COOTBETCTBYET ZKCNEPTHOMY OTUETY
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OBILAS XAPAKTEPUCTHKA JEKAPCTBEHIFOFG TIPEITAPATA “02)

1. HAHUMEHOBAHHUE JJEKAPCTBEHHOI'O ITIPEITAPATA
Ponuseka, 0,25 mr, TabJIEeTKH

Ponuseka, 0,5 Mr, Tabj1eTKU

Ponuseka, 0,75 mr, TabneTkn

Ponusexka, 1 mr, TabneTku

2.  KAYECTBEHHBIV U KOJIUYECTBEHHBI COCTAB
JleficTBy1O1II€€ BELIECTBO: IBEPOJIUMYC.

Ponuseka, 0,25 mr, TabieTku

Kaxxnas tabnerka compepxut 0,25 mMr sBeponumyca.

Poauseka, 0.5 mr, TabaeTku

Kaxxnas tabnerka conepxut 0,5 Mr aBeposumyca.

Pomnuseka, 0,75 mr, TabieTku

Kaxxnas tabnerka compepxut 0,75 mMr sBeponumyca.

Ponueeka, 1 mr, TaOJIETKHU

Kaxnas Tabnerka cogepkut | Mr sBepoimmyca.
BcmomoratenbHBIE BEIIECTBa, HATUMYHE KOTOPBIX HAI0 YYUTHIBATh B COCTABE JICKAPCTBEHHOTO
npenapara: jlaktosa (cM. pasuen 4.4).

ITomupIit MEPCUCHb BCIIOMOI'aTCIIBHLIX BCIICCTB IIPUBCACH B pa3Jiciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
Ta0OmeTku.

Poauseka, 0,25 mr, TabJeTKH

Tabnerku Kpyriaoi GopMbl, TBOSKOBBIMYKIIBIE, OT O€I0T0 /10 OEJI0TO C KEITOBATHIM OTTEHKOM
1[BETA.

Poxuseka, 0.5 mr, TabaeTku

Tabnerku kpyrioi (opMbl, ABOSKOBBITYKIIbIE, OT OEJ0T0 10 0eJ0ro ¢ KEATOBATHIM OTTEHKOM
[BETA.

Pommexka, 0,75 Mr, TabJIeTKn

Talnerku Kpyrioi (OpMBl, IBOSKOBBITYKIIbIE, OT O€70r0 10 0€JI0T0 ¢ )KEATOBATHIM OTTEHKOM
1[BETA.

PosmBeka, 1 mr, TabieTku
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0eJI0ro C )KEITOBATHIM OTTCHKOM OBETA.

Jluaus paznoma (prcka) He peTHa3HAYCHA [T pa3iaMbIBaHUs TaOJIETKU.

4.  KIIMHUYECKHUE JAHHBIE

4.1. Tloxka3aHusi K NPUMEHEHHIO

[Ipenapar PonuBeka nokaszan K IpUMEHEHHUIO Y B3pOCIIbIX (B Bo3pacte crapiie 18 ner):

—  TpancrnaHTauus MOYKU U cepaLa.

[IpodunakTuka OTTOpKEHHSI TPAHCILIAHTATa y B3POCIBIX PEUUIUEHTOB MOYKH M Cepaua ¢
HU3KUM  H CPEAHMM  UMMYHOJOTHMYECKUM  PHUCKOM, MOJTyYarOIIUX 6a30ByI0
UMMYHOCYIIPECCUBHYIO ~ TEpalMi0  LUKIOCHOPHHOM B (GOpME  MHUKPOIMYJIbCHU U
TIIFOKOKOPTUKOCTEPOHUIAMHU.

—  TpancrnnaHTanus neyeHw.

[TpodumiakTika OTTOPKEHUSI TPAHCIUIAHTATA y PELUUIUEHTOB IEUEHH C HU3KUM U CPEIHUM
UMMYHOJIOTHUECKUM  PHUCKOM, TIONYyYalOMMX 0a30Byl0 HMMYHOCYIPECCHBHYIO TEpPaNHio
TaKpOJIMMYCOM U ITIOKOKOPTUKOCTEPOUTAMH.

4.2. PexXuM 103UPOBAHUS U CIIOCOO MPUMEHEHU

PexxuM 103upoBaHus

JleyeHue npenapaToM cielyeT NPOBOJUTH TOJIBKO MOJ HAOIIOJEHUEM Bpada, UMEIOLIEro ONbIT
MPOBEJCHUS UMMYHOCYITPECCUBHON TEpaIuy MOCEe TPAHCIUIAHTAIMU OPTaHOB, U MPU HAIUYUU
BO3MOKHOCTH MOHUTOPUHIa KOHIIEHTPALIMH 3BEPOJIMMYCa B 1IEJIbHON KPOBHU.

Bspocnvie

Tpaucnianmayus NOYKU U cep()ua

PexomeHnyemass HavadbHas J03a Mperapara Jjisl MAlMeHTOB C TPAHCIUIAHTATAMHU IOYEK H
cepamna cocrasisier 0,75 Mr 2 paza B CyTKH; CleIyeT Ha4aTh IPUMEHEHHE TIpernapaTa Kak MOXHO
CKOpee MOCIie TPAHCIIAHTAIINH.

Tpaucnianmayus neyenu

PCKOMGHI[yeMaSI Ha4dajibHasA [03a IIpcliapaTa M1 MAaOUCHTOB C TPAHCIJIAHTATOM IICYCHHU
cocraBisger 1 mr 2 pasa B CYTKH, TCpAllMIO HAYUHAIOT IMPUMEPHO 4YCpPE3 4 HCACIN ITOCJIC
TPaHCIINIaHTalluH.

Oco0ble TPVIIILI TAIMEHTOB

Ilpeocmasumenu HecpouodHoll pacwl
YacToTa ciydyaeB pa3BUTHS OCTPOTO OTTOP)KEHHsI TPAHCIUIAHTATa IMOYKH, MOATBEP)KICHHOTO
Ouorncueli, ObUTa BBIIIE Yy TPEACTABUTEIICH HETPOUIHON Pachl MO CPaBHEHHUIO C MAI[MEHTAMH B

oOmieit momymnsnuu. CoryllacHO MMEIOIIEHCs OrpaHUYeHHOW WHGOpPMAlUU MPEACTaBUTEISAM
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HETPOUIHON pachkl MOXKET MOTPEOOBATHCS 0O0JIEe BHCOK'A}L,HO;LEQE%E%HL'WH ErBé‘lrr/II')lKéHm

Takoro xe 3¢pdekra, Kak y OCTaIbHBIX MAIMEHTOB, MOJYYAIOIIMX MPENapaT B PEeKOMEHIyeMbIX
JUTSL B3POCTBIX J03aX. VIMEIonxcs B HACTOSAIIEE MTaHHBIX MO 3PPEKTUBHOCTH M 0€30MaCHOCTH
HEJIOCTaTOYHO JIJISl TPEJOCTABJIICHUS CHEHU(PHUSCKUX PEKOMEHIAIMKA 110 TPUMEHEHHUIO
IBEPOJIUMYCa y IPEACTABUTEIICH HETPOUIHON PACHI.

Tlayuenmur noscunoeo 6ospacma (= 65 1em)

Knuanyeckuii onbIT MPUMEHEHHS 3BEPOJIMMYCa Yy MAalMEHTOB B BO3pacTe > 65 JeT OrpaHuYeH.
Tem He MeHee, SBHBIX Pa3Nu4uii (papMaKOKHMHETHKU HIBEPOJIMMYCa y TAIIMEHTOB B BO3pacTe
> 65-70 5eT 1o CpaBHEHUIO ¢ 0OJIee MOJIOJBIMU B3POCIBIMU MAIIMEHTAMH HE OTMEYalioch (CM.
pazzaen 5.2).

Tayuenmoi ¢ Hapywenuem hyHKyuu novex

VY ManueHToB ¢ HapyIeHUsIMHA (DYHKIIMH TTOYEK KOPPEKIIUS JI03bI HE TpeOyeTcsl.

Tayuenmoi ¢ Hapywenuem QyHKyuU neveHu

VY nanueHTOB ¢ HapymieHHeM (QYHKIWU TIEUeHH CJleayeT TIaTeabHO KoHTpoimpoBath Co
IBEPOJIUMYCa B IETHHON KPOBU. Y MAIMEHTOB C HapyIIeHHeM (DYHKIHH ITEYECHH JIETKOW CTETIeHN
(kmacc A mno knaccudukanmu Yaing-Iler0) 103y 23Bepoiumyca CleAyeT YMEHBIIUTh
NPUOJIM3UTENEHO 10 2/3 TI0 CPaBHEHUIO CO CTAaHAAPTHOM J030i. Y MAIMEHTOB C HAPYIICHUEM
¢GyHKIMM TiedeHu cpenHed TsxkectH (kiacc B mo knmaccudukanuu  Yaina-Ileo) nosa
HBEPOJIMMYCa JOJDKHA OBITh yMEHBIIEHA NPUOJM3UTENIBHO B 2 pasza. Y TAIUMEHTOB C
HapyleHHeM (QYHKIWU MeYeHU Tspkenoi cremnenu (kimace C mo kinaccudukanmu Yaitna-I1s0)
03y 2BEpOJIUMYCa CIEeIyeT YMEHbIIUTh NMpuonu3utenbHo a0 1/3. JlanpHeimmii moadop 10361
MIPOBO/ISIT, OCHOBBIBASICH HA JJAHHBIX TEPAIIeBTUYECKOT0 MOHUTOPHHTA.

B Ttabmume 1 mnpencraBieHbl PEKOMEHIAIMK 10 YMEHBIICHHIO 103l IS TAIMEHTOB C
HapyleHneM (QYHKIMU TIeUeHHU, OKPYTIICHHbIE 10 ONMuKaifiieil 103MpOBKHU Ta0IeTOK.

Tabmuna 1. YMeHblIeHue 10361 3BEpOJMMYCa Y MAIIMEHTOB C HAPYIIECHUSIMHU (QYHKIIMH [T€YEHH

Hopmainbnas Hapyenue Hapyenne Hapyenue

(GyHKIUS TIeyeHn | QYHKIMM NedeHu | QYHKIUU MeYeHH | QYHKIUHU [eYeHU
JIETKOM CTENIEHU | CPEIHEN CTENEHU | TSKEIOU
(Haitng-IIsto A) | (Haiina-Ileto B) | crenenu

(Haina-Ilsto C)

Tpancruanranus | 0,75 mr 2 paza B | 0,5 mr 2 pasza B | 0,5 mr 2 paza B | 0,25 mr 2 paza B
IIOYKH U cepala | JIeHb JI€Hb JIEHb JI€Hb
Tpancrnanranus | 1 mr 2 paza B 0,75mr2pazaB | 0,5 Mr2pa3as 0,5 mr 2 paza B
Ne4YeHU JIeHb JICHb JI€Hb JIeHb

Tepanesmuueckuii MOHUMOPUHS

3BepOJ'II/IMyC o6naz[aeT Y3KHUM TCPANICBTUYCCKUM NHUAIIA30HOM, YTO MOKCT Tpe6OBaTL KOppCKIUn
pexumMa HOO3UPOBaHUA C YUYCTOM KOHICHTpalHMU DSBCPOIMMYCa B KpPOBHU, IECPECHOCHUMOCTH,

WHJVBHIyaJIbHOTO OTBETA Ha JIEYEHHUE, KOPPEKIUU OJHOBPEMEHHONW MEIMKAaMEHTO3HON Tepanuu

3
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pEryJsipHBIA KOHTPOJIb KOHLIEHTPALUU 3BEPOJIMMYcCa B LIEJIbHOM KpoBU. Ha ocHOBaHuM aHanu3a
3aBUCUMOCTH 3()(PEeKTUBHOCTH H OE30MACHOCTH OT OKCHO3ULMHU YCTAaHOBJIEHO, YTO MpHU
Co > 3,0 Hr/Mn yacToTa HOATBEPXKIEHHOI'O OHOINCHEHl OCTPOro OTTOP)KEHHs TPaHCIUIAHTaTa
MOYEK, Cep/illa U MeYeHu OblIa Hibke, yeM y manueHToB ¢ Co < 3,0 ur/mu. Pexomenmayemblit
BEPXHUH TIpeAes Juana3oHa TEepaleBTUYECKOW KOHILEHTpALMM 3BEPOJIMMYCA COCTaBISET
8 ur/mi. He m3yuena koHuentpauus > 12 Hr/mi. YKazaHHbIe TPaHMIBI TEPareBTHYECKOTO
JiMana3oHa KOHLEHTPALUHU ONPEEIIsUIM ¢ UCII0JIb30BaHUEM METO/1a XpoMaTorpaduu.

Oco0eHHO Ba)KHO KOHTPOJUPOBATh KOHIIEHTPALMIO YPOBHS IBEPOJIUMYCa B KPOBU Y MAIUEHTOB
C HapylleHHeM (QYHKUWU TCYEHH IMPH OJHOBPEMEHHOM NPUMEHEHHMH MOIIHBIX HHIYKTOPOB
u/wm uaruoutopoB m3opepmenta CYP3 A4, npu nepexone Ha IpYryro JeKapCTBEHHYIO (Gopmy
npenapara W/WiaM OpPU 3HAUYUTEIIBHOM YMEHBIIEHUH J103bl IHMKiIOcnopuHa. KoHueHTpanus
3BEPOJIMMYyCa B KPOBM MOXKET OBbITb HECKOJIBKO HIJKE IpU IpUeMe 3Bepojumyca B (opme
JMCTIEPTUPYEMBIX TaOJIETOK.

OnTumMabHO KOPPEKTUPOBATh /103y IMpenapara UCXOAs U3 €ro KOHLEHTPALUU B KPOBH 4epe3
> 4-5 nueill mocne mpenplaynied Koppekuuu 103bl. BenencTBue B3anMoJEHCTBHS BO3MOXKHO
CHIDKEHME KOHIIEHTPALMK 3BEPOJIMMYCAa B KpPOBHM IIOCJIE 3HAUYUTEIBHOIO CHH)KEHHUS J103bl
nukIocriopuna (Hampumep, ipu Co < 50 Hr/mon).

