyTcTBUE BIUSHUA 3a00€BaHUS TIEUSHH
Ha (papmakoknHeTuKy M@K MoXxeT 3aBHCeTh OT Xapakrepa 3a0osieBaHHs (IIPEUMYIIECTBEHHOE
NopakeHHe MapeHXUMBbI UJIH JKETUYEBBIBOIAIIEH CUCTEMBI, WU IpoUee).
Llon
Knunnueckn 3HaUMMBIX pa3nuyuii papMakOKMHETHYECKUX MapaMEeTPOB B 3aBUCUMOCTH OT T10J1a
MaIMEeHTOB HE 0OHAPYKEHO.
Jluya nooswcunozo eéospacma
Ha ocHoBaHMM IpenBapUTENBHBIX JaHHBIX MCCIEAOBAHUN MPEAIONIAracTCsl, YTO KOHLEHTPALHNS
M®K kImHUYEeCKH 3HAaUUMO HE U3MEHSIETCS C BO3PACTOM.

eTn

OnbIT mpuMeHeHus mpernapata MaiopTuk y nerei orpaHudeH. B Tabmuie 3 mpuBeicHBI

C.22u327



oT 31.07.2026 N2 15279

cpeqHMe 3HadyeHUs (HapMaKOKHHETHUYECKUX napaﬁgfagia—l E‘;': Eh"é¥§‘{l HElg C -Ef'd%;ﬁ_iigﬁbm

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

TPAHCIJIAHTATOM  [IOYKH, [OJyYalOUX MHUKPOSIMYJbCHIO IUKIOCIOPUHA B KadecTBe
UMMYHOJENpeccuBHON Tepanuu. 3Ha4eHUsd Cmax 1 AUC mia M®K y nereit mo cpaBHEHHIO ¢
B3POCIIBIMH TAI[MEHTAMHU XapaKTepU30BaIUCh Oomblieil BapuabenbHOCTHIO. [Ipu mpueme
00BIYHOM pa3oBoil 1036l pemapata Maiipoptuk 720 mr y nereit AUC M®K Obuia Bbimie, ueM
AQHAJIOTMYHBIA TOKa3aTesb y B3pocibiX. CpenHee 3HaueHue kimpeHca MOK coctaBuio okosio
7,7 n/4. Oxugaercs, 4To TpH Jo3e npenapata MaiihopTtuk, papHoii 200-300 mr/m?, AUC M®K

coctasuT oT 30 1o 50 MKr*u/mir.

5.3 lanHble TOKJIHMHUYECKOH 0€30MaCHOCTH

KaHHGDOFeHHOCTB, MYTarc¢HHOCTb, CHUXKCHHC (bepTI/IJ'II)HOCTI/I

B uccrnenoBanuu kaH1eporeHHOCTHU MU NepopaIbHOM BBEJIEHUU MUKO(EHOIaTa HaTpusl KpbicaM
©KETHEeBHO B J103¢ 9 MI/Kr macchl Tena B TeueHue 104 Henenb, He ObLIO OOHApPYKEHO
BO3HUKHOBEHUS ollyxojei. Haubiciias nmporecTupoBaHHas 103a puBesia npuMmepHo k 0,6 - 1,2-
KPAaTHOM CHUCTEMHOM 3KCIIO3UIMHU, MO CPAaBHEHUIO C AKCIO3UIMENH Y MAMEHTOB C MOYEHYHBIM
TpPaHCIUIAHTATOM IIPU MPUMEHEHUH B peKoMeHayemon no3e 1,44 r/cyt. Iloxoxue pe3yibTaThbl
HaOJII0aMKMCh B MapajuleIbHOM HCCIIEJOBAHUM Y KPBIC, KOTOPHIM BBOJAWINM MHKO(EHoJaTa
Mo(erun. B 26-HenenbHOM HCCIeI0OBAHUN KAaHIIEPOT€HHOCTH Ha TPAHCT€HHOW MBIIIMHON MO/IEIH
P53 + (rerepo3urotHbie), KOTOPHIM €KEAHEBHO BBOJIMIM MHUKO(EHOJAT HATPHUs MEepPOpabHO B
noze 10 200 Mr/kr maccel Tena, HE OTMEYEHO BO3HHMKHOBEHHE oIyxosieil. HauBwicimas
MpOoTeCTUpPOBaHHAs J03a cocTaBisia 200 MI/Kr Macchl Tena, pe3yiabTaTOM OBLIO TMPUMEPHO S-
KpaTHOE CUCTEMHAas SKCHO3UIUS IO CPABHEHHUIO C SKCIO3MIMEH y MAIMEHTOB C MOYEYHBIM
TpaHCIUIaHTATOM (IIpU IpUMEHeHuu B 103¢e 1,44 r/cyT).

