HNHCTP

[10 MEUITMHCKOMY IMPUMEHEHUIO JIEKAPCTBEHHOI'O TTPEITAPATA
HECKJIEP®

Ilepen HauasoM mpHemMa JITOr0 JEKAPCTBEHHOIO NMpenapara BHUMATEJILHO NPOYHTATE
AAHHYI0 HHCTPYKUMIO MOJHOCTHIO.

Coxpanmnre ee. Bo3amoxkno, Bam norpedyercs npouyuTars ee CHOBA.

IIpy BO3BHMKHOBEHHMH [ONMOJHHUTEJIbLHBLIX BOIPOCOB, 3aJaiiTe MX, Noxajayihcra, Bamemy
JieyalieMy Bpauy.

ITOT JleKAPCTBEHHBbIN NMpenapar Ha3HaveH Ju4HO Bam, u Bbl He J0/I5KHBI Nepe1aBaTh €ro

JAPYTHM JIMLAM, Jaxe ecJiu Bamm cuMIToMbI OIMHAKOBBI.

PerucrpanuoHHblii HOMep:

Toprosoe nanmenosanue: HECKJIEP®

Me:kayHapoaHOe HeMATEeHTOBAHHOE HAUMeHOBaHMe: (PUHTOIMMO]T
JlekapcTBeHHas popMa: Karcyssl

Cocras:

1 karcyna coepKur:

eticmeyrowee sewecmeo: punronumon 0,5 mMr (B BUI€ THAPOXJIOPHIA).
Bcnomozcamenvhvie sewjecmea: nakrynosa, noBuioH-K25, makporon-6000.
Cocmas kancynur:

Kopnyc: turana quokcun (E171), xxenatun.

Kpvuueuxa: Turana quokeun (E171), unguroxkapmus (E132), sxenatus.

Onucanue
TBepbie kenaTuHOBBIE Karcynbl Ne 3 ¢ KopmycoMm 0eoro 1BeTa U KPBIIEUYKOW rody0oro 1BeTa.

ConepkuMoe Karcyi — 0e0ro WIH MOYTH O€JI0To I[BETa MOPOIIOK.

dapmakoTepaneBTH4Yeckass rpynna: lMMyHOAenpeccaHThl; MOIYJSTOPHI  PEIENTOPOB
cunrosun-1-docdara (S1P).
Kon ATX: LO4AEO1

DapMaKoJIOrH4YecKue CBOMCTBA

Mexanusm oeiicmeus

OUHTOIMMO MOJIYTUPYET perenTopsl chUHro3uH-1-docdara (S1P-penentopsr). GuHroIMMOA
MeTa0oIn3upyeTcss CHUHrO3MHKUHA30M 10 aKTUBHOrO MeTabonuta (uuronumoadocdara. B
HAaHOMOJISIPHBIX KOHIEHTpauusax ¢uHromumoadocdar caassiBaerca ¢ S1P-penentopamu Ha

MOBEPXHOCTH JTUM(POIUTOB, OBICTPO MPOHUKAET B IIEHTpaIbHYI0 HepBHYIO cuctemy (LIHC) uepes
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Ces3biBasich ¢ S1P-penentopamu mumdoruTos, punromumondocdar OJI0KUpYyeT COCOOHOCTh
TUM(OIUTOB TOKHIATh JUM(pATHYECKHE Y3JIbl, YTO TMPHUBOJUT K IEpepaclpeeieHuI0
IMM(OIUTOB B OpraHuW3Me, IPU STOM HE MPOUCXOAUT YMEHBIIEHUs OOIIEro KOJIMYecTBA
mumpornuroB. IlepepacnpenencHue TUMPOLIUTOB MPUBOAUT K YMEHBIICHHIO JIMM(POLUTAPHON
unpmnsTparun  [ITHC, B TOoM wuymcne BocnamuTenbHbIMU KieTkamMu Thl7, ymeHblieHuto
BBIPQKEHHOCTHU BOCIIAJICHUS U CTEIIEHU MOBPEXKICHUS HEPBHOW TKaHHU.

HccnenoBanust Ha )KUBOTHBIX U SKCIIEPUMEHTHI i1 Vitro TIOKa3bIBAIOT, 4TO 3(h(HEKThl PUHTOIMMOAA
TaKkXke MOIyT ObITb OOYyCIIOBIIEHBI €ro B3auMmojeicTBueM ¢ S1P-pernenropamu Ha HEpBHBIX

KJICTKax.

Dapmakoounamuxa

B Teuenne 4-6 4 mocne nepBoro npuemMa mnpemnapara B 1o3e 0,5 Mr KonuuecTBo JUMGOIHUTOB B
KPOBH CHIDKAeTCs MPUOIM3UTENbHO 10 75 % oOT ucxonHoro 3HadyeHus. l[lpu miurerabHOM
€XKEIHEBHOM TNPUMEHEHUHU TMpernapara KOJIMYECTBO JUM(MOIMTOB MPOJOIDKAET CHUXKATHCS B
TEYEHHUE 2-X He/IeNb, TOCTUTasi MUHUMAIILHOTO Moka3zatess S00 KIeTOK/ MK WK TPUOIM3UTEIBHO
30 % ot ucxoanoro 3HaueHus. Y 18 % manueHToB 0TMEYaIoCh, O KpailHEH Mepe, OJHOKPATHOE
cHIXeHue konundectna tuMdonutos Huxe 200 kinetok/MkiI. [Ipu perynspHoM npueme rnpemnapara
CHIDKEHHOE KOJIMYECTBO JUMQPOLUMUTOB COXpaHaIock. bompmmucTBO T- M B-mumdouunTtos
MEPUOIUYECKH MPOXOIUT Yepe3 TUuM(OUTHBIE OPTaHbl, U UMEHHO 3TH KJIETKH SIBIISIOTCS TJIABHOU
MUIIEHBIO IS aercTBus puHronmumoa. Omxaako okono 15-20 % T-muM¢onuToB, SABISIOIIMXCS
3¢ (HEeKTOPHBIMU KIETKAMU aMSITH U UTPAIOIIMMHU BaXXHYIO POJIb B epupepruuecKoM UMMYHHOM
KOHTpOJIe, HE TMPOXOAAT dYepe3 JTUM(OUIHBIE OpPraHbl M HE TOJBEPKEHBI BO3JIEHCTBHUIO
¢uHronmumosa. B TeueHne HECKONBKUX JAHEH TMOCIHE MpEeKpalleHus MpueMa mnpernapata B KPOBU
OTMEYaeTCsl TIOBBIIIEHHE KoludecTBa TuMGONUTOB. HopManu3zausi KoiaumuecTBa JUMQOILUTOB
MPOUCXOIUT uepe3 1—2 mecsiia nmocie npekpaiieHus nedenus. [locTosHHbIi mpuem GuHroIMMoaa
MPUBOAUT K HEOOJIBIIIOMY CHIIKEHHIO KOJIMYeCcTBa HEUTpodmioB npubiauszutenbHo 10 80 % ot
MCXOJIHOTO TTOoKa3aTessi. MOHOIIUTHI HE MOABEP KEHBI BO3ICUCTBUIO (DUHTOIMMO/IA.

B nauvane nmeuyeHus: npemnapaToM B PEKOMEHAYEMOM J103€ OTMEUAETCs TPAH3UTOPHOE CHUKEHUE
YCC (4acToThl cepACUHBIX COKpAIllEHUI) U 3aMe/JICHHe aTPHOBEHTPUKYISIPHON MPOBOIUMOCTH.
[Tpu sToM makcumansHoe cHmkerrne YCC HaOmogaeTcst B TeUeHre 6 4 mociie mpuemMa rpemnapara,
a 70 % oTpuIaTeTbHOTO XPOHOTPOMHOTO 3(PdeKTa JocTUTraeTCs B MEPBHIN JI€Hh MPUMEHEHUS.
YCC Bo3Bpamjanach K HCXOJHOM B TeUeHHE | Mecslia peryasipHOro NpUuMEeHEeHUs Ipenapara.
Cumwxenne YCC, BpI3BaHHOE (PHHTOIMMOIOM, MOKET ObITh KYMTUPOBAaHO IPUMEHEHHEM aTpPOIIMHA
uin n3onpenanuHa. [TokazaHo, 4To caiMeTeposi, MPUMEHIEMbIN UHTATISIIMOHHBIM ITyTeM, TaKKe

BbI3bIBA€T YMEPEHHBIH MOJ0KUTEIbHBIH XpOHOTPOIHBIHN 3 (exT.
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_NNEPTHOMY OTYETY

HKCTPACHCTOJI, HE CONPOBOXKJAIOUICECS YBEIMUECHHEM YacTOThl (UOPHIUISALMN/TPENneTaHus
npecepaAni, )KeTyI09KOBOI apuTMHel win skTonueil. He orMedeHo BIusiHUS (PUHTOIUMOA HA
YMEHBLIEHHE CEPIEYHOr0 BhIOpOCa.

ABTOHOMHBIE (DYHKIIMM Ceplla, B TOM YHcie HupkaauanHas BapuadenbHocTb YCC u peakuus Ha
¢u3nUecKyro Harpy3Ky, He U3MEHSAIOTCS O] BIUSHHEM (DUHTOJIMMO/IA.