Koppexyusi  pesicuma  0osupoeanus yuxkiocnopuna 6 KOMOUHUPOBAHHOU mepanuu ¢
96EPOIUMYCOM Y NAYUEHMO8 NOCTIe MPAHCHIAHMAYUU NOYKU

He cienyer npuMeHsTh JUIMTENBbHYI0 KOMOMHUPOBAHHYIO TEPANMIO MTPENapaToM ¢ MOJHON 1030
LUKJIOCTIOPUHA. Y PEUUIUEHTOB MOYKH, MOJIYyYaBIIMX JEUYEHUE IBEPOIMMYCOM, YMEHbIIEHUE
HKCMO3UIUU LHMKJIOCTIOPUHA MPUBOJUT K YIydllleHHWI0 (yHKIUU modek. CHIKEHUE J103bl
LIMKJIOCIIOPUHA CJIEJyeT HA4YMHATh HEMOCPEACTBEHHO IIOCJIE TPAHCIUIAHTALlMM B TIPEAesax
YKa3aHHOTO HM)KE€ PEKOMEHJOBAaHHOI'O JUalna3oHa KOHUEHTPAlUU Yy NAIlMEHTOB, MOJIYYarolInX

IBEPOITUMYC.

Tabnmuna 2. PekomenaoBanHblM auana3oH Co KOHLEHTpALMU LUKJIOCHOPUHA Y PELMIIMEHTOB
MIOYKH, MOJIYYAIOIIHUX IBEPOJIUMYC

Mecsir 1 Mecsr 2-3 Mecsi 4-5 Mecsr 6-12

Llenesoii nuamna3zox
Co KOHIICHTpaIiH 100-200 75-150 50-100 25-50
IIUKJIOCTIOPHHA, HI/MIT

[lepen cHwkeHHeM 03Bl IMKIOCIIOPUHA HEOoOXoaumo yOemuThes, 4to paBHOBecHas Co

9BEpOJIMMYCA B KPOBU PaBHA WUJTU BHIIIE 3 HT/MIIL.
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OrpaHudeHbl JaHHBIE 110 TPUMEHEHUIO YBEPOIYMYCa B %&é&%@%ﬁgg%@:& eﬁfgflrﬁflgléﬁTOB

MOYKM B KOMOMHALIMU C HUKIOCHOpHUHOM TpH ero Co < 50 Hr/mi nin Cy (KOHLIEHTpAIHs B KPOBH
gepes 2 yaca 1mociie npuemMa ouepeaHon 10361) < 350 Hr/miL.

[Tpy MHIMBUAYaTBbHOW HENEPEHOCHMMOCTH CHMXEHHOM SKCHO3MLMHU LMKIOCIOPUHA CIELyeT
[EPEeCMOTPETh BO3MOKHOCTb JJaJIbHEHIIIEro MPMMEHEHUS 3BEPOIUMYCa.

Koppexyua  pedcuma  0o3upoeanus YuKkiocnopuHa 6 KOMOUHUPOBAHHOU —mepanuu ¢
96EPOIUMYCOM Y NAYUEHMOE NOCTIe MPAHCHIAHMAYUY cepoya

VY peuunueHToB cepaua B MOAJACpXKHUBAIOIIEH (a3e cienyeT CHMXaTh /103y LUKIOCIOpPHHA,
UCXO0/1 U3 NEPEHOCUMOCTH, Yepe3 MECSI] [10CIIe TPAHCIIAHTALMU C LEJIBI0 YIyUIleHUs] QYHKLIUU
noyek. Ilpm mporpeccupoBaHuu HapylieHuss (GYHKIMM TOYEK WM [PU  YMEHBIICHUU
KK < 60 mu/mMuH HE0OX0AMMa KOPPEKIIHS PeKUMa TEPATUH.

Koppekuuio pexuma 103UpoBaHMs LUKJIOCIOPHUHA y MAallMEHTOB, IMOJIYYAIOIIUX 3BEPOJIUMYC,
cilielyeT TMpOBOAMTH B IpelesiaX YKa3aHHOIO HH)KE PEKOMEHJO0BaHHOI'O JMana3oHa
KOHIEHTPAllUU HAa OCHOBAHUHU JJaHHBIX, [TOJIyUEHHBIX B KIIMHUYECKUX UCCIICOBAHUSIX.

Tabmuna 3. PekomenaoBanHblii auama3oH Co KOHLEHTPALMU IHUKJIOCHOPUHA Y PELHUITHEHTOB
cep/lia, MOJIYYarolnX YBEPOITUMYC

Mecsr 1 Mecsr 2 Mecsr 3-4 Mecsr 5-6 Mecsan 7-12

LleneBoii tuana3oH
Co KOHIIEHTpauu 200-350 150-250 100-200 75-150 50-100
LIMKJIOCIIOPHHA, HI/MJI

[lepen cHuXeHHEM A03bl LUKIOCIIOPMHA HEOOXOIMMO YJIOCTOBEPUTHCA, 4TO paBHOBecHas Co
9BEPOJIMMYCa B KPOBU paBHA UJIM BbIIIE 3 HI/MIL.

OrpaHuyeHbl JaHHbIE IO MPUMEHEHHUIO IBEPOIMMYCa y PELUIIUEHTOB Cep/lla B KOMOWHAIMU C
ukstociopuHoM mipu ero Co 50-100 ar/Min mocne 12 mecsieB Tepanum.

[TIpy MHIMBUAYaTbHOW HENEPEHOCHMMOCTH CHMXEHHOM SKCHO3MLIMHU LUKIOCIOPHUHA CIEIyeT
HEePEeCMOTPETh BO3MOKHOCTD JalIbHEHIIIEro MpUMEHEHHsI 3BEPOJIUMYCa.

Koppexyusi  pesxcuma  003upoganus  makpoaumyca 6 KOMOUHUPOBAHHOU mepanuu ¢
96EPOIUMYCOM Y NAYUEHMOE NOCIe MPAHCHAAHMAYUY NeYeHU

VY manueHToB MOcie TPaHCIJIAHTALMM MEYEHHU CJeyeT CHWXKAaTh 103y TaKpOoJIMMYyca C ILEJbIo
MUHHMH3UPOBATh TOKCUYECKOE BIUSHHE MHIMOMTOPOB KaJbIMHEBpUHA Ha MOYkH. CHUXKEHUe
7036l TAKpoOJIUMyCa CIEAyeT HauyuMHATh IPUMEPHO depe3 3 Heaenaw IIoclie  Hadaia
KOMOMHHMpPOBAaHHOW Tepamuu C HBEPOJIMMYCOM JO JOCTHXKEeHHs B KpoBu 1eneBoi Cy
TaKpoJIMMyca B mpenenax 3-5 Hr/mil. B KOHTposmpyeMoM KIMHUYECKOM HCCIIEOBAaHUM MOJTHAS
OTMEHA TepanH TaKpOJIMMYCOM acCOIMMPOBAIACH C YBEIMUYEHHUEM PUCKA OCTPOTO OTTOPIKEHUS
TPaHCIUIAHTATA.

Tepamnus 3BeposiMMycOM B KOMOMHALMK C TMOJIHOM [030H TakpojJMMyca B KOHTPOJIUPYEMBIX

KIIMHUYCCKUX HUCCICAOBAHUAX HC U3YyYCHA.
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BbezonacHocTh 1 3¢ (eKTUBHOCTH Mpenapara 1o 3asiBICHHBIM NOKa3aHUAM y JeTel B BO3pacTe OT
0 1o 18 neT Ha JaHHBI MOMEHT HE YCTaHOBJIEHBI. JlaHHbIE OTCYTCTBYIOT.

Croco0 rmpuMeHeHus

[IpenapaT mpuHUMAOT BHYTpb. TaOJeTKH ClieAyeT NMPUHUMATH IEIUKOM, HE IPOOHTH Iepen

UCIIOJIb30BaHUEM; 3alMBATh CTAKAHOM BOJIbI.

CyTouHyi0 7103y 3BEpOJIMMYyca BCEr/la pa3lesisioT Ha 2 MpHeMa; Mpernapar NPUHUMAIOT MU

BCErJa C MuIIeid, wim Beerna 6e3 Hee. [Ipenapar PosmBeka mpruHUMAIOT B OJTHO U TO YK€ BPEMS C

UKJIOCTIOPHHOM B (hOpME MUKPOIMYIBCHH WITH TAKPOJIUMYCOM.

4.3. TlpoTuBomoka3zaHus

— ['unepuyBCTBHTENBHOCTh K  JBEPOJUMYCY, CHPOJMUMYCY HIM K JIIOOOMYy U3
BCIIOMOTATEJIbHBIX BEIIECTB, MIEPEUUCICHHBIX B pazfene 6.1.

4.4. QOcoOble yka3aHHs U MepPbl PEJOCTOPOKHOCTH MO MPUMEHEHH IO

KoHTpoIs KMMYHOCYOPECCUH

JlanHble O HpUMEHEHMM Inpenapata 0e3 MHIMMOMTOPOB KalbLIMHEBPHUHA (LUKIOCHOPHH WU
TaKpoOJMMYyC) OIpaHUYEHbl. Y MAlMEHTOB, KOTOPbIE MPEKPATUIM IPUEM HHTHOUTOPOB
KaJIbLIUHEBPUHA, OTMEUYEHO YBEJIMYEHHE PHUCKA PA3BUTUS OCTPOrO OTTOPXKEHUS TpPaHCIUIAHTaTa
[0 CPaBHEHMIO C TEMH, KTO MPOJOJDKHI INPHEM YKa3aHHBIX IpernaparoB. B KiIMHHYECKHX
UCCIICIOBAaHUSX SBEPOIMMYC TPUMEHSUIIM B KOMOMHAIlMM C IMKJIOCIIOPUHOM B (opme
MUKpPO3MYJIbCUH, WJIH C TaKpPOJIUMYCOM, Oa3MIMKCUMAOOM M IJIIOKOKOPTUKOCTEPOUIAMH.
[IpumeneHue mpemnapata ¢ HWHBIMH HMMYHOCYIPECCAHTAMHU H3Y4YEHO HEIOCTATOYHO.
[IpumeHeHne mnpenapara y MalMEHTOB C BBICOKMM HMMYHOJIOTMYECKMM PHCKOM H3Y4YEHO
HEJ0CTaTOYHO.

KOM6I/IHI/IDOBaHHa$[ TEpaluia C I/IH,I[VKHHGﬁ TI/IMOITIO6VJ'H/IHOM

Cnenyer coOmofaTh  OCTOPOKHOCTb MPU  HHAYKIMM  TUMOTJIOOYJIMHOM  (KpOJMYUI
QHTUTUMOLUTAPHBIA  TJIOOYIMH) W KOMOMHUPOBAaHHBIM  PEKUMOM  HMMYHOCYIPECCUHU
HBEPOTUMYC/IIUKIOCTIOPUH/TIIFOKOKOPTUKOCTEPOUA. B KIMHMYECKOM  HCCIIEOBaHUU Y
NoArpyImnmnbl PEOUIIMECHTOB CEpAla, IOJYy4YaBIIMX HWHIAYKIUOHHYIO TCPAIUIO KPOJINYbHUM
AHTUTUMOLUTAPHBIM FJ'IO6y.]'H/IHOM B KOM6I/IHaHI/II/I C O9BCPOIMMYCOM, MNUKIOCIIOPUHOM H
[JIFOKOKOPTUKOCTEPOUIOM OTMEUEHO YBEITMYEHUE YacCTOThl PAa3BUTHUS CEPbE3HBIX MH(EKIMH B
HepBbIe TPU MecsIla Nocie TpaHcmaHnTauu. OTMedeHa TakKe acCOIUalMs JaHHOTO SIBJICHUS C
YBCIUUYCHUEM CMCEPTHOCTU Yy MaUMCHTOB, KOTOPBIM MEpPEO MNMPOBECACHHUEM TpaHCIIaHTaAllUuH
TpeboBaach TOCIUTAIM3ALUS WIM YCTPOHCTBO IS BCIHOMOTATEIBHOTO KpPOBOOOPAICHHMS,
IPEIOI0KUTENBHO B CBSI3U C TE€M, YTO JaHHbIE MAIlMEHTHI OoJjiee ySI3BUMBI MPHU MPOBEIACHUU

MHTEHCUBHOW UMMYHOCYTPECCHH.
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Cepbe3Hble U ONMIIOPTYHUCTHYECKHE NH(EKITNHU

COOTBETCTBYET ZKCNEPTHOMY OTUETY

[MTanueHTsl, NOTydYaroIue IMMYHOCYIIPECCHBHBIC MPENapaThl, B TOM YUCIIE 3BEPOIUMYC, BXOJST
B TIPYIIy pUCKa pa3BUTHs MH(EKIUA, B OCOOCHHOCTH BBI3BIBAEMBIX OINMOPTYHUCTUYCCKUMHU
naroreHamu (OakTepusMH, rpudamMu, BUPYCaMH, NMPOCTEHIINMH). Y MAIMEHTOB, MOJIYYaBIINX
TEpanuio MpenapaToM, NOJTy4eHbl COOOIICHHS O Pa3BUTHU MH(EKIUHA U Cercuca ¢ JeTaabHbIM
ucxojoM. K onmopryHucTHYeCKMM MH(EKIUSIM, KOTOPHIM MOTYT ObITh HaMOOJIEEe MO/IBEPIKCHBI
NAlMEHTHI, TOJYYalONIMe HMMMYHOCYIPECCHBHYIO TEpaNuio, OTHOCHUTCS IOJIMOMAaBUPYCHAsI
uH(eKIus ¢ BO3MOXKHBIM pa3ButueM BK Bupyc-accormnpoBanHoii HepomnaTiu, NpuBOISIIEH K
OTTOPKCHUIO TPAHCIUIAHTATA MOYKH, U MOTEHIMANBHO (aTanbHoi JC BUpPYC-acCONMUPOBAHHON
nporpeccupyromeil MHOKeCcTBeHHOW JerikosHnedanonatun (IIMJI). Dt nndekumn, 3a4acTyio
OOYCIIOBJICHHbIC ~ OOIIMM KOMIUIGKCOM HMMYHOCYIPECCHH, CIEIyeT YYUTHIBATH IIPH
maddepeHanbHON TMarHOCTHKE B ClTydae YXYIIICHHUs (GYHKIMH ITepECa)KeHHON MOYKH U TIPH
Pa3BUTUH HEBPOJIOTUYECKOW CUMIITOMATHKH. B KIMHMYECKMX MCCIEOBAHHUSX PEKOMEHI0BAIH
NpOBEJCHUE MPOPIIAKTUKYA Pa3BUTHs THEBMOHUH, BbI3BaHHOK Pneumocystis jiroveci (carini)
IUTOMETaJJOBUPYCHOW HMH(MEKIMH TOCJIC TPAHCIUIAHTAIlMM, B OCOOCHHOCTH Y MAI[MEHTOB C
HOBBIIICHHBIM PHCKOM Pa3BUTHUS OMIOPTYHHUCTHUECKUX MHPEKIHH.