I'eHoToKcHUeckuii OTEHIMAT MUKO(EHoIaTa HATpUs OBLI ONpPEENieH B MSATH HCCIECIOBAHUSX.
MOK 06511 FeHOTOKCUYHBIM B UCCIIE0BAHUN MBIITMHON JTUM(OMBI/TUMHIMHKUHA3BI, UCTIBITAHUN
MUKPOHYKJIEYCOB B KJIETKaX KHMTAMCKOTO XoMsAuka V79 M aHanm3e MUKPOSIAEP MBIIIH in Vivo.
MuxkodeHonaT HaTpus HE MPOSBUI '€HOTOKCHYHOCTH B aHAIM3€ OaKTepUaIbHOW MYTaIlluM WIIH
aHaJM3e XpPOMOCOMHBIX abeppanuii B mumdonuTax yeaoBeka. HanMmensinas no3a, mposBUBIIAS
F€HOTOKCUYECKHE CBOWCTBA B MHKPOHYKJIEYCE€ KOCTHOTO MO3ra MBIIIH, NMPUMEPHO B 3 pasa
npesblmana cucteMHyro 9Skcno3unuio (AUC wimn  Cmax) y TAIMEHTOB C  MOYEYHBIM
TPAHCIUIAHTATOM TpU TPUMEHEHUU B IPOTECTUPOBAHHOM KIMHUYECKOW J03€ mpenapara
Maiidopruk, coctaistomniei 1,44 r B cytku. BepositHO, Habmo1aemMasi MyTareHHasi akTHBHOCTh
Obla CBfA3aHa C M3MEHEHHEM OTHOCHTENBHOTO H30bITKAa HYKJICOTHUIOB B KJIETOYHOM IIyJe,
ucnonb3zyemom B cuHTese JJHK.

MuxodeHonaTt HaTpus He OKa3bIBal AP dexTa Ha HepTUIBHOCTD CaMIIOB KPBIC IPU EPOPATBHOM
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IIPEBBIIIAECT KIMHUYECKYIO KCIIO3HUIIMIO ITPU PUMEHEHUH B KIMHUYECKOM J103€, COCTaBISAOIIEH
1,44 r mpenapara Maiidoptuk B cyTku. He 6b110 0TMEUeHO BIUSHUSA Ha HePTUIIBHOCTH CAMOK TIPH
npuUMeHeHuu B jao3e, 20 MI/Kr, IpU KOTOPOH yXkKe OTMEYEHbl MAaTepHHCKAash TOKCHUYHOCTb W
AMOPUOTOKCUYHOCTD.

q)aDMaKOHOFI/IH U UCCICIOBAHUC MHOFOKDaTHOI\/’I TOKCUYHOCTH Y ) KHUBOTHBIX

['emonostuyeckas U AUMQPOUTHAS CUCTEMbl OBLTM OCHOBHBIMH OpPIraHaMH, IMOJIBEpPraBIIUMUCS
BO3/ICUCTBUI0 B TOKCHKOJOI'MYECKMX HCCIEAOBAaHUAX C BBEIACHHEM MHUKO(EHOoIaTa HATPHs
KpbICaM M MbIIIaM. ATIJIacTUYecKas, pereHepaThBHAas aHeMHs OblIa OmNpeiesieHa Kak J/1030-
JUMHUTHPYIOIIAss TOKCUYHOCTh Yy TPBI3YHOB, HoaBepruimxca BoznaedcTBuio MOK. Ouenka
MHUEJIOTpaMM  IOKa3ajla 3HAYMUTEJIbHOE YMEHBIICHHE KOJIMYECTBA SPUTPOUIHBIX KIIETOK
(MOJIMXPOMHBIX 3PUTPOOIACTOB U HOPMOOJIACTOB) M JJ0303aBUCUMOE YBEIMYCHHUE CEJIE3CHKH C
YCUJICHHEM SKCTPaMEAYIUIIPHOTO KPOBETBOPEHUSA. DTU 3P (PEKThl HAOIIOJAINCH IPU CUCTEMHOM
9KCIIO3ULIMHU, KOTOpas ObUIa paBHA WM HUXKE KIMHUYECKOM HSKCIIO3ULMHU INPU NPUMEHEUH B
peKOMeHIyeMo no3e mpemapara Maiipoptuk 1,44 1/CyT y TANMEHTOB C TIOYEYHBIM
TPAHCIUIAaHTATOM.

