COOTBETC TEn'ET SKCTNEPTHOMY OTYETY

ot 07.12.2023 N= 25791

WHCTPYKIUSA IO MEJIUIIMHCKOMY NPUMEHEHTHO E}rﬁﬁEPUTﬁEHHOFO

ITPEITAPATA

®unHroaumon Meaucop0o

Perucrpanuonnbliii Homep: JII1-Ne(004058)-(PT-RU)

Toprosoe HaumeHoBaHHe npenapara: Gunronumon Meaucopo

Me:kayHapoaHOe HeIATEHTOBAHHOE WJIHM IPYNIIUPOBOYHOE HAMMEHOBaHMe . (DUHTOITUMO]T

JlekapcTBeHHasi gopma: KarcyJsibl

Cocras

1 xamncyna coaepKur:

eiicmeyiowee seujecmeo: ¢buHromMMOa THApPOXJIOpUI (B Tepecuere Ha

¢unrommon) 0,56 mr (0,50 mr);

Bcnomozamenvnvie gewecmea: MaHHUTOJI, MarHUs CTeapar;

Kancynvr meepovie orcenamunosvie Ne 4. xenaTuH, TUTaHA TUOKCH/I.

Onucanmne: TBépI[LIe JKCJIIATUHOBBIC KaIlCYJIbI Ne 4 ¢ KOpITyCoOM 0esoro OBE€Ta M KpblmquOﬁ

Oenoro OBCTA. COI[ep)KI/IMOG KaricyJ1: mopouiok 0€J10r0 UM IIOYTH 0eIoro OBCTA.

(I)apMaKOTepaneBaneCKaﬂ rpymnma: HMMYHOJCTIPCCCAHTBI; CCJIICKTHUBHBIC
HUMMYHOJACIIPECCAHTHI.

Koa ATX: LO4AAA2Z7

DapMaKoJIOrHYecKue CBOMCTBA

MexaHu3m AelicTBUA

OUHTOIMMO MOAYJIMPYET perentopsl cpuHrozuH-1-gpocdara (S1P-peuentopos). @uHroammMos
MeTaboau3upyeTcss CHUHIO3MHKUHA30M 10 aKTUBHOro Merabonurta QuHroaumoadocdara. B
HaHOMOJISIPHBIX KOHIEHTpauusax ¢uHronumoadocdar casspiBaercs ¢ S1P-penentopamu Ha
MOBEPXHOCTU JIMMQOIMTOB U OBICTPO MPOHMKAET B LEHTpaidbHyI0 HepBHYIO cuctemy (L[HC)
yepe3 remarodHIedannyeckuii 6apbep (I'2B), cBs3biBasichk ¢ S1P-penentopamu Ha TOBEPXHOCTH
HelipoHoB. Cas3biBasgch ¢ S1P-penentopamu numdouutos, ¢uHronumosadochar OIOKUpYET
CHOCOOHOCTh  JUM(OIMTOB  MOKHAATh  JUM(pATHUECKue  y3ibl, YTO MNPUBOAUT K
nepepacnpeeNeHIIo JJUMQPOIUTOB B OPraHU3Me, IIPH TOM HE MPOUCXOAUT YMEHBIIIEHHUS 0OIIETO
KOJINYECTBa JINM(OIIUTOB.

[Tepepacnpenenenue TUMGOLUTOB MPUBOIUT K YMEHBIICHUIO JTUM(OIMTAPHON MHPUIBTPALUU
[IHC, B TOM umucie BOCHAIUTENBHBIMH KIeTKaMd Th17, yMEHBUICHUIO BBIPAKEHHOCTH

BOCITAJICHUA U CTCIICHU MMOBPEKICHHUA HepBHOfI TKaHHU.
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HccnenoBanusi Ha JKUBOTHBIX M OKCIIEPUMEHTHI il ';h;cr-éE%dﬁaﬂxﬁﬂéﬁ Hror ‘&Mjémm

¢uHroMMMOa TaKXe MOTYT OBITH OOYCIOBJIEHBI €ro B3ammojaeicTBue ¢ S1P-penentopamu Ha
HEPBHBIX KJIETKAaX.

dapMakoIUHAMHUKA

B teuenue 4-6 yacoB nocie nepBoro npuema npenapara B 1o3e 0,5 Mr koauuecTBo IMMQpOIUTOB
B KPOBM CHIDKAETCS MNPUOIM3UTENBHO 10 75% OT ucXoaHoro 3HaueHus. [lpu niaurensHOM
©KEJHEBHOM TNPUMEHEHUH IIpernapara KOJIMYECTBO JIMM(OLUTOB MPOJODKACT CHUXKATHCS B
T€YeHue 2-X HeAeNlb, JOcTUras MHUHHUMajibHOro mokazatens 500 KIETOK/MKI WU
npuom3uTenbHo 30% ot mcxomgHoro 3HauveHusa. Y 18% manmueHTOB OTMEYalioch, MO KpaiHei
Mepe, OJIHOKpaTHOE CHH)XEHuEe KomuyectBa numdouutoB Hmwxke 200 xnerox/mkia. Ilpu
peryJsipHOM TpHEMEe Ipenapara CHIKEHHOE KOJHMYECTBO JIMM(OIMTOB COXPAaHSIIOCh.
bonpumucTBo T- 1 B-muM@onuToB nepuoauyeckd MpoxXoAUT depe3 JIMM(GOUIHBIE OpraHbl, U
MMEHHO 3TH KJIETKH SIBJISIFOTCS INIABHOW MMILIEHbBIO Ui AeHCTBUs (puHrosmmona. OqHaKo OKOJIo
15-20% T-numdoruToB, sBIAOMMXCA APPEKTOPHBIMA KIETKAMH TaMSATH M HUTPAIONIMMUA
BaXHYIO pOJIb B NEepuPEeprUueckoM HMMYHHOM KOHTpPOJIE, HE IMPOXOJAT 4depe3 JIUM(QOUJHBIE
OpraHbl U HE MOJABEP>KEHBbI BO3JEHCTBUIO (hMHrONMMOJa. B TeueHne HECKOIbKUX JTHEH mocie
IpeKpalleHus pueMa Ipernapara B KpOBU OTMEUYAETCs IOBBIIIEHHE KOJINYECTBA JTUMQOLUTOB.
Hopmanu3zamus xonmgecTBa TUMQOIUTOB NPOUCXOIUT depe3 1-2 Mecsma mocje MpeKpamieHus
neuenus. [locTosHHBIN pUeM (UHTOIMMOAA IPUBOIUT K HEOOJIBIIOMY CHHIKCHHUIO KOJIMYECTBA
HelTpoduinos, npubauzutensHo 10 80% 0T HCXOAHOTO MoKa3aress. MOHOLMTHI HE MOBEPKEHbI
BO3AECUCTBUIO (PMHTOJIMMO/IA.

B Havanme neyeHuss QUHrOJIMMOAOM B PEKOMEHAYEMOHM J03€ OTMEuYaioch TPaH3UTOPHOE
CHIDKEHHE YacToThl cepaeuHbix cokpamieHudt (UCC) u 3amemyieHHe aTPUOBEHTPUKYISIPHOM
npoBogumocTH. [Ipu 3TomMm MakcumanbHoe cHmkeHne YCC HaOmonanoch B TeueHHe 6 4acoB
nocie mpuema mnpemnaparta, a 70% OTpHULATENTBHOIO XPOHOTPOMHOIrO 3¢ (deKra T0CTUTaIoch B
nepsblil 1eHb npuMeHeHus. YCC Bo3Bpalangach K UCXOJHOW B TedeHHE | Mecsia perysspHoro
PUMEHEHHUs Ipernapara.

CHmxenune YCC, BbI3BaHHOE (DUHTOIMMOIOM, MOXKET OBITh KYNMHMPOBAHO NPUMEHEHUEM
aTponuHa WM M3onpeHanuHa. [loka3aHo, 4TO caJbMeETepos, NMPUMEHSEMbIH WHIAISIMOHHBIM
MyTEM, TaKK€ BbI3bIBAET YMEPEHHbIN MOJOKUTENbHBIN XPOHOTPOIHBIHN 3P PEKT.

B Hauvane mnpuMeHeHus (QUHroiMMona OTMEYaeTCs YBEIMUYEHUE 4HCla [pelIcepaHbIX
HKCTPACHCTOJI, HE COMPOBOXKIAIOUIEECS YBEIUYEHHUEM YaCTOThl (DUOPHMIIIAUK/TpEeTeTaH s
npecepanid, KeayJOUKOBON apuTMuell mim skronueil. He ormMeueHo BiusHUS (GUHTrOIMMOIa Ha

YMEHBIIEHNE CEPIEYHOr0 BBIOpOCa.
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ABTOHOMHBIE (DYHKIIMH CEPALA, B TOM YHCIIE 1T KaTuaHHaY Ba QGEJ%BHB%&E%-C &p il a

¢u3uueckyro HarpysKy, HE H3MEHSIOTCS MoJ BIUsSHHEM (QuHroaumona. OIHOKpaTHOE H
MHOTOKpaTHOE MpUMeHeHne puHromumoza B go3ax 0,5 mr wim 1,25 Mr B TeueHue AByX HeAemb
HE acCOLIMUPOBAIIOCH C OMPEICISIEMbIM YBEIMUECHUEM COMPOTHUBIISIEMOCTH IbIXaTENbHBIX MYyTEH
0 3Ha4YeHHI0 00BbeMa (HOPCHPOBAHHOrO BbIIOXa 3a mepByo cekyHay (ODB;) u cpenneit
00BEMHOM CKOpPOCTH BBIIOXa Ha ypoBHE 25-75% oT (opcupoBaHHON KUIHEHHOH EMKOCTH
aerkux (DXKEJI). Ormedanoch, OJHAKO, J0303aBUCHMOC YBEIMUYCHHE COIMPOTHBIIIEMOCTH
IBIXaTENIbHBIX IyTe NpU OJHOKPAaTHOM NpPUMEHEHHWU (UHroIMMona B JI03€ =5 MT,
npeBbllIaoNIeld pekomeHaoBanHyio B 10 pa3. MHorokpatHoe mnpuMeHeHHE (UHTOIMMOJA B
no3ax 0,5 mr, 1,25 Mr uiim 5 Mr He acCOILIMUPYETCsl C YMEHBIIICHUEM OKCUTEHAIIUU, YMEHBIIIEHHEM
caTypaluy KHCJIOpojAa TMpH (U3UYECKOM Harpy3ke WM YBEITUYEHHUEM pPEaKTUBHOCTH
IBIXaTENbHBIX MyTeH K METaxoNuHy. Y MalWeHTOB, MOJYy4YaBIINX (DUHTOJIUMOJ, OTMedascs
HOpPMAaJIbHBIA OPOHXOAUIISATAIIMOHHBIN OTBET Ha MPUMEHEHNE UHTAISIIMOHHBIX OeTa-arOHHUCTOB.
[Ipy npuMeHeHuu y NAlUMEHTOB C PEMUTTUPYIOLIMM paccesHHbIM ckiepo3oM (PPC, cpennuit
O6amn mo mkane wHBanUAHOCTH EDSS 2.0) ¢duurommmon B mgoze 0,5 Mr cHmxam 9actrory
KIIMHUYEeCKNX obOocTpeHuir Oonesnu Ha 54%. Ilpu mpueme mnpenapara y 70% mnanueHToOB
oTMeuanach CTa0WIbHAas pEeMUCCUSl B TeueHue 2-x JeT (mo cpaBHeHuro c¢ 45,6% B rpymme
wiane6o). OUHrOIUMOJT TOCTOBEPHO CHMIKAI PHUCK IMPOTPECCUPOBAHMSI HETPYAOCHOCOOHOCTH.
[Tpu nmpumeHeHUH IpenapaTa JOCTOBEPHO YBEJIUYMBAIOCH BPEMs J0 HACTYIUIEHUS 3-MECSUHOTO
U 6-MeCSYHOro TMepuojia MOATBEPXKIEHHOTO TMPOTPECCHPOBAHUS  HETPYAOCHOCOOHOCTH
(o1leHMBaEeMOro Kak TMOBBIIIEHHWE OleHKH Mo mkaire EDSS oT ucxonHslx mnokaszartesnei) Mo
cpaBHEHMIO ¢ Iuiane0o. PesynbpTarel mMarHuTHO-pe3oHaHcHOM Tomorpapuu (MPT) romoBHoro
Mosra marueHToB ¢ PPC na Qone nedeHuss (PUHTOIMMOAOM MOATBEPKIAIOT 3HAUYUTEITHHOE
CHIDKEHHE aKTMBHOCTH TE4eHHUs 3a0ojieBaHMs (MHTEHCHBHOCTH BOCHAIUTENIHHOIO Ipolecca B
[THC, pa3MepoB 1 KOIHYECTBA 0YArOB JEMUCITHHU3ALINH).

DapMaKOKHHETHKA

Jannsle 1no (apmMakoKMHETUKE (QUHTOJIMMOAA ObUIM MOJYYEHBI Y 3/0POBBIX J10OpPOBOJIBLEB, Y
PELUITUEHTOB MOYKH U y TAIIMEHTOB € paccesHHbIM ckiepo3oM (PC).

dapMaKoJOrHUeCKH aKTUBHBIM METa00JIMTOM sBJIsieTcst puHronumodocdar.

Bcacvisanue

[Ipu npueme BHYTph BcackiBaeTcs >85% m03bl. BcackiBaHue (QuUHronmmmMona MpOUCXOTUT
MEJUIEHHO (BpeMs JOCTIKCHUS MaKCUMallbHOM KOHIEHTparuu B Tuia3Me KpOBH  (Tmax)
12-16 vacoB).

Kaxymascs aGcomoTHass OMOIOCTYITHOCTh MPHU TpHeMe BHYTPh cocTaBisieT 93%. PaBHoBecHas

KOHOCHTpAluUA B IIJIa3ME€ KPOBHU JOCTUTIAaCTCsA B TCUCHUC 1-2 MCCALCB PEryJIIpHOro IpueMa


https://health.mail.ru/drug/plazma/
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npenapara (1 pa3 B cyrku). PaBHOBECHasT KOHIICHTPAIUS kﬂxﬁ%ﬁoﬁﬁﬂ&x@'ﬁ Ho it ertono BUH pa3

BBIIIE, YEM €r0 KOHIIEHTpAIHS TOCIIE IEPBOTo MpUeMa.
[Tpuem nuiM HE BIUSAET HA MaKCHUMaibHYO KOHIEHTpauio (Crax) wiau skcnosunuio (AUC -
IUTOMIA/Th 101 (hapMaKOKHHETHUECKON KPUBOW «KOHIIEHTPALIUA-BPEMsI») GHUHIOIUMO/IA.

Crmax unrommmoa-pocdara HesHauUuTEIBHO CHIKANACh (Ha 34%), a AUC He menstack. 1o a1oi
npu4YrHe (PUHTOIUMOJ] MOXKHO IPUMEHSATh BHE 3aBUCUMOCTH OT BPEMEHH TpueMa MUIIIH.
Pacnpeoenenue

@OUHTOIIMMOJ] 3HAYUTEIIBHO PACIpeNeNsieTcs B dpUTpounTax ((ppakius GUHrOIMMOA B KIETKAX
kpoBu 86%). duHrommmondocdar MMeeT MEHBIIYI0 CIIOCOOHOCTh NMPOHHKATH B KJIETKA KPOBHU
(ppakuust B kierkax kpoBu <17%). @unromumon u Quuromumoadocdar B BBHICOKOW CTETIECHH
CBSI3BIBAIOTCS € OEJIKaMHU I1J1a3MbI KpoBHU (>99%).

OUHrONMMOJ B 3HAYMTEIBHON CTEIEHU paclpelelisseTcss B TKaHAX oOpraHusMa (o0bem
pacnpenenenus okojao 1200+260 ).

QOUHTOIMMO/I TPOHUKAET B TOJIOBHOM MO3T, UTO OBUIO MOKA3aHO B KIMHHYECKOM HCCIICAOBAHUH Y
3I0pOBBIX 10OpoBOIbIEeB. B nccnenoBanuu y 13 nodpoBosbies ¢ PC, monydaBmmx GUHTOIMMO.T
B go3¢ 0,5 wMr B paBHOBECHOM COCTOSIHWM, KOJIMYECTBO (puHroimmona  (wiu
¢unromumoadocdara) B cemeHHON >kuakocTH Obuio B 10000 pa3 MeHbIIe NMPUHATON J03bI
(0,5 mr).

Memabonuzm

Y denoBeka OuorpaHchopmaiysi (GUHTOIMMOAA IMPOUCXOJAUT B PE3YyJIbTaTe OOPaTUMOrO
cTepeocesieKTUBHOro (hocopunrpoBanus 10 GpapMakoIOrMUECKH aKTUBHOTO (S)-sHaHTHOMEpa
¢unromumondocdara, U 3a CYET OKUCITUTENBHOM OmoTpaHcopmalivy, TIaBHBIM 00pa3oMm,
uzopepmerrom CYP4F2, Bo3moxkno, npyrumu m3odepmentamu CYP4F, ¢ mocnemyromeit
JIerpajalnueld aHaJOTHMYHO JKUPHBIM KHCIOTaM [0 HEAKTHBHOTO MeETabonuTa U IMyTeM
dbopmupoBanus papMakoIOrHuecK HEAKTUBHBIX HEMOISPHBIX aHATIOTOB (PMHTOJIMMO/ILIEPAMUIA.
OcHoBHOH (pepMeHT, OTBEHAIOIMINN 3a MeTa00JIM3M (UHTOIMMO/A, YACTUYHO UACHTU(DULIIMPOBAH:
910 MOkeT ObITh CYP4F2 nmm CYP3A4. [locne oTHOKpaTHOTO MpHEMa BHYTPh B TJIa3Me KPOBH
OTpeesUTUCh (B TeueHHe MpUOIM3UTeNbHO 1 Mecsia) HemsMeHeHHbIH (uuromumon (23,3%),
¢unromumozadocgpar (10,3%), HeakTuBHbIe MeTabomuThl (M3 - KHCHBIH KapOOKCUIBHBIN
metabonut (8,3%), KOHBIOTaThl METa0OIUTOB ¢ 1Iepamuom M29 (8,9%) u M30 (7,3%)).
Buigeoenue

[Tna3menHsbIi KMpeHe puHronmuMona 6,3+2,3 51/4, cpeTHUN KaXKyIuiics Mepro1 NoayBbIBeICHUS
(T12) - 6-9 nueit. CHWKeHUE KOHIICHTpanui (GuHroaruMoaa u ¢uuronmumondocdara B riazme
KPOBH B TEPMUHAILHOW CTa/IMU MPOUCXOAUT MAPaUIEIBHO, YTO PUBOJUT K CXOJTHOMY TIEPUOIY

IMOJIYBBIBCACHUS.
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[Tocne npuema BHYTpb 0Kk0JI0 81% 1103bI BEIBOTUTCS no%@ﬁﬂ%gﬁé%@;ﬁﬂgﬂgﬁﬁéﬂﬁr%

Heusmenennsie ¢unronumon u ¢uaronumoadocdar He BBIBOAATCS MOYKAMHU, HO SBISIOTCS
OCHOBHBIMH COCIMHCHHSIMH B Kajie (KOJIMYEeCTBO Kaxkaoro <2,5% ot mo3bl). B Teuenue omHoro
Mecsilia BBIBOJUTCS 0K0JI0 89% 1103bI penapara.