OnHOKpaTHOE M MHOTOKPAaTHOE TpUMEHEeHHe puHTroIMMOoa B 103ax 0,5 mr wim 1,25 Mr B TeueHue
2-X HeJIeNb HE AacCOLMHUPOBAIOCh C  OIPEECNIAEMBbIM YBEJIWYEHHUEM COIPOTHBIIAEMOCTH
JIbIXaTeNNbHbIX ITyTeH M0 3HaYeHHI0 00beMa (OPCUPOBAHHOTO BbI10XA 3a TEpBYIO ceKyHy (ODB))
U cpeqHeil 00BbeMHOM CKOpOCTH BBIIOXa Ha ypoBHE 25-75 % oT (opcHpOBaHHOW KM3HEHHOU
emkoctu  jerkux  (®XKEJI). Ormeuasnioch, OJIHaKO,  J0303aBUCUMOE  YBEJIMYEHUE
COIIPOTHUBIIIEMOCTH JIbIXaTENbHbBIX IyTeH MPU OAHOKPATHOM NMPUMEHEHUH (PUHIOIMMOJA B J103€
>5 Mr, npeBblIIaoLIe pekoMeHa0BaHHYI0 B 10 pa3. MHorokpaTtHoe npuMeHeHne GUHroJIumMoa
B go3zax 0,5mr, 1,25Mr umm 5 Mr He accouuupyercs € YMEHBUICHHEM OKCUI€HALUU,
YMEHBILIEHUEM caTypalMM KHUCIOpoAa IpH (PU3NYECKOW Harpy3ske WM YBEIUYEHHEM
PEAKTUBHOCTHU JIbIXaTEJIbHBIX MyTE€H K METAaXOJMHY. Y MAalMEHTOB, MOJY4YaBIIUX (PUHTOIHUMOL,
OTMeYasiCsl HOpMaJIbHbI OPOHXOAMUIIATALMOHHBIA OTBET Ha MPUMEHEHHE UHTaISALMOHHBIX OeTa-
arOHHUCTOB.

[Tpu npumeHeHnH PUHTOIMMO/IA y TAMEHTOB C PEMUTTHPYIOLINM paccessHHbIM ckiiepo3oM (PPC)
(cpennuii 6ann no mkane uaBanugHoctd EDSS 2.0) dunronumon B no3e 0,5 Mr cHIKajl 4acTOTy
KJIMHUYEeCKHX oOocTpeHuit GonesHu Ha 54 %. Ilpu mpueme mnpemapara y 70 % mnanueHTOB
oTMeyanach cTabWibHas pemMHuccHsl B TeueHue 2-x jer (mo cpaBHeHHIo ¢ 45,6 % B rpymme
wiane6o). @UHToNMMOJ TOCTOBEPHO CHUYXKAJI PUCK MPOTPECCUPOBAHUS HETPYIOCIOCOOHOCTH.
ITpu npuMeHeHnN npenapara JOCTOBEPHO YBEIMYMBAIOCH BPEMsI 10 HACTYIUIEHUS 3-MECSYHOIO
U 6-Mecs uHOro Tepuofia TMOATBEPKICHHOIO MPOTPECCUPOBAHUS  HETPYAOCHOCOOHOCTH
(oueHMBaeMOro Kak TMOBBbIIIEHHE OleHKU Mo mkaie EDSS or ucxonHblx mokasaresneil) mo
CpaBHEHMIO ¢ mane6o. Pe3ynbrarel MarHUTHO-pe3oHaHcHON Tomorpaduu (MPT) romoHoro
mo3ra nanueHToB ¢ PPC Ha ¢oHe nedeHus (PUHTONMMOJIOM MOATBEPKAAIOT 3HAYUTEIHHOE
CHIDKEHHE aKTUBHOCTU TeueHMs 3a0o0jieBaHMs (MHTEHCHBHOCTH BOCHAIMTENLHOTO Mpolecca B

[MHC, pa3mepoB 1 KOJWYECTBA 0YAroB AEMHUCITHHU3AIINHN ).

DapmakoKkunemuka
JlanHble MO0 (apMaKOKMHETUKE (PUHTOJIMMOAA ObUIM TOJIyYEHBI Y 3/10pPOBBIX JOOPOBOJIBIIEB, Y
PELIMIMEHTOB IIOYKU U y NAIIUEHTOB € paccessHHbIM ckiiepo3oM (PC).

dapMaKoIOTHIECKN aKTHBHBIM META00IUTOM sIBisieTcst puHromMoidhocdar.
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Bcacwvisanue

[Ipu mpueme BHYTph BcacbiBaerca >85 % no03bl. BcachiBanue (UHroamMMoaa MPOUCXOAUT
MEIJIEHHO (BpEMsI IOCTH)KEHUSI MAaKCUMaJIbHOW KOHLIEHTPALUHU B IUIa3M€ KPOBH tmax 12—16 ).
Kaxymasics abconmoTHas OMOAOCTYIHOCTh P IpueMe BHYTPh coctasisieT 93 %. PaBHoBecHas
KOHLEHTpalusl B IUIa3ME€ KPOBU JOCTUIaeTCs B TEYEHHE |—2 MecALeB peryssspHOro Ipuema
npenaparta (1 pa3 B cytku). PaBHOoBecHast KoHIIeHTpanus puHronuMoa npudimsutensho B 10 pas
BBIILIE, YEM €0 KOHIIEHTpALUs I0CIIe IEPBOro Npuema.

[Tpuém nmumm He BIMAET HA MaKCUMaIbHYI KOHIEHTPAIHIO (Cmax) wim skcrnosunuio (AUC —
wiomaab noJ (GpapMakOKMHETHYECKOW KPHBOM «KOHLEHTpauus—BpeMs») (puHroanmonaa. Cmax
¢unromumozadochata HesHaunTENbHO CHIXKanAch (Ha 34 %), a AUC ne mensack. Ilo stoit

MMPpUYUHC (I)I/IHI‘OJII/IMOI[ MOKHO NPUMCHATH BHC 3aBUCUMOCTH OT BpCMCHU IIPpUCMa ITHUIIH.

Pacnpeoenenue

OUHTOIMMO/T 3HAYUTEIILHO pacrpeiessieTcss B 3puTponuTax ((hpakips GUHroIMMOoa B KIETKax
KpoBH 86 %). @urromMMOA(ochaT UMEET MEHBIITYI0 CIIOCOOHOCTh MTPOHUKATH B KIIETKA KPOBU
(ppakumst B kieTkax kpoBu <17 %). @unromumon u puaromumospocdaT B BEICOKOW CTEIIEHU
CBSI3BIBAIOTCA € OeNKaMH I1a3Mbl KpoBU (>99 %).

OUHrONMMO B 3HAUUTEIBHOW CTEIEHU paclpelelsieTcs B TKaHAX opraHuzMa (o0bem
pacnpenenenus okoyio 1200£260 ). OUHTOAMMOJ] MPOHUKAET B TOJIOBHOW MO3T, YTO OBLIO
MOKAa3aHO B KIMHHYECKOM HCCIECJOBAHUU Y 3JI0POBBIX JOOpPOBOJBIEB. B mccienoBanuu y
13 mo6poBosbieB ¢ PC, monydaBmux ¢unronumos B ao3e 0,5 Mr B paBHOBECHOM COCTOSIHUH,
KOJIMuYecTBO puHroaumoa (mi punronumoadocdara) B ceMeHHoil xuakoctu 0bu10 B 10000 pa3

MeHbIIIe MPUHATON 10361 (0,5 MT).

Memabonusm

VY 4enoBeka OuoTpaHchopmanusi (QUHTOIMMOAA MPOUCXOTUT B pe3ysibTrare o0paTUMOro
CTepeoceNeKTUBHOTrO (pochopunupoBanus 10 (HapMaKoJIOTHYECKH aKTUBHOTO (S)-3HaHTHOMEpA
¢unromumozdochata, U 3a CUeT OKHCIUTEIBHOM OHOTpaHCPOpPMALUMHU, TIABHBIM 00pa3oM
uzopepmentom CYP4F2 u, Bo3moxkHo, npyrumu uzopepmentamu CYP4F, ¢ mocneayromiei
Jerpajanell aHaJOrMYHO JKUPHBIM KHCJIOTaM JI0 HEaKTHBHOTO MeTabolMTa W IyTeM
dopmupoBanus papMaKOIOTHUECKH HEAKTHBHBIX HEMOJISIPHBIX aHAJIOTOB (DMHTOJIMMOIIIEpaMHIIA.
OcHOBHO (hepMeHT, OTBEYAIOIIUH 32 METa0OIN3M (PUHTOIMMO/A, YACTUYHO UACHTU(PHUIIUPOBAH:
310 MoxkeT ObITh CYP4F2 min CYP3A4. Ilocne oHOKpaTHOTO MpuemMa BHYTPh B IJIa3Me KPOBU
onpeAensanch (B TedeHre NpuOIM3UTeNbHO | Mecdla) Hen3MeHeHHbI (unromumon (23,3 %),
¢unromumondocdar (10,3 %), HeakTuBHble MeTabonuThl (M3 — KHMCHBIH KapOOKCHUIBHBIN

meTabomur (8,3 %), KOHBIOraThl MeTaboIUTOB ¢ HepamMuaomM M29 (8,9 %) u M30 (7,3 %)).
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Buiseoenue

[Tna3meHHbIN KIMpeHe GuHroaruMoaa 6,3+2,3 11/4, CpeqHUNA KaKYIIUICS IEpUOo.T ITOTYBBIBEACHUS
(t12) cocraBnsier 69 nHell. CHIKEeHNE KOHIEHTpaluid ¢puHrommMona u guarommmoadocdara B
IU1a3Me KPOBU B TEPMMHAIBHON CTQAMU IMPOMCXOIUT MapaslIeIbHO, YTO MPUBOJUT K CXOAHOMY
HEepUO.y NOJTYBbIBEICHUS.

[Tocne npuema BHYTpb 0K0JI0 81 % 710361 BEIBOJSATCS MOYKAaMH B BU/I€ HEAKTUBHBIX META0OJIUTOB.
Heusmenennsie ¢unronmumonq u  ¢uaromumoadochar HE BBIBOAITCS NOYKAMH, HO
oOHapyXHBalOTCs B Kaje (komudyecTBO Kaxkaoro <2,5% ot mo3sl). B Teuenuwe 1 mecsna

BBIBOJIUTCS OKOJI0 89 % 1103bI Ipernapara.

Jlunetinocmo

Konuenrtpanun ¢punronumona u punromumoadocdara yBemuuuBaroTCsl MPOMOPIIHOHATBEHO 103€
nocye MHOrokparHoro npumenenus 0,5 mr wim 1,25 mr 1 pa3 B cyTku.