[Ipopunp TOKCMUYHOCTH MHMKO(EHOJAaTa HATPHUA, YCTAaHOBJICHHBIH B  JOKIMHHYECKOM
UCCJIEIOBAaHUM COTJIaCyeTCs C HEXKeNIaTeNbHbIMHM SIBICHUSMU Yy JIIOJeH, MOABEPTIINXCS
BozaeiictButo M@K, koropble Teneph NpeAOCTaBISIOT JaHHblE MO Oe3omacHocTH, Oosee
peJieBaHTHBIE [Tl TOMYJISIIUY MallMeHTOB (cM. pazzaen 4.8).

OnnoxpaTtHoe npumenenne MOK ymepenHo xopoio neperocuioch y kpbic (LD50 cocraBnsier
ot 350 1o 700 Mr/Kr), XOpOIIO EPEHOCHIIOCHh Mblllamu 1 00e3bsiHamMu (LD50 6omee 1000 mr/kr)
¥ OYeHBb XopoIo nepeHocsaTcs kpommkamu (LD50 6omee 6000 mr/kr).

PenpoaykTuBHAsE TOKCHYHOCTD

B uccrnenoBanuu TepaTOreHHOCTH, MPOBEACHHOM C MHK(EHOJIATOM HATpHUs HA KpbICaX B J103€
MeHee | MI/KT, y TOTOMCTBa HaOJIONAINCh TMOPOKU PAa3BUTHS, BKIIOUYas aHO(TATBMUIO,
9K39HIE(DATTHIO U TyTOYHYIO TPhiKY. CHCTEMHOE BO3/ICHCTBHE MPU BBEICHUH JJAHHOM JTO3UPOBKH
npeacraBmsier 0,05-kpaTHoe KIMHUYECKOE BO3JCHCTBHE TpH BBeIeHMH A03bI 1,44 T1/CyT
npenapata MaiipopTuk (cMm. paznen 4.6). B uccienoBanusx mpe- U MOCTHATAIBHOTO Pa3BUTHS
kpeic MOK (B Buae HaTpUEBOM CONM) CIIy>KUJIa IPUUMUHOM 3aJIepKEeK B Pa3BUTHH (aHOMaJIbHBIN
3pauKOBBIA PEQIIEKC Y CAaMOK M OTJEJIEHWE KpalHEeH MUIOTH y CaMmIlOB) MIPH HaWBBICIIEH J103€,

COCTaBJIAIOLIEN 3 MI/KT.
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6. PAPMAIIEBTUYECKHE CBOWCTBA (NOCNEOQOBATENEHOCTEL 0038)

6.1. Ilepeyennb BcmomMoraTe/ibHbIX BellleCTB

Maiidopruk, 180 mMr, TaOJIETKH KAIIEYHOPACTBOPUMEBIE, ITIOKPBITHIE 000JI0YKOH

JlakTo3a 6e3BogHas

KpocnoBunon (Tum A)

[Hosuaon (K 30)

Kpaxman kykypy3HbIi

KpeMHuust AokcH 1 KOJIIOUTHBIHA

Marnus creapar.

Obonouka:

['unpomennossl pramat (HP50)

Turana nuokcun (E171)

Kpacurens xenesa okcup xentoiit (E172)

Nunuroxapmun (E132).

Maiidoprtuk, 360 Mr, TaOJIETKH KHAIIEYHOPACTBOPUMABIE, ITOKPBITHIE 000JI0YKOMI

JlakTo3a 6e3BoaHas

KpocnoBunon (Tum A)

[oBuzon (K 30)

Kpaxman kykypy3Hslii

Kpemuus 1MoKcHT KOJITTOUIHBIN

Marnus creapar.

Obonouka:

I'umpomenossr pramar (HPS50)

Turana auokcuna (E171)

Kpacurens xene3a okcup xentoiit (E172)

Kpacurens xenesa okcun kpachsiii (E172).