Jluneunocmo

Konuenrpanust ¢punronnmona u puaroaumoadocdara yBeaImuuBarOTCsS MPOBOPIIUOHAIBHO J103€
nocjie MHOrokparHoro npumenenus 0,5 mr wiu 1,25 mr 1 pas B cyTku.

Y manMeHToB JETCKOro BoO3pacTa KOHILEHTpauuu ¢uHromumoadocdara yBEIHUUBAIOTCS
MPONOPIMOHAIBHO J03€ MOCIE MHOTOKpaTHOro npumenenus 0,25 mr umu 0,5 Mr 1 pa3 B CyTkw.

DapmakoKuHemuxa 6 OMOECIbHbIX Cyuasx

Hapywenue ¢pynkyuu nouex

Hapymenune ¢yHkimu movek (OT JIETKOW 10 TSHKENOM CTENEeHH) HE OKa3bIBAIOT BIUSHUS Ha
dapmakokuHETHKY (puHrOoIUMOIa U PuHrouMoAdocdara.

Hapywenue ¢ynxyuu nevenu

OpnHOKpaTHOE TpUMEHEHUe (PUHTOIUMOJIAa B 03¢ | MI WJIM 5 MT' y MAIMEHTOB C HAPYIICHUEM
GYHKIMK TIeYeHH JIETKOU, cpemHel u Tsokenoi creneHell (kiacc A, B u C mo kimaccubukanuu
Yaitna-ITer0) mpuBogutr k mnoBbimeHutro AUC  dunromumoma Ha 12%, 44% u 103%
COOTBETCTBEHHO, TPU 3TOM BIUSHUA Crax HE OTMEUEHO. Y MAaIlMEHTOB C HApyIIeHHUEM (YHKIIHH
neueHu Tspkenol crenenn (kinace C mo knaccudukarnuu Yaina-I1s10) Chax uaromuMondocdara
cHmkanach Ha 22%, npu 3tom 3HaueHue AUC cyliecTBEeHHO HE M3MEHSIOCh. Y MAlUEeHTOB C
HapylieHneM (yHKIMM TeYeHW JIeTKOH W CcpenHed  cTemeHed  ¢apMaKOKHHETHKA
¢unromumozdocdara He OLEHUBATACD.

VY manueHToB ¢ HapylieHneM (DYHKIUW MEYSHH JIETKOUW cTerneHn Ti, OCTaeTcs HEU3MEHHBIM, C
HapyIICHUEM CpelHEH U TSHKEJIOW CTeNeHH — yBeTuunBaeTcs npumepHo Ha 50%.

OUHTOUMO/ HE CIeIyeT MPUMEHSTh Y MAIlUeHTOB C TSHKENBIMU HAPYIICHUSIMHU (DYHKIIMU TTEYSHH
(xkmacc C mo winaccudukanuu Yainna-I1pr0). Y mnanueHToB ¢ JIETKUMH W YMEPEHHBIMU
HapyIICHUSIMHA (DYHKITUN TIeYeHN (PUHTOIMMO]T CIISAYET HAYWHAThH TIPUMEHSTH C OCTOPOKHOCTHIO.
Tayuenumor mnaowe 18 nem

PaBHOBecHas koHIeHTpaIus puHronumozAdocdara cxoxa y B3pochbix U aereit crapiie 10 mer.
bezomacHocTh M 3 pekTHBHOCTE MpuMeHeHUsT (puHTOMMMOIa Y manueHToB Miaame 10 jer He
H3yYCHA.

Tloowcunvie nayuenmoi

Knunudeckuii ompIT mpuMeHEHUs (GUHTOJIMMOJAA y TAIMEeHTOB B BO3pacTe crapiie 65 mner
OorpaHWYeH. Y MalUeHTOB B Bo3pacTe 65 JieT W crapiie (UHTOIUMOJ CICIYyeT NPHUMEHSTH C

OCTOPOKHOCTBIO.
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(NOCNEQCBATENEHOCTE 0003)

Ton u smuuvueckas npuHa()ﬂe.?/CHOCWlb

Ilon m »THHMYecKas NPHUHAIJIC)KHOCTE HC OKa3bIBAOT KIIMHUYCCKU 3HAYMMOI'0 BJIMAHUSA Ha

dapmakokuHETHKY (puHTOIUMO A U PuHTOoIIMMOA(ochaTa.

IHoka3anusi K NpUMeHEeHUI0
® PEMUTTUPYIOIIUM PACCESIHHBIM CKJIEpO3 — Y B3pOCHbIX M jerei crapmie 10 jer i
YMEHbBILIEHUSI  YacTOThl  KJIMHUYECKUX  OO0OCTpeHHil OO0JIe3HM M  CHIDKEHHS  pHCKa

IPOrPECCUPOBAHUS HETPYIOCIOCOOHOCTH.

IIpoTuBonoKa3zaHus

® TUIEPUIYBCTBUTEIBHOCTH K (PMHTOIMMO/TY WIIH K JIF0OOMY U3 BCIIOMOTATEIIbHBIX BEUIECTB,;

® BBISIBJICHHBI HIMMYHOIC(OUIIUTHBIA CHHIPOM;

® [IOBBIIIEHHBII PHCK  ONIOPTYHUCTHYECKUX  WHQCKIIHIA, B TOM qyucie y
UMMYHOKOMIIPOMETHUPOBAHHBIX MMAIMEHTOB (B TOM YHCJIC MOJYYAIOMUX UMMYHOCYIPECCHBHYIO
TEpaNui0 B HACTOSAIIEE BPEMs WM MMMYHOKOMIIPOMETHPOBAHHBIX 32 CUET NpPEIIICCTBYIOMICH
Tepanun);

e TspKkenmas WH(QEKIWS B aKTUBHOW (a3e, aKTUBHAS XpOHHWYECKas WHQEKIUs (TermarTur,
TyOepKynes);

® BBLISIBJIICHHBIC 3JI0OKAYECTBEHHBIC HOBOOOpa30BaHUS B aKTUBHOM (hase;

e HapylieHne QyHKIUH nedeHn Tspkenoi crenenn (knace C mo xknaccudukanmu Yaina-I1s10);

e uH(DAPKT MUOKap/a, HECTAOMIIbHAS CTEHOKAPMS, HHCYJIbT/TPAaH3UTOPHAS UIIIEMUYECKas aTaka
(TUA), nexommeHcHpOBaHHas CepJeYHas HEJOCTAaTOYHOCTH (TpeOyrolias TOCIUTAIN3AINN),
cepaeunas uHemocratognocts II-IV kmacca mo NYHA (New York Heart Association) 3a
rnocaeaaue 6 MecsIcs;

e TsDKeNas ceplieuHas apuTMUs, TpeOyrolas aHTHAPUTMUYECKYIO Tepanuio npenaparamu la i
III xnacca;

® aTpUOBEHTpUKYIspHas Onokana (AB-Omokama) tuma Mobutn Il 2 cremenu, AB-6mokana
3 cTeneHu, CUHIPOM ClIad0CTH CUHYCOBOTO y3Ja - IPU OTCYTCTBUU KapAUOCTHUMYIISITOPA,;

e ucxoanbii uaTepBan QTc >500 mc;

e OepeMEeHHOCTh U MEPUO/I TPYAHOTO BCKAPMIIMBAHHUSI.

OddextuBHOCTF H 0Oe30macHOCTh MNpUMeHeHHs] ¢uHTONMMOoAa y naeted mo 10 mer He

YCTaHOBJICHBI.

Mepbl IpeI0CTOPOKHOCTH MPH MPUMEHEHUH

bpaouapummus
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B Hayane npumeHeHus! GUHTOIMMOAA OTMEYAETEs npexdEL{mee E}%Iﬁém][_gqéb -ﬁ0¥0'pée MosKeT

COMPOBOXKAATHCS 3aJEPKKOM aTPUOBEHTPUKYJIIPHOTO MPOBECHHUS, BKIIIOYAsl OT/ACNbHbBIE CIy4au
npexosiiei nosHoit AB-610kaibl, pa3peniariieics: CHOHTaHHO.

YCC mnHaumHaeT CHWXKATbCA B TeYeHME | wyaca mocie NepBOro IpuemMa Ipenapara, a
MaKCHMaJbHOE CHH)KEHUE OTMEUaeTCsl MPUMEPHO 4epe3 6 4acoB. DTOT MOCIEA030BbIH 3 dexT
COXpaHsieTcs Ha MPOTSYKEHUH MOCIEAYIOIIMX JHEH, X0Ts, KaK IPaBUIIo, B 00Jiee JIETKON CTEIEHH;
B TEUYCHHE TOCICAYIONIUX HEJelb OH OOBIYHO CXOAWT Ha HeT. [Ipw mpomoInKeHWH JIeYeHUS
cpennsast YCC Bo3BpallaeTcsi K MCXOAHOMY YPOBHIO B TeueHue 1 mecsna. OgHako y OTIeIbHBIX
naureHToB UCC K KOHIy IEpBOTO Mecslia MOXKET HE BEPHYTbCS K HCXOJAHOMY YPOBHIO.
Hapymienust npoBoAMMOCTH, KaK MPaBUIIO0, OBLIN TMPEXOIAIINME U HE TPOSBISUIUCH KIIMHUYECKH.
OObIYHO OHU He TpeOOBaIM JICYCHHS M pa3pelialiuch B TEUEHHE NMEPBBIX 24 vacoB Ha (oHE
npuMmenenus mnpenapata. [Ipu neobxomumoctn YCC, cHKEHHash B pe3yibTare MPUMEHEHUS
¢buHTrOIMMOa, MOKET OBITH MOBBIIICHA 32 CYET MApEHTEPATbHOTrO MPUMEHEHUS aTPONHHA WU
U30IPEHAINHA.

Bcewm nanuentam cnenyet nposectu DK u uzmeputs AJl 10 Hauana npuema mpenapara u yepe3
6 JacoB mocie mpuema MnepBoi A03bl. Beex manueHToB HEOOXOAMMO HAOIIOAaTh B TeueHue 6
YacoB Ha MpeaMeT MPU3HAKOB U cUMNTOMOB Opanukapauu, uzmepss YCC u AJl kaxapiii yac. B
TEYEHUE AITOro 6-4acoOBOr0 IMEpUOAa PEKOMEHIYETCS IPOBOJUTH HEMPEPHIBHBINA (B peaTbHOM
Bpemenu) DKI'-MOHUTOpPHUHT.

[Tpu pa3BuTHH CUMITOMOB OpaJvapUTMHH Ha (OHE TEparnuu MpenapaToM HEOOXOAUMO HAYaTh
COOTBETCTBYIOIIME MEPOIPUATHS, 00eCTIeunTh HaOII0eHNE MAalMeHTa BIUIOTh O KYMHUPOBAHUS
JaHHOTO cocTosiHMs. [Ipu HEOOXOTUMOCTH JIEKAPCTBEHHOM Tepamuu B TEPUOJ MOHUTOPHUHTA
nocjie mpueMa MepBoil 10361 HEOOXOAUMO MPOUIUTH HAONIOAEHNE, IO MEHbIIEH Mepe, 10 yTpa
CJIETYIOIIETO HS, U TIOBTOPUTH 00CIe0BaHNE, aHATIOTMYHOE HAOIIOICHHUIO TTOCIIE TIEPBOM J103HbI,
noclie mpruemMa BTopoii 103slI nipenapata Gunronumon Meaucopo.

Ecnu uwepes 6 gacoB mocie npuema nepoi 10361 YCC HaXoauTCs Ha MUHMMAIBHOM YpPOBHE
(yka3bIBas Ha TO, YTO (hapMaKOAMHAMUYECKUI APPEKT Ha Cep/le, BO3SMOXKHO, €lle HE MPOSIBUIICS
B MaKCHUMAaJIbHOHM CTEeNeHH), HaOMIoeHne cleayeT MPOJUINTh ellle Mo KpaifHeil mMepe Ha 2 yaca
uim 110 tex nop, noka YCC BHOBb He noBwicutca. Kpome toro, eciiu YHCC yepe3 6 yacoB mocie
npueMa Iperapara cocTaBisieT <45 yI/MUH Yy B3pOCHBIX, WM <55 yI/MHUH y jAeTed crapiie
12 met, wm <60 yn/mun y aereit or 10 go 12 net wim npu BnepBbie Bo3HUKIIEeH AB-0iokazne
2 crenenu unu Beie 1o gaHHeIM ODKI' uyepe3 6 uvacoB mocie mpuema mnpemnapara, WIH €ClH
unTepBan QTc mo OKI cocraBnsier >500 mc, creayer MPOBOAUTH JAOMOIHUTENBHOE HAOMIOIEHUE

(mo kpaiiHell Mepe, A0 CIEAYIOLIET0 yTpa WU 0 TeX MOp, MoKa HapylIeHUs He pa3pelarcs).
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MPOJUVICHHOTO MOHUTOPHUHTA (TI0 KpaitHel Mepe, 10 CIEAYIOIIEro yrpa).

VY manueHToB, MOTYyYaBIIMX JeUYeHHE (PUHTOIMMOIOM, 3aPETHCTPUPOBAHBI OYEHb PEIKHE CIydYau
unBepcuu 3yona T va OKI'. B cinyuae BwisgBieHHS MHBepcuHu 3yona T HE0OXOAMMO HCKIIOYUTH
HaJM4Me APYruX IPU3HAKOB HIIEMUHU MuoOKapaa. Ilpum momospeHMm Ha MIIEMHIO MUOKapaa
pEeKOMEHIyeTCsl 00pPaTUTHCS 32 KOHCYJIbTAIlEeH K KapAnOJIOoTy.

B cBa3M ¢ pUCKOM pa3BUTHsA CEPBE3HBIX HAPYIICHWM puTMa cepaua npenapar OUHroammon
Menucopd He crneayeT MNPUMEHSATh y MAalMEHTOB C CHHOATpUalIbHOM  OJOKaoi,
CUMITOMAaTUYEeCKOW OpaaukapIuell Wil MOBTOPHBIMU 3MHU30J]aMU CHUHKONAIBHBIX COCTOSIHHM B
aHamHe3e, C CYIIECTBeHHbIM yanuHeHueMm uHtepana QT (kenckwii mom: QTc >470 mc (crapuie
18 ner), QTc >460 mc (10-18 net); myxckoit mo: QTc >450 mc (crapure 10 ser)). [Tockonbky
MEPEHOCUMOCTh BBIPAKEHHOW OpaauKapIuu MOXET ObITh CHUKEHA Y MAI[MEHTOB C OCTAaHOBKOMU
cepala B aHAMHE3€, HEKOHTPOJIHUPYEMOW apTepHAIbHOW THIEPTEH3MEH WIM TSHKEIbIM
CHUHJPOMOM aIlHO3 BO CHe, npenapar ®uHrosnMoa Menucopd He ciieyeT NPUMEHSTh Y TaKUX
NAlUEHTOB. Y TakuX MalUMEHTOB IPUMEHEHHE Ipenapara BO3MOXKHO TOJBKO B Ciydae, €Clld
mpeJrnoiaraemMas mojb3a MPeBbIIaeT MOTCeHIUAIbHBINM pUcK. [Ipu HeoOXoIuMMOCTH IPUMEHEHUS
npenapara y HAlMEHTOB JaHHOW KaTEeropuu CIEAYeT IMPOBECTU KOHCYJIbTALMIO KapJIuosora
nepe HauyajaoM TEparuu i BHIOOpa ONTUMAIbHOTO MOHUTOPUHTIA CEPIEUHON JEATENbHOCTH, I10
KpailiHEN Mepe 10 yTpa CIAEAYIOLIEro JAHS.

[Ipumenenue ¢GuHromMMoOIa y TMANUMEHTOB C  apUTMHAMH, TPEOYIOIIMMH  JICYCHHUS
AHTHAPUTMUYECKUMH CpeICTBaMH Kiacca la (Hampumep, XUHUAMH, Au3onupamua) win kinacca 11
(Hampumep, aMHMOJapoH, coTajoj), He u3ydanu. Ha ¢oHe mpuMeHeHHs aHTHapUTMHUYECKHX
cpencTB kiacca la wnm xnacca 11l y manmenToB ¢ Opagukapaveil oTMeUanuch cllydau MUPYITHOU
taxukapaunu. [lockonbKy B Havane nmpuMeHeHus (uuronumona ormeuaercs cHwxkenue YCC,
npenapat @uHroaumon Meaucopd BMecTe € JaHHBIMHM JIEKAPCTBEHHBIMH CpEICTBAMU
IPUMEHSTDH HE CIIeyeT.