Y manueHTOB JIETCKOrO BoO3pacTa KoOHIEeHTpanus ¢uHroaumoadocdara yBeIHMunBaeTCs

IPONOPLUOHAIIBHO J103€ MOCcIe MHOTOKpaTHOro npumenenus 0,25 mr wim 0,5 mr 1 pas B cyTku.

Ocoovle epynnbl nayuenmos
Toueunas nedocmamoynocmo
Hapymenune ¢yHKIMM 1movek (OT JIETKOW JIO TSOKEJOW CTEIEeHW) HE OKa3blBaeT BIIMSHUS HA

bapmakokuHeTUKy puHrOIMMOAa U PuHTOIMMOADOChara.

Ileuenounas neoocmamounocmuo

OnHOKpaTHOE NMPUMEHEHHE (UHTOJMMOAA B J03€ 1 MI MM 5 MI' y MAIMEHTOB C HapylICHHEM
(GyHKLIMU TIeueHH JIeTKOM, cpefiHel U Tspkenoil creneHel (kimace A, B u C no kiaccuduxanuum
Yaitnn-I1et0) nmpuBogut k mnossimeHnto AUC ¢unromumona wHa 12 %, 44% u 103 %
COOTBETCTBEHHO, NP ATOM BIUAHUSA Ha Cmax HE OTMEUYEHO. Y MallMEHTOB C HapyIllleHneM (pyHKIHUU
neueHu Tsoxenoi crenenu (kinace C no knaccupukaun Yana-I1e10) Cmax puHronumoadocdara
cHuxkanach Ha 22 %, npu 3ToM 3HaueHue AUC CyliecTBEHHO HE M3MEHSIOCh. Y MAlMEHTOB C
HapyieHneM (PYHKIIMU TIEYSHU JIETKOW U cpefHel cremneHeit (kimacc A u B mo knmaccudukanuum
Yaitng-1Ist0) papmakoknneTuka puHroaumoapocdara He OLIEHUBAIIACH.

VY nanueHToB ¢ HapylleHHeM (YHKLIHU MEYEHU JIETKOW cTeneHH (Kjacc A Mo KiacCUpUKAILH
Yaiina-I1pt0) mepuon MONYBBIBEAECHHUS OCTAaeTCSl HEU3MEHHBIM, C HAapyLIEHUEM CpeIHEd u
Tsorenon crenenn (kinace B u C mo knaccudukarum Yaina-I1p10) — yBenuunuBaeTcst npuMepHO HA
50 %.

OUHrOIMMO/ HE CIIeyeT MPUMEHSTH Y MAIMEHTOB C TSXKEJIBIMUA HApYIIEHUAMHU (PYHKIIUH [TeYeHU

(xmacce C o knaccudukanuu Yaitna-I1s10). Y naiueHToB ¢ JIETKUMHU U CPEIHUME HAPYIICHUSIMU
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MPUMCHATH C OCTOPOXKHOCTBIO.

Jemu

PaBHOBecHas koHueHTpauus punronumosdocdaTa cxoxa y B3pochbix U aeTeit crapuie 10 ner.
bezonacHocth 1 3¢ (eKTUBHOCTh MpUMEeHEeHUs] (GUHTOIMMOA y ManueHToB miuaame 10 ner He

u3ydyeHa.

Jluya noowcunozo eéospacma
Knunuueckuii onbpIT nmpuMeHeHus: (UHTOJIMMOJAa Yy MalleHTOB B Bo3pacTe cTapuie 65 yer
OorpaHHyeH. Y MalueHTOB B Bo3pacTe 05 JneT u crapiie (UHTrOJIMMOJ CIEAyeT MPUMEHSTH C

OCTOPOIKHOCTBIO.

Ilon u smuuueckas I’ZpuHClaﬂ&?fCHOCWlb
Ilon u »THUYecKas NpUHAJIC)KHOCTE HC OKAa3bIBAOT KIIMHHUYCCKH 3HAYMMOI'O BJIHUAHHA Ha

dapmakoknHeTHKy (puHroIMMOaa U GuHronumoadocdara.

Iloxka3zaHus K NPUMEHEHHIO
Ipenapar HECKJIEP® nmokasaH k NpHUMeHEHHIO y B3pOCIBIX U JieTel B Bo3pacTe oT 10 jer:
—  peMmutTHpyOUIMHA paccessHHbIN ckiiepo3 (PPC) — 1t yMeHbIIeHNs 4aCTOThl KITMHUYECKHX

obocTpeHnii 00JI€3HU U CHIDKCHUSI PUCKA IPOTPECCHPOBAHUS HETPYIOCIIOCOOHOCTH.

IIpoTuBONOKAa3aHMS

. I'unepuyBCTBUTENBHOCT K (UHTOIUMOAY HW/WIM K JHOOOMY JpyroMy KOMIOHEHTY
npemnapara.

. BrisiBreHHBIN UMMYHOAE(QUIIMTHBIN CUHIPOM.

. [loBbllIeHHBIE ~ PUCK  ONMOPTYHUCTHYECKMX  MH(pEKuud, B TOM  UHCIEe Yy

HMMYHOKOMIIPOMETHUPOBAHHBIX IMAITUCHTOB (B TOM YHCJIC, MMOJyHarouX HMMYHOCYIIPECCUBHYIO

TCPAIIMO B HACTOAIICEC BPEMsS HUJIU UMMYHOKOMIIPOMCTUPOBAHHBIX 34 CUCT npezuneCTBy}omeﬁ

Tepanuu).

. Tsoxkenas uHpekuuss B akTUBHOM (pa3e, akTUBHAs XpoHUYecKass MHQeKuus (renarur,
TyOepKyIe3).

o BrisiBrieHHBIE 3710Kaue€CTBEHHBIE HOBOOOPA30BaHUs B aKTUBHOM (ase.

. Hapymenue ¢ynkuuu neyenun tsoxenoit crenenu (xiacc C no kinaccudukanuu Yaitng-
[Tp10).

o WNudapkr Muokapaa, HecTaOuiIbHasi CTEHOKApMs, HHCYJIbT/TPaH3UTOPHAS UIIEMUYECKas

ataka  (THUA), nekoMmeHCHUpOBaHHas  cepJedyHas  HEJOCTAaTOYHOCTh  (Tpelyrommas



COOTBETCTEYET 3KI
ot 24 ': 2
TOCTIMTAIM3AIMN), CEpJIeUHas HEI0CTaTOYHOCTh III—IWH&CE%EE'NWkaNe

Association) 3a riociaeaaue 6 MecsIieB.

o Tsokenast cepeyHas apuTMusi, TpeOyroIas aHTUAPUTMHYECKYIO TepaIuio mpenaparamu la
niu III knacca.

. ATpuoBeHTpuKYyIsipHas Oymokana (AB-61okana) Tuna Moourti II 2 crenenn, AB-611okana

3 cTeneHu, CHHAPOM CIIA0OCTH CHHYCOBOT'O y3J1a — IIPU OTCYTCTBHU KapIUOCTUMYJISTOPA.

) Ucxoanbiii uarepan QTc >500 mc.
° bepeMeHHOCTD U NepUO IPYAHOTO BCKAPMITUBAHMUSL.
° HenepeHocumocTh J1aKTO3bI, ACPHUIMT IlaKTa3bl W CHHIPOM TJIFOKO30-TaJaKTO3HOM

MaTbabCcopOIuH (MpenapaT COACPKUT JIAKTYIIO3Y).

DddexTuBHOCTH U 6€30MaCHOCTh MpUMeHeHUs puHTroIMMOIa Y AeTel 10 10 JieT He yCTaHOBIICHBI.

MepsbI pe0CTOPOKHOCTH NIPH NPUMEHEHUH

bpaouapummus

B navane npumenenus ¢puHTrOIMMOIa oTMedaeTcs npexoasmiee cHmkenue YCC, KoTopoe MOKeT
COIPOBOKAATHCS 33ACPKKOIM aTPUOBEHTPUKYIIIPHOTO MPOBEACHHUS, BKIIIOYasl OT/AEIbHBIE CIyyau
npexosiei noiHo AB-610kabl, pa3peraroiencs: ClIoHTaHHO.

YCC HauyMHaeT CHMXKATHCA B TEUEHHUE | 4 mocie nepBoro npuema npemnapara, a MakCUMaabHOE
CHIDKEHHE OTMEYaeTCs MPUMEpHO depe3 6 4. DTOT mociemo30Bblii 3PdeKT coxpaHseTcs Ha
IPOTSKEHUM MOCIEAYIOIIMX JTHEHM, XOTs, Kak MpaBwio, B 0OJee JIETKOM CTENeHU; B TeUEHUE
HOCJEIYIOIUX Heledb OH OOBIYHO CXOAUT Ha HeT. IIpu mponomxenun sedenus cpeanss UCC
BO3BpAIlAETCs K UCXOIHOMY YPOBHIO B TeueHue | mecsna. OnHako y otaenbHbIx nmanuestos YCC
K KOHIly TEpBOrO Mecslla MOKET HE€ BEpHYThCA K MCXOJHOMY ypoBHI0. Hapymenus
MIPOBOAMMOCTH, KaK ITPaBUIIO, OBLIN MPEXOASIIMMU U HE MPOSIBIISIIUCH KIMHUYECKH. OOBIYHO OHU
He TpeOOoBaJIM JIEUEHUS U pa3pelIaIich B TeUeHHE NepBbIX 24 4 Ha (hoHe MpUMEHEeHUs IpenapaTa.
[Tpu Heobxomumoctn YCC, cHMXKEHHas B pe3ylbTaTe MPUMEHEHHs (PMHTOJIUMO/Ia, MOXKET OBITh
MOBBILIEHA 3a CYET NMapEHTEPATbHOIO MPUMEHEHUS aTPOIIMHA WIIN U30TPEHAINHA.