Hapymenue d)VHKHI/II/I INCYCHHU

Y mamueHToB ¢ HapymieHHeM (QYHKIMH TICUYEHU CIIeAyeT TINAaTeabHO KoHTpoiupoBath Co
KOHIIEHTPALUIO IBEPOJIMMYCa B LEIbHON KPOBU U KOPPEKTUPOBATH €T0 J03Y.

BsaumMoeiicTBie ¢ MOIIHBIMYA HHIMOUTOpaMu U nHIykropamu usodepmenta CYP3A4

He pexomMeHI0BaHO OJHOBpPEMEHHOE MpPHUMEHEHHME Ipernapara C MOIIHBIMM HMHTHOMTOpaMH
nzodepmenta CYP3A4 (Hanpumep, KETOKOHA30J1, UTPAKOHA30JI, BOPUKOHA30J1, KJIAPUTPOMUIINH,
TEJIUTPOMMIIMH, PUTOHAaBUP) M HUHAYKTOpaMHu (Hampumep, pudamnuuuH, pudadyTuH), 3a
UCKIIOYEHHEM TEX CIIydyaeB, KOrJa OKuJaemas II0Jb3a TaKOM Tepanuu IPEBBIIAET
NOTEHLIUAJIbHBIN PUCK.

Pekomennyercss KOHTpOJIMPOBAaTh KOHLEHTPALMIO HBEpPOMMYCa B LEIbHOM KpOBU IpuU
OJIHOBPEMEHHOM TNPHUMEHEHUHU C MHJyKTOpaMu Wiu uHruoutopamu uzopepmenta CYP3A4 u
II0CJIE X OTMEHBI.

.HI/IMd)OMLI U ApYTrue HOB006Da3OBaHI/I${

VY mnanueHToB, MOJYYAIOUIMX TEpParuid HWMMYHOCYIPECCUBHBIMHU CpPEJICTBAMHU, BKJIIOYAS
9BEPOJIMMYC, TOBBIIIAETCS PUCK PA3BUTHS JUMGOM U JPYTUX 3JI0KAYECTBEHHBIX 3a00JI€BaHUM,
0COOCHHO KOXH. AOCOIIOTHBIN PUCK CBSI3aH CKOpee C JUIUTEIHHOCTHIO MU HMHTEHCHBHOCTBHIO
MMMYHOCYTIPECCHUH, YEM C HCIIOJIb30BAHUEM KOHKpPETHOro mnpenapara. Cleayer peryiasipHO
KOHTPOJIMPOBATh COCTOSIHME TAIMEHTOB JUIS BBIABICHUS KOXXKHBIX HOBOOOpPa30BaHUM.

[TaniuenTam cinegyeTr peKOMEHI0BaTh CBEJAEHNE K MUHUMYMY BO3JIEHCTBHUE YIbTPa(HOIETOBOTO
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

['moepnununemMus

OnHOBpEeMEHHOE PUMEHEHHE IBEPOJIMMYCA C IUKIOCHIOPUHOM B (POpME MHUKPOIMYIBCHH MU
TaKpOJIMMYCOM Yy TMAalMeHTOB TIOCJe TPaHCIUIAHTAlMM aCCOLMHUPOBAIIOCH C TOBBIIICHUEM
KOHIEHTPALlUU XOJIECTEpPUHA U TPUIJIMIIEPUIOB B CBHIBOPOTKE KpPOBH, KOTOpbIE TpeOOBaIu
COOTBETCTBYMOILErO JieueHus. [lanmeHToB, mojyyaronux 3BEpOJIMMYC, CIENyeT HaOnoAarh C
LENbI0  BBIBJICHUS  TUINEPIUNHUASMHM; TPH  HEOOXOAMMOCTH  MPOBOJAUTH  JICUCHUE
TUIOJIUINIEMUYECKUMU CPEJCTBAMHU M PEKOMEH0BaTh COOTBETCTBYIONIYIO queTy. Heooxoaumo
OLICHUTh COOTHOIIIEHHE PUCK/TIOJIb3a [Tl MALIMUEHTOB, Y KOTOPHIX BBISBIICHA TUIIEPIIUIIUIEMHUS 10
Hayaja Teparnuy UMMYHOCYIIPECCUBHBIMU CPEACTBAMM, BKJIOYasl 3BEpoiauMyc. Takke cieayer
OLICHUTHh COOTHOIICHHE PHUCK/NOJB3a MPOJODKEHUS TEpaluy 3BEPOJIMMYCOM Y TAlUEHTOB C
TsOKeNoN pedpakTepHoit runepaunuaemuei. llanuentos, momydaromux uHruOuTOopsl ['MI -
KoA-penykrasel u/unu ¢pubpatel, cieayeT HabIOIaTh HA IPEeIMET pa3BUTUS pabaoMuoIM3a U
JPYTUX HEXeJIaTelbHbIX SIBJCHUM, YKa3aHHBIX B MHCTPYKLUHU 110 IPUMEHEHUIO BbIIIEYKa3aHHBIX
JIEKapCTBEHHBIX CPEJICTB.

AHTMOHEBPOTUUECKUH OTEK

HpI/IMeHeHI/IC 9BEPOJIMMYCa aCCOLUMHUPOBATIOCH C PA3BUTHUEM AHT'MOHCBPOTHYCCKOI'O OTCKaA. B
oJaBJIAIOIIEM OOJIBIIIMHCTBE TAKUX CJIy4acB MaqUCHTHI OJHOBPECMCHHO IOJTy4YaInd I/IHFI/I6I/ITOpI)I

AllD.

Hapymenue d)VHKHI/II/I IIOYCK, HHAYIINPOBAHHOC 3BCPOJINMYCOM n I/IHFI/I6I/ITODaMI/I

KaJIbIIMHCBPpHUHA

[IpumeHeHue 3BeponMMyca y PELMIIHEHTOB cep/la WM MOYKU C MOJHOW 10301 MHruOuTOopa
KaJbIIUHEBPUHA MPUBOAUT K YBEJIWYEHHUIO PUCKA Pa3BUTUS HapylmeHHs (QyHKUIUHU Modek. Bo
n30exkaHue pa3BUTUS HapylleHHs (QYHKUIUU TOYEeK HBEPOJUMYC CleyeT NpPUMEHSTh CO
CHIDKEHHOM /10301 MHIHOMTOpa KajblMHEBpHUHA. [Ipy MOBBIIEHUN KOHUEHTpAUK KpeaTHHUHA
CBIBOPOTKH KPOBH CIIEYET PACCMOTPETh BO3MOKHOCTh KOPPEKLIUHU PEKMMA UMM YHOCYIIPECCHUH,
B OCOOEHHOCTH — YMEHBIIIEHUE J103bl HHTUOUTOPA KaJbIUHEBPUHA.

B KIMHUYECKOM UCCIEN0BAHUH Yy PELUIIMEHTOB IIEYEHHU IPUMEHEHUE YBEPOJIMMYCa B COYETaHUU
CO CHIKEHHOH SKCHO3MLIMEH TakpoJIMMyca He MPUBOAWIO K YXYIIIEHUIO (PYHKIUH MOYEK IO
CPaBHEHUIO CO CTAaHAAPTHOM IKCIO3UIIUEN TAKPOJIUMYyca.

VY Bcex MalMeHTOB CIEAYeT PEeryisapHO KOHTpoIHMpoBaTh QyHKIMIO nodyek. Crieayer cobmoaaTh
OCTOPO’KHOCTb IIPYM IPUMEHEHHUH IIpernapara OJHOBPEMEHHO C JPYTMMH JIEKapCTBEHHBIMU
CpeACTBaMH, KOTOPBIE MOTYT YXYAIIATh (DYHKIIHIO ITOYEK.

[IpoTennypus

HpI/IMeHeHI/Ie 9BCpPOJIMMYyCa OAHOBPEMCHHO C I/IHFI/I6I/ITOpaMI/I KaJIbIIMHECBPHHA Y IMAIIUCHTOB
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

IIOYKM C YK€  CYIIECTBYIOIUEW  INPOTEUHYpPUEH  JIETKOM  CTENEHH,  IOJIy4arollux
NOJ/ICP’KUBAIONIYI0 MMMYHOCYIIPECCUBHYIO TEpalui0 C WHTHOUTOPOM  KaJbIIMHEBPHHA,
3aperUCTPUPOBAHbl  ClIydyad  YCYryOJIeHHsl IpOTEMHYpUH IIpHM  3aMeHe HUHruburopa
KaJbLIMHEBPUHA 3BEpOJIMMYycOM. SIBieHHe ObulO 00paTMMO HpU OTMEHE Ipenapara Hu
BO300HOBJICHMM TEpalMM MHTHOMTOPOM KaJlbLUUHEBpUHA. PHUCK pa3sBUTHA NPOTECHHYPUHU
IIPONOPLUMOHAJIEH KOHLEHTpAalUMU 3BEpPOJMMYycCa B CBIBOPOTKE KpoBH. besomacHocTs H
3¢ (EeKTUBHOCTh IEpPeXofa C HWHIMOMTOpa KaJbLMHEBPUHA HAa HBEPOJUMYC Y JaHHOTO
KOHTHHI'€HTa ITAllUEHTOB HE YCTAHOBJICHA. Y IAallUEHTOB, MOJIYYAIOIUX 3BEPOIUMYC, CIEAYET
KOHTPOJINPOBATh CTEIIEHb IIPOTEUHYPHH.

TDOM603 COCYJIOB TPAHCIJIAHTUPOBAHHOM ITOYKHU

[Toyuens! cooOmieHust 00 yBEIMYEHUH PUCKA PAa3BUTHS apTEPHAIBHOIO U BEHO3HOTO TpoMOo03a
TPaHCIUIAHTHPOBAHHOM IMOYKHM, NMPHUBOMAIIETO K MOTEpEe TPAaHCIUIAHTaTa, MPEHMYIECTBEHHO B
nepsble 30 1HEN nocie TpaHCIUIaHTalUH.

OCHOXXHEHHOE 3KUBJIEHUE DAH

DBeponuMyc, Kak U apyrue uHruoutopsl m-TOR, MoxkeT yxyamarh MpoLecc 3aKUBICHUS paH,
OPUBOIUTH K BO3HUKHOBEHHIO MOCTTPAHCIUIAHTAIIMOHHBIX  OCIIOKHEHUH, TpeOyrommx
XUPYPrU4ecKOro BMEIIATENIbCTBA: PACXOXKJIEHUE KpaeB paHbl, CKOIUIEHME JKCCy/ara,
uHpunupoBanue panbl. Jlumdorene sBusercs Hamboyiee PACHPOCTPAHEHHBIM W3  TaKHX
OCIIO’)KHEHUH y PELHUIIUEHTOB MOYKH, K KOTOPOMY Oo0jiee CKIOHHBI MAIlMEeHThI C U30BITOYHOMN
Maccoi Tena. Y ManMeHTOB IOCNIE€ TPAaHCIUIAHTAlMU CEpAlla BO3MOXKHO pPa3BUTHE BBHINIOTA B
MOJIOCTh TEpUKap/ia M IUIEBpPhl. Y MAlMEHTOB IOCJIE TpaHCIUIAHTAlMM IE€YEHHW IIOBBIIIEHA
4acTOTa Pa3BUTHSI TOCIEONEPALIMOHHBIX TPBIK.

TDOM6OTI/ILICCKI/IG MHUKPOAHTHOIIaTHH

OnHOBpeMEHHOE TNPUMEHEHHE 3BEpPOIMMYyca C HMHTHOUTOPOM  KaJbLIMHEBPUHA MOXET
YBEJINYUBATh pHUCK pa3BuTHUA TrE€MOJINTHYECKOTO YPEMHYECKOTO CHUHIPOMA,
TPOMOOLIUTONEHUYECKON MypHypbl, TPOMOOTHYECKOW MHUKpPOAHTMOMAaTUH, WHAYLIUPOBAHHBIX
UHTUOUTOPOM KaJIbIIMHEBPUHA.

HuTepcTuiinagbpHas 00JIe3Hb JICTKHX / HeI/IHd)eKI_II/IOHHI:Jﬁ NTHCBMOHHWT

CymiecTByIoT JTaHHbIE 0 pa3BUTUHN WHTEPCTULIHATBHON 00se3Hu JIETKUX
(MHTpanapeHXMMaTO3HOTO BOCIMajeHHsl (MMHEBMOHUTA), a Takxke (puOpo3a HEHH()EKIIMOHHOM
ATHOJIOTUH, CONPOBOXKIABIIUXCS B HEKOTOPHIX CIy4asx JeTalbHbIM HCXOJIOM) CpeIu
NAIMEHTOB, IOJIYYaOIUX JIEUEHUE IpernapaTaMd palaMULMHA U €ro NPOM3BOAHBIX, B T.U.
IBEPOJIUMYCOM.

Y [anveHToB C TNOCTOSHHO COXPAHSIOIIEWCS KIMHUYECKOM KAPTUHOM NTHEBMOHUH IIpU
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Hed(PEKTUBHOCTH  aHTHUOAKTEPUATBHOW  TEPAIIHUH (Mg '-IPEC';([J‘UEH

HCOITACTUYCCKUX H© [JPYyrux, HC CBA3AHHBIX C TMPUMCHCHHUCM JICKAPCTBCHHBIX CpPCIACTB,
nmponeccoB, CICAYCT 3alodO03pUTbh HHTCPCTHUUAIBHOC IMMOPAKCHUC JICTKUX. Kak IpaBuiio,
COCTOSAHHUEC Ppa3p€lia€TCda CaMOCTOATCIIBHO IIOCIIC IPEKpAlICHUA IIpHEMa 3BEPOJIMMYCaA /U
,I[O6aBJIeHI/I$[ K T€pallru I'NIFOKOKOPTUKOCTEPOUIOB.

Brepsrie BeIIBIECHHBINA caxapHblil guader

Ha (bOHe MNPpUMCHCHUA  OBCPOJIMMYCAa  IHNOBBIIACTCA  PHUCK  BO3HUKHOBCHUSA  BIICPBLIC
JAUArHOCTUPOBAHHOI'O CaxXapHOI O I[I/Ia6€Ta IIOCJIC TPAaHCIIJIaHTAllhH. B cBs3u ¢ BBINICCKa3aHHBIM,
CIICAYCT THIATCIbHO KOHTPOJIHUPOBATE KOHIICHTPAIINIO I'NTFOKO3EI B CBIBOPOTKE KPOBH.