OnbIT npuMeHeHus! (PUHTOIMMO/1a Y MallMEeHTOB, MOJYYaroIMX COMYTCTBYIOUIYIO Tepanuio Oera-
aipeHO0I0KaTOpaMy, aHTArOHUCTAMHU KaJIbIIMEBBIX KaHaioB, cHIkaommMu YCC (TakuMu Kak
BepamaMmil WIM JAWITHA3eM), WIM JAPYrUMM Ipernaparamu, cnocoOHbIMH cHukarb YCC
(Hanpumep, uBaOpaanH, TUTOKCHH, HHTUOUTOPBI XOJIMHACTEPa3bl WM MUJIOKAPIHUH), OrPaHUYEH.
[Tockonpky B Hauane mnpumeHeHus ¢unromumonaa YCC Takke CHIKAETCs, NPUMEHEHHUE
Ha3BaHHBIX MpENapaToB B Havaje JedyeHus npenapatoM @uuromumon Meaucopd MoxkeT
OpUBECTH K TshKkenmol Opaaukapauu U AB-Omokage. B cBs3M ¢ MOTEHIMAIBHBIM
nononHuTenbHbIM BiaussHueM Ha YCC npenapar @unronumon Menucop6 He cieayeT HauMHATh

MNPpUMCHATE Y NaOUCHTOB, KOTOPBIC OJAHOBPCMCHHO IIPUHUMAIOT AJaHHBIC IIperaparThl.
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JUIIb B Cllydae, €CIM MpeArnoiaraeMasl mojib3a MEepeBElIMBacT MOTCHIUATbHBIE pUCKHA. Ecmm
paccMaTpuBaeTCs BOMPOC O MPUMEHEHHWH Tpenapara, TO J0 Hadajga ero MPUMEHCHHs CIeIyeT
oOpaTuThCcsl 3a KOHCYyJbTalluell K KapIUOJIOTy OTHOCHUTENIbHO TMIepeBojJia NalMeHTa Ha
JieKapcTBeHHbIE npenapaThl, He cHKaronme YCC. Ecinu otMena npenaparta, cHuxkarouiero YCC,
HEBO3MOJXKHA, CIIEJIyeT OOpaTHThCS 32 KOHCYJIbTAIlMEH K KapIUOJIOTy OTHOCUTEIBHO ONPEAeICHUS
HaJIeXKAIIEro HAOIIOIEHUS TIOCTIE TIEPBOM 103bI; PEKOMEHAYETCS MPOAJICHHOE HAOIOICHUE, 110
KpaitHeil mepe, 0 cienytouiero yrpa. Ilpu Bo3oOHOBiIeHHH Tepanuu mpenapatoM OUHTOIUMOJ
Menucop0 Bausiaue Ha UCC U aTpHOBEHTPUKYIISIPHYIO IPOBOJUMOCTD MOXKET MPOSIBUTHCSI BHOBb
B 3aBUCHUMOCTHU OT JUTUTEILHOCTH MPEIICCTBYIONICH Tepanuu U BpEMEHHU MPEPHIBAHUS TEPAITHH.
HaGmroneHue, kak 1 mocje npuema mnepBoil 10361, HE0OX0IMMO B CTy4ae MpephIBaHUs TePaIuu:

- Ha | geHb u OoJee B T€UCHHE MEPBBIX 2-X HEJENb TePaInu;

- Oojiee ueM Ha 7 nHel Ha 3-# uau 4-i Hedene JIeYeHM,

- Oostee yeM Ha 2 HeJENH MOCTIe TOTO, KaK JICYSHHE TPOI0JDKAIIOCh Ooiee Mecsa.

Ecin nedenue mpepwiBacTcs Ha 0oJjiee KOPOTKUN MPOMEKYTOK BPEMEHH, YeM YyKa3aHO BBIIIE,
JiedyeHue clieyeT IPOAO0KaTh CO CIEeAYIOIIeH 3arIaHuPOBAHHOM T03bI.

Humepsan QT

[Tpu nmpumenenun ¢puHTOMIMMOA B 103aX 1,25 Mr wim 2,5 Mr mocie AOCTHKEHHSI PAaBHOBECHOTO
COCTOSTHUSI, HO, KOT/Ia elle HabI0JalIoCh OTPUIIATEIBHOE XPOHOTPOITHOE JISHCTBUE, OTMEUAIOCh
ynnuHenue untepsana QTcl (ckoppektupoBanHbiii nHTepBan QT 1Mo yacToTe Mysbca Ha OCHOBE
JaHHBIX KOHKPETHOTO TMAaIMeHTa) MO0 CPaBHEHMIO C HM3HAYalbHBIM TOKa3aTelleM 10 BEepXHEH
rpaauilsl 90% AU < 13,0 mc. He BIsIBIEHO 3aBUCHMOCTH BO3HUKHOBEHHUS YIJIMHEHUS HHTEpBaja
QTcl or mo3pl mpemapara ©W JUIMTEILHOCTH Tepamud. [lOBBIMIEHHOW 4YacTOTHI CIIydaeB
OTKJIOHEHHUS AnuHbl wuHTepBasia QTcCl oT HOpMBI (OIleHMBaeMbIX TO aOCOTIOTHBIM HIIH
MPOLEHTHBIM HW3MEHEHUSM OTHOCUTENbHO WCXOJHBIX 3HadeHHWi) Ha (¢OHE MPUMEHEHUS
¢buHroIMMO1a HE OOHAPYKEHO.

Kimandeckoe 3HaueHWE TONYyYEHHBIX JaHHBIX Hew3BecTHO. B wuccienoammsx mnpu PC
KIIMHUYECKH 3HaYUMBIX 3(hPexToB Ha JuHY nHTepBana QTC HEe oTMeuanoch, OAHAKO MAI[MEHTHI
C pucKoM y/uinHeHus unTepBana QT B KIIMHUYECKUE UCCIIEIOBAHUS HE BKIIIOUAIHCH.

VY manueHToB CO 3HAYMMBIMH (PAKTOpaMU PHCKa, HAIIPUMED C TUTTOKATHEMHUCH UM BPOXKJICHHBIM
ynmuHeHueM uwHTepBana QT, ciemyer m30erath NpUMEHEHHS JICKAPCTBEHHBIX IIPENaparos,
CHOCOOHBIX YIUTMHATH UHTEpBai QTC.

Hmmynocynpeccugnoe oeticmsue

OUHTONMMO/T OKa3bIBACT MMMYHOCYIIPECCHBHOE JCHCTBHE, B PE3yJIbTaTe HYEro y MaIMEHTOB

BO3pacTaeT pUCK MH(EKIuil (B TOM 4uCie OMMOPTYHHUCTUYECKUX HH(EKUIUH, KOTOPbIE MOTYT
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CMEPTHOMY OTYETY

B 0COOEHHOCTH KOXHbIX. ClIeAyeT TIIAaTeJbHO HAOMIOAAaTh MalueHTa, 0COOEHHO MPU HATHYUH
COIYTCTBYIOIIMX 3a0oyeBaHWii WM (aKTOPOB pHCKA, HANpUMEp IMPEIIIeCTBYIOLICH
MMMYHOCYTIpECCUBHOM Tepanuu. [Ipu mojgo3peHun Ha MNOMOOHBIN PUCK Bpauyy CleIyeT B
WHAUBUAYAIbHOM MOPSAKE PACCMOTPETH BOIIPOC 00 OTMEHE TepaIuu.

Hngpexyuu

KitoueBbiM (hapmakogumHaMudeckuM 3PGEKToOM mpenapara sSBIseTcs 10303aBUCUMOE CHUKCHHE
KoruecTBa JiuMporuToB B nepudepuueckoit kpoBu a0 20-30% OT UX MCXOAHOTO KOJIMYECTBA,
00yCIIOBJIIEHHOE 00paTUMBIM TepepaciipeieeHueM JUMGPOLUTOB B TUM(OUTHBIX TKaHIX.

[lepen HayamoM Tepamuu MpPENapaToM CJIEAyeT MOMYYHTh pe3yabTaT OOLICKIMHUYECKOTO
aHaJM3a KPOBU C JICHKOIMTApHOW (DOPMYIIOH, BBIOJIHEHHOTO HA MPOTSIKEHUU TMOCIEIHUX 6
MECSIEB, MPEIIIECTBYIONIMX Hayally Tepanuy, WK MOCcie OTMEHbI MPEIIeCTBYIOIIEH TeparuH.
OOIIeKTMHUYECKUI aHAIU3 KPOBU TaK)Ke PEKOMEHJIYeTCsS MEePUOAMYECKU MPOBOIUTH BO BpeMs
Tepanuy, depe3 3 MecsAla W 3aTreM, Mo KpaiHeid mepe, | pa3 B rog, a Takke NMpH HATUYAN
npu3HakoB MHOeKnuu. [Ipu moaTBepKAeHHOM aOCONIOTHOM KojudecTBe auMdoruToB <0,2 X
10%/11, mpemapar ciexyeT OTMEHUTB 0 TeX I0p, OKA JAHHBIH [OKA3aTelb He BOCCTAHOBUTCS, TAK
KaK B KJIMHHYECKUX HCCIEIOBAHUAX Yy MAIMEHTOB C aOCONIOTHBIM KOJIMYECTBOM JUMQOIMTOB
<0,2 x 10°%/11 Tepanuio pHHrOIMMOOM IIPEKPAIATIH.

VY NanmueHToB C TSHKEIBIM aKTUBHBIM HH()EKIMOHHBIM 3a00JIeBaHUEM HEOOXOJMMO OTIIOXKHUTh
HAYaJo JICUCHUs MPernapaToM J0 pa3pelieHus JaHHOTO COCTOSIHHUSI.

Jlo Havana mpumeHeHus npemnapara OuHromumoa Meaucop0 y MaLUMEHTOB ClEAyeT OLIEHUTh
UMMYHUTET K BeTpsHOW ocme. [lammeHTOB, HEe WMEIOMMX B aHaMHE3€ JIOKYMEHTAIbHO
MOJTBEPK/ICHHBIX JTAHHBIX O TEPEHECEHHON BETPSHOW OCIe WM TOJHOTO Kypca BaKIIMHAIHH
npotuB Bupyca Varicella zoster (VZV), 1o Hayanma Tepamuu clieayeT o0CaeI0BaTh IS
BbIsIBNIeHUs aHTUTEN K VZV. B ciydae otcyrcTBus aHTUTEN K BUpycy VZV cienyer mpoBecTH
MOJHBIA KypC BaKIMHAIIMM 10 Hayaja Tepanuu mpenapaToM. [Ipm 3TOM Havajo JeYeHHS
npenapaToM CieAyeT OTIOXHTh MHUHMMYM Ha | Mecsi IUisi pa3BUTHS TOJHOTO MMMYHHOTO
OTBETa Ha BaKIIMHAIIUIO.

B pesynbraTte Bo3zaeilicTBus npenapara @uHroanMoa Menucopd Ha UMMYHHYIO CUCTEMY MOXKET
YBEIMYMBATHCS PUCK pa3BUTHS WHQEKIWH, B TOM YHUCIE ONMOPTYHHCTHYECKHX. Bo Bpewms
nedeHust npernaparoM ®duHrommMon Menucopd y ManuMeHTOB C CHMIITOMaMU HH(EKIIHOHHOTO
nporecca HEOoOXOAMMO NPOBOAUTH APQPEKTHBHbIE JAMArHOCTHMYECKHE U TEpaneBTHUYECKHUE
MEPOTPUATHSL.

[lpu omeHKe COCTOSIHHS TAIMEeHTa C IMMOJ03PEHHEM Ha WHQEKIUI0, KOTOpask MOXKET OKa3aThCs

CEphE3HOM, CIEeIyeT pPacCMOTPETh BOMPOC O €ro HAMpaBICHUH K Bpadyy, UMEIOIIEMY OIBIT
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Opeaynpex1aTh O TOM, 4TOOBI B Ccy4ae MOSIBICHUS CUMITOMOB MH()EKIHUU BO BpEMsl JICUECHUS,
OHH COOOIIANI O HUX CBOEMY Bpady.

ITpu pa3BuTHM cepbe3HbIX MH(PEKIMH HEOOXOAMMO PACCMOTPETh BOIPOC O BPEMEHHON OTMEHE
npenapata Punronumon Menucop0. Bo300HOBIATE jeueHwe mnpenaparoM OUHTOIUMO
Menaucop0 cienyer, TOJIbKO IOCIE OLEHKHU COOTHOLIEHUS MOJb3bl U PUCKA.

B noctpeructpaliluoHHOM NEPUOJE OTMEYEHBI CIy4yau Pa3BUTHsI KPUIITOKOKKOBOTO MEHHUHIHTA
(rpubkoBasi MHPEKIMs), MHOTJa C JICTAJbHBIM HCXOZOM, Iocie 2-3 JIeT JIeYeHUs IpenapaToM,
OJIHAKO TOYHAs CBA3b C UIMTEIBHOCTBIO TEpAlUM HE ycTaHOBJICHA. IIpu pa3sBUTHM CUMIITOMOB,
MO3BOJISIOMINX 3aMO03pUTh PAa3BUTHE JAHHOTO COCTOSHUS (HampuMmep, TOJIOBHOM 0oy,
COINPOBOKAAIOIIEHCA IICUXUYECKUMHU HApPYLIECHUSIMU, TAaKUMHU KakK CIYTaHHOCTb CO3HaHUS,
FaJUIIOLMHAIMY ~ W/WIM ~ U3MEHEHHWE JIMYHOCTH), CIeAyeT He3aMeIJIMTEIbHO IPOBECTH
COOTBETCTBYIOIIME AMATHOCTHUYECKHE MeponpusaTtus. [Ipy moarBepkKaeHMM OuarHosa cienyer
BPEMEHHO OTMEHUTh (UHIOJIMMOJ M HayaTb COOTBETCTBYIoulee JieueHue. Ecinu Tepamnuio
(¢uHroIMMOoa0M TpeOyeTcs BO30OHOBUTH, CJIEYET IPOBECTU KOHCYNIBTALUIO C BpauaMy pa3HbIX
crienManbHOCTEN (B YACTHOCTH, CO CHEIMATIMCTOM M0 HH(PEKIIUOHHBIM O0JIE3HAM).

B mocTperucrpalluOHHOM TIEpUOAE OTMEUEHBl ClIydaul pa3BUTHs  IPOrPECCUPYOLICH
MyJbTU(OKaNbHOU JelikodHedatonaruu ([IMJI). [IMJI - onnopTyHUCTHYECKOE HHPEKIIMOHHOE
3a0oneBanue, BbI3BaHHOE JC-BHPYCOM, C BO3MOXHBIM JICTAIBHBIM HCXOAOM WM TSKETION
uHBanmau3anued. Cioydan IIMJI Opimu oTMedeHbl HpuUMepHO depe3 2-3 roja NpPUMEHEHUs
¢uHromMMOZa B KayecTBE MOHOTEpalMM Yy MAaIMEeHTOB, paHee He IMOJIyyaBIIMX HaTalu3ymao,
XOTS B3aUMOCBSI3b C JUIUTEIbHOCTHIO TEPAMK B TOYHOCTH HEU3BECTHA.

[TomydyeHsl Takke MOMONHUTENbHBIE cooOmmeHuss o pa3Butuu [IMJI y marmueHToB, paHee
NOJyYaBIIUX TEPANHNIO HaTAIN3yMaOoM, JJIs1 KOTOPOTo yke u3BecTHa cBs3b ¢ [IMIL

Pazsutue IIMJI Bo3M0OkHO TOJBbKO ITpH nHuUIMposanuu JC-supycom. [Ipu npoBeaeHnu aHanusa
Ha Haymune JC-Bupyca HEOOXOIMMO YYMTBHIBATh, UYTO BIHSHUE JTHUM(ONEHHH HAa TOYHOCTh
pEe3yabTaTOB TECTHPOBaHWS Ha Hanmumuue aHTtuTenl K JC-BUpyCYy y MAIMEHTOB, MOJTYYaBIIMX
¢duHromMMO, He u3y4anocb. CTOUT OTMETUTH TaK)Ke, YTO OTPULATEIbHBIN pe3yIbTaT aHaIu3a Ha
Hanmuue JC-BuUpyca He HUCKIIOYAaeT BO3MOXKHOCTM uHOunuponanus JC-Bupycom B
nocnexaytomem. [lepen npumeHenreMm (GpuHroauMo1a HEOOXOAUMO, KaK MPaBUIIO, HE paHee, YeM
3a 3 Mecsma 1o Hadana Tepamnuu, npoBectd MPT-uccnenoBanue. [Ipu mpoBeneHnn MiIaHOBBIX
MPT-uccnenoBanuii, 4acToTa KOTOPBIX ONPEAENAETCS CTaHJApTaMU AUArHOCTHKH W KOHTPOJISA
tedueHus PC, cienyer coXpaHsATh HACTOPOKEHHOCTh B OTHOILIEHUH JIaHHBIX, KOTOPBIE MO3BOJISIOT
3anono3puth [IMJI. Takum obGpazom, mpoBenenue MPT moxxHO paccMaTpuBaTh Kak SJIEMEHT

MOBBIIIEHHOW HACTOPOKEHHOCTH y NAIMEHTOB C BBICOKMM pucKoM paszButus [IMIL Ilpu
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nogo3penun Ha [IMJI crenyeT HeMenJIeHHO TPOBECTH zu/fQ"'I:I'&%ﬁ%&@%ng’iﬂw—ﬂpﬁé'dzfégéﬁmb

neuenue npenapatom Ounroaumon Meaucop6 1o uckmoueHus quarsosa [IMJIL.

N3menenus Ha MPT, xapaxrepusie s 1IMJI, MOryr nposiBIATBCA paHblIe KIMHUYECKUX
MIPU3HAKOB WJIM CUMIITOMOB. Y NAlMEHTOB, MOJYYaBIINUX JIEKAPCTBEHHBIE IIPENapathl M0 MOBOLY
PC, nns xotopeix yctaHoBieHa cBs3b ¢ [IMJI, Bkimrodas (GUHrosmMMoj, HaOIIOAAINCH CITyYau
[IMJI, nunarHocTHpOBaHHBIE HA OCHOBaHMM AaHHbIX MPT, a Takxke Ha OCHOBAHMM BbIABJICHUSA
JHK JC-Bupyca B 1epeOpOCIHHANBHON KUAKOCTH MPH OTCYTCTBUU KIMHUYECKUX MPU3HAKOB
WJIM CUMIITOMOB, XapakTepHbIx st [IMJI.

BriBenenue ¢unHronmmmona mocie MpeKpalleHHs JICYSHUS MOXKET IMPOUCXOIUTh B TeueHue 2
MECSILEB, IIOATOMY B 3TOT IIEPHOJ HEOOXOAMMO COXPaHATh HACTOPOXKEHHOCTh B OTHOLUEHHUU
pasButHs uH(pekuui. IlanmeHTOB cleqyeT IPOMHCTPYKTHPOBATH O  HEOOXOIUMOCTH
HEe3aMeUIUTEIbHO CO00IaTh Bpauy 000 BCEX CUMIITOMaX MH(MEKIMH B TeUCHUE 2 MECALEB MOCIie
OTMEHBI (PUHTOJIUMO/IA.

B mocTperucrpanimoHHOM TepHOAE TPUMEHEHHs (PHHTOJIMMOJAA HAOIIOJAINCH — CIIydau
WHOHUIMPOBAHUS BUPYCOM NanmuuiomMbl 4denoBeka (BITY), Bkmowas mamwuioMy, JUCILIA3UIO,
6opomaBku u BIIY-accouuupoBannbiii pak. B cBs3u ¢ Tem, yTo ¢uHroaumojg obrnagaer
MMMYHOCYIIPECCUBHBIM JICICTBUEM, INI€pe] HayajioM Tepanuu npenaparoM OUHTOIUMOL
Menucop0, HEOOXOAUMO pacCMOTPETh BOMpoC O BakuuHanmuu npotuB BIIY ¢ yuerom
peKOMEHAaLUK M0 BaKUMHAUKU. Takke peKOMEHyeTcsl IPOBOJAUTh OHKOJIOTMYECKUM CKPUHUHT,
BKJIIOYas Ma3ok no llamaHukornay, B COOTBETCTBUU CO CTaHAAPTaMHM OKAa3aHHUS MEIULIMHCKOU
ITOMOLIH.