Bcem manuentam ciemyet mpoBecTH dnekTpokapauorpammy (OKI') um usmeputs aprepuaibHOe
nasnenue (AJl) o Hadana mpuemMa mpernapaTta U yepe3 6 4 mociie mpuema mepBou 1036l Beex
NalMeHTOB HEOOXOJMMO HaOJrofaTh B TeYeHHWE 6 Y Ha MpeiMeT NPU3HAKOB U CHUMIITOMOB
opanukapauu, m3Mepsst UYCC u AJl kaxapiii wac. B TeueHme 3Toro 6-dacoBoro mnepuoja
PEKOMEHIyeTCsl IPOBOJUTH HETIPEPHIBHBIN (B peasbHOM BpeMeHH ) DKI'-MOHUTOPHHT.

[Ipy pa3BUTHM CHUMITOMOB OpaguapuTMHU Ha (oHe Tepanuu mpenapatom HECKJIEP®
HE00XO/IMMO HayaTh COOTBETCTBYIOIIME MEpOINPHUATHs, OOeClednTh HaAOII0JCHUE IalueHTa
BIUIOTh /10 KYIIMPOBAaHUS JTaHHOTO cOCTOsiHUSA. [Ipy HE0OXOAMMOCTH JIEKApCTBEHHOW Tepanuy B
Nepuoj, MOHUTOPUHIA TOCJe MpHUeMa MepBOM J103bI HEOOXOJUMO MPOJJIUTH HaOIIOJEHHE, 0
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COOTBETCTBYET 3KCNEPTHO
ot 24.09.2025 Nz 21

MEHBIIIEH Mepe, N0 yTpa CIEAYIOLEro AHs, U HOQ%HE%%E%EEM&:.;— -'I(; %Hoe

AY OTUETY

X
oy

Ha6JII0IEHHIO TIOCIe IPUEMa TIepBOii 0351, TI0CIe TIpHeMa BTOpoii 10361 ipenapata HECKJIEP®.
Ecnu yepes 6 1 nocne npuema nepBoit 10361 YCC HaXOUTCS HA MUHUMAJIbHOM YPOBHE (YKa3bIBast
Ha TO, 4TO (apMakoaMHaMHUYeCKUN 3(PQeKT Ha cepAle, BO3MOXKHO, €Ile He MPOSBUICS B
MaKCHMaJbHOW CTETNeHH ), HAOII0eHHE CIelyeT MPOUIUTD €llle, [0 KpaliHel Mepe, Ha 2 4 WU 10
tex nop, noka YCC BHOBb He moBbicuTcs. Kpome toro, ecnmu UCC uepes 6 4 mocie npuema
npernapara cocTapisieT <45 yI/MUH y B3pOCHbIX, WK <55 ya/MuH y neted ctapuie 12 net, uin
<60 yn/muH y aereit ot 10 mo 12 ner, uinu npu BriepBbie Bo3HUKIIEH AB-0510kane 2 creneHu win
BbllIe 110 AaHHbIM ODKI' yepe3 6 4 mociie npuema mnpemnapara, uin eciad uareppan QTc mo DKI
cocraBisieT >500 Mc, cienyeT IpOBOAUTH JOMOIHUTENIbHOE HaOMoieHue (1o KpaitHei mepe, 10
CJICAYIOIIETO yTpa WK J0 TeX MOp, MOKa HapylIeHus He paspemartcs). AB-0nokana 3-ii crenenu,
Koria Obl OHa HU BO3HHKIIA, TAK)Ke TpeOyeT MpOBeICHHS TPOUIEHHOTO MOHUTOPUHTA (TI0 KpaiiHen
Mepe, A0 CIEIYIOIIEro yTpa).

VY nmanueHToB, MOJIy4aBLINX JIEYEHHE (PUHIOJIMMO/IOM, 3aPETUCTPUPOBAHbI OYEHb PEAKHUE Cllydan
unBepcun 3yona T na OKI'. B ciydae BbisiBeHust uaBepcuu 3yona T HeoOX0AUMO HCKIIOUUTH
HaJu4Me APYTUX IPU3HAKOB HIIEMHUHM MHUOKapaa. Ilpu momo3peHun Ha HILIEMHUIO MHUOKapaa
PEKOMEHIyeTCsl 0OpaTUTHCS 3a KOHCYJIbTallUel K KapAHOJIOTYy.

B CcBA3M C PUCKOM Pa3BUTHS Cephe3HBIX HapylleHMi putMa cepana npenapar HECKJIEP® ue
cienyeT TPUMEHSATh Yy TAlUEHTOB C CHHOATPUAIbHOM OJOKaIol, CHMITOMAaTUYECKON
Opanukapaueld WM TOBTOPHBIMHM OJMH30/IaMU CHUHKOIAIbHBIX COCTOSHHUN B aHamHe3e, C
cylecTBeHHbIM ymnHeHneM uHTepBaia QT (kenckuii mom: QTc >470 mc (ctapme 18 mer),
QTc>460 mc (10-18 met); myxkckoit mom: QTc>450 mc (crapmie 10 smer)). Ilockonbky
NEPEHOCUMOCTh BbIpaXKEHHOW OpauKapIuu MOKET ObITh CHHUYKEHA Y MaIlMEeHTOB C OCTAaHOBKOM
cep/la B aHaMHE3€, HEKOHTPOJINPYEMOU apTepHalIbHOM TMIIEPTEH3UEN UITH TSAXKEIIBIM CUHAPOMOM
anHod Bo cHe, npenapatr HECKJIEP® He ciefyer mpuMEHATh y TaKUX NAlMEHTOB. Y TaKUX
NAMEHTOB IPUMEHEHHUE Mpenapara BO3MOXKHO TOJBKO B CIy4yae, €CiM IpejroaraemMast mojib3a
IpeBbIIaeT NOTEHIUAIbHBINA pUcK. [Ipy HE0OX0IMMOCTH PUMEHEHHU Ipernapara y NalueHToB
JTAHHOW KaTETOPUH CIEAYET IPOBECTH KOHCYJIBTALMIO KAapINO0JIOTa Mepe HauyaloM Teparnuu AJs
BbIOOpa ONTHUMAILHOTO MOHHMTOpPUHIA CEPJICUYHOM NeATEeNbHOCTH, MO KpailHel Mepe, 10 yTpa
CJIETYIOILETO JTHSI.

[pumenenne npenapatra HECKJIEP® y mnanueHTOB ¢ apUTMUAMH, TPeOYIOIIMMH JI€YeHHUs
AHTHApUTMUYECKUMU TIperapatamMu kiacca la (Hanpumep, XMHUUH, TU30MIUPaMU]) WU Kiacca
III (HarmpumMep, aMHOIapOH, COTaON), HE n3ydanock. Ha ¢oHe mpuMeHeHHs aHTHAPUTMHUYECKUX
npenapatoB kinacca la winm knacca Il y mamueHToB ¢ Opanukapaueil oTMedaauch cllydyau

nupy>THOI Taxukapauu. [TockosbKy B Hauase npuMenenus npenapata HECKJIEP® ormeuaetcs
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camxenre UCC, mpenapar HECKJIEP® Bmecfre c ,I[aHgb:H\;IP;l%QICHB'CHTE%MI"JUénaU’ZTaMH

IIPUMEHSTDH HE CIIEIYeT.

OnbIT mpUMEHEHUs (PUHTOJIMMOAA y NAIMEHTOB, MOJYYAIOIIUX COMYTCTBYIOIIYIO TEPAIUIO
Oera-aapeHoOI0KaTOpaMu, aHTArOHUCTaMHU KaJlbIMEeBBIX KaHaoB, cHIbKamuUMu YCC (Takumu
KaK BepalaMuwil WU AWATHA3eM), WM JIPYrUMH TMpenaparamu, cnocoOHbiMH cHmkaTh YCC
(HanpuMmep, nBaOpaanH, TUTOKCUH, HHTHOUTOPBI XOJIMHACTEPA3bl WIIH MUIOKAPIINH), OTPAaHUYCH.
[MockonbKy B Hauase npuMenenns npenapata HECKJIEP® UCC Taxoke CHIKAaeTCs, IPHMEHEHHE
Ha3BaHHBIX NIPENApaToB B Havae Jedenus npenapatom HECKJIEP® MoskeT IpUBECTH K TAXKETIOM
Opanukapauu U AB-61okane. B ¢Bsi3u ¢ MOTEHIIMATBLHBIM JTONOJHUATEILHBIM BiisiHuEM Ha YCC
npenapar HECKJIEP® He cneyeT HaYMHATh NPUMEHATH y MAIIHEHTOB, KOTOPBIE OJHOBPEMEHHO
NPUHUMAIOT JaHHbIE TpenapaThl. Ilpumenenue mpenapata HECKJIEP® y Takux manueHToB
cienyeT paccMaTpuBaTh JIMIIb B CIydae, €CIM IpearnojiaraeMas I0Jib3a IEPEeBEIIMBACT
NoTeHIMalbHble pUcku. Ecnu paccMaTpuBaeTcs BOIPOC O MPUMEHEHUH IIpenapara, To 10 Hadaja
€ro MPUMEHEHUS CIIeIyeT 00paTUThCS 32 KOHCYJIbTAIleH K KapInOJIOTy OTHOCUTENIEHO MepeBo/Ia
NanueHTa Ha JIeKapCcTBEHHbIe mnpenapatsl, He cHmkatoume YCC. Ecnu oTmeHa mpenapara,
camkaromero YCC, HEeBO3MOXHA, CleayeT OOpaTUThCA 3a KOHCYJIbTAaIlMeW K KapIuoJory
OTHOCUTEIIbHO OMpEeeNIeHUs] HaAJeXallero HaONIoJeHUus Tocie MpHeMa MEepBON  J103bI;
PEKOMEHIyeTCsl TPOJUICHHOE HaOMIOJEHUE, MO KpailHed wmepe, a0 cienytomiero yrpa. Ilpu
B0306HOBIeHHH Tepanuu npenaparom HECKJIEP® pnusnue na UCC U aTpHOBEHTPHKYIAPHYIO
MIPOBOJIUMOCTb MOYET MPOSIBUTHCS BHOBb B 3aBUCHMOCTH OT JJIUTEIBHOCTH IPEAILIECTBYIOLIEH
TE€panuu U BPEMEHU NIPEPhIBAHUS TEPAIUU.