6.2. HecoBmecTuMOCTH

He npumenunmo

6.3. Cpok roaHocTH (CpOK XpaHeHHs)

36 MmecHIEB.

6.4. Oco0ble Mepbl NPeIOCTOPOKHOCTH NIPH XPAHEHUH
XpaHUTh B OPUTMHAJILHOM yMaKoBKe (Mayka KapToHHas) npu Temneparype He Bbie 30 °C ans
3aIIUTHI OT BJIary.
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6.5. Xapakrep u cogepkaHHe YIAKOBKH

ITo 10 tabnetox B Onuctep u3 moimamuia/amoMmuHus/momuBuHmxIopuaa (ITA/An/TIBX) u
amomMuaneBot doneru. Ilo 5, 6, 10, 12 wim 25 OGauCTEpOB BMECTE C JIMCTKOM-BKIIAJBIIIEM
MOMEIIAIOT B MAYKy KapTOHHYIO. JlomyckaeTcsl Hamu4ue KOHTPOJIS MEPBUYHOTO BCKPBHITHS Ha

KapTOHHOH nayke. He Bce pa3mMepsl yiakoBOK MOTYT OBITh IOCTYIHBI JUIS PEaTH3aliH.

6.6. OcoOble Mepbl MNPEJOCTOPOKHOCTH NPH  YTHWIM3AIMM  HCHOJb30BAHHOIO
JIEKAPCTBEHHOT0 Mpenapara MWJAH OTX0JA0B, TMOJYYEeHHBbIX IOcjde NPHMEHEeHUus
JIEKAPCTBEHHOI'0 Mpenapara u Apyrue MaHUIYJIAIUHA ¢ PenapaToM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. JAEPXATEJb PETUCTPAIHUMOHHOI'O YAOCTOBEPEHUSA

[Beiapus / Switzerland
Hogaptuc ®@apma AI" / Novartis Pharma AG
JIuxtmtpacce 35, 4056 bazens / Lichtstrasse 35, 4056 Basel

7.1. IlpeacraBuTeb JepkaTelisi perucTPALMOHHOIO ya10cTOBepeHus1 Ha Tepputopuu Coro3a
[Tperen3uu noTpeduUTENEH HAMPABIATH 1O aAPECY:

Poccuiickas @edepayus

00O «HoBaptuc ®apmar»

Anpec: 125315, r. MockBsa, Jleaunrpaackuii mpocmnekr, 1. 70

Tenedon: +7 495 967 12 70

®axc: +7 495 967 12 68

DnektpoHHas nouta: drug.safety russia@novartis.com

Pecnyonuxa benapyco

ITpeacraButensctBO AO «Novartis Pharma Services AG» (I1IBetinapckas Kondeneparus) B
Pecniybnuke benapyce

Anpec: 220069 r. Munck, nip-T J[3epkuHCKOTO, 5, oM. 3, oduc 3-1

Tenedon: +375 (17) 360 03 65

OnekTpoHHas nmoura: drugsafety.cis@novartis.com

Pecnybnuxa Kazaxcman

®unmman Kommanuu «HoBaptuc @apma Cepsucaz Al B PecriyOnnke Kazaxcran
Anpec: 050022 r. Anmatsl, yin. Kypmanrassl, 95

Tenedon: +7 727 258 24 47
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DOnekrponHas nmouta: drugsafety.cis@novartis.com

Pecnyonuxa Apmenus

000 «<ACTEPUA»

Anpec: 0051 r. EpeBan, yn. Haupu 3apsiH, 72/3
Tenedon: +374 115 190 70

OnektpoHHas nmoura: drugsafety.cis@novartis.com

Kuipevizckasn Pecnybnuka
[IpencraBUTENHCTBO OTCYTCTBYET

OnektponHas nmoura: drugsafety.cis@novartis.com

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA
Poccuiickas @enepanms: JITI-Ne(000299)-(PT'-RU)

Pecny6sinka benapyce: JIII-Ne000299-T'TI-BY
Pecniy6nmka Kazaxcran: JITI-Ne000299-I'TI-KZ

9. KATEI'OPHUs OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA
JlexapcTBEHHBIN NpenapaT OTHOCUTCS K KATETOPUH OTITYCKa IO PELENTY.

OO0mras xapakTepUCTHKA JIEKApCTBEHHOIr0 mpernapara Mal(opTHK HOCTyIHA B €MHOM peecTpe
3aperuCTPUPOBAaHHBIX JIEKAPCTBEHHBIX CpencTB EBpa3niickoro ’KOHOMHUYECKOTO COK03a M Ha
ounmanbHOM caire YIIOJIJHOMOYEHHOTO opraHa (3xcniepTHOM OpraHH3aliN)

(https://Ik.regmed.ru/Register/EAEU_SmPC).
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