Makynapnwiii omex

[Tockonbky Ha ¢oHe Tepanuu (UHTOIUMOIOM B peKOoMeHJoBaHHOW no3e y 0,5% marueHToB
OTMEYaJOCh Pa3BUTHE OTEKa MaKyjbl ¢/0€3 KIMHHUYECKUX CHMIITOMOB IPEUMYIIECTBEHHO B
nepBble 3-4 Mecsla JIeYeHUs, PEKOMEHIYeTCsl TPOBOJIUTH O(PTanbMOIOTHYECKOe 00CIeJ0BaHNE
yepe3 3-4 Mecsua nocie Hadajia Tepanuu. [Ipu BBISBICHUM y NAIlMEHTOB HApYLIEHUN 3pEeHUs Ha
¢doHe mpUMEHEeHus IpernapaTta HEoOXOIMMO IPOBECTH OCMOTpP TIJIA3HOTO [HA, B TOM 4YHCIIE
MaKyJISpHOU 00JIacTH.

VY naunMeHToB C yBEMTOM B aHAaMHE3€, a TAK)K€ Yy MAlMEHTOB C COMYTCTBYIOLIUM CaxapHbIM
nuabeToM OTMEYaeTcsl TOBBIIIEHHBIH PHCK pPa3BUTUS MakyisipHOro oteka. llockonbky
NpUMEHEeHHe Tpernapara y manueHToB ¢ PC W CONMyTCTBYIONIMM caxapHbIM JHA0ETOM He
U3y4alloch, y TAIMEHTOB C CaXapHbIM JAMA0ETOM WJIM YBEMTOM B aHaMHe3€ PEKOMEHIYeTCs
IPOBOJUTH O(PTAIBLMOJIOTHYECKOe 00CIeI0oBaHNE 10 Havajda M BO BpeMs TEpalluu IMpernapaTom

®unromumon Menucopo.
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u3ydanu. B ciydae pa3BuTusi oTeka Makyibl JiedeHue npernapatromM ®Punromumon MenucopO
ClIeZlyeT MPEeKpaTuTh. PUCK pa3BUTHS MOBTOPHOTO OTEKa MaKyjbl IPU BO30OHOBICHUH TEPANTUH
npenapatoM OuHronmmoa Meaucop0 He uzydaincs. Pemienre o BO30OHOBICHUH TEpaIruu MOCe
pa3penieHuss MakyJaspHOTO OTEKa, CIEeNyeT NPUHMMAaTh C yYETOM MOTEHLIHAIBHOW IOJIb3bl U
PHCKa, CBSI3aHHBIX C IPUMEHEHUEM IIpenapara y KOHKPETHOTO MallMeHTa.

Hapywenue ¢pynkyuu nevenu

VY mauuentoB ¢ PC, momyuaBmux (pUHroaMMoj, OTMEYANIUCh CIydad MOBBIIICHUS aKTUBHOCTH
«IIEUYCHOYHBIX» (EPMEHTOB, B 0OCOOCHHOCTH anaHuHamuHoTpaHchepassl (AJIT), a Takxke ramma-
riyramuirpancdepassl  (ITT) u  acmapratammuoTtpancdepassr (ACT). B kimHHYECKHX
uccienoBanusx noselieHue aktTuBHocTH AJIT no yposus 3 x BI'H (BepxHss rpaHuiia HOpMbl)
WIH BbIIIe oTMedanoch y §,0% maiueHToB, moay4aBmux GUHroaIuMoa B 1o3e 0,5 Mr, u Julib y
1,9% nauuenTtoB, nmony4aBmux miane6o. [loseimenue g0 yposus 5 x BI'H otmeuanocs y 1,8%
NAIMeHTOB, NOdydaBmuX Quaroaumon, u y 0,9% mnanuentoB, monmy4yaBmux Iuiane6o. B
KJIIMHUYECKUX HCCIEIOBaHUAX (PUHTOIMMOJT OTMEHSUIH, eciii akTUBHOCTh AJIT moBsimanace 10
ypoBHsi >5 x BI'H. Ilpu Bo300GHOBIEHUU Tepamuu (UHTOIMMOJIOM aKTHUBHOCTH MEYEHOYHBIX
aMUHOTpaHcdepa3 y HEKOTOPBIX MAIMEHTOB MOBHIIIAJIACh CHOBA, YTO TOBOPHUT B IOJIb3Y CBS3U
JAHHOTO SIBIICHHS C IPUMEHEHHEM (UHTOIMMOAA. B KIMHUYECKHX MCCIEOBAHUSAX MOBBIIICHUE
AKTUBHOCTH aMUHOTpaHc(epa3 MOTIO BO3HUKATh B JIIOOOE BpeMs B XOJAE JICUYCHUS, OAHAKO B
OOJIBIIMHCTBE CIydyaeB OHO BO3HUKANO B mepBbie 12 MecsueB. Hopmanuzanus akTUBHOCTH
«MIEYEHOUHBIX» aMUHOTpaHC(pepa3 B CHIBOPOTKE KPOBH MPOUCXOAMIIA MPUOTUZUTENHHO Yepes3 2
MecsIa ocjie OTMEHb! GUHTOIMMO/A.

[Tpumenenue npenapata Gunronumon MeancopO y nalyueHTOB ¢ HApYLUIEHUEM (PYHKIIMH NTEYEHH
TSDKEJIOW CTeNeHH Ha MOMEHT Hauaia tepanuu (kinacc C mo knaccudukanuu Yaiina-Ileio) He
uccnenoBanock. [lpumenenne GUHroaIMMoa y Takux MareHToB MPOTUBOIIOKA3aHO.

[TockonbKy (PMHTOIMMO] OKa3bIBAET UMMYHOCYIIPECCUBHOE JEHCTBHUE, Y MALMEHTOB C aKTHBHBIM
BHUPYCHBIM T'€IaTUTOM HA4ajio TEPANUU CIEAYET OTJIONKHUTH JJO pa3pelIeHHs] JaHHOTO COCTOSIHUSL.
B mepuon mocTperucTpaliMOHHOrO NpUMEHEeHHs (PUHTONIMMOJIa HAOMIOAaNUCh CIydau pa3BUTHA
KJIMHUYECKH 3HAYMMOro mopaxkeHus nedeHu (cM. pasznen «Ilobounoe neiictBue»). IIpusnaku
MOpaXeHUsI TIeUEHU, BKII0Yasi 3aMETHOE IMOBBIILIEHNE aKTUBHOCTH «II€YEHOYHBIX» (EPMEHTOB B
CBIBOPOTKE KpPOBHU M TOBBIIIEHUS YPOBHS 00MIero OMIMpyOMHa, BOZHUKAIU YK€ uepe3 JIecATh
JHEeW 1oclie mpuemMa NepBOM /103bl, a TakXke ObUIM 3aperMCTPUPOBAHBI TOCIE JUIMTEIBHOTO
npuMeHeHHs. Coolmanoch 0 ciay4asx OCTpPOH INEeYEeHOUYHOM HEeZOCTaTOYHOCTH, Tpelyromeit

TPAaHCIIAHTAIIUX IICYCHU.
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PGKOMCHI[OBaH KOHTpPOJIb AaKTUBHOCTH  «II€ {eHOIIHbllEI))‘ =T 'I;Cﬂhl/l

OunupyOMHa Ha TPOTSHKEHMH 6 MeECsIeB, MPEANISCTBYIOIUX Hayaly Tepamnuu IpernapaTroM,
NEPUOANYECKUM KOHTPOJIb BO BpeMs TEpalud U B TEUEHUE 2 MECALEB II0CIE MPEKpalleHUs
npruema (pUHroIMMoa.

IIpy OTCYTCTBUM KIMHUYECKHMX IPOSBICHUI IOPAKEHUS IICYCHU OINPEACICHUE AKTUBHOCTHU
«MEYCHOYHBIX» TPaHCAMUHA3 PEKOMEHJOBAHO MPOBOAUTH B 1, 3, 6, 9 u 12 Mecsibl JeyeHus: u
nanee nepruoanyecku. [1oBbIIIeHNE aKTUBHOCTH «II€YEHOYHBIX» TpaHcamuHa3z >5 x BI'H tpebyer
0osee YacTOro  MCCIEJOBAaHUS  «II€YEHOUHBIX» (EPMEHTOB, BKJIOYas  OIpeE]eIICHUE
KOHIIGHTpaluuy OunupyOMHa M aKTHMBHOCTH IueslouHoW Qocdarassl. Ilpu moBTopHOM
MOJTBEPXKICHUH JAHHOTO pe3yibTara (aKTUBHOCTh MEUYECHOYHBIX aMHHOTpaHcdepas > 5 x BI'H)
npenapat @uaronumos Menucop0 cienyer OTMEHUTh U BO3OOHOBHUTH TEPAIHIO TOJIBKO IMOCIE
TOTr0, KaK aKTUBHOCTh II€YEHOUHBIX aMUHOTpaHc(hepas3 BEpHETCsl K HOPME.

Crnenyer HabmOJaTh 3a NAllMEHTAMM Ha MpeIMET HaJU4us PU3HAKOB U CUMIITOMOB ITOPAXKEHUS
NEYEeHU. Y MAIUEHTOB, KOTOpPhlE COOOLIAIOT O CHMIITOMAaX, TaKUX Kak TOIIHOTa HEU3BECTHOU
ITHOJIOTUH, PBOTA, OOJIb B )KUBOTE, TMCKOM(OPT B paBOM NHOApedephe, BHOBb BBISBJICHHAS HIIH
YCUJIMBAIOIASICS TOBBIIICHHAS YTOMJIIEMOCTh, aHOPEKCHS, JKEJITyXa U/UIM TEMHBIH LBET MOYH,
KOTOpbIE MOT'YT yKa3blBaTh Ha MOpPaXKEHUE ME€YEHU, HEOOXOMMO HEMEJICHHO IPOBECTH aHAJIN3
AKTUBHOCTH <«II€YCHOYHBIX» TPAHCAMHHA3 U MPOBEPUTH ypOBeHb OmimpyouHa. Ilpu Hammuwmm
KJIMHUYECKHUX IPOSBIIEHUH, COIIPOBOXKAAIOIINXCS MOBbIIeHneM akTuBHOCcTH AJIT B Tpu pasza u
YPOBHsI 00111ero OMiInpyOrHa B CBIBOPOTKE KPOBHU B JIBa pa3a BbIIIE HOPMBI, JICUEHUE NTPEnapaTom
®unronumon Menucopd crienyeT npekpatuTh. JledeHne He cieayeT BO30OHOBIATH /10 TeX Mop,
1oka He OyJleT Ompe/esieHa Ipyras pUurHa MPU3HAKOB M CUMITOMOB MOpakeHus nedeHu. [Ipu
BBISIBJICHUM 3HAYUTEIBHOTO TOPAXKEHHsS TeueHu (Hampumep, AakKTUBHOCTh I€YEHOYHBIX
amuHOoTpaHcdepaz > 5 x BI'H w/munu nosblmieHue ypoBHs OMiMpyOuMHA B CBIBOPOTKE KPOBH)
JIeYeHHE MPEenapaToM cielyeT IpeKpaTuTh. PemeHre o BO30OHOBICHUH JIeUeHUs Oy/IeT 3aBUCETh
OT TOTO, OIIPEAEIICHA JI APYyrasl IPpUYMHA ITOPAXKEHUS IIEUYEHHU, a TAKKE€ OT COOTHOIICHUS MEXKIY
M0JIb30M OT BO300OHOBJIEHMSI JIEUEHUS U PUCKOM MOBTOPHOI'O PA3BUTHsI HAapyIIEHUS (QYHKIHUU
NIEYEHH.

Her naHHbIX, yKa3bIBAIOUIMX Ha TO, YTO y MAIUEHTOB C YK€ UMEIOIIUMCS 3a00JI€BaHNEM TI€Y EHH,
nosyyaronux npenapatr @uHronumon MenucopO, pUCK MOBBILEHUS MMOKazarened (yHKIUU
IIEYEHU yBeJIMYeH. TeM He MeHee, y MalMeHTOB, B AHAMHE3€ Yy KOTOPBIX HMMEETCS TSKEIO0e
3a0oneBaHue TneudeHw, npernapar @PuHromumon  Meaucopd  cieayeT  NPUMEHATH €
OCTOPOXKHOCTBIO.

Brusnue na pe3yibmanivbl CEPOTIOSUHECKO2O uccneoo8anust
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nepepacnpezieieHlsi UX BO BTOPHYHBIX JTUMQPOUIHBIX OpraHax), KOJMYECTBO JIMM(OLUTOB B
nepupepuyeckoil KpOBU HE MOXKET OBITh MCIIONB30BAHO Ui OICHKH KOJMYECTBA Pa3IMYHBIX
BUJIOB JIUM(OLMTOB Y IMALMEHTOB, MOJIyYarOIIUX (PUHIOIMMOA. Y MAIMEHTOB, MOJYYarolUX
(GUHroMMMOJ, JUIsl ONpENENCHHs] KOJMYeCTBAa MOHOHYKJIEapoB Tpedyercst 3abop OoJbInx
00BEMOB KPOBH (BCJIEICTBUE CHIDKEHUS YUCIIA IIUPKYTUPYIOIUX JTUM(OIUTOB).

Bnusnue na apmepuanvroe oasnenue

[TanMeHThl € HEKOHTPOJMPYEMOH apTepuallbHOM TIHIepTeH3uel, He ObUIM BKIIOYEHbI B
JIOPETUCTPALIMOHHbIC KIMHUUYECKUE HCCIIEAOBaHMs, IOITOMY B Cllyyae NMPUMEHEHMs Ipernapara
®unromumoa, Meaucop0d y MalMeHTOB € HEKOHTPOJIMPYEMOM apTepuaIbHOM THIEpTEH3UEH
TpebyeTcst cobIr0AaTh 0CO0YI0 OCTOPOKHOCTb.

B ximHuyeckux ucciaenoBaHuax y nauueHToB ¢ PC cpenHee NOBBIMIEHHE CHCTOJIMYECKOTO
NaByieHUs Ha (oHe NMpuMeHeHus ¢puHrosmmosa B 1o3e 0,5 Mr coctaBuiio NPUMEPHO 3 MM PT.CT.,
a IMACTOJIMYECKOTO JIaBJICHUS — NPUMEPHO | MM PT.CT.; JaHHBIA 3P PEKT MPOSBISIICS IPUMEPHO
yepe3 | mecsi mocie Hadana JeUYeHHUs W COXpaHsICsS Ha (OHE MPOMOIDKEHHs JieueHus. B 2-
JIeTHEM I1J1a1e00-KOHTPOJIMPYEMOM HCCIIEOBAaHUM apTepuaibHas TUIEPTEH3Us OTMevallach B
Ka4yecTBE HEXeJaTeJIbHOro sIBJIeHUS y 6,5% NalueHToB, NpUHUMAaBIINX (UHroaumo B aosze 0,5
MT, 1 'y 3,3% manueHToB, NpUHUMaBIIKX 11ane6o. Bo Bpems tepanuu npenapatom OUHTOIUMO]
Menucop0 cieayer peryiasipHo KOHTposmpoBath A/l

Hvixamenvuas cucmema

Yepes 1 mecsn mocie Hayajga MpUMEHEHHs (DUHTOIMMOA OTMEYaloCh HE3HAUMTENbHOE U
J10303aBUCUMOE CHIDKEHHE o0bema (opcupoBaHHOro Bbioxa 3a l-yto cekyHay (ODBIl) u
TG Gy3MOHHON CIOCOOHOCTH JieTkux 1o okcuay yriaepoma (DLCO); B nmanbHeiirnem
JOCTUTHYTBIE 3HAUEHUS JAHHBIX [apaMETPOB HE MEHSAJIUCh. Y MAIUEHTOB C TSXKEIbIM
pecrupaTtopHbIM 3a0o0sieBaHHEM, (pUOPO30M JIETKUX M XPOHUYECKOH OOCTPYKTHBHOH 00JI€3HBIO
JETKUX (PUHTOJIMMO/] CIIEAYET MPUMEHSATh C OCTOPOKHOCTHIO.

Cunopom obpamumoti 3a0nell dHyeparonamuu

B KJIMHMYECKHX M MOCTPETUCTPALMOHHBIX MCCIEA0BAHUAX OTMEUYEHBI PEIKHUE CIlydau pa3BUTHUS
CHHJIpOMa 00paTUMOI1 3a/iHel sHIedanonaTiuy Npyu NpuMeHeHnu ¢puHroiumona B go3e 0,5 mMr co
Cleyloled CUMITOMATUKONW: MHTEHCHBHAsI TrojioBHasi 00JIb ¢ BHE3alHBIM HayalloM, TOIIHOTA,
pBOTa, HapylleHHWE CO3HAHMSI, PacCTPOMCTBO 3peHust U cynoporu. CocTosiHue, Kak MpaBHIIO,
o0paTuMO, HO MOXET YXYIIIaTbCsi, B TOM UHUCIE TPUBECTH K HIIEMUYECKOMY WIH
reMOpPpPart4eckoMy HMHCYIBTY. 3aJiep’KKa B IIOCTAaHOBKE JIMArHo3a M JICYEHWU MOXKET BECTU K
CTOWKHMM HEBPOJOTHYEeCKUM HapyuieHusM. [Ipu momo3peHnn Ha CHUHIpPOM OOpaTUMON 3aaHel

sHIIedanonaTiu npuem npenapara Gunronumos MeaucopO cienyer NpeKpaTuThb.
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meyenue 3a0071e6aHUs.