Habmonenue, kak u nocse npuema rnepBoil 103bl, HE0OX0IMMO B CIy4ae NpepbIBaHUs TepaIuu:
— Ha |l geHp u Oojee B TeUEHHE MEPBBIX 2-X HEJENb TEPAINH;

— Ooinee yeM Ha 7 gHeH HA 3-1i WM 4-1 HeJelle JICUCHUS;

— 0OoJee yem Ha 2 HeJIeNH MOCJIe TOTo, KaK JIEYeHHE MPOJIoKaoch 0oJiee MecsIia.

Ecnu nedenune mpepsiBaeTcst Ha Oojiee KOPOTKUM MPOMEXYTOK BPEMEHH, YEM YKa3aHO BBIIIIE,

JIeYeHUE ClIeyeT IPOAOKATh CO CIEeNYIOIIEeH 3arIaHuPOBAHHOM J103bI.

Hnmepsan QT

[Tpu npumenennu ¢puHroaMMozAa B Ao3ax 1,25 Mr umm 2,5 Mr nocse J0CTUXKEHUs paBHOBECHOTO
COCTOSIHUS, HO, KOT'JIa eIlle HabI0Aanoch OTpUIaTeIbHOE XPOHOTPOITHOE € CTBHE, OTMEYAIOCh
ymnuaenne natepBana QTcl (ckoppextupoBanusiii naTepBai QT Mo yacToTe mynbca Ha OCHOBE
JAHHBIX KOHKPETHOTO MAallMeHTa) MO0 CPAaBHEHHUIO C W3HAYallbHBIM IIOKa3aTelieM 10 BepXHeu
rpanunbel 90 % M <13,0 mc. He BBIABIIEHO 3aBUCUMOCTH BO3HUKHOBEHMSI yIJIMHEHUS HHTEpBaJla
QTcl ot no3bI IpenapaTa U ATUTENBHOCTH Tepanuu. [10BBIIEHHON YaCcTOTHI CIy4acB OTKIOHEHUS

nnuael wHTepBaia QTcl oT HOpMBI (OIleHWBaeMBIX 1O aOCONIOTHBIM WU TMPOIEHTHBIM
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LA
W3MEHEHHUSIM OTHOCHTENIHLHO MCXOIHBLIX 3HAYEHHI) Ha' rJlJDHe LT'I'EI/H\EHEEPQII: Id)FIHTBJ‘II/HVIO‘Il'a

0o0OHapyXeHO.

Kinunuueckoe 3HaueHHE TOJMYYEHHBIX JAHHBIX HeusBecTHO. B wuccinepoBanusix npu PC
KJIIMHUYECKH 3HaUYMMBIX 3P (eKToB Ha JIMHY uHTepBasia QTc He 0OTMeUYanoch, OJJTHAKO MAIIMCHTHI
¢ puckoMm ymnHeHus narepBaia QT B knmunnueckue uccnenoranus (KM) He BKIrOYauch.

Y nanueHToB co 3HAaYUMBIMH (PAKTOpaMU PUCKA, HATPUMEP C TUTIOKATHEMHUEH WA BPOXKICHHBIM
ynmuHeHnem wuHTepBana QT, ciemyer u30eraTh NpUMEHEHUsS JICKAPCTBEHHBIX IIPEMapaToB,

CIOCOOHBIX YIIIUHATH HHTepBaT QTC.

Hmmyrnocynpeccuenoe oeticmsue

@UHroJIMMOJ, OKa3blBa€T MMMYHOCYIIPECCUBHOE JEUCTBHUE, B PE3YJbTAaTe€ YEro y IALUEHTOB
BO3pacTaeT pUCK MH(MEKUUH (B TOM YHCIE ONNOPTYHUCTHYECKUX HMH(MEKUUI, KOTOpPHIE MOTYT
IPUBOAUTH K CMEPTH) M PUCK Pa3BUTHUS JTUMGPOM U IPYTUX 3JI0KAaUECTBEHHBIX HOBOOOPA30BaHUIH,
B O0COOEHHOCTH KOXHbIX. CliefyeT TIIaTeJbHO HaOI0aTh HNAlMEeHTa, OCOOCHHO NP HaUYUU
COITYTCTBYIOIIMX 3a0oyieBaHW WM (AKTOPOB PpHUCKA, HANpUMeEp, IPEANIeCTBYIOIEH
UMMYHOCYTIpeCCUBHOM Tepamuu. [lpu momo3peHnn Ha TOJNOOHBIH PUCK Bpady CIEAyeT B

HHAUBUAYAJIBHOM NOPAAKE paCCMOTPETh BOIIPOC 00 OTMEHE TCpaIlinu.

Hnghexyuu

KiroueBbiM papmakoanHaMHUECKUM YPPEKTOM Ipernapara sBsSeTcs 10303aBUCHMOE CHIDKEHHE
KosmgecTBa TMMporuToB B nepudepmueckor kposu 10 20-30 % OT X UCXOIHOTO KOJIMYECTBA,
00ycJI0BIeHHOE 00paTUMBIM NepepacipeaesieHueM TUM(OIIMTOB B TUM(POUIHBIX TKAHIX.

[lepen Havanmom Tepanuu npenapatom HECKJIEP® crenyer TMonyduTh — pesynbTaT
OOLIEKIMHUYECKOTO aHaliu3a KpOBU C JICHKOIMTApHOW (OpMYJIOH, BBINOJIHEHHOTO Ha
MNPOTSKEHUH TOCIETHUX 6 MecsleB, MPeIUIeCTBYIOMUX Hayaly Tepanuu, WU MO0CIe OTMEHbI
npefmecTpytoned  tepanuu. OOLIEKIMHUYECKUH aHallM3 KpPOBH TakKe PEKOMEHJIyeTcs
NEPUOANYECKH POBOIUTH BO BPEMsI TEpAIny, Yepe3 3 Mecsla U 3aTeM, 110 KpailHel Mmepe, 1 pa3
BTOJ, a TaKKe NpU HAINYUU TNpU3HAKOB MHPeKkuuu. [Ipm moaTBepk aAeHHOM aOCOIIOTHOM
konmudecTBe muMdoruTos <0,2x10%/11, npenapaT ciemyeT OTMEHHUTH 10 TeX MOp, TOKa JAaHHKIH
nokaszaTejab HE BOCCTaHOBHTCSA, Tak Kak B KU y mamueHTOB ¢ aOCOTIOTHBIM KOJUYECTBOM
nmumdoruTos <0,2x10°/1 Tepanuio GUHIOIMMOIOM TIPEKPAILAIIH.

VY manueHTOB C TSDKEIbIM aKTHBHBIM HMH(MEKIIMOHHBIM 3a00J€BaHHEM HEOOXOAMMO OTJIOXKHUTH
Havano nedenus npenaparom HECKJIEP® no paspelenus JaHHOTO COCTOSHHSL.

CepbesHble, onacHble IS )KU3HH, @ MHOT/Ia U CMepTeNbHbIe clydyan dHIe(hanuTa, MeHUHTUTA WU
MEHMHIO9HIIe(panTa, BEI3BaHHBIE BUPYCAMH IPOCTOrO reprieca U BETPSHON OCIIbI, UM MECTO

B J1000e BpeMsi BO BpeMms JiedueHHs (UHTOIMMOAOM. IIpy BO3HHMKHOBEHHHM Te€pHEeTHYECKOIrO
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sHIIe(paTa, MCHUHTUTA WM MEHUHTOdHIIChaUTa cne&&ﬁ%@%@ﬁl%bzﬁnm

TrfpenarpaTOM

HECKJIEP® 1 Ha3HAauMTh COOTBETCTBYIOIIEE JIEYEHHE COOTBETCTRYIOMIEH HH(EKINM.

Jlo nayana npumenenus npenapara HECKJIEP® y namueHToB cliefiyeT OLEHUTh HMMMYHHTET K
BeTpsiHOM ocme. [lanneHToB, He MMEIIMX B aHAMHE3€ JIOKYMEHTAJIbHO IOJITBEPKIACHHBIX
JAHHBIX O INEPEHECEHHOW BETPSHOW OCIEe WM MOJHOTO Kypca BaKLMHALMKM IPOTUB BHUpYyca
Varicella zoster virus (VZV), 1o Ha4ala Tepanuu clieyeT 00CIeI0BaTh VIS BBISBICHUS aHTUTEI
Kk VZV. B cinydae OTCYTCTBHMS aHTHUTEN K BUPYCY VZV creayer NpOBECTH IIOJHBIA Kype
BaKIMHALMA [0 Hayaja Tepanuu npenaparoM. lIpu 3ToM Hayano nedeHWs npenapaTrom
HECKJIEP® cnieiyeT OTI0KUTh MUHUMYM Ha 1 MecsIl JUIsl pa3BUTHS ITOJTHOTO IMMYHHOTO OTBETA
Ha BaKIMHALUIO.

B pesymsrate Bo3geiictBus npemapata HECKJIEP® Ha MMMYyHHYIO CHCTEMY MOMKET
YBEJIMYUBATHCS PUCK Pa3BUTHS HH(DEKIH, B TOM 4YHCIIE ONMOPTYHHCTUYECKUX. Bo Bpems
nevyenuss npenaparoMm HECKJIEP® y manmueHnToB ¢ cUMOTOMaMM HH(EKIMOHHOIO MPOLECCa
HE00X0IMMO MTPOBOIUTH () (HEKTUBHBIC TUATHOCTUYECKHE U TEPAIIEBTUIECKUE MEPOTIPHSITHS.
[Ipu oueHKE COCTOSHUS TMAIMEeHTa C MOJ03PEHHEM Ha MH(EKIHUIO, KOTOpask MOXKET OKa3aThCs
CEpbE3HOH, CIEAYET paCCMOTPETH BOIIPOC O €r0 HAIIPABJICHUH K Bpady, UMEIOIIEMY OIIbIT JICUEHUS
uHpekuuii. [lannenToB, monyyarmux mpemnapar HECKHEP®, HEOOXOUMO TPEayNpexKIaTh O
TOM, 4TOOBI B CITy4ae MOSIBICHUS CUMITOMOB UH(EKIIMY BO BpeMS JIEUEHHU s, OHU COOOLIAIN O HUX
CBOEMY Bpauy.