Myxkckoe Oecruioaue

B nurteparype ynmoMHMHaNIHMCh ClIy4ad Pa3BUTHA OOpPATHMON a300CHEPMUU M OJHUTOCHEPMHUHU Y
HAalMEeHTOB, MOJy4yaBIMX Tepanuto HHruOuTopamMu m-TOR. IlockoibKy B JOKIMHHYECKUX
WCCJICIOBAHMSIX TOKA3aHO, YTO H3BEPOJIMMYC MOXKET HHTHOMpPOBATH CIEPMATOTeHE3, CIeAyeT
YUUTBIBaTh PUCK PA3BUTHUS MYKCKOTO O€CIIOUS IPU JUIUTEIBHON TEPAIIUU IBEPOIUMYCOM.

BcnomMorarennHble BelecTBa

[TaupeHTaM ¢ peAKO BCTpPEHYAIOUICHCsS HACIEICTBEHHON HENEpEeHOCUMOCThIO TallaKTO3bl,
NeQUIUTOM JIaKTa3bl JoHmaped WM IUIIOKO30-TaJaKTO3HOW ManbabcopOuueil He cleayer
IPUHUMATD ITOT IIpernapar.

4.5. B3amMmopeiicTBHMe ¢ JPYrHMH JeKAPCTBEHHbIMHM IIpenapataMd M JApyrue BH/bI

B3aNMOJAEHCTBUSA

OBeponuMyc MeTa0oMu3upyeTcs TIJaBHBIM 00pa3oM B IMEYEHM M B HEKOTOPOHM CTEemeHu B
KUIIEYHON cTeHke npu ywactuu uzopepmenta CYP3A4. Taxxke 5BepoauMyc SBISETCS
cyOctpatom nisi Oenka-nepeHocunka P-raukomporenna. CremoBaTenbHO, Ha abCOpOIUI0 U
HOCJEIYIONYI0 STUMHHALMIO CUCTEMHO abCOpOMPOBABIIETOCS 3BEPOJIMMYCAa MOT'YT OKa3bIBaTh
BIMSHME Tpenapatsl, B3aumojeictByromue ¢ usopepmentom CYP3A4 w/mmm  P-
[JIMKOTIPOTENHOM.

BrisBIeHHBIC HCEXCJIATCIbHBIC B3aI/IMOI[€I\/JICTBI/I$I (O}lHOBD CMCHHOC IIPUMCHCHHC HE

pEKOMEHAYETC)

Pugpamnuyun (unoyxmop usogpepmenma CYP3A4)

[Tocne mpumemMa MHOTOKPATHBIX 03 pUDaMOHUIIMHA C TOCIEAYIOMIEH OJHOKPATHOM 1030
3BEPOJIMMYCa y 3JI0POBBIX I0OPOBOJIBIEB HAOIIOJAIOCH TOYTH 3-KpaTHOE MOBBILICHHE KIUPEHCa
sBeposinMyca, yMeHbllieHHe Cmax Ha 58 % u AUC — nHa 63 %. OgHOBpeMEHHOE MpPUMEHEHUE
3BEpOIUMYcCa ¢ PU(PAMITUIITHOM HE PEKOMEHTyeTCsl.

Kemoxonazon (uneubumop usopepmenma CYP3A4)

10
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[Tocme mpwemMa MHOTOKpATHBIX J03 KETOKOHA30JIa (':n _&H%QG%EQE}H}KW ﬁovrr :)_‘I"or«son

IBEPOIMMYCA y 30POBBIX TOOPOBOIBIEB HAOMIOIATOCEH yBeNMUYeHUE Cmay IBEPOTMMYCA TIOUTH B
4 paza, a AUC — B 15 pas.

OxuyracMbie HEXCJIATCIbHBIC B3aMMOJCHCTBUS (OI[HOBDGMCHHOG OPHUMCHCHHUC HC

PEKOMEHAYETCS)

OpnHOBpeMEHHOE NPUMEHEHUE 3BEPOJIMMYCA C MOIIHBIMM MHTMOMTOpPAMHU WJIM HHIYKTOpPaMH
uzopepmentra CYP3A4 He pekoMmeHayercs (Hampumep, HWTPAKOHA30J, BOPUKOHA3OII,
KJIAPUTPOMHUILIMH, TETUTPOMUIIUH, PUTOHABUD, pUGaOYyTHH).

JlekapCTBCHHBIE B3aMMOJICHMCTBHS, KOTOPBIC CJASAYET VYMTHIBATH IIPH _ OJHOBPEMEHHOM

INPUMCHCHUUN

Ilpenapamul, erusrowue na oelicmsue 36epoauUMyca

Luxnocnopun (unzubumop uszodhepmenma CYP3A4/P-2nukonpomeura)

buopocTynHoCTh 3BepoIMMyca 3HAUUTEIHHO YBEIMYUBAIACh MPU OJTHOBPEMEHHOM MPHUMEHEHUHN
IUKJIOCTIOpUHA. B uccie10BaHuM OJHOKPATHON J03bI Y 3/I0POBBIX TOOPOBOJIBIEB ITUKIOCTIOPUH
B BHjIe MUKpoaMyibcuu yBenuubasl AUC sBeposiumyca Ha 168 % (46-365 %) 1 Cax — Ha 82 %
(25-158 %) Mo cpaBHEHHUIO C MPUMEHEHUEM TOJIBKO OJHOTO 3BeposuMyca. [Ipyu u3MEHEHHHU 103bI
[UKIIOCTIOPUHA MOKET MOTPeOOBATHCS KOPPEKIUS PEKUMA TI03UPOBAHUSI SBEPOTIUMYCA.

Opumpomuyun (unzubumop uzodepmenma CYP3A4)

[Tocne mpuemMa MHOTOKpPAaTHBIX J03 JPUTPOMHIIMHA C TMOCIECAYIOIIEH OJHOKPAaTHOM 0301
3BEPOJIMMYCa Y 3/I0pPOBBIX I0OPOBOJIBIEB HAOMI0AAT0Ch yBennueHue Cmax IBEpIUMYyca B 2 pasa,
u AUC B 4,4 pas.

Bepanamun (unecubumop uzodepmenma CYP3A4)

[Tocne mnpuema MHOTOKpaTHBIX J03 BepanaMuia C TMOCIEAYIOUEd OAHOKPATHOW 1030M
IBEPOIMMYCA, Y 3J0POBBIX J0OpOBONbIEB Chrax 9BEpoIUMYyca Bo3pacTtana B 2,3 pa3a, a AUC — B
3,5 pas.

Bausnue 26eponrumyca na oeticmsue 00HO8PEMEHHO NPUMEHAEMbIX NPENnapamos

Luxnocnopun

Knunudeckass 3Ha4YMMOCTh BIMSHHUSA 5BepolMMyca Ha (HapMaKOKHMHETHKY ITUKIOCIIOpHUHA
MUHHMMAaJIbHA y MAIMEHTOB C TPAHCIUIAHTATOM MOYKH M CEpJlA, MOJYyYaIOIIUX LUKIOCIOPUH B
bopMe MUKPOIMYIIBCUU.

Oxmpeomuod

[Ipy oOZHOBpEMEHHOM TPUMEHEHUU HBepoiiumyca U  oOkTpeotuaa Cpip HOCIETHErO
YBEJIMYUBAIACh CO CPEAHUM F€OMETPHUECKUM OTHOIICHHEM (IBEpoUMYC K Mianebo) B 1,47 pas.

Amopsacmamun__ (cyocmpam _uzopepmenma  CYP3A4) u  npasacmamun_ (cyocmpam _P-

2AUKONPOmMeura)

11
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[Ipu npueme oAHOKPATHOM J103bI Mpenapara ¢ aropBacTa 'ﬁo@ﬁﬂiﬁﬁg%h&ﬂ_ v 3'1'[‘0'1')‘0%31;1){

JOOpPOBONBIICB HE OTMEYEHO KIWHUYECKHM 3HAYUMOTO BIUSHUS Ha (PapMaKOKHHETHKY
aTOpBacTaTHHA, MpaBacTaTHHA W JBEPOJIUMYCa, TaK ke, KaK U Ha OOIIyI0 OMOpPEaKTUBHOCTh
I'MI'-KoA-penykra3sl B miasme. OIHAKO, 3TH Pe3yIbTaThl HE MOTYT OBITH SKCTPAIOIUPOBAHBI
Ha jnpyrue uHruOutopsl ' MI'-KoA-penykrassl. IlaruenToB, nmonydaromux uHruoutopsl ['MI -
KoA-penykrasel, cienyer HaOMIOAaTh HA MPEAMET pa3BUTUA pPabIOMHONIN3a W JPYTUX
HEXEJATeNIbHbIX SBJICHUHA B COOTBETCTBHM C MHCTPYKLMSIMHU MO MTPUMEHEHHUIO BBIICYKA3aHHBIX
CPEJICTB.

Muoaszonam (cyocmpam uzopepmenma CYP3A4A4)

B mepexkpecTHOM UCCIEIOBaHUM JIGKAPCTBEHHOTO B3aUMOJCUCTBUA C (DUKCHPOBAHHOU
MOCJIEI0BATEIBHOCTBIO TIpUeMa C JBYMsI MEPHOAAMHU 25 3J0POBBIX JTOOPOBOJBIEB MOTyJald
4 Mr Muja3oiiaMa OJHOKPATHO BHYTPh B MEPBOM IEPHOJE; BO BTOPOM MEPHOE AOOPOBOJIBIIBI
NpUHUMaIU 3BepoiuMyc | pa3 B cyrku B go3e 10 mr B TedyeHwe S5 1aHeW, a Takxke 4 Mr
Myja3ojlaMa OJHOKpPaTHO ¢ mocienyomeid 1030 sBeposiuMyca. Cmax MHIa3051aMa
yBesmuuBaiace B 1,25 pa3 (90 % U, 1,14-1,37), AUC (tepmMuHaIBHON) MHIa3ojiaMa — B
1,3 pa3a (1,22-1,39). Ilepuon mnomyBbIBeA€HUS MHAa30jlaMa HE H3MeHsuica. B pesynbrate
UCCJICIOBAHMs TOKa3aHO, YTO MUJA30JiaM SIBISETCS Cla0bIM HHTHOUTOpPOM H30(epMeHTa
CYP3AA4.

O)KI/IZ[aeMI)IC JICKAPCTBCHHBIC BBaHMOHGﬁCTBHﬁ, KOTOpPbIC CJIIEAYECT YYUTHIBATH opu

OAHOBPEMCHHOM IIPMMCHCHHH

Hpenapambl, GluAIOwWuUe Ha AKMuBHOCMb 36E€POIUMYCA

Ymepennvie unoykmoput uzsogpepmenma CYP3A4

YmMmepennbie nHAYKTOPbI n30pepmenTa CYP3A4 MoryT noBblliaTh META0OIU3M 3BEPOJIUMYCA U
YMEHBIIATh KOHLEHTPALMH 3BEPOJIMMYyCa B KpPOBM (Hampumep, 3BepoOOW MpOJBIPSBICHHBIN;
IPOTHBOCYJOPOXKHBIE Cpe/icTBa: KapOamaszenuH, ¢peHobapouran, GeHUTONH; NPOTUBOBUPYCHBIE
cpenctBa (MHTHOMTOPHI MpoTeasbl), B TOM uucie ans jiedeHus BUY-undexnuu: sdaBupens,
HEBUpAIVH).

Yumepeunvie uncubumopwnt uzochepmenma CYP3A4

Ymepennsle uHruoutopsl nzopepmenta CYP3A4 u P-rmmkonporenHa MOryT TMOBBILIAThH
KOHIIEHTPALUIO 3BEPOJIUMYCa B KPOBHU (HAaNIpUMep, IPOTUBOTPUOKOBBIE CPEACTBA — (PIIYKOHA30JI;
0JIOKaTOPBI «MEJUIEHHBIX» KaJbI[MEBBIX KAaHAJIOB — HUKAPAMUIIMH, TUITHA3EM; IPOTUBOBUPYCHbBIE
CpezAcTBa, B TOM uucie st aeuenuss BUY-undexuuu: HeapuHaBup, HHAXNHABUD, aMIIPEHABHUD).

Hnzubumopul P-2nuxonpomeuna

Wuruburtopsl P-rmukonporenHa MOTYT CHU3UTH BBICBOOOXKIEHHE 3BEPOJIMMYCA U3 KUIIEYHBIX

KJICTOK W MOBBICUTHh KOHICHTPALUIO 3BEPOJIMMYCa B CbIBOPOTKE.
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COOTBETCTBYET 3KCMEPTHOMY OTYETY
oT 16.01.2025 N2 731
Hsoepmenmps CYP3A4 u CYP2DG6 (NOCNEROBATENLHOCTE 0002)

In vitro osBeponumyc SBISIICS KOHKYPEHTHBIM WHruOutopom uzodepmentoB CYP3A4 wu
CYP2D6, mnoTeHUMATbHO  YBEJIMYMBAIOIIMM  KOHIEHTpAlMKM B  IUIa3ME€  IIPenaparos,
BBIBOJIALIMXCA TPU y4acTHMH 3TUX wu3opepMeHToB. Takum o0pa3oM, cienyer coOIoaaTh
OCTOPOKHOCTh MPU OJJHOBPEMEHHOM MPUMEHEHUHU IBEPOIMMYCa ¢ CyOcTpataMu U30(pEpMEHTOB
CYP3A4 (wmanpumep, mnuMo3uj, TeppeHAJAWH, AaCTEeMH30J, [H3ANpU], XUHUIAUH WIA
IIPOU3BOJHBIE aNKalnouaoB crnopbiHbu) U CYP2D6, umerommmu y3Kui TepaneBTUYECKUI
JIara3oH.

Taxkpoaumyc (un2ubumop uzoppepmenma CYP3A4)

Takponumyc unrubupyer toiapko CYP3A4, He BIuss Ha aKTUBHOCTH P-rimkonporevHa, H,
TakuM O00pa3oM, HE OKa3blBaeT KIMHUYCCKH 3HAYUMOTO BIMSHHUS HAa (PapMaKOKHHETUKY
3BEpOJIUMYCa.

JIpyroe Bo3M0OKHOE B3aMMOJICHCTBHUE

['pelingppyr u TpedndpyToBBIA COK BIHMSIOT Ha AaKTUBHOCTh nuToxpoma P450 wu P-
TJIMKOTIPOTEMHA, TI03TOMY CIEAyeT u30eratb WX ynoTpeOineHus Ha (oHe NpUMEHEHUs
3BEpOJIUMYCa.