HccnenoBannii mo oreHke 3(Q(PEeKTHBHOCTH W 0O€30MacHOCTH (DUHTOIUMOJIA Yy IAIMEHTOB,
NEepeBe/ICHHBIX Ha Hero c¢ TepudayHomuaa, aumeruindpymapata U aneMmry3dymada, He
npoBoawioch. [Ipu 3ameHe Tepanuu IpyrMMH MpernapaTamMu, MOAU(DUIMPYIOIMIMMU TEeUeHUE
3a0osieBaHus, Ha JedeHue mnpenaparom @Ounromumon Menucop0, cienayer MNPUHUMATH BO
BHUMAHHUEC MCEXAaHU3M I[CflCTBI/ISI paHeC MPUMCHACMOI'O IpCriapara, a TaKKC YUUThIBATH IICPHOLA
€ro TMOJyBbIBEJCHHUS BO U30ekKaHHE Pa3BUTHs CyMMapHOro yruetarouiero sddekra Ha
UMMYHHYIO cucTtemy. [Ipu sToM cinemyeT y4uThIBaTh PUCK peakTuBauuu 3abosieBanud. [lepen
HavyajgoM Tepamuu mpemapatoM DuHronmmMon Meaucopd cienyer MONy4YHTh pPe3yJabTaT
OOMIEKIMHIYECKOTO aHAIM3a KPOBU C JICHKOUMTapHOU (POPMYIIOH, BEITIOTHEHHOTO MOCIIE OTMEHBI
MpEeIIeCTBYIONIEH Tepanuu, YToObl yOeAUThCsl B MpEeKpallleHuH ee yruerarouiero 3ddexra Ha
UMMYHHYIO CUCTEMY (HampuMep, HIUTOTICHUN ).

Y TnanueHToB, TONy4YaBIIMX paHEe JICYeHUE HHTEPPEPOHOM WIIM TIJaTHpaMepa areraTtoM,
nedenue npemnapatom dunromumon Memucopd MOXKET OBITH HAYaTO HEMOCPEJACTBEHHO IOCIE
MpeKpaleHUs MPUMEHEHHS BBIIICYKa3aHHBIX MPEnaparos.

Eciu mepeBon ocymectBisiercss ¢ aumetuiadymapata, npenapat Puuroiaummon Menucopo
CICAYCT HaYMHATh NPHUMCHATH JIMIIb II0CJIAC 1NIC€PUOJa BbIMBIBAHHWA, JOCTATOYHOIO JJIA
BOCCTAHOBJIEHMSI ITI0Ka3aTeseil KpOBH.

Kak mpaBuio, nis MOJIHOTO BBIBEACHUSA HaTanu3ymada TpeOyercs 2-3 Mecsiiia ¢ MOMEHTa
MpeKpaleHus: Tepanuu. BeiBenenue TepudayHoMuaa U3 TIa3Mbl KPOBU MEUIGHHOE M MOXKET
3aHUMaTh OT HECKOJIbKHUX MeECSIeB A0 2 JieT 0e3 MPOBEACHHS MPOIEAYypPhl YCKOPEHHOTO
BBIBCICHUS.

Pexomenayercs mpuberath K mporieaype YCKOPEHHOH AJIMMUHAIMY, OMMMCAHHOW B MHCTPYKIIUU
M0 MEAMIIMHCKOMY TpHUMEHEHHI0 TepudiayHomuaa. B oTCyTCTBHE ATOW MpoOUEAYyphl MEPHOJ
BBIMBIBAHUA JOJKEH ObITh He MeHee 3,5 MecsieB. [Ipu mepeBojsie marMeHToB ¢ HaTaiIM3zymada
i tepudayHomMuia Ha npernapat Ounronumoa Meaucop0 cienyeT coOoaaTh OCTOPOKHOCTh
Y YYUTHIBATh BO3MOKHOCTh JOTOJIHUTEIBHOTO IEUCTBHS HA HUMMYHHYIO CUCTEMY.

AnemTy3ymMa0 OKasbIBaeT TIIyOOKO€ M MPOAODKUTEIFHOE HMMYHOCYIIPECCUBHOE JIEHCTBUE.
HOCKOJIBKy (i)aKTI/I‘—IeCKaSI JJINTEIIBHOCTH HO}106HOI‘O HCﬁCTBHﬂ HEHU3BCCTHA, IPHUMCHCHUC
npenapata ®uHronumos, Meaucopd 1mociie TpeKpalleHus Tepanuu ajieMTy3ymabom He
PEKOMEHIOBAHO, 32 UCKIIIOUEHHEM CIIy4aeB, KOT/Ia OXuJaeMasi MoJib3a MPEBBIIIAET BO3MOKHbBIN
PHUCK JIJIs1 KOHKPETHOTO MAIlMEHTa.

Pemenme o JJIUTCIIBHOM TIPUMCHCHHHU KOPTHUKOCTCPOUJOB B KAYCCTBE COIYTCTBYIOHIUX

MPENaparToB cleyeT MPUHUMATh MOCIIE THIATEIbHON OLEHKHU.
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[lpu npuMeHeHNH (GHUHTOIMMOAA OAHOBPEMEHHO C MOIIHBIMH HHIYKTOpaMH H30()EepMEHTOB
CYP450 crnemyer cobOmonaTth OCTOPOXHOCTh. OIHOBpEMEHHOE IPUMEHEHHE 3BEpo0Os He
PEKOMEHIYeTCS.

3noxkauecmsenuvie HO800OPA308aHUS

3nokauecmsenHvle HOB0VOPA308AHUSA KOHCU

VY nmanueHToB, NOTY4YaBIINX (PHHTOIMMOMA, OTMEUEHO pa3BUTHE 0a3abHOKICTOYHON KapIHOMBI
U JIpyruX HOBOOOpa30BaHUI KOXH, BKIJIIOYasl 3J0KAYECTBEHHYIO MEIAHOMY, IUIOCKOKJIETOYHYIO
KapuuHoMmy, capkomy Kamomm, kapuumHomy wu3 kietok Mepkens. Crenyer COXpaHATb
HACTOPO’KEHHOCTh B OTHOIIEHWH HOBOOOPA30BaHMU KOXKH, a B Hadaje JICUCHHUS] PEKOMEHIYETCS
IIPOBECTU METUIIMHCKOE 00CIIEI0OBaHUE C OCMOTPOM KOKHBIX IOKPOBOB. B mocienyroieM Takoe
o0cieioBaHUE PEKOMEHIYEeTCs MPOBOIUTH Kakaple 6-12 MecsleB MO YCMOTPEHHIO JIEYaIlero
Bpaua. [lpu oOHapyXeHUH TMOpa)KEHUI, BbBI3BIBAIOIIUX I[OJ03PEHUs, MalMeHTa CJIeayeT
HaNpaBUTh K JEePMaATOJIOTY.

[TpuHuMas BO BHUMaHHE PUCK Pa3BUTHSI 31I0KAY€CTBEHHBIX HOBOOOPAa30BaHUI KOXKH, MTALIMEHTOB,
MOJyYarolUX (PUHTOTUMO/I, CeAYeT MPEAYNPEAUTh 0 HEOOXOIMMOCTH UCIOIB30BaHUS CPEICTB
3amuThl OT Y®-u3nyuenus. Ha Qone npumeHeHuss (UHroaumoja MALUEHTHl HE JIOJDKHBI
noJy4arh (oToTepanuio ¢ ucrnois3oBanueM Y @-B uznydenus win poroxumuorepanuo PUVA.
Jumgpoma

B knmuHUYecKHX UCCIeOBaHUS U B MEPUOJI TOCTPETUCTPALMOHHOTO TPUMEHEHUsT (PUHTOIUMOA
HaOJIr0AaMKMCh cydan pa3BuTHs JIuMpoMbl. OnMcaHHbIe Clydyau ObUIM Fe€TePOreHHBIMU 0 CBOEH
NpUpoJie, B OCHOBHOM BCTpeyaslach HEXO/KKWHCKas iuMdoma, Briroudas B-xmerounsie m T-
kieToyHsle JuMpomel. Mmenn mecto ciydaum T-kinetoyHoil JMM@OMBI KOXH (rpUOOBUAHOMN
IpaHyJIeMbl).

Bosspam axmuenoco 3abonesanus (peyuous) nocie OmMeHvl Mepanuu  NPenapamom
Quneonumoo Meoucopb

B mocrtperucrpalliOHHOM TIEpUOJIE OTMEUAIMCh PEAKHE CIydaW TSOKEJIOro O0O0CTpeHUs
3a00JeBaHNs Y MAIMEHTOB, NIPEKPATUBIINX NMPUMEHATh puHronumos. Kak mpaBuio, yxyameHue
COCTOSIHUS TPOMCXOJIIIO B TeueHHe 12 Hezemb, HO TakKe ObUIM OTMEUYEHBI Cllyyau YXYALICHHS B
TeueHue 24 m OoJsiee HeIeNb IMOCJE OTMEHBI TepalHuH TpernaparoM. B cB3u ¢ 3TUM cliemyeT
coOiroaaTh OCTOPOKHOCTh MPU OTMEHE Tepanuu npenaparomM Punromumon Memucop6. Ecnu
HeoOXo/luMa OTMEHa Mpernapara, MNAIMeHTOB CIeAyeT HaOmoJaTh Ha TNpeAMET pa3BUTHS
COOTBETCTBYIOIMX CUMIITOMOB U NPU3HAKOB U MPOBOJAUTH HEOOXOIMMOE JIEUECHHUE.
Onyxoneno0obnvle ouacu OemMueasuHu3ayun

B nocrperucTpalliOHHOM  TEpUOJIE  BBIABICHBI  peAkue  ciaydan  (HOpPMHUPOBAHUS
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OIyXOJIEMOJOOHBIX OYaroB JeMHUEIHHU3ALNMY, CBﬂSa}f}RI;(:'EE%%‘ﬁ)EEW Pel =gl nﬂﬂlae

TSDKETIoro obocTtpeHus cienyer nmpoBectd MPT msi MCKIIOUEHHUS OMyXOJEMOJOOHBIX OYaros.
Jlevamemy Bpady cieayeT pacCMOTpPeTh Bonmpoc o0 oTMeHe mpenapara Ounromumon Meaucopo
VHIVBUAYAJIbHO, IPUHUMAsi BO BHUMAaHUE T10JI1b3Y U PUCKU Y KOHKPETHOTO MAllMEHTa.
Ipexpawenue nevenus guneorumooom

[Tocne oTMeHbI JieueHUs] (PUHTOTUMOJIOM HEOOXOIUM 6-HEAETbHBIN MHTEpBal 0e3 JIeUeHUs A
BBIBEJICHHSI (DMHTOJIMMOJIA U3 KPOBOTOKA; TAKOW CPOK OMPEAEISeTCS MEPHUOJOM TOTYBBIBEICHHS
npenaparta. [Ipu npekpamienuu nmpuema npenapara HeoOX0AUMO YYUTHIBaTh, YTO HOpMaU3alus
KOJINYeCTBA JMM(OIMTOB MPOUCXOAUT yepe3 1-2 Mecsua mociae MOCIEeTHEro NPUMEHEHUs
npenapata ®@uuronmumon MenucopO, XOTS B psiie CiIydaeB JAJsl TOJHOTO BOCCTAHOBIICHUS
TpeOyeTcst 3HAYUTEIbHO OoJbIIe BpeMeHH. [10CKONbKY MpH MPUMEHEHHH UMMYHO/ICTIPECCAHTOB
B TeyeHHe 1-2 MecdleB IMocie NpekpalieHus npuema mnpenapara duuronmumon Meaucopo
BO3MOYKHO [IOTIOJIHUTENIbHOE yrHeTarollee JeHCTBHE Ha HMMMYHHYIO CHCTEMY, HEO0O0XOAMMO
co0roaaTh OCTOPOKHOCTD IPY MPUMEHEHUH UMMYHOIEIIPECCAHTOB BCKOPE MOCIIE MPEKpalleHUs
JICUYEHUs IIPETIapaTOM.

bepemennocms, puck ona nnooa u konmpayenyus

B cBA3M C DNOTEHIMAIBHBIM CEPbE3HBIM PHUCKOM IS IUIOAA HEOOXOJUMMO HCKIIOYUTh
OepeMEeHHOCTh Yy KEHIUMH, O0JaJalolUX PENpPOIyKTUBHBIM IOTEHIMAIOM, IE€pel] HadajaoM
npuema mnpenapara Gunronumon Meancopd. MeTUIIMHCKOMY CIIEIUAUCTY CIEIyeT OOBICHUTh
PHUCKHU HETaTUBHOI'O BO3ACHCTBHSA IIpenapaTa Ha U0,

Bo Bpems Tepanuu mnpenaparom PuHromumon Meaucop0 crieayer u30eratb HacTyIICHHS
OepeMeHHOCTH U TNPUMEHATh 3(PPEKTUBHBIE METOJbl KOHTPALENIUU Ha HPOTSKEHUH BCErO
nepuoja Tepalluu U B TEUYEHHE 2 MeEcCAleB IOcie MpeKpalleHus Tepanuu. B cioyuyae ecnu
OepeMEeHHOCTh HACTynuia BO Bpems Tepanuu npenapatoM ®PuHromumon Meaucopb, ToO
HE00X0/IMMO paccMOTpeTh Bompoc 06 oTMmeHe mpenapara Punronumos MenucopO., TpuHUMas
BO BHHMaHUE pe3yJIbTaThl MHAWBUIYaJbHOM OLIEHKH MOJb3bl U PUCKOB KaK JJIi MaTepH, TaK U
st mnoga  (eM.  pasgen  «lIpumeHenume mnpu  OEpeMEHHOCTM W B TEpUOJA  TPYIHOTO
BCKApDMIIMBaHMS», a Takxke pasfgen «Mepbl NpefocTOpOoKHOCTH», monpasaen «Bosspar
aKTUBHOIO 3a0oyieBaHMs (peUMIUB) TOCIE OTMEHbl Tepanuu mnpenaparoM @OUHIOIMMOA
Menucop6»).

Hayuenmuor 10-18 1em

[lepen nHauamom mnpumeHeHus mpenapara PuHromumos Menucop0O ciexyer MPOBECTH BCe

BaKIIMHAIKU, PCKOMCHAOBAHHBIC MCCTHBIM KAJICHAAPCM ITPUBUBOK.

IIpumeHenne npu 0epeMEHHOCTH M B IEPHO/ TPYIHOI0 BCKAPMJINBAHUS

18



COOTBETLC TEH'ET SKCNEPTHOMY OTUYETY
oT 07.12.2023 K2 25791

KeHwunol ¢ coxpaneHHbiM penpoOyKMUSHbIM Nd menuuafﬂﬂ; %Eglgpﬁigie&ﬁ); li/ljfceﬂl;ﬁ{l:t 003)

[Tepen HauagoM NpUMEHEHUsT (PUHTOIMMO/IA CIEIYET MOMYYUTh OTPUIATEIbHBIM Pe3yIbTaT TecTa
Ha OEpeMEHHOCTh M TNPOMH(OPMHUPOBATH JKEHIIMH C COXPAHEHHBIM PEMPOTyKTHBHBIM
HOTEHIMAJIOM O CEPbE3HOM PUCKE JUIS IUIOJA U O HEOOXOAMMOCTU NMPUMEHEHHs 3PPeKTUBHON
KOHTpAlleNMN B TEYEHUE BCEr0 BPEMEHHM NPHMEHEHMs Ipernapara M OKOJO 2 MECSLEB I0cie
OKOHYAHHUS JICYEHHUs, 4TO OOYCIOBJIEHO JUIMTENbHBIM IIEPUOJOM BBIBEACHHUS Ipernapara H
COXPaHSIIOIIMMCSI PUCKOM JUIS IUIO/1A.

bepemennocms

Hmeromuecs: NOCTPErMCTpallMOHHbIE JIaHHbIE U CBEJCHUS U3 PErucTpa ciydyaeB OepeMEeHHOCTH
NO3BOJISIIOT ~ MpenmnojaraTb, 4YTO JiedeHHEe (PUHTOIMMOIOM CBA3aHO C  yBEJIHUYEHUEM
PacIpOCTPAaHEHHOCTH CEPHhE3HBIX BPOXKICHHBIX aHOMAJUi Pa3BUTHUSA 1O CPABHEHHUIO C 0OIIei
MONYJISALIUEH.

Ha npotsikeHnn Bcero BpeMeH! IPUMEHEHUs Ipernapara ciaelyeT IpUMEHATh HaIeKHbIE METObI
KOHTpAllenIuil W u30eraTtb HACTyIUIEHHs OepeMeHHOCTH. B ciydae ecnmm OepeMeHHOCTh
JUArHOCTHUPOBaHAa BO BpeMs IPUMEHEHHUs IMpenapara HEoOXOJUMO pPAcCMOTPETh BOIPOC 00
OTMEHE Ipernapara, MPUHUMas BO BHUMAaHMUE PE3yJbTaThl MHIMBUAYaJbHON OLIEHKHU IOJIB3bI U
PHUCKOB KakK JUIsl MaTepy, Tak U 1 miaoja. CieayeTr NperocTaBUTh MEAUIIMHCKOE 3aKIIIOUEHHUE O
pUCKax HEraTMBHOI'O BO3JEHMCTBMs IpenapaTa Ha IUIOJA, a TakKe IPOBECTH KOHTPOJIBHOE
oOcienoBaHue (HapuUMep, yJIbTpa3ByKOBOE uccieoBaHue). Takke HE0OXOUMO IPUHUMATh BO
BHUMaHHME PHUCK TSDKEIOro oOOCTpeHus 3a00JeBaHMs Yy JKCHIUIMH, IPEKPaTHBILUX IPHEM
¢uHromMMOZa B CBSI3M C HACTyIJICHMEM OEpPEeMEHHOCTH WIM B CBS3M C IUIaHUPYEeMOH
OepeMEeHHOCThI0, TIO3TOMY IMalMEHTHI JOJKHBI OOCYIUThH C JIEYAllUM BpauoM albTepHATHUBHBIE
BapHAaHTHI JICUCHHUS.

B uccrnenoBaHusix Ha JKMBOTHBIX ObLIa BBISIBJICHA PENPOIYKTHBHAs TOKCHMYHOCTh, BKJIFOYABLIAs
rulenp MI0/1a ¥ MOPOKH Pa3BUTHUS OPraHOB, B YACTHOCTU HE3apallleHHe apTepHabHOIO MPOTOKa
U JeeKTbl MEXKeNyl0uKoBolW meperopoaku. Kpome TOro, M3BEeCTHO, 4YTO peLENnTop, Ha
KOTOpBIM  JeHCTBYIOT (uHroaumon (peuentop cduurosuH 1-docdara, yuacTByer B
dopMHpOBaHUU COCYAOB B 3MOpHoreHese. JlaHHble IO MPUMEHEHHIO (UHTOIMMOJA Y
OepeMEeHHBIX OIpaHUYEHBI.

Kennnam, nuaHUPYOIIUM O€pEMEHHOCTS, CIIEyeT MPEKPaTUTh MpUEM Ipenapara 3a 2 Mecsia
710 3a4aTusl.