[Tpu pa3BuTHH cepbe3HBIX MH(MEKIMI HEOOXOAUMO PACCMOTPETh BOIIPOC O BPEMEHHON OTMEHE
npenapara HECKJIEP®. Bo30o6HOBATH euenue npenaparom HECKJIEP® cnietyeT Tosbko mociie
OLICHKHM COOTHOILIEHUS ITOJIb3bI U PUCKA.

B mocTperncrpaitnOHHOM IEPUOJIE OTMEUYEHBI CIydad PAa3BUTHsI KPUIITOKOKKOBOTO MEHUHIHUTA
(rpubkoBas nHGEKIN), MHOTIA C JeTaTbHBIM UCXO/0M, Mocie 2—3 NeT JedeHus GUHTOIUMOIO0M,
OJIHAKO TOYHAas CBA3b C JUINTEIBHOCTBIO TEPANMU HE ycTaHOBIIEHA. Ipu pasBuTMM CMMITOMOB,
MO3BOJIAIOIIMX 3aloJO3pUTh pa3BUTHE JAHHOTO COCTOSHMS (Hampumep, TOJIOBHOHM 0o,
CONPOBOXKAAKOUIEHCSA TICUXWYECKMMHU HAapyLIIEHUSAMHM, TaKMMHM KaK CIyTaHHOCTb CO3HAaHUS,
TAJUTIOLIMHAIMM ~ W/WJIM ~ W3MEHEHHE JIMYHOCTH), CIIeAyeT He3aMeUIMTENbHO MPOBECTU
COOTBETCTBYIOIIME JHAarHOCTUYECKUE MeponpusaTtus. [Ipu nmoareepxaeHUM QuarHo3a cieayeT
BPEMEHHO OTMEHUTh (PUHIOJMMOJ M HayaThb COOTBETCTByMoIlee JeueHue. Ecnu Tepamuio
(UHTOIMMOIOM TpeOyeTcss BO3OOHOBUTH, CIIETYET MPOBECTH KOHCYIBTAIIUIO C BpayaMH Pa3HBIX
crienManbHOCTE! (B YACTHOCTH, CO CIEIIMATIMCTOM 0 HH(PEKIIMOHHBIM OOJIE3HAM).

B nmocrpeructpalliOHHOM MEPUOAE OTMEUEHBl CIIy4ad pa3BUTHS  IMPOTrPECCUPYIOIEN
MynbTU(dOKaTbHOU JelikodHIepanonatuu (IIMJI). IIMJI — onnopryHuctryeckoe HHGEKINOHHOE

3a0oneBanue, BbI3BaHHOE JC-BUPYCOM, C BO3MOXHBIM JICTAJbHBIM HCXOJIOM WJIM TSKEJION
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nHBanuau3anueit. Cioydan [IMJI Obutn oTMEHEHBI nﬁ%&}ﬂ]@ ";: "§T§£§Ell—(yz—:all -FIBI/IJIVIlCIH'IeIHI/IH

1Y OTUYETY

¢uHromMMOa B KauecTBe MOHOTEpPANMM Yy MAllMEHTOB, paHee HE MOJYYaBIIMX HATAIN3ymal.
HecmoTpss Ha mOBBIIEHHWE MPEINONAraeMoro pucka Ha (OHE COBOKYHMHOTO KOJIMYECTBA
MPUHATOTO CO BPEMEHEM IIpenapara, B3aMMOCBS3b C JUIMTEIBHOCTBIO TE€panuyd B TOYHOCTHU
HEN3BECTHA.

[TommydeHbl TakKe OTMOTHUTENbHBIE coOOIIeHus o pa3Butuu [IMJl y mnanueHToB, paHee
MOJTYyYaBIIUX TEPAIHIO HaTAIN3yMaOOM, /Il KOTOPOTO yKe u3BecTHa cBs3b ¢ [IMJL.

Pazsutne [TMJI Bo3M0OkxHO TOJIbKO TIpH HHpUIMpoBanuu JC-supycom. [Ipu nmpoBeneHnn anammsa
Ha Haimuuue JC-BHpyca HEOOXOAMMO YYMTHIBATh, YTO BIMSHHME JUM(ONEHWH HA TOYHOCTH
pEe3yJIbTaTOB TECTUPOBaHUS Ha Hanuuue aHTuTen K JC-BUpyCy Yy MNalMEHTOB, MOJy4YaBIIMX
¢uHrOMMMO, HE N3ydanock. CTOMT OTMETHUTH TAKXKE, YTO OTPULIATEIBHBIN Pe3yIbTaT aHaIn3a Ha
HaJan4ue JC-Bupyca HE HCKIIIOYaeT BO3MOKHOCTH UHQOUIUPOBAHUS
JC-BupycoM B nocieayomem.

[lepen npuMeHeHuemM (pUHroIMMoaa HEOOXOAMMO, KaK IPaBUIIO, HE paHee, 4eM 3a 3 Mecsia 10
Havyaina tepanuu, npoBectd MPT. [lpu nmposenennu mianoBeix MPT-uccrnenoBanuii (yactora
KOTOPBIX OIpEAeNseTCs] HAlMOHAIBHBIMU PEKOMEHAALNUSIMH), YaCTOTa KOTOPBIX OIMpeAemseTcs
CTaHJapTaMH JUArHOCTUKU U KOHTpoJs teueHus PC, ciaepayer coxpaHSATh HACTOPOKEHHOCTh B
OTHOILIEHUU JITAHHBIX, KOTOPBIE MO3BOJAIOT 3anofo3puth [IMJI. Takum obOpazom, mnpoBerecHUE
MPT MOXHO paccMaTpuBaTh Kak 3JEMEHT IIOBBIIMICHHONW HACTOPOXXEHHOCTH Yy IALMEHTOB C
BbICOKMM puckoM paszsutus [IMJI. IIpu nono3penun na IIMJI cienyer HEMENIEHHO TPOBECTH
nuarHoctudeckyro MPT u npuocranosuth nedenue npenaparom HECKJIEP® no uckimouenus
nuarnosa [TMJI.

N3menenns Ha MPT, xapakrepasie mia [IMJI, Moryr mposBISITBCS paHbIIE€ KIMHAYECKHX
IIPU3HAKOB UJIM CUMIITOMOB. Y IAallMEHTOB, I10OJY4YaBIINUX JICKAPCTBEHHbIE IIPENaparsl 110 MOBOLY
PC, nns xotopsix ycraHoBieHa cBs3b ¢ [IMJI, Bkimtodas (UHronumoJ], HabIIOAaINCh CIydyau
[IMJI, nuarHocTupoBaHHbIE Ha OCHOBaHMM NaHHbIX MPT, a Takke Ha OCHOBaHWU BbIABICHUS
JIHK JC-Bupyca B 1epeOpocnMHaIbHOM )KUIKOCTH IPU OTCYTCTBUU KIIMHUYECKUX MPU3HAKOB WIIN
CUMIITOMOB, XapakTepHbIx 1 [IMJL.

BeiBenienne (uHronuMona mocie MpeKpalleHUsl JICYeHUS MOXKET MPOUCXOIUTh B TEUECHHE
2 MecsLeB, MOATOMY B ATOT MEPUOJI HEOOXOAUMO COXPaHATh HACTOPOKEHHOCTh B OTHOILLIEHUU
pazButusg uHpekuuid. [lanueHTOB creayeT NPOMHCTPYKTHPOBaTH O  HEOOXOIUMOCTHU
He3aMeUTMTEIbHO COO0IaTh Bpauy 000 BCEX CUMIITOMAaX MH(EKIIUHN B TEUEHUE 2 MeCALEB MOCIe
OTMEHBI (PUHTOJIUMO/IA.

B nmoctperucrpanimoHHoM nepuoie NpUMEHEHUs (UHroIMMoja HaOMIoJaINuCh — Cciaydyau

MH(GUIUPOBaHUS BUPYCOM ManuiuioMbl 4enoBeka (BITY), Bkimrodas nmamuiiomy, IUCIUIa3UIO,
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COOTEBETCTEYET 3KCINEPTHON
oT 24 .09 2025 N2

o6opomaBku u BIIY-accormmupoBanHubiii pak. B cm:«sﬂing:%gﬁ,ﬂg%i'm#ﬁﬁhgf %%'J-'};ﬁaeT

1Y OTUETY

MMMYHOCYIPECCUBHBIM JieiicTBMeM, mepel HauamoM Tepamuu npenapatom HECKJIEP®,
HE0OXOUMO paccMOTPETh Bompoc O BakuuHauuu npotuB BIIY ¢ yderom pexomeHanuil mo
BaKIIMHALMU. TaxKke peKOMEHyeTCs MPOBOJUTH OHKOJIOTMUECKUN CKPUHMHT, BKJIKOYasi Ma30K I10

HaHaHI/IKOJIay, B COOTBCTCTBHUHU CO CTaHAApTaMK OKa3aHUA MeﬂHHHHCKOﬁ IIOMOIIIH.

Maxynapuwiii omex

[Tockonbky Ha (poHE Tepanuu (UHTOIMMOAOM B peKoMeHJoBaHHOU ao3e y 0,5 % marmueHToB
OTMEYaJOCh Pa3BUTHE OTEKa MaKyJbl ¢/0e3 KIMHUYECKMX CHMIITOMOB INPEUMYILIECTBEHHO B
nepBbie 3—4 MecsIa JeUeHUsl, PEKOMEHJIyeTCsl IPOBOAUTE O(TanIbMOJIOrH4ecKoe 00cIeJ0BaHne
yepe3 3—4 mecsna nocie Hadana Tepanuu. [lpy BIABIECHUM y NTAllMEHTOB HAPYLIEHUH 3pEeHUs Ha
¢doHe mpuUMEHEeHHs Mpernapara HEOOXOIUMO MPOBECTH OCMOTP TJIA3HOTO JHA, B TOM 4YHCIE
MaKyJIsIpHOH 00acTu.