Bakuunanus

HMMMyHOepeccanThl MOTYT OKa3bIBaTh BIUSHHUE HAa OTBET NPU BAKIMHAIUMH, Ha (HOHE JICUCHUS
npenapaToM BaKIIMHAIUS MOXeET ObITh MeHee ddexTuBHON. CienyeT n3deraTh UCTIOIb30BaHUS
JKUBBIX BaKIIMH.

4.6. @epTUIBHOCTD, 0€PEMEHHOCTH U JAKTALUS

)KGHHII/IHBI C ACTOPOAHBIM ITOTCHIIMAJIOM ( KOHTpalcnnus y My>K4YMH U )KGHHII/IH)

[TaiueHTKaM C COXpPaHEHHBIM PEMPOAYKTHUBHBIM IOTEHIUAIOM CIEIyeT PEKOMEH0BATh
MPUMEHATh HAJIEKHBIE METO/Ibl KOHTpPAUENIUN B MEPHUO]] JEUECHHS IBEPOJUMYCOM M B T€UEHUE
8 Hexenp mocne OKOHYaHUS TePAIrHH.

bepemeHHOCTD

Pestome puckos

JlocTaTOuHBIX JAHHBIX MO TPUMEHEHHUIO 3BepoliuMyca y OEpeMEHHBIX JKEHIIMH HeT. B
JOKJIMHUYECKUX HMCCIEIOBAHUIX IMMOKA3aHO HAIWYUE PENpPOAYKTUBHOM TOKCMYHOCTH, BKJIOYAs
SMOPHOTOKCHYHOCTh M (DETOTOKCUYHOCTh. HensBecTHO, CyIecTByeT JIM MOTEHIIUATBHBIA PUCK
JU1s yenoBeka. He creayer mpuMeHsTh mpernapaT y OepeMEeHHBIX JKEHIITUH, 32 UCKITIOUEHUEM TeX
CIIy4aeB, KOria OXuaeMasi 1oJib3a OT TepaIry MPEBBIIAET MOTEHIMATBHBIN PUCK AJIs IO/,
JlakTamus

HewnsBecTtHo, BBIACNACTCS M OBEPOJIMMYC C TPYAHBIM MOJIOKOM Yy 4YeJjoBeka. B

SKCHICPUMCHTAJIBHBIX UCCIICAOBAHUAX OBLIO IMOKa3aHO, YTO 3BEPOJIMMYC H/UJIA €ro MEeTa0OJINTEI
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COOTBETCTEYET .
oT 16.0

SKCTNEPTHOMY OTYETY
2025 N= 731
Q002

OBICTPO MPOHUKAIM B MOJOKO JIAKTUPYIOILIY KDBIC.I: WEBS-M:E@JIEMZ I:H-E)J_'I'V"l"‘c’lIO'IHI/IM

IBEPOJIUMYC, HE CIEAYET KOPMUTH TPYIBIO.

DdepTUabHOCTD

B nuTepaTypHBIX MCTOYHHMKAaX COOOMIAIOCH O Pa3BUTHM OOpPAaTUMOIl a300CIEepMHUH U

OJIUTOCIIEPMHH y TIAIIMEHTOB, MOJIYYaBIINX TEpaIuio mpemnapatamu uHruoutopamu m-TOR (cm.

paznen 4.4.).

B HCCICAOBAHUAX Y KPBIC HC OTMCUYCHO BJIMSAHUWA HA q)epTI/IJIBHOCTB Yy CaMOK.

4.7. BuusiHHe HA CMOCOOHOCTH YNPABJSITH TPAHCINOPTHLIMHM CpPeACTBAMH H pPadoTarh ¢
MeXaHU3MaMHu

HccrnenoBanusi BIUSHUS 3BEPOJIMMYyca HA CIOCOOHOCTh K YIPABICHHUIO TPAHCIIOPTHBIMHU

cpeAcTBaMu H paboTe ¢ MEXaHW3MaMH HE TPOBOIMIINCE.

4.8. HexenareJbHble peaKIul

Pesrome mpoduisg 6e3onacHoCTH

KomOuHMpoBaHHas Tepamusi 3BEPOIIMMYCOM C IHKJIOCIIOPUHOM B (hOpME MHKPOIMYIIbCUU
U3Yy4eHa B 5 KIMHUYECKUX HCCIEAOBaHUAX Yy 2497 perUNUeHTOB MOYKU (B JBYX M3 KOTOPBIX
KOHTpOJIbHAsL TpyIIa TaKKe IOoJydaja 3BEpPOIMMYC) M 3 KIMHUYECKHX MCCIEIOBAHUAX Y
1538 peuunuenroB cepaua. Y 719 peuunueHToB meyeHH B 1 KIMHUYECKOM HCCIIEOBAaHUU
IBEPOJIUMYC MPUMEHSIJIH B COUYETAHHH C TaKporuMycoM. O000meHHbIH Tpoduiis 0€30macHOCTH
B JIAaHHOM HCCJIEIOBAaHUU HE OTJIMYAJICS OT paHee MOJYUYEHHBIX U 0’KUJAEMbIX PE3YJIbTAaTOB IIPU
Tepanuu MpOoJOKUTENBHOCTBIO 10 36 Mecs1eB (PELUIIMEHThI ICUEHH).

Yactora HexenaTenbHbIX peakius (HP) moxxer 3aBuCeTh OT CTENEHU M MPOAOIKUTEIHLHOCTH
peXuMa HMMMYHOCYIpeccHd. B KIMHHYECKMX HCCIeI0BaHUSAX TOBBIIIEHHE KOHLEHTPALUU
KpeaTMHHHA B CBIBOPOTKE KPOBM OTMEYAJOCh 4Yalle IpU IMPUMEHEHHHM 3BEpojiuMyca B
KOMOMHAIMM C TOJHON 1030 IUKJIOCHOpPUHA B (Ope MUKPOIMYIBCHHM IO CPaBHEHUIO C
KOHTPOJIbHOM TPYIIOi. B KIMHUYECKNX HCCIEN0BAaHUAX YACTOTA, a TAKIKE CPETHEE U CPEAUHHOE
3HaU€HUE IMOBBILIEHUS KOHLEHTPAllUM KpEaTHUHHHA B CHIBOPOTKE KpOBU OBLIO HUXKE MpU
NPUMEHEHUU 53BEpOJIMMyca B KOMOMHALIMM CO CHIKEHHOW J030M LHMKIOCIOpHHA B (opme
MUKPO3MYJIbCHU.

O6umwmii npoduns Oe30mMacHOCTH 3BEPOIMMYyca B KIMHUYECKUX HCCIEIOBAHUSAX IPH  €ro
MPUMEHEHHUU B COUYETAHUU CO CHIKEHHOW /0301 LUKIOCIOPHHA B (POpME MUKPOIMYIBCUH OBLI
COMOCTaBUM C pe3yJbTaTaMHM KIMHUYECKUX HCCIEAOBAHUN, T/I€ MAlUEHThl IMOJydadd €ro ¢
MOJTHOM JT030M IMKJIOCTIOpUHA (32 MCKIIOYEHHEM IMOBBIIICHUS! KOHLEHTpPAllMM KpeaTMHHHA B
rpymnme, e MalueHTbl MOJYy4ajad 3BEPOMMYC C TOJHOM J030# mukiocnopuHa). OnHako,
yactota HP Obu1a HIOKe pu MpUMEHEHUH TUKJIOCTIOPUHA B CHIDKEHHOU f03e. [Ipu Habmonennn

B T€UEHHME MUHUMYM | roja B KOHTPOJIMPYEMbIX KIMHHYECKHUX HccienoBaHusx y 3,1 % us
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COOTBETCTEYET JKCMNEPTHOMY OTUYETY
ot 16.01.2025 N2 731
3256 manueHToB, MOJIYYaBIINX YBEPOJIUMYC B K0M6I/IHaI&QII/rI cﬂ%ﬁ“gﬁwcﬁge&aﬁfdMn

3apEruCTPUPOBAHO PA3BUTHE 3JI0KAUECTBEHHBIX HOBOOOpazoBaHui, mpu 3ToM 1,0 % cocrasmsiiu
HOBOOOpa3zoBauus koxu U 0,6 % — muMdbomsl wiu mumdornponrdeparuBHbie 32001€BaHUS.
Hwxe yka3zanbl HexenarenbHble peakuuu (HP), BbIsiBIeHHBIE IPH aHAIN3€ AAHHBIX O SIBICHUSX,
3apETUCTPUPOBAHHBIX B TeueHUE 12 MecsaleB, B MHOTOLIGHTPOBBIX PaHIOMH3UPOBAHHBIX
KOHTPOJIMPYEMBIX KIIMHUUECKUX UCCIIEIOBAHUAX IBEPOIMMYCa B KOMOMHAIIMK C HHTHOUTOpaMHU
KAJIBLIMHEBPUHA M TIIOKOKOPTUKOCTEPOMZAMHU Yy IIALIMEHTOB II0CIE TpaHCIUIAHTanuu. Bce
YKa3aHHBIE UCCIIEIOBAaHUS BKIKOYAIN IPYIIBI NAUEHTOB, MOJIY4YaBIIUX CTAHJAPTHYIO TEPAIHIO
Ha OCHOBE MHTMOUTOPOB KaJbIIMHEBPHHA O€3 3BEposIUMYyCa.

Hwxe mnepeuncnenst HP, BO3MOXXHO WM BEpPOSITHO MMEIOIIME CBSI3b C IIPUMEHEHUEM
IBEPOJIUMYCa, IO JIaHHBIM KJIMHUYecKuX uccienoBanuii 111 ¢as3pl. 3a uckiIroueHHEM HEKOTOPBIX
ciydyaeB (OTMEYEHBl OTAEIbHO) Ui BCEX HapylIEeHMH YyKa3aHa YacToTa pPa3BUTHA,
3apETUCTPUPOBaHHAs y NALMEHTOB, IOJY4YaBUIMX TEPANUI0 3BEPOJUMYCOM B KIMHHYECKHUX
uccnenoBanusix I ¢assl (Mo cpaBHEHHIO ¢ KOHTPOJIBHON TPYNIIOHN, MMOJIydaBIIeH CTaHIapTHBIE
PEKUMBI UIMMYHOCYIIPECCHH), AOMOJHHUTEIBHO MOXET OBITh yKa3aHa 4acToTa JJIs Iperapara
KOHTpOJIS, B Cllydae, €CJIM HapyUIEHHME WM3BECTHO, KAaK XapaKTEepHOE U1 TaKoro Ipernapara
(HampuMep, B UCCIIEAOBAHUAX y PELIMIIMEHTOB Cep/la U MOYKH). 3a UCKIIOYEHUEM HEKOTOPBIX
cirydaeB (OTMEUEHBI OT/eIbHO) poduias HP ObUT OTHOCHUTENBHO CXOKHMM Y TAIIMEHTOB 110 BCEM

IMMOKa3aHUsAM K IIPUMCHCHUIO.

TabanuHoe pE3IOME HEKENATEILHBIX PEAKIUN

HexenarenbHeie peakuuu (HP) crpynnupoBaHbl B COOTBETCTBUY C KIacCH(HUKAIUEH OPraHOB
cuctem opraHoB MedDRA. B mnpegenax kaxngoro kiacca HP mnepeuncnensl B mnopsake
YMEHBIICHUST YacTOThL. J[JIsi OmpejeneHuss YacTOThl HCIOJB30BaHbI CIEAYIOIIUEC KPUTEPUU:
oueHb yacto (> 1/10), wacro (> 1/100, Ho < 1/10), HewacTo (> 1/1000, Ho < 1/100), peaxo (>
1/10000, HO < 1/1000), ouens peaxo (< 1/10000).

Tabnuna 4.1. HP no naHHBIM KITMHUYECKHUX UCCIeoBaHU 3 (a3bl

3 (aza ximHUYeckux uccienoBanmii (K1)

HexenaTtenbHble peakuuu TpaHcmianTauus TpancmnanTanus TpaHcmuianTanus
nouku (K1 A2309) cepama (K1 A2310) | meuenu (KW H2304)

Yacrota EVR’ MPA’ | EVR MPA EVR + | TAC’
1.5 mr N=273 1.5 mr N=268 red control
N=274 | (100%) | N=279 | (100%) | TAC® N=241
(100%) (100%) N=245 (100%)
(100%)

Hnghexyuu u unsasuu

WNudexnun (6akrepuanpapie, | OdeHb 173 190 174 161 124 104

rpHOKOBBIE, BUPYCHBIE) 9acTo (63.1) (69.6) (62.4) (60.1) (50.6) (43.2)

WHdekuun HIKHUX Ouenb 20(7.3) | 15(5.5) |36(12.9) | 32(11.9) | 14 (5.7) | 14 (5.8)

JIbIXaTeJIbHBIX MyTel gacTo’

(BKJIFOYASI THEBMOHHIO)

Wudexunn BepxanX Ouenp 68 (24.8) | 76 (27.8) | 51 (18.3) | 63 (23.5) | 38 (15.5) | 32(13.3)

JIbIXaTeNbHBIX MyTeH 4acTo
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 16.01.2025 N= 731

Wudexunn moveBbiBomsimnx | OueHb 68 (24.8) | 66 (24.2)' '-22-'(7'5)4""' %‘2‘(8@) B4 (8.6Y 1444.6)

nyTein qacTo’

Cercuc Yacto 10 (3.6) | 9(3.3) 17 (6.1) | 7(2.6) 11(4.5) | 8(3.3)

PaneBast HHQEKIHS Yacto 6 (2.2) 4 (1.5) 1(0.4) 0 8 (3.3) 0

Hobpokauecmeennvie, 310KAUECMEEHHbIE U HEYMOUHEHHbIE HOB00OPA308ANHUA (KIIOUAS NOAUNBL U KUCTIbL)

3710KaueCTBEHHbIE U Yacto 4 (1.5) 7 (2.6) 12(4.3) | 8(3.0) 5(2.0) 11 (4.6)

HEYTOYHEHHBIC

HOBOOOPa30BaHHS

3710KaueCTBEHHbIE U Yacto 3(1.1) 6 (2.2) 5(1.8) 2(0.7) 0 3(1.2)

HEYTOYHEHHBIC

HOBOOOpa30BaHMS KOXKHU

Jumpomsr / Heuacro 0 0 0 1(0.4) 2 (0.8) 0

ITocTTpaHcIuIaHTalMOHHBII

muMbonponudepaTHBHBINA

CHHIPOM

Hapywenus co cmoponsl Kposu u Tum@bamuyecKkoil cucmembvl

AHEMUs/3pUTpOTICHUS Ouenp 72 (26.3) | 71 (26.0) | 117 88(32.8) | 23(9.4) | 22(9.1)
4acTo (41.9)

JletikoneHus Ouenp 15(5.5) | 44(16.1) | 44 (15.8) | 94 (35.1) | 35(14.3) | 17 (7.1)
9acTo

TpombouuTOnEeHUs Ouenp 8(2.9) 6 (2.2) 31(11.1) | 29(10.8) | 14 (5.7) | 5(2.1)
94acTo

[ManuuTONCHUS Yacto 2(0.7) 4 (1.5) 0 0 9 (3.7) 2(0.8)

TpombGoTHueckas Yacto 4 (1.5) 0 3(1.1) 0 0 0

MHKPOAHTHOIIATHSA (B T.4.