[Ipu npocnexkTuBHON orenke Oomnee 600 ciyyaeB OEpeMEHHOCTH, 3aBEPIUIMBIIMXCS
XKHUBOPOXKIEHUEM, MEPTBOPOKICHUEM HIIM MpEepbIBAHUEM OEpEeMEHHOCTH BCIICACTBHE aHOMAIIUH
pa3BUTHS IJIOJIa B pe3ylbTare BO3JIEHCTBUS (PUHroiMMOIa Ha MaTh B NEPUOJ TeCTaluH,

3apCTUCTPUPOBAHHBIX B MOCTPECTUCTPALMOHHOM TMI€PHOAC, JOJA KPYIHBIX BPOXIACHHBIX
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AQHOMAJIMI pa3BUTHSI COCTaBHJIA MPUOITH3UTEIHLHO 3oy TTpan S@é-lfgﬂllé tOeTe” -f<ﬁ Vit YITHBIX

BPOXKJICHHBIX aHOMAJIMH pa3BUTHS B 00wIed momyssimuu coctaBisieT oT 2 1o 4 %. Ilarrepn
AHOMAQJIMH Ppa3BUTHS, 3apPETUCTPHUPOBAHHBIX HAa (OHE JieueHHUs (PUHTONIMMOJIOM, AHAJOTHYEH
TakOBOMY B OOIIeH MOMyNALKU, MPH ITOM YacCTbIMU CEPbE3HBIMU AHOMAIMSIMH Pa3BUTHS
SBIISIIOTCS:

. Bpoxnennsle  MOpoku  cepana,  Hampumep  IedeKThl  MEXIPEACepIHOH U
MEKIKEITYOUYKOBOM ITEPEropoIoK, rerpaaa dao;

. AHoManu Mmovex;

. AHOMaNIMU KOCTHO-MBIIIEYHON CHUCTEMBI.

CBeneHus O KJIACTEpU3AIMH CHEUU(PUUIECKUX AHOMAIUK CTPOCHHS, CBA3AHHBIX C JICUCHUEM
(UHTOIMMOIOM, OTCYTCTBYIOT.

Jannple 0 BIMAHUM (PUHTOTUMOJA HA COKPATUTENBHYIO JESTeNbHOCTh MAaTKH M POJBI
OTCYTCTBYIOT.

I'pyonoe eckapmnusanue

@UHroNMMO/ MPOHUKAET B MOJOKO JIAKTHUPYIOIIMX >KMBOTHBIX. YUYHUTBIBas BO3MOXKHOCTh
Pa3BUTHS CEPbE3HBIX HEXKENATEIbHBIX PEaKUUi y MIIAJEHIEB, MOIYYaolIUX TPYJTHOE MOJIOKO,
JKEHIIMHAM, TPUHUMAIOIUM (UHTOIUMO/, CJeAYeT MPEKPATUTh IPYAHOE BCKapMIIMBAHHUE.
DepmunbHocmo

JlaHHble TOKIMHUYECKUX UCCIIEI0BAaHUI HE CBUAETEILCTBYIOT O MOBBIIIEHHOM PUCKE CHUXKCHUS

dbepTunbHOCTH HA (pOHE TPUMEHEHUS (PUHTOIMMO/IA.

Cnocod npuMeHeHHus U 103bl

Jleyenne crnenyer HauMHATh WM MPOBOAUTH TOJBKO MOJ KOHTPOJIEM Bpaya, MMEIOLIErO OIMBIT
neuenus PC.

Jlo3bl

Pexomennyemas no3a npenapara y aereid u nopoctkoB crapiie 10 jet ¢ maccoid tena > 40 kr u
y B3pocibix coctaBisier 0,5 mr (1 kamcyna) BHYTph OAMH pa3 B CYTKHM BHE 3aBHCHUMOCTHU OT
BPEMEHU IpreMa MULIH.

HeoOxoaumo HabII0AaTh MAllMEHTa MOCIe MPUMEHEHHsI TIEPBOI 036l MpernapaTa OJUHAKOBO Kak
npu JieueHuu npemnapatoM OuHronumoa Menucop6, Tak U mocie mpreMa MnepBoii 10361, B CIydae
MpEpPHIBAHUS TEPATIUU:

- Ha | neHb 1 OoJiee B TeUEHUE MEPBbIX 2-X HElEb Tepanuy;

- Oosee yeM Ha 7 gHel Ha 3-ii uinu 4-i Heaene ICUeHus,

- OoJee yeM Ha 2 HCACIIN MMOCJIC TOI'0, KaK JICUCHHUC IMTPOJ0JIZKATIOCh Ooiee McECila.
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Ecnu neuenue mpepwiBaeTcsi Ha 0ojiee KOPOTKHIA npoMQlc_y;&E%);ﬁé‘}D;”EM 'yKIS'aHJO“ Ihne

JICYECHUE CIIEAYET IIPOAOIIKATh CO CIAEAYIOIIECH 3aIlJIaHUPOBAHHON J1O3bI.

Ilpexkpawenue neuvenus unzorumooom (cm. pasden «Mepvl npedocmopodcHocmu  npu
NpUMeHEeHUUY)

[Tocne oTMmeHbl JieueHUs: (GUHTOJUMOJOM HEOOXOAUM 6-HeleabHbIN MHTEpBaa 0€3 JIeUeHUs A
BBIBEJICHHSI (PMHTOJIMMOJIA U3 KPOBOTOKA JUISl TOTO, YTOOBI (DUHTOIMMO/T BBIBEJICS M3 KPOBOTOKA,
TaKOM CPOK OIpENeNsaeTCs MEPUOJOM IOJIyBBIBEACHUA npenapara. IIpu mpekpaiueHuu npuemMa
npenapara HeoOXOJUMO YUYUTHIBaTh, YTO HOPMAJIHM3ALMs KOJIUYECTBA JUMQPOLUTOB MPOUCXOIUT
yepe3 1-2 mecsua mocie MOCIEIHEr0 NMPUMEHEHUs (UHIOJUMOJA, XOTA B psAe CiIydaeB Ul
IIOJIHOTO BOCCTAHOBJIEHUSI TpeOyeTcss 3HAYUTENbHO OoJibllle BpeMeHU. B 3ToT mnepuon
HEOOXO/IMMO COXpaHSATh HACTOPOKEHHOCTh B OTHOIICHWM pa3BuTusi HHpekuuid. [lanmeHToB
cileflyeT MPOUHCTPYKTHPOBATH O HEOOXOJMMOCTH HE3aMeAJIUTEIbHO coo0LaTh Bpayy 000 Bcex
CUMIITOMaxX MH(EKIHH B TEYEHHE 2 MECsILEeB Mocie oTMeHbl (GuHroanmona. Ilockonbky mpu
IPUMEHEHUH HMMYHOJEIPECCAHTOB B TEUYEHHE 1-2 MecsleB Mocie MpeKpalleHus IMpuemMa
(¢uUHroIMMOJa BO3MOXXHO JIOTNOJHUTEIBHOE YIHETAIoIlee JEHCTBUE HAa HUMMYHHYIO CUCTEMY,
HE00X01UMO cOOIII0/1aTh OCTOPOKHOCTD MIPU MPUMEHEHUH UMMYHOJIETIPECCAHTOB BCKOPE MOCe
IIPEKPALLEHUS JICYCHUSI IPENApaTOM.

OCTOpOKHOCTH IIPU NPEKPALIEHUH TEpalluu (PUHTOJIMMOIOM TAKKE CleAyeT COOJ0/1aTh B CBS3U
c puckoMm peuuamBa. Ecim ormeHa ¢QuHronmMona HeoOXoauma, B TEPHOA IOCIE OTMEHBI
HalMEHTOB CleyeT Ha0JItoJaTh Ha MpeAMET NPU3HAKOB BO3MOKHOTO PELUANBA 3a00JI€BaHHUS.
Ilayuenmvr cmapuie 65 nem

VY namuenToB B Bo3pacte 65 ser u crapmie mnpemnapar dDuHronumon Memaucopl cnemyer
INPUMEHSTH C OCTOPOKHOCTBIO BBUJly HEJIOCTATKA JAHHBIX 110 0€30MaCHOCTH U 3P(EKTUBHOCTH.
Hapywenue ¢ynxyuu novex

B ximoueBbix uccnenoBanusx npu PC npumeHeHne (GUHToiMMo/1a y MalueHToB ¢ HapyIeHUsIMH
¢GyHKIIMM ToYeKk He wu3ydand. Ha OCHOBaHMM JaHHBIX HCCIEJOBaHMM M0 KIMHUYECKOU
(apMakoJIOoTuu KOPPEKTUPOBATh J03Y IpernapaTa y NalUeHTOB C HApYIIEHUIMU (YHKIIMU MOYEK
He TpeOyercs.

Hapywenue ¢ynxyuu neuenu

[Tpumenenue npenapara @uHronumoa Meaucop0 y NHaIMEHTOB C HApPYMIEHUSMH (QYHKIIHUU
neyeHu Tsokenou crenenu (kimace C mo knaccudukanuu Yaina-11s10) mpoTuBomoka3aHo.
Koppekmuu 1036l penapara y HalMeHTOB ¢ HApYIICHUAMHU (DYHKIMM TEYSHU JIETKON U cpeaHel
CTETIEHU TSKECTH He TpedyeTcs, OJHAKO CIeAyeT CoOMoJaTh OCTOPOXKHOCTh B Hayaje
MPUMEHEHHUS IIpernapaTa y MalueHTOB JaHHOM TPYIIIbI.

Caxapmuwiii ouabem
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HccnenoBanuii mo mnpuMeHEHHIO (DUHTONIMMOMIA Y HQE%H@QE%AE@%,%’ '::IL-EIEGFE;H%-' HE

npoBoAmsoch. HeoOxomumo coOm0gaTh OCTOPOXKHOCTH TPHU MPUMEHEHHWH TMIpermapara y
MAIMEHTOB JAHHOW KaTeTOPUU U3-3a PUCKA PA3BUTHUS MAKYJISPHOTO OTEKa. Y TaKWX MAIUEHTOB
CJIEZIyeT PEryJsipHO MPOBOAHUTH OPTAIBLMOJOTHUYECKHE OOCICIOBAaHHMS HA NPEAMET BBISBICHHUS
MaKyJISIPHOTO OTEKa.

Tayuenmor maaowe 18 nem

DddexTuBHOCTh U OE30MACHOCTh MPUMEHEHHS (PUHTOIMMO/IA y neTei B Bo3pacte A0 10 et He

YCTAHOBJICHBEI.

ITo0ouyHOE nelicTBUE

Pe3stome npopuns bezonacrocmu

JanHple 10 0€30MacHOCTH TNpPHUMEHEHHs (UHTOJIMMOJA TONy4YeHbl B JABYX IUtanedo-
KOHTPOJIUPYEMBIX KInHUUYeckux uccnenoBanusx |l dhaser u kmmuudeckom uccnenosanuu 1 daswi ¢
AKTHBHBIM KOHTPOJIEM Y B3pPOCIBIX MAIMEHTOB ¢ peuuauBupyromuM PPC. Obiiee yrcio maimeHTos,
nonyyaBmmx (uHromamon B no3zax 0,5 mr mwim 1,25 mr, cocraBmio 2431. B nByxnerHee miane0o-
KOHTpoJpyeMoe KinmHudeckoe uccienoBanne D2301 (FREEDOMS) Obuto Brimtoueno 854
B3POCIIBIX MAIMEHTa, MOMyYaBIIUX (PUHTOIUMOJ U 418 B3pOCTBIX MAlMEHTOB, MOIYYaBIIMX TUIAIe0o.
B nByxyetHee 1uianebo-KOHTpoMpyeMoe KiuHudeckoe uccrnenoBanue D2309 (FREEDOMS 1)
ObuTO0 BKJIIOUEHO 728 B3pocibix mnauueHtoB ¢ PC, momydaBmmx (uHromumon, u 355 B3poCIbIX
MAlMEHTOB, TOMyYaBIIMX IUIane00. B OOBeIMHEHHBIX JAaHHBIX ATUX JBYX HCCIECIOBAaHUN TPU
npuMeHeHnH (uHronumozaa B ao3e 0,5 Mr OTMEYaluCh CIEAYIOLIME Cepbe3HbIEe HeXenaTelbHble
peakiuu (HP): unbexkunun, mMakynspHblii oTek M mnpexojsmias AB-Oinokaga B Haudaie JIeYEHUs.
Hau6onee gacto (wacrora > 10%) npu npumeHeHnu ¢uHroimMoa B go3e 0,5 Mr HaOmogaIMCh
TPHIII, CHHYCHUT, TOJIOBHasi 00JIb, 1uapes, O0Jb B CIIMHE, TIOBBIIICHUE aKTUBHOCTH <IICYCHOYHBIX)
(depmeHTOB U Kamienb. CaMoit yacTol MPUUMHOM MpeKpaleHus Tepanuu GpuaroaumozoM (B gose 0,5
MT) SIBJISLTOCH TIOBBIIIIEHUE aKTHBHOCTH aaHuHaMuHoTpaHchepassl (AJIT) (2,2%).

HP B omnonernem wuccrnenoBannn D2302 (TRANSFORMS), BrmoumBimiM 849 B3poCibIX
MAIMEHTOB, MOJYYaBIIMX (PUHTOIUMO]] (B TPYIIE CPaBHEHUs MPUMEHEHHs WHTep(epoH Oera-la),
KaK MpaBUiIo, ObUIM CXOJHBI C II1al[e00-KOHTPOIMPYEMBIMU UCCIIEAOBAHUAMYU C YIETOM Pa3Inyuil B
HPOJOJKUTENIBHOCTH UCCIIEI0BAHMS.

PesroMe HexenaTenpHbIX PEAKIINM

Hwxe npencrasiensl HP, BbIiBIEHHBIE B pe3ynbpTare KIMHUYECKUX HCCIENOBAaHUN. (s oLeHKn
YacTOThl MCIOJIBb30BaHbl CIEAYIONIME KpPUTEpUH: odeHb uacto (>1/10); gacro (>1/100,<1/10);

Hedacto (>1/1000,<1/100); peaxo (=>1/10000,<1/1000); ouenr peaxo (<1/10000), gactoTa
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HEU3BECTHA (YaCTOTY BO3HMKHOBEHHS MOOOYHBI 3(1)(1)er&3':%QQ&EH%Tg%%E}&:&%QﬁHHH

MMEIOIINXCS TAHHBIX ).

Hnghexyuu u uneaszuu’. OYEHb 9aCTO — TPHIII, CHHYCHUT; 9aCTO — HH(ECKIUH, BRI3BAHHBIC BUPYCOM
reprieca, OpOHXHUT, OTPYOCBHAHBIN JHIIA; HEYACTO — IHEBMOHMS; YacTOTa HEU3BECTHA —
nporpeccupyromas MyjiabTudokanbHas JerkosHuedamonatus (IIMJI)**, kpunTokokkoBbie
uHpeKkun**,

Hobpokauecmeennvie, 310KauecmeeHubie U HeyMmoYHeHHble HOB00OPA306ANUS (BKIOYASA KUCTbL U
noAUNGL): 4acTo — 0a3aJbHOKJIETOUHAs KaplIMHOMA; HEYacTO — 3JI0KAYeCTBEHHAsl MeJaHoMa™ ***;
peako — JsmMmdoma***  MIOCKOKIETOYHAs KapiuuHoMa®™***; odeHp pemko — capkoMma
Kamom****; yacrora Hem3BeCTHa — KapIIMHOMA U3 KJIETOK Mepkems™**,

Hapywenua co cmoponvl kposu u aumghamuyeckoil cucmemvl: Yacto — JAMGOICHUS,
JICHKOTeHH ST, HEYacTO — TPOMOOIIMTONEHHSI; YaCTOTa HEM3BECTHA — MEepU(PepruIecKre OTeKu™**,
Hapywenus co cmopousi uUMMYHHOU  cucmeMvl. YaCcTOTa HEU3BECTHA — PEAKIUH
TUTIEPYYBCTBUTEIBLHOCTH, BKJIIOYAs ChHIb, KPAITMBHUIYY U aHTHOHEBPOTHYCCKUI OTEK Ha dTare
Hauasa Je4eHus ™ **, ayrTonMMyHHasi TeMOJTUTHYECKAsT aHeMUST * **,

Tcuxuyeckue napywienus: 9acTo — ACTPECCHs]; HEUACTO — JIEMIPECCUBHOE HACTPOCHUE.
Hapywenus co cmopomusvi HepeHol cucmemvl: OYEHb YACTO — TOJOBHasg OONb; 4acto —
TOJIOBOKPY)KEHHE, MUTPEHB; HEUACTO — CYIOPOXKHBIC MPUCTYIIBI, PEIKO — CUHAPOM OOpaTHMOMN
3agHel sHuedanronaTun®; Yacrora HEW3BECTHA — TSDKENOE YXYAIICHHE 3a00JIeBaHUs IIOCIEe
OTMEHBI Mpernapara.

Hapywenus co cmopoHvl opeana 3peHusi. 4acTO — HEUETKOCTh 3PEHHMsSI; HEUYACTO — MaKyJISIpHBIN
OTeK.

Hapywenus co cmoponwl cepoya: 9acto — Opaaukapansi, AB-0okana; o4eHb peIko — HHBEPCHS
3yoma T***,

Hapywenus co cmoponul cocy0os: 4acto — nopbienne AJl.

Hapywenus co cmoponbl 0blXxamenbHOU CUcmeMvl, OpeaHO8 2pyOHOU KIemKU U CPeOOCMeHUs.:
OYEHB YaCTO — Kallellb; 9acTO — OJIBIIIKA.

Kenyoouno-kuweynvle napyuienus: 0O4eHb 4acTO — TUapesi; HeyacTo — TOIIHOTa™  **,

Hapywenus co cmopomnsi neuenu u senuegpleo0sauux nymeti. 49acToTa HEM3BECTHA — MOPaKEHUE
neyeHu ™ **,

Hapywenus co cmopoHbl Kodicu 4 NOOKONMCHBIX MKAHell: 9aCTO — IK3eMa, aToNelHs, KOKHBIN 3y/1.
Hapywenus co cmopoHvl MbluieuHoll, ckelemHoll U cOeOUHUMeNbHOU MKAHU. 09€Hb 4acTo — 00JIb
B CIIMHE; YaCTOTa HEU3BECTHA — MUAIITHSI, apTPAIITHUSL.

061/Lﬂ/l€ HapyuweHus u peakyuu 6 mecme 66e0enusl; 4aCTO — aCTEHUS.
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Jlabopamopunvie u uHcmpymeHmanbHvle OaHHple. oudtit- wabz6l LB mbeiitcinte | atHEROCTH

«meueHouHbIX» (epmeHToB (AJIT, ramma-rnyrammnrpancdepassr (I'TT), CACT); uacro —
MOBBIIIEHUE KOHIEHTPAlUM TPUTIHUIEPUAOB KPOBH; HEYaCTO — HEHTPONEHUs; YacToTa
HEU3BECTHA — CHUKEHHE MACChI Tea.