VY nauMeHToB ¢ YBEUTOM B aHAMHE3€, a TaKK€ y NALUEHTOB C COIYTCTBYIOIIHMM CaXapHbIM
nabeToM OTMEYaeTcss TOBBIMNICHHBIH PHUCK pa3BUTHS MAaKyJISIpHOTO oOTeka. [loCKoIbKy
IpUMEHEHUE Ipenapata y nanueHToB ¢ PC u CONMyTCTBYIOIIMM CaxapHbIM JHa0ETOM He
U3y4yaJloCh, y MAllUEHTOB C CaXapHbIM Jua0eTOM WM YBEMTOM B aHAMHE3€ PEKOMEHIYyeTCs
IPOBOJIUTH O()TAIBMOJIOTHYECKOE 00CIeI0BaHNE 10 Hayajla U BO BpeMs TepaluM NpenapaTom
HECKJIEP®.

[TocnencTBust MPOJOIDKEHUS Tepanuu (GUHTOIMMOIOM y MAIMEHTOB C MaKyJSPHBIM OTEKOM HeE
u3ydanu. B cioydae pasBuTHs OTeka Makyibl Neuenue npenapatrom HECKJIEP® cnemyer
npekpaTuTh. PHUCK pPa3BUTHS TOBTOPHOIO OTEKa MAakKyJbl HpPHU BO300OHOBJIEHHWH Tepanuu
npenaparoM HECKJIEP® ne usyuascs. Pemenue o Bo306HOBJIEHHH Tepaliu MOCIE pa3pelleHus
MaKyJIsIpHOT'O OT€Ka, CIeAyeT IPUHUMATD C y4ETOM MOTCHIIMAIIBHOM 0JIb3bI M PUCKA, CBA3aHHBIX

C IIPUMCHCHUECM IIPCIIapaTa Y KOHKPETHOI'O MAalUCHTA.

Hapywenue ¢ynxyuu neuenu

V¥ nmanuentoB ¢ PC, nmosyyaBmux (PMHTOIMMO/J, OTMEUYAINCH CIydyau IMOBBIIMIEHUS aKTUBHOCTU
«MEYECHOYHBIX» (EPMEHTOB, B OCOOEHHOCTH anaHnHamuHOTpaHchepassl (AJIT), a Takxke
ramma-riayramuntpancdepassl (I'TT) u acnapratamunorpancdepasst (ACT). B KU nosbienne
aktuBHOCTH AJIT 10 ypoBHst 3xBI'H (BepXxHsisi rpaHHIla HOPMBI) MJIM BbIlIe oTMevanoch y 8,0 %
MalKeHTOB, MOTy4YaBmuX GUHroauMoy B o3¢ 0,5 mr, u mumb y 1,9 % manueHToB, MoTydaBIInx
mane6o. [loBeimenne no ypoBHs S5XBI'H ormeuanocs y 1,8 % mamueHTOB, MOJyYaBIIMX
¢unromumos, u'y 0,9 % namuenTos, nonyyasmux miane6o. B KU ¢punronmumos otMeHsm, eciu
aktuBHOCTh AJIT moBbimanace 10 ypoBHa >5xBI'H. Ilpu B0o300HOBIEHMM Tepanuu

(1)I/IHFOJ'II/IMO)IOM AKTUBHOCTH <IICYCHOYHBIX)» aMHHOTpaHC(i)CpaS Y HEKOTOPBIX IMMAIMCHTOB
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COOTBETCTEYET 3Kl
ot 24.09.

MOoBbIIIAJIACE CHOBA, 4YTO TOBOPUT B IIOJIB3Y CBSISI/IIH,IZEIEI;THEI%CIEEHEEELF%' '

¢unronmumozna. B KU moBeilieHne akTUBHOCTH aMHUHOTpaHc(depa3 MOIJIO BO3HHMKATH B JH000E
BpEMsI B XOJI€ JIEUEHUS], OJIHAKO B OOJIBIIMHCTBE CIy4yaeB OHO BO3HUKAJIO B IEepBbie 12 Mecsles.
Hopmanu3zanus ak THBHOCTH «I1€4E€HOYHBIX» aMUHOTpaHc(epas B CBIBOPOTKE KPOBU ITPOUCXOIUIIA
IpUOJIN3UTENIBHO Yepe3 2 Mecslia I0cie OTMEHb! (PMHTOJIMMO/IA.

[Ipumenenue puHTONMMMONA y MALMEHTOB C HapyIIeHUEM (YHKLIWHU MEYEHHU TSHKETON CTEeTeHU
(xmacc C mo xmaccupukanuu Yaiina-I1pr0) Ha MOMEHT Hadvajga Tepanud HE HCCIIECI0BAIOCH.
[TpumeHeHne GUHroIUMOA y TAKUX NMALMEHTOB IPOTUBOIIOKA3aHO.

[TockonbKy (PMHIOIUMOJ] OKa3bIBAET UMMYHOCYIIPECCUBHOE JIEMCTBUE, Y MAIIUEHTOB C aKTUBHBIM
BHUPYCHBIM Ir€IaTUTOM Hayajo TEPaIuu CJIEAYET OTIOXKUTh A0 Pa3peLICHHs] JaHHOTO COCTOSHUS.

B nepron mocTperucTpailnoOHHOro MpUMEHEHHs (GUHTOIMMO/Ia HAOIIOJAINCh CIy4Yal Pa3BUTHUS
KJIMHUYECKH 3HAYMMOIO MOopakeHHs nedeHu (cM. paszgen «IloGounoe aeiictBue»). Ilpusnaku
HOpa)KEeHUsl MEYEHH, BKIIOYAsi 3aMETHOE MOBBILICHUE aKTUBHOCTH «I1€YEHOYHBIX» (PEPMEHTOB B
CBIBOPOTKE KPOBU U IOBBILIEHUS YPOBHS 0011ero OminpyonHa, BOZHUKaNU yxe depe3 10 nHei
nocJie mpruemMa nepBoi J103bl, a TAKKE ObUIM 3apETUCTPUPOBAHBI I10CIIE ITTUTEILHOTO IPUMEHEHHUS.
Coob1manocs 0 ciaydasx OCTpOd MEYEHOYHON HEeJAO0CTaTOYHOCTH, TpeOyrolel TpaHCIUIaHTALuU
IICYCHH.

PekoMeH10BaH KOHTpOJIb AKTUBHOCTU «II€YEHOYHBIX» TpaHCAMHUHA3 W KOHLEHTpalUU
OunmupyOMHa Ha TPOTSDKEHUH 6 MECSIEeB, MPEAIISCTBYIOIIMX Hadaly TEparuu IpernapaToM,
NEPUOANYECKUA KOHTPOJIb BO BpeMs TE€palUu U B TEUEHUE 2 MECALEB IOCIE IPEKpaLICHUS
npuema ripenapata HECKJIEP®. Ipu oTCyTCTBHH KITMHUYECKUX MPOSBIEHU MOpaXKeHUs eYeHH
olpezieNieHue aKTUBHOCTHU «I1€YEHOYHbBIX» TPaHCAMUHA3 PEKOMEHJ0BaHO MPOBOUTE B 1, 3, 6,9 n
12 mecsi1pl TeueHus 1 Jlanee NepruoguIecKH.

[ToBbIlIeHNE AaKTUBHOCTH «IIEYEHOUYHBIX» TpaHcamuHaz >5xBI'H Tpebyer Oonee wactoro
UCCIIEIOBaHMS «TI€UEHOYHBIX» (DEPMEHTOB, BKJIIOUas ONpeieTeHne KOHIIEHTpalluu OuupyOruHa u
AaKTUBHOCTH IeNouHOM ¢ocdaraspl. [Ipu MOBTOPHOM MNOATBEPKACHUM AAHHOTO pe3ysibTaTa
(aKTUBHOCTh «II€YEHOYHBIX» amuHOTpaHchepas >5xBI'H) mpemapar HECKJIEP® crenyer
OTMEHUTh M BO300HOBHUTH TEPANHUIO0 TOJBKO IOCIE TOTO, KaK aKTUBHOCTh <«II€UEHOYHBIX)
aMHHOTpaHc(epa3 BEpHETCs K HOpME.

Cnenyet HaOmI0aTh 3a MAallMEHTAMH HA MPEAMET HaJIU4Us IPU3HAKOB U CUMIITOMOB MOPAXKEHUS
Ne4YeHU. Y MAalUeHTOB, KOTOPbIE COOOIIAI0T O CUMITOMAax, TaKMX KakK TOIIHOTA HEW3BECTHOMN
3THOJIOTUH, PBOTA, 00JIb B )KUBOTE, TUCKOM(OPT B MpaBoM Noapedephe, BHOBb BBISBICHHAS WIN
YCUJIMBAIOILASICS MTOBBIIICHHAs! YTOMIISIEMOCTb, aHOPEKCHUS, JKEJITyXa W/WIA TEMHBIH I[BET MOYH,
KOTOpBIE MOTYT yKa3blBaTh Ha MOPaK€HUE MEeYEHH, HE0OX0JMMO HEMEIJICHHO MPOBECTH aHAIH3

AKTUBHOCTH <«II€YEHOYHBIX» TPaHCAaMHHA3 M MPOBEPUTH ypoBeHb OmnupyouHa. [lpum Hanuuum
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COOTBETCTEYET 3Kl
ot 24.09.202

KIIMHUYCCKUX HpOfIBJ’IGHPIﬁ, COITPOBOX AN X|CS HOBB&EQ—I‘LIQI@%; Ilﬁ;gﬁl}b{

ypoBHs 00111ero OMIMpyOrHa B CHIBOPOTKE KPOBHU B 2 pa3a BbIIIE HOPMBI, JICYEHUE MTPENapaToM
HECKJIEP® cnenyet npexpatuTh. JleueHue He cleyeT BO30OHOBIATH JI0 TeX I0p, HOKa He 6yaeT
onpezeiieHa Ipyras NpUYMHAa NMPU3HAKOB U CUMIITOMOB NOpakeHus nedeHu. llpu BeisABieHHN
3HAYUTENIBHOIO MOPAXKEHUS MeUeHH (HalpuMep, aKTUBHOCTb «I1€4EHOUYHBIX» aMUHOTpaHcdepas
>5xBI'H w/unu noBblieHHE ypOBHSA OMIMpYyOMHA B CHIBOPOTKE KPOBH) JICYCHHE MpenapaToMm
CllelyeT IpeKpaTuTh. Penienue o BO30OHOBICHUH JieueHUs OyIeT 3aBUCETh OT TOTO, OIpe/ieieHa
JU JApyras IpUYMHA IOPaKCHMs II€YEHH, a TAKKE OT COOTHOUICHMSI MEXKIY IOJIb30H OT
BO300HOBJICHUS JICUCHHSI U PUCKOM ITOBTOPHOT'O PA3BUTHS HApyLICHUs (PYHKIMH [T€UYEHHU.