TpOMOOTHYECKAS

TPOMOOIIUTONIEHHYECKAsT

MypIypa/TeMOJIATHKO-

YPEMUUECKHUI CHHIPOM)

DHOOKpUHHbIE HAPYULEHUSL

l'unoroHaaus3M y MyX4uH Heuacto 0 2(1.1) 0 0 1(0.6) 0

(cHWKeHME KOHIICHTPAIIUH

TECTOCTEPOHA, MOBBIIICHUE

KOHIICHTPAIHH

(bOITHKYIOCTUMYTUPYIOIIETO

ropmoHa (OCT') u

JFOTeUHU3UPYIOIIETO

ropmona (JII'))

Hapywenus memabonusma u numanust

IunepaunuaeMust Ouenp 143 105 83 (29.7) | 60 (22.4) | 58 (23.7) | 23 (9.5)

(XoJecTepyH, TPUTIHIEPHU/IBI) | YacTO (52.2) (38.5)

BriepBbie BBISBICHHBIN Ouenn 58 (21.2) | 68 (24.9) | 53 (19.0) | 52 (19.4) | 28 (11.4) | 29 (12.0)

caxapHBIi nuaber 9acTo

T'unokanueMust OueHnn 33(12.0) | 32 (11.7) | 36 (12.9) | 32(11.9) | 7 (2.9 5(2.1)
9acTo

Tcuxuueckue napywenust

Becconnuria Ouenn 47 (17.2) | 43(15.8) | 75(26.9) | 54 (20.1) | 14 (5.7) | 19(7.9)
9acTo

TpeBOXKHOCTD OueHn 26(9.5) | 19(7.0) |42(15.1) | 32(119) |11 (45 |(4@.7)
9acTo

Hapywenus co cmoponst nepenot cucmembl

T'osoBHast 601b Ouenp 49 (17.9) | 40 (14.7) | 78 (28.0) | 63 (23.5) | 47 (19.2) | 46 (19.1)
9acTo

Hapywenusi co cmoponwl cepoya

Brinor B mostocts nepukapaa | OdeHnb 1(0.4) 1(0.4) 111 74 (27.6) | 1(0.4) 2 (0.8)
qacTo’ (39.8)

Taxukap st Yacto 14 (5.1) | 8(2.9) 18(6.5) | 19(7.1) | 5(2.0) 8 (3.3)

Hapywenusi co cmoponwl cocy008

Aprepuanbhas runieprensus | Ouenb 89 (32.5) | 89 (32.5) | 129 127 44 (18.0) | 38 (15.8)
4acTo (46.2) (47.4)

BeHno3sHbIi TpoM003 Ouenp 15(5.5) | 8(2.9) 34(12.2) | 22(8.2) | 9(3.7) 3(1.2)
9acTo
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HocoBoe KpoBOTEUEHHE Yacrto 6(2.2) 3(1.1) (] '-1'5-:(3.5)1 7 E‘-(‘ZTG}FHE %':(57015- 5 1] :-T-té;'4)
Jlumouene Yacro® 21(7.7) 116(5.9) |12(43) |6(22) 0 1(0.4)
Tpom603 cocynos Yacto 6 (2.2) 3(1.1) - - - -
TPaHCILIAHTUPOBAHHOM
HOYKH
Hapywenusi co cmoponbvl OvixamenbHou cucmembl, Op2aHog 2pyOHOl KIemKu U cpedocmens
BBIITOT B MOJIOCTE MIIEBPHI Ouenp 8(2.9) 5(1.8) 71(25.4) | 58 (21.6) | 11 (4.5) | 11(4.6)
1
9acTo
Kaurens Ouenb 20 (7.3) | 30(11.0) | 57(20.4) | 42(15.7) | 15(6.1) | 15(6.2)
1
94acTo
Oppimika Ouenb 20(7.3) | 24(8.8) | 47(16.8) | 43(16.0) | 15(6.1) | 12(5.0)
1
9acTo

WurepcTumanbaas 6onesns | Hedacto® 2(0.7) 2 (0.7) 7(2.5) 2(0.7) 1(0.4) 1(0.4)
JETKUX

JKenyoouno-kuwieutvie HapyuieHus

Huapest Ouenp 51 (18.6) | 54 (19.8) | 51 (18.3) | 63 (23.5) | 47 (19.2) | 50 (20.7)
94acTo

TorHoTa Ouenb 81 (29.6) | 86 (31.5) | 58 (20.8) | 71 (26.5) | 33 (13.5) | 28 (11.6)
94acTo

PBoTa Ovuers 40 (14.6) | 60 (22.0) | 29 (10.4) | 42 (15.7) | 14 (5.7) | 18 (7.5)
94acTo

bosb B ’xuBOTE Ouenb 50 (18.2) | 67 (24.5) | 32 (11.5) | 38 (14.2) | 45(18.4) | 35(14.5)
9acTo

bosb B obstactu porornotkn | Yacrto 14(5.1) |10(3.7) |17(6.1) |10(3.7) |13(5.3) |5(2.1)

IMTankpeaTut Yacto 1(0.4) 1(0.4) 4(1.4) 0 2 (0.8) 2 (0.8)

CromMaTuT/u3bsI3BICHHE Yacto 24 (8.8) | 7(2.6) 23(8.2) | 13(49) |23(94) |3(1.2

CIIM3UCTON 000JIOUKH
MOJIOCTH PTa

Hapywenus co cmoponsi newenu u scenueaulgo0siuyux nymeu

Ienarut HeMHPEKIIMOHHON Heuacto 1(0.4) 1(0.4) 1(0.4) 1(0.4) 5(2.0) 5(2.1)
STHOJIOTHH

Kenrtyxa Heuacto 0 0 1(0.4) 2(0.7) 2 (0.8) 5(2.1)

Hapywenus co cmoponst Kodicu 1 HOOKOICHbIX MKAHEU

AxHe Yacto 26 (9.5) |23(8.4) |21(75) | 28(10.4) | 4(1.6) 0

AHTHOHEBPOTHYECKUHN OTEK Yacro® 11(4.0) | 10(3.7) | 14(5.0) | 7(2.6) 3(1.2) 3(1.2)

KoxxHast ChIllb Yacro 13(4.7) | 17(6.2) | 15(5.4) | 17(6.3) | 9(3.7) 9 (3.7)

Hapywenus co cmoponvl mbiuieuHoil, ckeiemuou u coeOUHUMeNbHOU MKAHU

Muairust Yacro 15(5.5) | 10(3.7) | 20(7.2) | 18(6.7) | 7(2.9) 4 (1.7)

Aprpanrus Yacro 25(9.1) | 26(9.5) |17(6.1) | 23(8.6) |17(6.9) | 18(7.5)

Hapywenus co cmoponvi nouex u Moueble00suux nymei

[poteunypust Yacro® 25(9.1) | 20(7.3) |9(3.2) 4 (1.5) 7(2.9) 2 (0.8)

Hekpo3 noueuHbIX KaHalbleB | Yacto’ 15(5.5) | 13(4.8) | 2(0.7) 1(0.4) 0 0

Hapywenus co cmoponvt penpooyKmugHoU CUCmeMbl U MOJLOYHBIX JHCeNé3

DpekTuiibHas AUCYYHKIUS | Yacro | 10 (5.7) | 5(2.7) | 15 (6.7) | 7(3.2) | 3(1.7) I 5(2.8)

Obwue Hapyuienus: U peakyuu 8 Mecme 86€0eHUs.

Boub Ouenb 27(9.9) | 27(9.9) |43(15.4) | 33(12.3) | 8(3.3) 10 (4.1)
4acTo

Jluxopanka Ouenn 51 (18.6) | 41 (15.0) | 46 (16.9) | 40 (14.9) | 32(13.1) | 25(10.4)
4acTo

[epudepuueckue oTEKU OueHn 123 108 124 103 43 (17.6) | 26 (10.8)
4acTo (44.9) (39.6) (44.4) (38.4)

3ameuIeHe penapaTHBHBIX Ouenp 89 (32.5) | 77 (28.2) | 55(19.7) | 52 (19.4) | 27 (11.0) | 19 (7.9)

TPOIIECCOB 9acTo

IMocneoneparonHas rppika | Yacro 5 (1.8) 3(1.1) 9(3.2) 4 (1.5) 17 (6.9) | 13(5.4)

Jlabopamopnuie u uncmpymenmanvHvle OaHHble

TToBBIlIIEHHE aKTUBHOCTH Yacro® 6 (2.2) 12 (4.4) | 6(2.2) 5(1.9) 16 (6.5) | 24 (10.0)

(hepMeHTOB TTeUeHH

(acmaprataMuHOTpaHC(hepashl

(ACT),

aITaHUHAMUHOTpPaHC(epasbl

(AJIT),
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COOTEBETCTEYET 3KI(

ot 16.0
raMMariIyTaMuiaTpancdepassl UTUITELYEA
(ITT))

Ccpuikn:

! Berpeuaercs 9acTo mpH TPAHCIITAHTAIIMHI TOYEK 1 TIEUCHH.

2 BeTpeuaeTcs 4acTo TpH TPAHCILIAHTAIMK CEP/Ila H MeUCHH.

¥ BeTpeuaercs 4acTo TpH TPAHCILIAHTAIIMHI CEP/ILIa.

* BerpeuaeTcs 4acTo IpH TPAHCIUIAHTAIIMH TI0YEK H CeP/La.

® [lo pe3yabTaTaM MHPOKOrO MOMCKAa B 0a3e MAHHBIX Oe30mMacHocTH 1o crammaptHoMy MedDRA sampocy mo
TEPMHHY «HHTEPCTUIMANbHAsI OOJIE3HB JIETKUX», JTaHHBIC SIBICHUS TAK)KE BKIIIOYAIIN CIydaH, B T.4. 00YCIIOBJICHHbIE
COIYTCTBYIOIIMMH SIBJICHUSMH, Harpumep, MHMeKIusMu. Karteropus 4acToThl NMPUCBOEHA IOCIE MEIULIMHCKOM
OLICHKHU.

® B OCHOBHOM y NAIMEHTOB, MONYYAIONUX JEYCHHE HHIHOMTOPAMH AHTMOTEH3HIPEBPAIAIONIEro (epMeHTa
(AIID).

" BeTpeuaercs 9acTo IpH TPAHCIITAHTALMH TOYCK.

® Vpemmuenne axtusuoctn ACT, AJIT, I'TT — YKa3aHa 4acToTa SBJICHUS «OTKJIOHEHHE OT HOPMBI IOKa3aTess
(hYHKIINH TIEIEHU» 110 JAHHBIM HNCCIICJOBAaHHH.

® EVR — sBepomimyc, MPA — mukogenonar arpus, red. TAC — cHmkenHas 103a takponnmyca, TAC control —
CTaH/apTHas 1034 TAKPOIUMYycCa.

IlocTperucTpalliOHHLIC CIIOHTAHHBIE COO6H_ICHI/IH

Bo Bpemsi mOCTpEerucTpalliOHHOTO OIbITa NPUMEHEHUS BEPOJIUMYCA, YUHUTHIBAS PE3YNbTAThI
CIIOHTAHHBIX COO6HICHI/II71 N JaHHBIX JIMTCPATYPHI, 6BIJIPI BbIABJICHBI HHXCIICPCUHUCICHHBIC
HE)KeNaTeNbHbIe peaknuu. [[0CKOIbKY COOOIIEHUS TMONyd4eHBbl B JOOPOBOIBHOM IOPSIKE OT
MOMYJISILIMA HEOIPEIEIICHHOTO pa3Mepa, JOCTOBEPHO ONPEAETUTh YacTOTY pa3BUTHUS JaHHBIX HP
HE TMPEJICTaBIseTCS BO3MOXHBIM, B CBS3M C YE€M OHHU KJIAcCU(UIHUPOBAHBI KaK «4acToTa
Hen3BecTHa». HexemaTenbpHBIE JICKAPCTBCHHLIC PCAKIHMU CIPYHIIMPOBAHBI B COOTBCTCTBHU C
KJlaccuduKkanuei opranoB u cucreM opranoB MedDRA.

Tabmmua 4.2. HP o 1aHHBIM MOCTPETUCTPAITMOHHBIX COOOIIEHHH

HapyuieHusi co cTOpOHBI COCY/10B
JIeKOIMTOKIIACTUYECKUIA BACKYJIAT

Hapymenuss co CTOpOHBI JABIXaTeIbHOH CHCTEMbI, OPraHOB TIPYAHOM KJIETKH M
CpeaoCTeHus
JIErouHsIil aJILBEOJISIPHBIN IPOTEUHO3

Hapyuienusi co CTOPOHBI KOKH U NMOJAKOKHBIX TKaHEH
OputpoaepMust

Hapyuenusi co cTOpoHbI penpoOIyYKTHBHOM CHCTEMbI U MOJIOYHBIX KeJIE3
Kucra suunuka

[Ipu npuMeHeHnr panaMULIMHA U €r0 TPOU3BOAHBIX, BKIIFOYAs IBEPOJIUMYC, OTMEUAIUCH C1y4Yan
WHTEPCTUIIMATBHON OOJE€3HU JIETKWX, BKIIOUAs BOCIAJICHUE MAPEHXUMBI JIETKUX (ITHEBMOHUT)
u/unu GuOpPO3 JErKuX HEUH(PEKIHMOHHON STHUOJIOTHH, B HEKOTOPBIX CIIy4asx C JETAIbHBIM
UCXOJ0M. B GONBIIMHCTBE Cily4aeB Mociie OTMEHBI TEPANUU SBEPOITUMYCOM H/HII MPUMEHEHHS
MIFOKOKOPTUKOCTEPOUIOB OTMEYATIOCH Pa3pEIIeHNE YKa3aHHbBIX COCTOSTHUM.