* - HP ne ormeyanacs B uccienosadmssx FREEDOMS, FREEDOMS Il u TRANSFORMS. Yacrora
ykazaHa u3 pacuera Ha 10000 manueHTOB, MOMYYaBIIMX (UHTOIMMOJ BO BCEX KIMHHYECKUX
UCCIIC/IOBAHMSX.

** - TIMJI u KpUNTOKOKKOBBIE HH(PEKIIUU (BKIIOYAsT KPUIITOKOKKOBBIM MEHUHTHT) OTMEYAJIUCh B
MOCTPETUCTPALIMOHHOM TEPHOJIE.

*** - HP, 3aperucTprupoBaHHbIC U3 CHOHTAHHBIX COOOIICHUH U JTUTEPATYPHIL.

F*FE - kareropusi 4aCTOTHI BCTPEYAEMOCTH M OIIEHKAa PUCKOB OCHOBaHa M3 pacyera Ha >24000
NAIUEHTOB, OMy4YaBIINX (GUHTOTUMOJ B 103€ 0,5 MI' B KITMHUYECKUX UCCIIETOBAHMSIX.

Onucanue omoenbHbiX HeXCeaamelbHblLx peakuuﬁ

Hnghexyuu

[Tpu nmpuMeHeHUH (PUHTOJIMMO/IA B KIIMHUYECKUX HCCIeNOBaHUAX B jo3e 0,5 Mr y mamweHToB ¢
PC o6mas yacrota undexuuii (65,1%) Obl1a cX0AHOM ¢ TAKOBOI B rpyIIe mianeoo.

OnHako y TAaIMEHTOB, MOJYYaBIIMX (UHTONIMMOJ, Yalle OTMEUYaINCh WHMEKIHH HUXHUX
OTJICJIOB JILIXaTCIbHON CHUCTEMEI, B TICPBYIO O4epeb OPOHXUT, M B MCHBIIICH CTCTICHH HH(EKITNH,
BBI3BaHHBIC BUPYCOM TepIieca, U THEBMOHHUSI.

[Mpu neyenun ¢uHromumonoM B no3e 0,5 Mr ObUIM 3apeTUCTPUPOBAHBI HECKOJIBKO CITy4acB

AUCCEMHUHUPOBAHHOI'O I'€pIieCa, BKIIrO4Yasd Cjiydanu CO CMCPTCIIbHBIM HCXOJ0M.

Cnyuyan undexuun BIIY, Bkmrouas manuuiomy, aucmiasuio v BITU-accormmpoBaHHBINA pak,
HaOJII0aMMCh B TOCTPErMCTPALlMOHHOM Iepuoje MpUMEHeHHs (uHronmmona (cM. pasnen
«Mepbl MpeI0oCTOPOKHOCTH NP NMPUMEHEHHH»). B mocTperucTpaliuoHHOM NepHOAEe OTMEYEHBI
CJIydaul Pa3BHUTHUS ONMIMOPTYHUCTUYECKUX WHQEKIHA, BBI3BAaHHBIX BUpycaMH (HAmpuMmep, BUPYC
npocroro repreca (herpes simplex virus, HSV) uiu Bupyc onosiceiBatomero repreca (varicella
zoster virus, VZV), koTopble MOTYT MPUBECTH K MEHUHTUTY/IHLE(ATUTY), BUPYC, BBI3bIBAOLIHI
pazsutre I[IMJI (John Cunningham virus, JCV), rpuOkamu (Hampumep, KPHITOKOKKAMH,
BBI3BIBAIONIMMH KPUNTOKOKKOBBIH MEHHMHTHT) WIH OakTepusMyd (HalpuMep, aTHUITHYHBIC
MUKOOAKTEpUN), B TOM UUCIIE C JIETaJIbHBIM HCXOJOM.

Makxynapuwiii omex

B ximHuueckux wuccnenoBaHusx y mamueHToB ¢ PC yacToTa oTeka Makyibl NMpU HMPUMEHEHUU
¢bunromumona B go3e 0,5 mr cocrarmsia 0,5%, a mpu npumMeHeHnn B 60iee BRICOKOU 03¢ 1,25 Mr —

1,1%. B GonpMHCTBE ClTyyaeB pa3BUTHE MAKYJISIPHOTO OTEKa HaOII01al0Ch B TeUeHUE 3-4 MecsI1IeB
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rmocJie Havasia JieueHus. B psine cirydgaeB HaOmoancs orék 1;13;1&/%}; 6@“Mﬁ%em§ﬂﬂ0ﬂ3ﬁeﬁnn

(BBISIBJICHHBI TPH PYTUHHOM OQTAIBEMOJOTHYECKOM OOCIEIOBAaHMH), Y HEKOTOPHIX MAIlUECHTOB
MaKyJISIpHBIM OTEK COIIPOBOKIAJICS HEYETKOCTBIO 3PEHMsI WM CHHKEHHMEM OCTpPOThI 3peHus. Ilpu
MpeKpalleHu JiedeHUs: (PUHTOIMMOJIOM B OOJIBLIIMHCTBE CIIy4aeB IPOUCXOAUIIO YMEHBIICHHE
BBIPQ)KEHHOCTM WJIM CIOHTAHHOE pa3pelleHue JaHHOrO COCTOSHUS. PHCK  MHOBTOpHOTO
BO3HMKHOBEHUS 110CIJIE BO30OHOBJIEHNS TEPAIMM HE U3YUEH.

Yacrora pa3BuTHs MaKyJIspHOIO OTEKa MOBBIIIAJIACh IPU HAIMYMU B aHaMmHe3e yBeuTa (17% cpeau
MaIKMEeHTOB ¢ yBeuToM B aHamHese u 0,6% 0e3 TakoBoro).

[Tpumenenue ¢uHromumona He u3y4yanu y nauumeHToB ¢ PC u caxapHbIM AuaGeToM, KOTOPBIN
XapaKTEpU3YeTCsl BHICOKUM PUCKOM Pa3BUTHsI MAKYJISIPHOTO OTeKa. B KIMHMUYECKUX HCCIIEA0BaHUIX
y MAaIMEeHTOB C TPAHCIUIAHTAIMEeW MOYKH, Kyla ObUTHM Tak)Ke BKIIIOYEHBI MAIMEHTHI C CaXapHBIM
nuabeToM, MPUMEHEHHUE Mpernapara B J03aX 2,5 MI' U 5 MI' MPUBOJWIO K MOBBIIICHUIO YacTOTHI
Pa3BUTHSI MAaKYJISIPHOTO OTEKa B 2 pasa.

bpaouapummus

B xnmuHMueckux wuccinenoBaHusx y nanueHToB ¢ PC B Havane JedeHus IpenapatoM B
pEeKOMEHIyeMOl /03¢ oTMedaloch TpaH3uTopHoe cHkenne UYCC wu  3amenneHue
aTPUOBEHTPUKYJISIPHON MPOBOJUMOCTH, MPH 3TOM MakcuMmanbHoe cHibkeHne YCC Habmoganoch
B TeyeHue 6 4yacoB mocie npuema ¢uHromumona B noze 0,5 mr (cpennee cHmxenue Ha 12-13
ynapos B MuHyTy). YCC MeHee 40 ynapoB B MUHYTY Y B3pOCiIbIX U MeHee 50 y1apoB B MUHYTY Y
neTel mpu npuMeHenuu ¢uHroaumosa B go3e 0,5 mr ormevanack peako. YCC BosBparianachk K
UCXOJIHOM B TeueHHWe | Mecsla peryisipHOro npuMeHeHus npenapara. Kak mnpasuio,
Opagukapaus npoTekaga OecCUMITOMHO, OJIHAKO Y HEKOTOPHIX MAI[MeHTOB pPa3BUBAIKCH
CUMITOMBI cJIa00M U CpeHEH CTENeHH, BKIII0Yas apTepHalbHYI0 THIIOTEH3HIO0, TOJIOBOKPYXEHHE,
MOBBIIIEHHYIO YTOMJIIEMOCTh W/WMIM OUIyllleHue cepauedbuenus. IlepedrcieHHblE CHUMIITOMBI
paspelanich B TedeHHe 24 4acoB MOCJIe Hayaia JE4YEHNUs.

B xnuHnuecknx uccinenoBanusx y nanueHtoB ¢ PC B navane tepanun AB-6nokana I crenenu
(ywmnenue wunHTepBaia PR wa OKI) nabmonmanmace y 4,7% mnanueHTOB, MMOJTy4YaBIIUX
¢unromumon B noze 0,5 mr, y 2,8% manueHToB, moidy4yaBmux uHTephepoH oera-la u'y 1,6% B
rpynne miane6o. AB-OGmokama Il cremenn Obuta BbigBIeHa y MeHee ueM 0,2% B3pocibIx
MaIMeHToB, momy4aBmmx (uaromumon B mo3e 0,5 mr. B mocTtperucrparmoHHOM TepHoje
OTMEYEHBI CIIy4aW MPEXOJIAIeld, caMONPOU3BOIBLHO paspemiaromeics noaHon AB-0Gmokaasl B
TEUYEHHUE MEePBHIX 6 YacoB IMocje mpueMa nepBoi 1036l GUHroaMMoAa. CUMITOMBI pa3perainch
CaMOIIPOM3BONILHO. HapyiieHuss TpoBOAMMOCTH, HaONIOJAaeMble Kak B  KIMHUYECKUX
HCCJIEIOBAHMSIX, TaK U B IMOCTPETUCTPALIMOHHOM IE€PHOJE, KaK MPaBUiIO, ObUIM TPAH3UTOPHBIMH,

OCCCUMIITOMHBIMH M DPa3pelIajuch B TEUEHHE MEPBBIX 24 YacoB TOCe Hadayia JedeHus. Y
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U30MPEHATINH, OJHAKO OOJBIIMHCTBY MALMEHTOB MEIUIIMHCKOIO BMEIIATeIbCTBA  HE
TpeOOBaIOCH.

B nocrperucrpailnoHHOM Nepuoe ONUCaHbl U30JUPOBAHHBIE OTCPOUYECHHBIE CIIydau Mpexoasei
aCHCTOJIMM U HEOOBACHUMON BHE3alHOH cMepTH B TedyeHue 24 4acoB IOCIe MEPBOro Ipuema
npemnaparta Ha (oHE OJHOBPEMEHHOTO NPUMEHEHHUs IPYTUX JIEKAPCTBEHHBIX NpenapaToB H/WIIH
COITYTCTBYIOIIEH TAaTOJIOTUH, OIHAKO CBSI3b MEXIY IPHEMOM (HHTOJMMOAA W JAHHBIMH
COOBITUSIMM HE JI0Ka3aHa.

Apmepuanvroe dasnenue

B knuHMUYECKUX MCCIEIOBAaHMUIX MPU MPUMEHEHUH (QuHronuMona B go3e 0,5 Mr y mamueHToB ¢
PC ormeuanocr HeOoOnbIIOE MOBBIIEHHE cUCTOdIMYeckoro AJl B cpenHem Ha 3 MM PT.CT.,
nuacronudeckoro AJl — Ha 1 MM pr.ct. [loBbimenne AJl HabaroAaI0Ch NPUOIN3UTENBHO Uepes 1
Mecsll Mocie Hayajla JEYeHHs] M COXPaHSJIOCh NpPU MpoAoDKeHUH Tepanuu. [loBeimenue Al
O0TMEYaJIOCh y 6,5% MalUEeHTOB, MOJTYYaBIINX (UHTOIIMO]T B 03¢
0,5 mr (B rpynmne miane6o y 3,3% nanuentoB). [1o 1aHHBIM TOCTPETUCTPAITMOHHBIX HAOIIIOICHHIMA
cilyyau MoBbIeHUsT AJl OTMeuyaluch B TEUEHHE MEPBOr0 Mecslla JICYEHHUsS U B NEpPBbIM JIeHb
OpUMEHEHHs I[pernapara, IOpH 3TOM B HEKOTOPBIX CllyyasX TpeOOBajIoCh NPUMEHEHUE
THIIOTCH3UBHBIX IIPENapaToB WX IPEPhIBAaHHE JICYCHUS (PUHTOIMMOIOM.

Hapywenus ¢pynkyuu nevenu

B kxnuHMYecKMX MCCIelOoBaHMAX Y B3pociblX nanueHToB ¢ PC, mnosmyuyaBHIMX Jie4eHUE
(UHrOIMMOZIOM, OTMEYAJOCh IOBBIIIEHWE AKTUBHOCTH «II€YEHOUHBIX» (epMeHTOB. [Ipu
pekomennyemoit noze 0,5 mr B §8,0% ciaydaeB oTMEYasoch OECCUMIITOMHOE TOBBIMICHHE
aktuBHocTH AJIT >3 x BI'H u B 1,8% cnyuyaeB — B >5x BI'H. V HekoTOpbIX manueHTOB NpH
BO300HOBJICHMM TEpaluud OTMEYaJOCh MOBTOPHOE IOBBIIIEHHE AKTUBHOCTH «II€YEHOUHBIX)
TpaHCaMHMHA3, YTO NOATBEPXKJACT CBs3b C MpenapaTtoM. B KIMHHYECKMX HCCIEI0BaHUAX
MOBBILICHHE aKTUBHOCTU aMHUHOTpaHc(epa3 MOIJI0O BO3ZHHUKATh B JIF0OOE BpeMsl B XOJI€ JICUEHMUS,
OJIHaKO B OOJBIIMHCTBE CIIy4aeB OHO BO3HHMKano B mepBblie 12 mecsueB. Hopmanuzamus
aktuBHOCcTH AJIT B 1uiazmMe KpOBHM IMPOMCXOJMJIa MPUOIM3UTEIBHO uepe3 JBa Mecslla IMocie
npekpaiieHuss npuema ¢uHronmumonga Y HeOOJBLIOrO 4YHcia MNAlMeHTOB C MOBBIIIEHHOMN
aktuBHOocThi0 AJIT >5 x BI'H (10 B rpynme 1,25 mr, 2 B rpynmne 0,5 mr), npoAoKUBIIUX
JedyeHue (UHTOIMMOIOM, HopMmaiu3auus akTuBHOCTH AJIT mnpowusonuia mpuOIM3UTENBHO B
TE€YEHHUE 5 MECALIEB TEPANHH.

Hegponozuueckue napywienus

HmeroTcst cooOIIeHNsT O peAKUX ClTydasix MOpaKeHHsI HEPBHOM CHUCTEMBI Y B3pOCIIbIX MallMeHTOB,

MOJIydarouxX (PUHrOIMMOJ B BBICOKMX no03ax (oT 1,25 mr wim 5,0 Mr), BKIouasi pa3BUTHE
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UIIEMUYECKUX U TeMOPParuuyeckKux HHCYJIbTOB| U aTuniuHbx %%%ﬁo%%ﬁb&' g&té%cm,

TaKUX KaK OCTPBIN IUCCEMUHUPOBaHHBIHN sHIIePanomuenut (OJOM)-iogoGHbIE COCTOSHHUSL.
Hapywenus co cmoponul cocyoos

[Tpu neyenun GuHrOAMMOAOM B A03€ 1,25 MI peaKo OTMEYAIMCh OKKIIIO3UU MepUPepUIecKux
apTepui.

Hvixamenvnas cucmema

B xnuHMYeckoM wmccnenoBaHuM uepe3 | Mecsl NpUMEHEHHs] (UHTOIMMOJA OTMEUYaloCh
HE3HAYUTENIbHOE [10303aBUCUMOE CHUKEHHE IOKa3areneil o0bema (OopcHpOBaHHOIO BbIAOXA
(O®B;) um muddy3roHHONH CHOCOOHOCTH JEerkux mo yriaepoga Monookcuay (DLCO), B
JanbHEHIIIEM JOCTUTHYThIE 3HAUCHUsI JaHHBIX MapaMeTpoB He MeHsauch. K 24 wmecsamy
cHKeHue mnpeanojaraemoro O®B; B MPOIEHTHOM OTHONIEHUH OT HM3HAYAJILHOIO IMOKa3aTems
coctaBuiio 2,7% mipu npumMeHeHnH Guaronumosa B gose 0,5 mr u 1,2% B rpynne minanebo, mocie
OTMEHBI Tepamuu JaHHOe paznuuue HusenupoBaiock. CHmxenne DLCO k 24 wmecsany
npuMeHeHns GuarosmMona B gosze 0,5 mr cocraBmsuio 3,3% B cpaBHeHuu ¢ 2,7% B rpymme
mianebo.

Cyoopooichbie npucmynol

[Tpu npuMeHeHUu (HUHTOIMMOJA B KIMHHYECKUX HCCIECIOBAHMSIX U B MOCTPETUCTPALIMOHHOM
MEepPUOJIC  3apPETHCTPUPOBAHBI  CIIy4al  Pa3BUTUS  CYAOPOKHBIX  IPHUCTYNOB, BKJIIOYAS
AMUJIENTUYECKUN CTaTyC, Y B3pOCHBIX. B KIMHUYECKUX MCCICIOBAHUAX Y B3POCHBIX 4YaCTOTa
CYIOpPOKHBIX MpucTynoB Obuia 0,9% y marueHToB, noayyaromux ¢uHroaumo, npotus 0,3% B
rpynne miaane6o. HensBecTHo, CBSA3aHbBI I TH SIBICHUS TOJIBKO ¢ TeueHHeM PC, uin TOIBKO C
(UHTOJIMMOJIOM, UJTH C UX COYCTAHUEM.

Jlumghomul

[lo naHHBIM KJIMHUYECKHUX U MOCTPETMCTPALMOHHBIX UCCIEI0BAHUM, ¥ MAIIMEHTOB, MOTYYaBIINX
(GUHTOIMMOJ, OTMEYANOCh Pa3BUTHE PA3NUYHBIX TUMOB JUMGOM. B OCHOBHOM BcTpeuanach
HEXO/DKKHHCKass JuMdoma, Bkirodas B-knetounsie u T-kietounsie auMdomMbl. B Tom uucie
CMEpTENbHBINA cilydail B-kietouHoil numdoMBI, MOJOXKHUTEIBHON MO BUpyCy OmmrteiHa-bapp.
Yacrora numdpom (B- u T-kiaeToyHoi) B KIMHHUYECKHX HCCIEJOBAHMUSX OblIa BBIIIE, YEM
OXUJaeTcss B 0Omedl momynsuuu. B mOCTperucTpallioHHOM —Tepuojie  Takxke ObLIU
3apETUCTPUPOBAHBI  OTJACNbHBIC ClIydan KoOXKHOW T-kierouHoi mumdomsl (TpuboBUIHAS
rpaHysemMa).