COO6HI€HI/I6 0 TOA03PEBACMBIX HEXKECIIATCIbHBIX PCAKIINAX

BaxxHo coo0maTh 0 M0J03peBaEMbIX HEXKENATEIbHBIX PEAKIMX MOCIe PETUCTPalMU Mpenapara
C Uenblo oO0ecreyeHHs HENpepbIBHOTO MOHUTOPHHIA COOTHOIICHUS «I0Jb3a — PHCK»
JIEKapCTBEHHOTO Mpernapara. MeIuIMHCKUM pa0OTHUKAM PEKOMEHIYETCs COOOIIaTh O JHOOBIX

MOoAO03pE€BACMBIX HECKCIIATCIIBHBIX PCAKIUAX JICKAPCTBCHHOI'O Iperiapara 4C€pe3 HAllMOHAJIBHBIC
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CHCTEMBI COOOIIECHHS O HEXKEIaTeIbHBIX r»eaxunxﬁnlr&aﬁ%gﬁ'%%i': 'Egﬁ'dgﬁ%c:ﬁoro

HKOHOMHUYECKOI'0 COI03a.

Poccniickas @enepanus

OenepanibHas ci1yx0a 1o Ha3opy B cepe 31paBOOXPaHEHUs

Anpec: 109012, r. MockBa, CriaBstHCKas IUIomiaap, 1. 4, ctp. 1

Tenedon: +7 (800) 550-99-03

OnekTponHas noyra: pharm@roszdravnadzor.gov.ru

Caiit B mHGOPMAIIMOHHO-TEJICKOMMYHUKAIIMOHHOM ceTn « HTepHeT»:
https://www.roszdravnadzor.gov.ru/

Pecniybnuka benapych

PVYII «lleHTp 3KCIIEPTU3 U UCIIBITAHUM B 3IPaBOOXPAHEHUN»

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

Tenedon/dakc: +375 17 242 00 29

Caiit: www.rceth.by

Pecrryonuka Kazaxcran

PI'TI na ITXB «HanuoHabHBIN HEHTP SKCOEPTU3bI JEKAPCTBEHHBIX CPEICTB M MEIUIIMHCKHUX
5 EII(SII050%0)

Anpec: ZOOT6ES (010005) r. Acrana, paiion baiikonslp, yi. A.MImanoBa, 13

Tenedon: +7 (7172) 235 135

Caiit B nH()OPMAIIMOHHO-TEIIEKOMMYHUKAIIMOHHOM ceTn «HTepHeT»: Www.ndda.kz

4.9. Tlepeno3upoBka

B skcnepuMeHTAIBHBIX HCCIEAOBAaHUSAX OBUIO MOKAa3aHO, YTO IBEPOJIMMYC O0JIaaeT HU3KUM
MOTEHIIMATIOM OCTpoil TokcuuHOCTH. [locne omHokpatHbix 103 2000 MI/Kr mepopaibHO HE
HaAOII0/IAT0CH JIETANBHBIX UCXOAO0B WIH TSHKENOM TOKCHYHOCTH y MBIIIEH U KPbIC (KOHTPOJb 1O
JUana3oHy 3HAYCHUI ).

CooOmieHnst 0 cly4asix TEpeAOo3UPOBKM y 4YelloBeKa OdYeHb orpaHudeHsl. Mwmeercs
€IMHCTBEHHBIN (haKT CIy4yalHOTO MpOIJIaThiBaHMs 1,5 Mr 3Bepoimmyca peOeHKOM B BO3pacTe
2 1eT, IPU ATOM HEeXellaTeNbHbBIX SBJICHUN He HaOmoaanock. [Ipu olHOKpaTHOM MpreMe BHYTPb
B J103aX BIUIOTh 10 25 MI' y MallMEHTOB MOCJI€ TPAHCIJIAaHTAllMM OTMEYalach HpHemieMas
MEePEHOCHMOCTh TIpermapata. Bo Bcex ciydasx Mepefo3upoBKU CIeAyeT HadaTh IPOBEICHHE

00LINX MOAIEPKUBAIOIIUX MEPOTIPUSATHI.

5.  ®APMAKOJOIMYECKHUE CBOMCTBA
5.1. dapmakoanHaMHuyecKHe CBOWCTBa

q)apMaKOTepaHeBTquCKaﬂ rpymmna: MMMYHOACTIPECCAHTBI, CCIICKTUBHBIC UMMYHOACTIPECCAHTHI.
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TENEHOCTE 0002)

oT 16.0
Kon ATX: LO4AA1S8 (NOCNEOCEBA

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Mexanuszm geiicTBus

OBepoNMMYyC  SIBISCTCS. MHTUOMTOPOM  MPONU(EPAaTHBHOIO CUTHANA, MNPEMATCTBYIOMIMNA
OTTOP>KEHUIO AJUIOTPAHCIUIAHTaTa B MOJENAX AJUIOTPAHCIUIAHTAIMHM Y TPBHI3YHOB U MPHUMATOB.
Oxka3pIBaeT UMMYHOCYNPECCUBHBIM 3(PPEeKT MmyTeM MHTUuOMpPOBAHUS AHTUIEH-aKTHUBHUPOBAHHON
npoinudepanun  T-KIETOK ©, TakuM 00pa3oM, KIOHAIBHONH OKCIAHCHUHU, BBI3BIBACMOM
cnenu(uyeckUMU  UHTEpJIeHKMHAMH  T-KJI€TOK,  HampuMep,  WHTEPIEHKUHOM-2 U
UHTEPJICUKUHOM-15. DBEpOIMMyC MHTHOMPYET BHYTPUKICTOUYHBIN CUTHAIBHBIN ITyTh, KOTOPBIH
B HOpME MPUBOAUT K KJIETOYHON mposndeparuu, 3armyckaeMoil CBA3bIBAHUEM 3THUX (PaKTOPOB
pocra T-KIETOK ¢ COOTBETCTBYIOLIMMH pELENTOpaMU. biiokaga 3TOro curHajia 3BepoIMMyCcOM
IPUBOJIUT K OCTAHOBKE JEJEHUS KJIETOK Ha cTaguu Gl KJIeTOYHOro LUKIIA.

Ha monexkynspHOM ypoBHE 3BEpOIHMMYC 00pa3yeT KOMIUIEKC C LUTOMIA3MaTUYECKUM OeIKOM
FKBP-12. B mpucyTCTBHH 3BepoJiMyca IMPOUCXOAUT UHTHOupoBaHue GHocHoprInpoBaHUS
p70 S6 xuHa3bl, cruMyHpyeMoil ¢akropom pocta. [lockonbky dochopumupoBanue p70 S6
KHMHa3bl HaxoauTcs noja KoHTposieM FRAP (tak HazpiBaemoro m-TOR), 3Tu n1aHHBIE TO3BOJISAIOT
MPEIIOJIOKUTh, 4YTO KoMIulekc sBepoiumyc-FKBP-12 cesspiBaercs ¢ FRAP. FRAP — »s10
KITFOUEBOW PETYNATOPHBINA OENOK, KOTOPBIM YHpaBiseT KIETOYHBIM METa0OJIM3MOM, POCTOM M
npoiudepanueli; Hapymenue ¢yHkinuu FRAP, Ttakum o0pa3oM, OOBSCHSIET OCTaHOBKY
KJIETOYHOTO IIMKJA, BbI3BIBAEMYIO 3BEpOIMMYCOM. MexaHu3M JEHCTBUS 3BEpOIMMYycCa
OTIIMYAETCA OT LMKJIOCHOpUHA. B NOKIMHMYECKMX MOJENSIX aNIOTPaHCIUIAHTAIlMU TOoKa3aHa
6onee BbicOKasg 3(PPEKTUBHOCTh KOMOMHALIMM 3BEPOJIMMYCA C LMKIOCIIOPUHOM, YeM IpHu
M30JIMPOBAaHHOM HCIOJb30BaHUU KAXJI0TO U3 HUX.

DddekT nsBepolMMyca HE OrpaHHYMBAECTCS BIUsgHHMEM Ha T-kierku. OH HHTHOUpYET
CTUMYJHpyeMyl0 ¢dakTopaMu pocTa npoiudepanuio Kak TeMOMOITHYECKHX, TaK U
HEreMOIIO3TUYECKUX  KJIETOK (Hampumep, KJIETOK TIJIAJKOW  MYCKYyJaTypbl — COCYJIOB).
Crumynupyemas ¢pakTopoM pocta nponudepanus riaJKOMbIIIEYHbIX KIETOK COCYI0B, KOTOpas
3alyCKaeTcsi NpU TOBPEXKACHUU DHHIOTENUANbHBIX KIETOK M MNPUBOJUT K 0Opa30BaHUIO
HEOMHTUMBI, WIPAET KIIYEBYID POJb B NATOT€HE3€ XPOHUYECKOTO OTTOpKeHus. B
HKCMIEPUMEHTAJIBHBIX HCCIEAOBAHUAX TOKAa3aHO WHTHOMpOBaHHE OOpa30BaHUS HEOUHTHUMBI Y
KPBIC C AJJIOTPAHCILIAHTATOM a0PTHI.

5.2. dapmakoKHHeTHYeCKHE CBOWCTBA

Abcopbrus

[Tocne mpuema BHYyTpb MakcumanbHas KoHIEHTparus (Cpax) Aocturaercs depe3 1-2 gaca. Y
MAIMEHTOB TOCJ€ TPAHCIUIAHTALMK KOHILIEHTpAlMs 3BEpOIMMYca B KPOBH IPONOPLUOHATIBHA

NpUHATOM A03¢ B Jauama3zoHe 103 oT 0,25 mo 15 wmr. Ilo OTHOmEHWIO TJIOMAAW TOA
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ot 16.01.2025 N2 731
(bapMaKOKMHETHUECKON KPUBOW KOHLIEHTPALUSFBPEMS ) _é) ocHT i 61 :;) 5'(:"};1'_11;1'. CTh
(AGC) Sitotind o 6lohociyHias

COOTBETCTBYET ZKCNEPTHOMY OTUETY

JUCTIEPTUPYEMbIX Ta0JIETOK MO CpaBHEHMIO C OOBIYHBIMH Talnerkamu cocrtasisier 0,90 (90 %
noBeputebHbIi naTepBan (JIN) 0,76-1,07).

Brnusnue nuwu

Cmax 1 AUC sBeponumyca ymenbianuch Ha 60 % u Ha 16 %, COOTBETCTBEHHO, MPU NpUEME
TabJIeTUPOBAHHOW JIEKAPCTBEHHOM (DOPMBI ¢ OUCHB KUPHOM nuIield. YToObI cCBeCTH K MUHUMYMY
BapHuadeIbHOCTh, IBEPOJIMMYC CIIEAYET IPHHUMATh UM TOJIBKO C MUILEH, WK TOJIBKO Oe3 Hee.

Pacopenenenue

CooTHOIICHNE KOHIIEHTPALIUHU 3BEPOIMMYCa B KPOBU U €ro KOHIECHTPALUH B IJIa3Me HaXOJIUTCS
B npenenax or 17 % no 73 % u 3aBUCUT OT 3HAYEHMI KOHLEHTPALMU B JMAIa30HE OT 5 110
5000 ur/mn. Y 310pOBBIX JOOPOBOJIBIEB W MAIMEHTOB C HApYUICHUAMH (PYHKIUH IEYECHU
Cpe/HEH CTENeHH TSDKECTH CBSI3BIBAHHME C OCTKaMM IUIa3MBbl COCTABIIACT NMPHOIM3UTEIBHO 74%.
O6bem pacnpenenenus B KoHeuHo# ¢aze (Vz/F) y mauueHToB mocie TpaHCIIaHTAllUU MOYKH,
HaXOJAIIMXCS Ha MOJJIep/KUBatoILEel Tepanuu, coctasisiet 342 + 107 .

Buorpancdhopmariusa

Oeponumyc siBnsiercs: cyoctpatom uzopepmenta CYP3A4 u P-rmukonpotenna (P-I'TT). ITocne
npueMa mpenapaTa BHYTPb B CHCTEMHOM KPOBOTOKE OIPEAENSETCs] SBEPOIMMYC U €ro IIECTh
OCHOBHBIX METa0OJIUTOB, B T.4. TPU MOHOTUIPOKCHUIMPOBAHHBIX METa0OJUTa, JBa IMPOJYKTa
THJIPOJIM3a C Pa30PBAHHBIM KOJBIIOM H (OC(HOAUITHIXOIMHOBBI KOHBIOTAT 3BEPOIUMYCA. DTH
MeTabONIUTHI TAaK)KE OMPEICISLTUCH PU U3YYEHUHU TOKCUYHOCTU B UCCIIEIOBAHUAX Y KUBOTHBIX,
IJle aKTUBHOCTb ObljIa MPUOJIM3UTENBHO B CTO pa3 HUXKE UCXOJIHOTO BellecTBa. TakuM obpa3om,
INPUHITO CUUTATh, YTO OOJbIIAs YacTh 0OOLIEH (hapMaKoJIOTHYECKOM aKTHUBHOCTH 3BEPOJIMMYCa
00ycIIoBJIeHA IEMCTBUEM HEU3MEHHOI'O COETMHEHUSI.

DJIMMUHALNS

ITocne BBeAcHMS OAHOKPATHOW JO3bI MEUYEHOTO paJAMOAaKTHBHOM METKOW 3BEpOIHMMYCa
MaldeHTaM TMOCe TPAHCIUIAHTAIMM, TOJIYYaolUM LHUKIOCTIOpUH, Oonbiras 4dacte (80 %)
PaAMOAaKTUBHOCTH OIpeseisiiach B Kaje, HeOobinoe KoandecTBo (5 %) BBLAEIAIOCH C MOYOM.
HeunsMeHeHHOE BEIECTBO HE ONPEAEIAIOCH HU B MOYE, HU B KaJl€.