T'emogpazoyumapmwiii cunopom

B mocrtpeructpalluoHHOM TEepHOJE y TMAIMEHTOB, MOTYYaBIIMX JieYeHHEe (HUHTOIUMOIOM,
OTMEYEHBl OUYEHb PEJKHE CIIydau pPa3BUTHUS TeMO(aroluTapHOTO CHHAPOMA C JIETaTbHBIM

UCXOJIOM, CBsi3aHHbIE C HWH(GEKIHOHHBIM 3a0oseBaHHeM. |eModaronuTapHbelii CHHAPOM —
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COCTOSIHHE, aCCOIMUPOBAHHOE C MH(PEKIIMOHHBIMHU 3a6ongﬂgﬁ;1;llgvp ﬁMy%%ccBép; I;II']TJ-SII,I[OM

ayTOMMMYHHBIX 3200JIeBaHUN.

Tayuenmur cmapwie 10 nem

B KOHTpoNHMpyeMbIX KIMHUYECKHX HCCIENOBaHMIX y nereid u moapoctkoB (10-18 ner) mpm
npuMeHeHun ¢uHromumona B go3e 0,25 mr mmm 0,5 mMr 1 pas B cyTku oOmmii npoduib
0€30MacHOCTH OBLT COMTOCTABHM C TAKOBBIM Y B3POCIBIX MAIIMEHTOB.

B wuccrnenoBanum y neTeil CynOpOKHBIE MPUCTYIBI 3aperHCTPUPOBaHbl y 5,6% NaIMEeHTOB,

nosyyaBunx punronumo, u 'y 0,9% mnannueHTos, noxy4aBmux uHTepdepoH dera-1la.

Ilepeno3upoBka

CuMITOMBI

310poBbBIe TOOPOBOJIBIIBI YIOBIETBOPUTEIHHO MEPEHOCHIH OJHOKPATHBIA IprUeM (UHTOIUMOIA
B n03e 40 mr (mo3a, B 80 pa3 mpeBbIIaONIas CYyTOUHYIO PEKOMEHIYEMYI0), IPH 3TOM Yy 5 U3
6 100pOBOJIBIIEB OBUIO OTMEUEHO OUIYIICHHE JIETKOTO CTECHEHMS WM YyBCTBO TUCKOMGOpTa B
TPYAHON KIIETKE, YTO KIMHUYECKH COOTBETCTBOBAIO HEOOJBIIONH BBIPAXKCHHOCTH PEAKTHBHOCTH
JBIXATEIIbHBIX TTyTEH.

B Havane nmpumeHeHust GUHTOIMMOJ MOXET BbI3BaTh pa3BuTHe Opaaukapauu. Cumxenne UCC
00bIYHO HAOMIOJAETCSI B TEUYEHHWE OJHOIO Yaca IOCJE MEePBOTO NMPUMEHEHHUS U MPOUCXOTUT
Haubosee pe3ko B TedeHWe 6 4acoB. OTpUIATENBHBIM XPOHOTPONHBIA 3P (deKT (uHTOIMMOAA
coxpaHsieTcds W 1mociae 6 YacoB, OAHAKO B IOCIEAYIOIIME JHU JIEUEHUS OH IIOCTEIEHHO
ocnabeBaer. MMerorcs cooOIIeHHs O 3aMeUICHHH AaTPUOBEHTPUKYISIPHOTO TPOBEACHUS U
OTJIeNIbHBIE COOOIIEHUS O TPEXOIAlINX CiIydasx T™oaHOM AB-0nokagsl cO CIOHTaHHBIM
pa3pelieHueM.

Jleuenue

B cnydae nepeno3upoBKH MpH MpreMe NepBOM 1036l PUHTOIMMOAa HEOOXOJUMO OCYIIECTBIATh
HaOO/IeHUe TalMeHTa, B TeYeHHe MUHUMYM 6 dacoB, Bkmouaromee OKI-moHutopunr (B
peanbHOM BpeMeHH) u exxeuacHoe nzmepenne YCC u A/l

Ecin uepes 6 wacoB mocne nepsoro npuema YCC cocraBiger < 45 yaapoB B MHHYTY Yy
B3pPOCIBIX, WM <55 ynapoB B MUHYTY y neTeil ctapuie 12 ner, uian < 60 ynapoB B MUHYTY y
neteit ot 10 mo 12 ner, wiu nosBunuck JKI -npusnaku |l u Beime crenenn AB-01okanel, umm
QT-unTepBan cocraBmi > 500 Mc, TO clieyeT MPOUIUTh MOHHTOPHHT, IO KpaiHEeH Mepe, 10
CIEAYIOUIEr0 yTpa WK 0 Te€X MOop, MOKa HapylleHus: He pa3pemarcs. [Ipu Bo3HnkHOBeHUN AB-
6mokanel |l crenenu B m000e BpeMsi CyTOK Takke HEOOXOIUMO obecneuuTh HaOJIroAEHUuE, 1Mo
KpaiiHen Mepe, 10 CIEAYIOLIETO yTpa.

OUHTONIMMO/ HE yJaIsieTcsl U3 OpraHru3Ma MOCPEACTBOM JHalin3a U miazmadepesa.
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IIpomusoonyxonegvie npenapamol, UMMYHOMOOVIAMOPLI U UMMYHOOENPecCcanmol

Y4uThIBas BO3MOXHOCTH JOMOJHUTEIBHOTO YTHETAIOMIETO BIUSHHS HA UMMYHHYIO CUCTEMY, HE
clenyeT  OPUMEHATh  (UHTOJIMMOJ BMECT€ C  IPOTHUBOOIYXOJEBBIMH  CPEICTBaMH,
UMMYHOJETIPECCaHTaAMH WM UMMYHOMOAYJISITOPaMH.

Crenyer cobmoaTh OCTOPOXKHOCTH MPH MEPEBOJIE HA (PMHTOIMMOJ NAIlMEHTOB, KOTOPBIE paHee
MOJTyYaJi IpenapaTsl JUIMTELHOTO IEHCTBUSA, OKa3biBatole 3(ppeKThl Ha IMMYHHYIO CUCTEMY,
TakMe Kak HaTalin3ymad, Tepu(IyHOMU MU MUTOKCAHTPOH. B KIMHUYECKHX HCCIEIOBAHUAX
Opu TNpUMEHEHHH (QUHroinMoaa y mnanueHtoB ¢ PC, mony4yaBmIMX KOPOTKHE KypChI
TJIFOKOKOPTUKOCTEPOUI0B, HE OTMEYAIOCH IMOBBIIICHNUS YaCTOTHI WH(PEKITHA.

Baxyunayusa

Bo Bpems Tepanuu mpemnapaToM, a TakKe B TEUCHHE 2 MECSIIEB IMOCIe MPeKpaIleHUs JIeUSHUs
(GUHTOIMMOJOM BaKIMHALUA MOXET ObITh MeHee 3(dekTuBHON. [lOCKONBKY NpHUMEHEHHE
KUBBIX ATTCHYMPOBAHHBIX BAaKIIMH MOXET TIOBBIIATh PHCK pPa3BUTHA WHQEKIHHA, TpU
NpPUMEHEHHH TIpenapara, a TakKe B TEYEHHE 2 MECSIEB IOCIe TNPEKPALICHUS JICUCHHS
(GUHTOIMMOIOM HE ClleyeT TMPOBOAUTh HWMMYHHU3AIMIO JKUBBIMH AaTTEHYHMPOBAaHHBIMU
BaKIIMHAMH.

Bewecmea, svizvisarowue bpaouxapouio

[lpumenenne ¢uHTOIIMMOMA B KOMOMHAIIMM C AaTEHOJOJIOM U JAWITHAa3eMOM H3y4eHo. B
WCCJIEIOBAaHUH B3aMMOJICUCTBUN Y 3[IOPOBBIX JOOPOBOJIBLIEB MPU MPUMEHEHUH (PUHTOJIUMOJA C
aTEHOJIONIOM oTMevasioch JonosnHuTensHoe cHiwkeHne UCC Ha 15% B Hauane mpUMEHEHHs
¢uHTrOMTMMOA. Y MAIMEeHTOB, MOTYYaBIINX (HHTOJIMMO/ BMECTE AUITHA3EMOM, Takoro 3¢ dekra
He HaOmonanock. Tepanuio (GUHTOIMMOOM HE CIIeAyeT HAaYWHATh y MAIEHTOB, MOJTyYaroIInuX
Oera-aapeHo0I0KaTOpsl WIIM ApPYrHe Mpenaparsl, KoTopble Moryt cHikaTh UCC, Takue Kak
aHTHapUTMUYecKue cpesacTa kiacca la uiu II, aHTaroHUCTH KalbLMEBBIX KaHAJIOB (TaKUX Kak
BepamamMil WM JUITHAa3eM), WBaOpaJWH, IUTOKCUH, WHTHOUTOPBI XOJMHACTEPas3bl WIH
NWIOKAPIUH, B CBSI3U C PUCKOM JOMOJHMUTEIbHOrO yrueratouiero aevictsusg Ha YCC. Ecmu y
TaKUX MallMEeHTOB MpeArnoaraercs jgeueHue npenapatoM Ounroaumon Menucop0, HeoOxoauMa
KOHCYJIbTAIMsl KapIMoJjiora OTHOCUTEIBHO BO3MOXKHOCTH IEpexojia Ha Tepamuio IMpernaparami,
He cHmwkapmmmu YCC, wim TpoBeIeHHE COOTBETCTBYIOIIETO HAOMIOACHUs (MPOIJIEHHOE
HaOJII0/ICHNE B YCIIOBHSIX CTAI[MOHAPa M0 MEHBIIEH Mepe 70 yTpa CIEAYIOMIETO JTHS).
DapmaxokuHemuyeckue 3¢)ghekmul Opy2ux npenapamos Ha GuUHeOIUMOO

@unronumoa Merabonu3upyeTcs B OCHOBHOM c¢ yudactueM uzodpepmenta CYP4F2. B ero
METa0OoJIM3Me MOTYT TPUHUMATh YYacTHEe W Jpyrue HW30(QEepMEHTHI IIMTOXpPOMa, HAIPHMEp

CYP3A4, B 0cOOCHHOCTH €CITH UMEET MECTO €T0 BhIpaKeHHAs! HHIYKITHUSI.

29



COOTBETLC TEu ¥ ET SKCNEPTHOMY OTUYETY
oT 07.12.2023 K2 25791
He owumaeTcsi BIMSHHS MOIIHBIX HHru6uTOpds Genkdb.fr Ep‘;ll%g‘;iﬁ‘cﬁg Slab@ipmarorHHetuxy

¢unrommmona. OMHOBpEeMEHHOE MpUMEHEHHe (PUHTOJIMMOAA C KETOKOHA30JIOM TMPUBOAUIO K
yBemmmueHuto B 1,7 pasza skcnosuiuu (AUC) dunronmmona u ¢unromumoadocdara 3a cuer
uaruouposanus uzopepmenta CYPAF2. Caexyer cobmogaTh OCTOPOKHOCTD MPH MPUMEHEHUN
(GbUHrOIMMOJa OJIHOBPEMEHHO C IIpemnaparamu, crnocoOHsiMu wuHruOupoBath CYP3A4
(MHTUOUTOPBI MPOTEa3, MPOTHBOIPUOKOBBIC CPEJCTBA TPYIIBI a30JI0B, HEKOTOPHIE MAKPOJIUIBI,
TaKHe KaK KJIAPUTPOMUIIIH WU TSIUTPOMUIIUH).

OnxHOBpeMEHHOE NMPUMEHEHHE KapOamaszenuHa B jo03e 600 Mr 2 pa3a B CyTKHM B paBHOBECHOM
COCTOSSHUM U 2 Mr (UHroJMMOJa OJHOKPAaTHO oOKa3biBasio ciaboe BiusgHue Ha AUC
¢unromumoza u ¢puHromumodocharta, ¢ yMEHbIICHHEM JAHHOTO IOKa3aTelNsl MPUOIU3UTEIEHO
Ha 40%. Ilpumepno B Toii xe crenenn AUC ¢unronumona u ero MmeraboauTa MOTYT CHUXKATh U
npyrue wuHAyKTophl u3zodepmenta CYP3A4, wnanpumep pudamnuuus, ¢eHoOapOuTan,
dbenuTouH, >QaBupeHit U 3BepoOoii. [lockoabKy MpU 3TOM MOXKET CHUXKAThCS d(HPEKTUBHOCTD
¢uHrOMMMOa, OAHOBPEMEHHO TMPHUMEHATh OSTH NpenapaTsl CJIEIyeT C OCTOPOKHOCTBIO.
OnHOBpEMEHHO IPUMEHSTH 3BepO00H, OHAKO, HE PEKOMEHTyeTCsl.

Dapmarokunemuyeckue 3¢hghekmol punzonumooa Ha opyeue npenapamol

BzaumopeiictBue ¢GuHroIMMoAa C BEIIECTBAMHU, KIUPEHC KOTOPBIX OOYCIIOBJIEH TJaBHBIM
obOpazom wm3odepmeHTamu nutoxpoma P450, mnmm ¢ cybcTparaMH OCHOBHBIX TPaHCIIOPTHBIX
OEJTIKOB MPEICTABIISCTCS MATOBEPOSTHBIM.

dapMaKOKHMHETHKA (PUHTOTMMO/Ia U IIUKJIOCIOPUHA B CIydyae OJHOBPEMEHHOTO MPUMEHEHUS HE
MeHsTack. Takum o0pa3oMm, HE OXHIaeTcs W3MEHEeHHs (apMaKOKMHETHKH IpernapaTos,
spistommxcst  cyocrpatamu  m3odepmenta CYP3A4, moxn  BiausHMEM — (QHHTOJIMMO/A.
OpnHOBpeMEHHOE ~ MPUMECHEHHWE  (UHTOJIMMOAA W TEPOPATBHBIX  KOHTPAICIITUBOB
(3THHUIIICTPAINOIIA U JICBOHOPTECTPENa) HEe MMPUBOAUT K U3MEHEHHIO SKCIIO3UIIUH TIEPOPATEHBIX
KOHTpalenTUBOB. HecMOTps Ha OTCYTCTBHE HCCIIEOBAHUN B3aMMOJCHCTBHS C MEPOPATbHBIMU
KOHTPAIETITUBAMH, COJICPIKAIIIMMH JIPYTHE MPOTECTareHbl, He 0KUIAETCS BIUSHUS (PUHTOIMMOIa

Ha UX 3KCIIO3UIIHIO.

BimmsiHue Ha cIOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHU CPEACTBAMH, MEXaHM3MAMH

[TaumenTtam, y koTopblx Ha (oHe nmpumeHeHus npenapata OuHronumon MeaucopO BO3HUKAIOT
TaKMe He)KeJaTelIbHbIe SBJIEHUS KaK TOJIOBOKPY)KEHHE M COHJIMBOCTh HE CIIENYEeT YIPaBIATh
TPAHCTIOPTHBIMU CPEACTBAMHU WJIM MEXaHU3MaMHM JI0 MOJIHOTO MCUYE3HOBEHUS JTaHHBIX MOOOYHBIX
apdexToB. HeoOXoauM KOHTPOJIb COCTOSHMS TallMeHTa B NepBble 6 4YacoB IOCIE IEPBOTO

mpueMa nperiapara nepea Ha4yajJoM YIIpaBJICHUA TPAHCIIOPTHBIMU CPCACTBAMMU.

dopma BbIIIYCKA
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(NOCNEQCBATENEHOCTE 0003)

Kancynsr 0,5 mr.

ITo 7, 10 nnu 14 xancyn B KOHTYPHYIO SYEHMKOBYIO YIAKOBKY M3 IUIEHKHM NOJUMBUHWIXJIOPUIAHON U
(onbru aTFOMUHUEBOW TIEYaTHON JIAKUPOBAHHOM.

ITo 7, 14, 20, 28, 30, 50, 56, 60, 90, 98, 100, 112 wmm 120 xarcyn B OaHKH MOJUMEPHBIC C
BUHTOBOM T'OPJIOBUHOM, MM OaHKH MOJUMEpHBbIE ¢ 0apbepHOM MOPIIOBUHOM ISl JIEKApCTBEHHBIX
CpeAcTB (B KOMIUIEKTE C KPBIIIKAMM), WX B OAHKU MOJIMMEPHBIE C BUHTOBOM TOPJIIOBHHOM THIIA
1, Tuna 2, Tuna 3, win tyuna 4 u KPbILIKOW HAaBUHYUBAEMOM U3 MOJIMATUIICHA JIJIi BUTAMUHOB U
JIEKapCTBEHHBIX CPE/CTB.

Ha GaHku HaKJI€MBAOT STUKETKH U3 OyMaru 3TUKETOYHON MM CaMOKJIESIIIUECS ITUKETKH.
Kaxnayro 6anky umu 1, 2, 3,4, 5,6, 7, 8, 9 wiu 10 KOHTYPHBIX SYEHKOBBIX YIAKOBOK BMECTE C
MHCTPYKLMEH [0 MEAMIMHCKOMY NPUMEHEHHIO IIOMEUIAl0T B MayKy KapTOHHYK JUIs
JIEKapCTBEHHBIX CPE/CTB.

YciaoBus xpanenust

ITpu Temneparype He Bbiie 25 °C.

XpaHUTb B HETOCTYITHOM JUIS1 IETEH MECTe.

Cpox roaHocTu

2 roja.

He npumeHnsaTh npenapat o UCTEUEHUU CPOKA TOAHOCTH.

YcaoBust ornycka

OTmycKaroT 1o perenty.

IIpousBoauTenn

AxkuuoHepHoe obmectBo «Meauncopo»

IOpunnuecknii anpec: 614101, [Mepmckuii kpaid, r.0. [lepmckwuii, T. [lepms, yi. [lpudanshas,

o 1b, k. 1.

Anpec MecTa OCyIECTBICHUS IPOU3BOJICTBA!

[Tepmckwuii kpait, r.0. [lepmckuid, T. I[lepmb, yin. [lpuyanshas, a. 10, k. 3

Baanenen permcTpanMoHHOro yaocroBepenus/Opranu3anmsi, NPUHUMAIOLIAS TNPeTEH3UH
norpeoduTesIeH

AxuunonepHoe obmiectBo «Menucopo»

IOpunnuecknii agpec: 614101, IMepmckuit kpaii, 1.0. Ilepmckwmii, T. Ilepmb, yn. IIpudanbHas,
. 1b, k. 1.

Tenedon/dakc: +7 (342) 259-41-41

Anpec snexrponHo# moutsl: info@medisorb.ru

www.medisorb.ru

31