DapMaKOKMHETHKA B PABHOBECHOM COCTOSIHUH

PapMaKOKMHETHKA Y PELMITMEHTOB IMOYKH WA CEPLA, MTOIYYaBUIMX IBEPOJIUMYC 2 pa3a B J€Hb
OJIHOBPEMEHHO C LIUKJIOCIIOPUHOM B (pOpMe MUKPOIMYJIbCHH, Obla conocTaBuMa. PaBHOBecHOE
COCTOSIHUE JIOCTHrajoch Ha 4 JE€Hb C KyMYJSIIMEW B KpPOBU B KOHLEHTpALUAX, KOTOPHIE B
2-3 pa3a nmpeBbIIAIM KOHIIEHTPAIHMIO B KPOBU IOCIIE NMpHeMa MepBoit 103bl. Bpems gocTikeHus
MaKcUMalbHOW KOHIeHTpauu B KpoBU (Tmax) coctaBmisier 1-2 yaca. [Ipu npumeneHun B qo3ax

0,75 mMr m 1,5 mMr 2 paza B geHb cpennss Cmax 3Beposnmmyca coctasiger 11,1 + 4,6 u
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20,3 £ 8,0 Hr/M, cpetHas MIomANs oA hapmakokuETHdeKON KphEoi olch TPt —

Bpemsi» (AUC) — 75 £ 31 u 131 + 59 urxu/mn coorBercTBeHHO. [Ipy mpuMeHEeHUU B /03¢
0,75mr u 1,5 mMr 2 pa3za B JeHb KOHIIGHTpALUs 3BEpPOJMMYCa B KPOBU IEepel HpPUEMOM
ouepeaHoit 10361 (Cpin) coctaBiser B cpenneMm 4,1 = 2,1 u 7,1 £ 4,6 HI/MJI COOTBETCTBEHHO.
OKCHO3ULIMST  3BEPOJIUMYyCa OCTaeTcsi CTaOMIBbHOM B TEYEHHWE TMEepBOrO Troja Iociie
tparciianTauu. Cpi, B BeICOKOH crenienn koppenupyer ¢ AUC ¢ koaddurnmentom 0,86-0,94.
[To pesynpraraM aHanmW3a TNOMYIAIUOHHOW (HAPMAKOKMHETUKHM y MAIMEHTOB TIOCTE
TpaHCIUIAaHTAIlMM  KiIupeHc 1mocine npuema BHyTpb (CL/F)  cocraBnser 8,8 /4
(MeXUHAUBUAYAIbHbIE KOJEOaHUS COCTaBISIOT 27 %), LEHTpabHBIII 00bEeM pachpeeeHUs
(Vc/F) cocraBnsier 110 1 (MeXHHIMBUIyaTbHBIC KOJEOAHUS COCTABISIIOT 36 %). Ocrarounas
BaprabeIbHOCTh KOHIIEHTPAIIMHU B KpoBH cocTaBiisieT 31 %. [lepuon momyBbIBeIEHUSI COCTABIISET
28+ 7 u.

IleyeHOUHAs HEIOCTATOYHOCTh

[To cpaBHeHHMIO ¢ (ApPMAKOKHMHETHKOW 3BEPOJIMMYCa VY 3JI0OPOBBIX JIOOPOBOJIBIEB, IPU
NpUMEHEHHU TIpenapaTta y 6 ManmueHTOB ¢ HapylnieHHeM (QYHKIWW TI€YCHH JIETKOW CTETeHU
(xmacc A mo Yaitna-IIeto) AUC sBeponumyca yBenuuuBaeTcs mpumMepHo B 1,6 pa3; B IBYX
OTJICIbHBIX TPYIIAX MalKUeHTOB (8 U 9 MalueHTOB) ¢ HApyIICHUAMU (YHKIUHU MIEYSHH CpeTHEi
cTerneHu TspkecTH (knace B mo xmaccudukanum Yaiina-I1sio0) cpeanasiss AUC Oputa Boime B 2,1 u
3,3 pa3, y 6 NMalnMeHTOB C HAPYIICHUSAMHU (PYHKIMU TEYCHH TsDKenou creneHu (kmace C mo
knaccudukanuu Yana-I1ero) — cpenusis AUC Obina Beiie B 3,6 pas.

VY nauueHTOoB ¢ HapylIeHHeM (YHKIUU MEeYEHU JIETKOU, CpeHEN U TSXKeJIOU CTENEHU TKECTU
Nepuoj, MOJYBBIBEJECHUS 3BEPOJIMMYCa COCTaBJsUI COOTBETCTBEHHO 52, 59 um 78 wyacos.
VBenuueHne nepuoAa  TONYBBIBEACHHUS  OBEpPOJUMMYycCa  CIIOCOOCTBYET  OTCPOUYEHHOMY
JIOCTUKEHUIO PABHOBECHOT'O COCTOSIHHUS.

IloyeuHas HEAOCTATOYHOCTh

[TocTTpancmaHTallMOHHOE  HapyuieHue (QyHkuuM 1odek (kiupeHc kpeatuHuHa (KK)
11-107 mu/mMuH) HE BIUSIIO Ha apMaKOKMHETHUECKHUE MapaMeTPhl 9BEpOTUMYyca.

Hpyrue 0co0BIe Irpynnbl DAMWMCHTOB

B3pocnvie nayuenmut

YV B3pOCHBIX MAIMEHTOB B Bo3pacTe oT 16 mo 70 yeT HaOM0aano0Cch CHIDKEHNE KIMPEHca Tociie
npuema 3Bepoaumyca BHYTpb Ha 0,33 % B roa. Koppeknuu mo361 He TpeOyeTcs.
Paca/>muuueckas npunaonexcnocms

[To pe3ynbraTam aHanmu3a MOMYJSIIIHOHHON (GapMaKOKHHETUKH KIUPEHC SBEpojuMyca Tocie
IpreMa BHYTpPb ObLI BBIIIE Y MAIIUEHTOB HETPOUIHOM packl B cpeaHeM Ha 20 %.

Bimmsitaue sxcno3uimu Ha YO HEKTUBHOCTD
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VY peuunueHToB MOYKH M Cepala B TeUeHHE 6 MECSIIEB %%%%ﬁfaﬁ%%‘s&&' ]glf:x;liill;:J;}GHa

COOTBETCTBYET ZKCNEPTHOMY OTUETY

cBsi3b Mex 1y Co 3BepoMMYyca M YaCTOTON MOJATBEPKAECHHOTO OHOIICHENH OCTPOro OTTOPKEHUS U
TPOMOOIIMTONICHUU. Y PEIMIUEHTOB MeueHH CBA3b Mexay Co aBeponuMyca M KIMHHYECKUMHU
IPOSIBIICHUSIMU MEHEE OIpeleNieHHas, OJHAKO, Oojiee BBICOKAs 3KCIIO3ULUS IBEPOJIMMYCa He
KOppEIUPYET C MOBBILIEHUEM YaCTOThI HEKENATENbHbIX SBICHUH.

Tabnmuna 5. BnusHue skcno3unuu Ha 3(QQPEKTUBHOCTH 3BEPOIMMYyca Yy MAalMEHTOB MOCIe

TPAHCIIJIAHTAlIUH

Tpaucnﬂanmauuﬂ no4Ku

Co (Hr/™M1) <34 3,5-4,5 4,6-5,7 5,8-7,7 7,8-15,0
OTCyTCTBUE OTTOPIKCHHS 68 % 81 % 86 % 81 % 91 %
Tpomboruronerus (< 100x10%m) | 10 % 9% 7% 14 % 17 %
Tpancnaanmayus cepouya

Co (Hr/MIT) <3, 3,6-5,3 5,4-7,3 7,4-10,2 | 10,3-21,8
OTCyTCTBHE OTTOPKEHUS 65 % 69 % 80 % 85 % 85 %
TpomGonuToneHus (< 75%10%/1) 5% 5% 6 % 8 % 9%
Tpancnianmayusa nevenu

Cop (ar/mm) <3 3-8 >8

OTcyTCcTBUE OTTOPKEHUS 88 % 98 % 92 %
TpomGouuTonenns (< 75x10°/m) 35 % 13 % 18 %
Heiitponenus (< 1,75%10%/1) 70 % 31 % 44 %

eTH
Knupenc seponumyca (CL/F) noBblmancs 1MHEWHO ¢ yBenndeHneM Bo3pacra (ot 1 mo 16 ner),
miomaayu moBepxHoctH Tena (0,49-1,92 M2) u maccel Tena (11-77 kr). B paBHOBeCHOM
cocTostHEE KimpeHc coctapmsinr 10,2 + 3,0 m/u/m?, meprox momyesBenenms — 30 £ 11 .
JleBsTHaaate de NOVO MAlMEHTOB IMOCJE TPAHCIUIAHTALMU TOYKKA B Bo3pacte OT 1 roxa Jio
16 ner momywanu »sBeposumyc B Qopme aucneprupyembix Tabnerok B goze 0,8 mr/m?
(MakcumanbHO — 1,5 Mr) 2 pa3a B CyTKH C HMKIOCTIOPUHOM B (hOpMe MUKPOIMYIBCUU. Y ITUX
nanrenToB AUC sBeponmmyca coctaBisuia 87 £ 27 HrX4/MJi1, 9TO COOTBETCTBOBAJIO TaKOBOU Y
B3poCibIX, monmydaromux 0,75 Mr 2 paza B cyTkd. bazanbHas KOHIIGHTpaIlHsi dBEpOIMMYyca B
paBHOBecHOM cocTostHuU (Co, Iepes1 MpueMoM OYepeIHOM J03bl) cocTaBisuia 4,4 + 1,7 Hr/miL.
5.3. JlaHHBIE TOKJIMHUYECKUX UCCIeTI0BAHNI
Y KpbIC 3BEpONMMYC MPOHUKAN uepe3 IUIANEHTY M OKa3blBal TOKCHYECKOE BIMSHHE Ha
OTUIOJJOTBOPEHHYIO SIMIEKIIETKY. DOMOpHO- M (PETOTOKCUYHOCTH TMPOSBISIACH YBETUUECHUEM
CMEpPTHOCTH, YMEHBIIIEHHEM MAacChl Tella TUIOJa M YBEJIWYCHHWEM YacTOThI BO3HUKHOBEHUS
BapHAHTOB Pa3BUTHs CKeJeTa M CKEJIETHBIX MalbQopMarvii MmpH CHCTEMHOH HKCIO3UIUU
IBEPOJIUMYCa,  HMIXKE  IIeJICBOM  TEpaleBTHUECKOW  JUIsi  ueloBeKa. Y  KPOJIMKOB
AMOPHOTOKCHYHOCTh TPOSBISUIACH YBEIHMYCHHEM YacCTOTBHI TMO3JHEH pe3opOIHH Iuiofa Mpu

CHCTEMHOM HKCMO3UIIMU CPABHUMOM C TAKOBOM JIJIs1 YEIOBEKA.
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6. ®APMAIIEBTUYECKHUE CBOICTB (MOCTIEQOBATENEHOCTS 0002)

6.1. IlepeuyeHb BCIOMOraTe/bHBIX BelIECTB

byrunrunpokcuronyo

['unpomennosa

KpocnoBugon

JlakT03BI MOHOTHIPAT

JlakTo3a Oe3BoIHAs

Maruus creapat

6.2. HecoBMecTUMOCTH

He npumennmo.

6.3. Cpok rognoctu (CpoK XpaHeHHUs )

2 roja.

6.4. Oco0Oble Mepbl NPEeTOCTOPOKHOCTH NMPH XPAHEHUH

[Tpu Temmneparype e Boime 25 °C.

6.5. XapakTep u coaep:kaHHe MEPBUYHOI YIAKOBKH

[To 10 TabneTok B KOHTYpPHOW SUEHKOBOHM YIaKOBKE, COCTOSIIEH H3 (OJIBIH TPEXCIONHON
OITA/An/TIBX (OpUEHTHPOBAHHBIN MOIMAMUI/ATIOMUHUNA/TIONUBUHUIXIIOPUA) H  (OJIBrU
QITIOMUHHMEBOW I1€YaTHOM JIAKUPOBAHHOM.

[To 3, 5, 6, 10 wim 25 KOHTYPHBIX SYEHKOBBIX YIAKOBOK BMECTE C JIMCTKOM-BKJIAQJIBIIIEM
MOMEIIAIOT B A4YKy KapTOHHYIO.

6.6. Oco0Oble Mepbl NPEIOCTOPOKHOCTH NPH YHUYTOKEHHH  HCHOJb30BAHHOIO
JIEKAPCTBEHHOT0 Mpenapara Uil 0TX0/0B, NMOJYYEHHBIX MOc/e MPUMeHeHHusl Npenapara u
Apyrue MAaHMIYJISIIIUN € IPenapaTom

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7.  JEPXATEJIb PETUCTPAIHUOHHOI'O YAOCTOBEPEHUSA

Poccniickas @enepanns

000 «M3Bapuno @apmay

Anpec: 108817, r. MockBa, kM BaykoBckoe mocce 5-i (1. BuykoBckoe), ana. 1, ctp. 1
Temedon: +7 (495) 232-56-55

dakc: +7 (495) 232-56-54

OnekrponHas modra: info@izvarino-pharma.ru

7.1. TIpencraBuTeb Aep:KaTe/sl PperuCTPALMOHHOIO YA0CTOBEpPeHusl

[Iperen3un norpedUTENEd HAIPABIATE 110 aIPeCV:

Poccuiickas ®enepanus, Pecniyonnka benapychb
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(NOCNEQCBATENEHOCTE 0002)

000 «M3Bapuno Papmar

Anpec: 108817, r. MockBa, kM BHykoBckoe mocce 5-i1 (1. Buykosckoe), nig. 1, ctp. 1
Tenedon: +7 (495) 232-56-55

®axc: +7 (495) 232-56-54

DnexrponHas moura: info@izvarino-pharma.ru

Pecriybnuka Kazaxcran

TOO «LEKARSTVENNAYA BEZOPASNOST»(JIekapcTBeHHast 6€3011aCHOCTH )

Anpec: 050047, Kazaxcran, ropoa AnMarbsl, Anatayckuil paiioH, Mukpopaiion Casuibl, 1. 16,
KB. 8

Tenedon: +7 (777) 064 27 02; +7 (499) 504-15-19

OnekrponHas moura: adversereaction@drugsafety.ru

8. HOMEP PETUCTPALHUOHHOI'O YAOCTOBEPEHUSA

9. JATA IEPBUYHOM PETMCTPAIIMA (MOATBEPXKAEHUS PETUCTPALIUU,
HEPEPEI'UCTPALINN)

JlaTta mepBoii perucTpaiuu:

10. JATA NEPECMOTPA TEKCTA

OO61as xapakTepuCTUKa JIEKapCTBEHHOTO Npemnapara PonnBeka gocTynHa Ha HHGOPMaMOHHOM
noprane EBpa3uiickoro 3KOHOMHYECKOTO COI03a B MH(POPMAIIMOHHO-KOMMYHUKAIIMOHHOW CETH

«Mutepuet» http://eec.eaeunion.org
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