Hert nanHbIX, yKa3bIBAIOUIMX HA TO, YTO Y MAIIUEHTOB C YK€ UMEIOIUMCS 3a00JIeBaHUEM I€UYEHH,
nonyyaronux npenapat HECKJIEP®, puck mnosblmenus mnokasateneil (yHKIMH IIe€4eHH
yBenudeH. TeM He MeHee, y MallueHTOB, B aHaMHe3€ Y KOTOPhIX UMEEeTCs TshKesoe 3a0oeBaHue

neueny, npenapar HECKJIEP® cnemyeT IpUMEHATh C OCTOPOKHOCTBIO.

Brusanue na pesynbmamol ceponiocutiecko20 uccie008aHus

[TockonbKy  (UHTOIMMOJ  CHMXKA€T  KOJIMYECTBO  JUMQPOLUUTOB B  KpOBH  (ITyTeM
nepepacnpesiesieHis UX BO BTOPHYHBIX JMM(OHUIHBIX OpraHax), KOJHMYECTBO JTUMQOIUTOB B
nepuepuyecKord KpOBU HE MOXKET OBITh HCIOJIB30BAHO JUIS OICHKH KOJMYECTBA Pa3IUYHBIX
BUJOB JIUM(OLUTOB y MALMEHTOB, MOJYYAOIIUX (UHTOIUMOJ. Y TAIMEHTOB, MOJYYAOIINX
(UHrOIMMOJ, JIA ONpeAeNieHHus KOJIMYECTBAa MOHOHYKJIEapoB TpeOyercs 3a0op OobIIHUX

00BEMOB KpOBH (BCJIEICTBUE CHIKEHUS YHCIIA IUPKYIUPYIOMUX JIUM(OIUTOB).

Bausnue na apmepuanvroe oasnenue

[TarueHTsl ¢ HEKOHTPOJIMPYEMOH apTepHalibHOM TUIlepTeH3Uel He ObUIM BKIIIOYEHBI B
nopeructpanrionisle KM, mostomy B ciyyae mnpuMeHEHUs (PUHroaumoja y MalMEeHTOB C
HEKOHTPOJIMPYEMOH apTepHaIbHOM rMIepTeH3uel TpedyeTcs cooIoaaTh 0CO0YI0 OCTOPOXKHOCTb.
B KH y nauuentoB ¢ PC cpenHee MoBBIIIEHNE CUCTOINYECKOTO 1aBJICHUs HA (JOHE IPUMEHEHHUs
¢unronmumona B n1o3ze 0,5 Mr cocTaBUIIO IPUMEPHO 3 MM PT. CT., & TUACTOITUIYECKOTO JABICHUS —
npuMepHO 1 MM PT. CT.; AaHHBIN 3(Q(DEKT NpOosABIUICS NPUMEPHO uyepe3 | mecsi) mocie Havaja
JICYSHMSI U COXPaHsUICA Ha (hOHE MPOAOIDKEHUS JeueHus. B 2-neTHeM miane60-KOHTPOIMpyeMOM
WCCJIEIOBAaHNM apTepHalIbHAsl THIIEPTEH3MsI OTMEUYAIACh B KaU€CTBE HEYKEIATEIBHOTO SIBJICHUS Y
6,5 % manueHToB, MPUHUMABIIUX ¢uHTOIUMOA B Ao3e 0, 5wmr, m y 3,3 % manueHTos,
npuHUMaBIKX mnane6o. Bo Bpems Tepanmum mpenapatom HECKJIEP® cremyeT perynspHo

KOHTponupoBatb A/l

ﬂblxame]leaﬂ cucmema

15



COOTBETCTBYET 3K( OMY OTYETY
oT 24.059 202 :

Uepe3 1 Mecsn mocie Havalla OPUMEHEHHS d)HHronnﬂo_né'—lg[%Ifeﬂtﬁéng@_l Iilléimal}_mem,}roe u

no3o3aBucumoe cHmkenne OO®B1 u muddy3noHHON CIOCOOHOCTH JIETKUX MO0 OKCUIY yIiiepoja
(DLCO), B npanpHeiiieM JOCTUTHYTbIE 3HAUEHUS JAAHHBIX IApaMETPOB HE MEHSUIUCH. Y
NAlMEHTOB C TSDKEIBIM PECHUPATOPHBIM 3a0osieBaHUEM, (UOPO30OM JIETKUX U XPOHUYECKOH

00CTPYKTUBHOMN 00J€3HBIO JETKUX (UHTOIUMOJ CIEAYET IPUMEHSITH C OCTOPOKHOCTHIO.

Cunopom obpamumoti 3a0Hell 3Hyeparonamuu

B KU u mocTperucTpaiiMOHHbIX UCCICIOBAHUAX OTMEUCHBI PEAKHE CIydar Pa3sBUTHUS CHUHIPOMA
oOpaTuMoii 3ajHedl sHiedatonatud npu npuMeHeHud ¢GuHroauMona B goze 0,5 Mr co
CIICIYIOIICH CUMIITOMATHKON: WHTEHCHBHAS TOJIOBHAS 0OJIb ¢ BHE3AIIHBIM HA4ajoM, TOIIHOTA,
pPBOTa, HApyIICHUE CO3HAHHS, PACCTPOUCTBO 3peHMs U cynoporu. CocTosHUe, KaK IpPaBHIIO,
o0patuMoO, HO MOXKET YXYALIATbCA, B TOM YHCJIC MPUBECTH K HIIEMHYCCKOMY HIIU
reMOpparu4eckoMy HHCYJbTY. 3ajiepKKa B MOCTAHOBKE JUArHO3a W JICYCHUU MOXKET BECTH K
CTOMKHM HEBPOJOTMYECKAM HapyiieHusAM. [Ipu Mogo3peHrHr Ha CHHIPOM OOpaTHMOMW 3ajHEH

sunedanonaruu nprem npenapara HECKJIEP® crnemyer npekpaTuTs.

Panee nposoousuieecs neuenue UMMYHOOENpeccanmamu u npenapamami, MoOUGUYUpyouwumu
meyenue 3a0071e6aHUs.

HccnenoBanuii mo oueHke >PQPEeKTUBHOCTH W 0€30MaCHOCTH (PUHIOIMMOJA Y NAalUeHTOB,
NepeBeICHHBIX HA HETO ¢ TepuIyHOMUAA, TUMETHII(yMapaTa U aleMTy3yMada He TIPOBOIIIIOCE.
[Tpu 3aMeHe Tepanuu APYruMU IpenapaTamu, MOIU(ULHPYIOIUMU T€UeHHUE 3a00JeBaHMs, Ha
nedenue npenaparom HECKJIEP®, ciesyeT npuHUMaTh BO BHUMAHHE MEXAHU3M JeHCTBUS paHee
NPUMEHSEMOro Ipernapara, a TaKKe yYUTHIBaThb MEPUOJl €ro IONYBBIBEJCHHUS BO H30ekaHUE
pPa3BUTHUSI CyMMAapHOro yrHeTaroumero 3gdexra Ha UMMyHHYIO cuctemy. llpu 3Tom cremyer
YUMTBIBATh PUCK PEaKTUBAIMK 3a00neBanus. [lepen Hauanom Tepanuu npenaparom HECKJIEP®
clleflyeT MOIY4UTh Pe3yibTaT OOIMIEKIMHIYECKOTO aHAJIN3a KPOBH € JieHKouuTapHO! (hopMyIoH,
BBINOJIHEHHOT'O ITOCIIE OTMEHBI NPEIIECTBYIONIEH Tepanuu, 4To0bl YOeTUThCS B IPEKPAIEHUH e
yrHeTaouiero 3gpQgexra Ha UMMYHHYIO CUCTEMY (HallpUMep, LIUTOIICHHUH).

VY nmanuueHToB, MoJy4yaBUINX paHee JIedUeHHe HHTep(EPOHOM WM TJIaTUpaMepa aleTaToM, JeUeHne
npenapatom HECKJIEP® MmoxeT ObITh HayaTo HEMOCPEACTBEHHO TIOCNIE MPEKPalleHHUs
IIPUMEHEHNUs BBILIECYKa3aHHBIX IIPENapaToB.

Ecru mepesos ocymecTsisercs ¢ qumerundymapara, npenapat HECKJIEP® cienyer HaunHaTh
MIPUMEHSATH JIMIIb NIOCIIE IEPUO/IA BBIMBIBAHHUSI, IOCTATOYHOTO JUIsl BOCCTAHOBIICHHUSI IIOKa3aTenen
KpPOBHU.

Kak mnpaBuio, uig MOJHOTO BbIBEIEHHUS HaTanuzymaba TpeOyercs 2-3 mecslla ¢ MOMEHTa

npekpaleHus: Tepanuu. BeiBeaenue tepudiyHoMuaa U3 MIa3Mbl KPOBU MEMJIEHHOE U MOXKET

16



i) r
G

1Y OTUETY

COOTBETCTEYET 3Kl
ot 24.09.202

3aHUMaThb OT HECKOIBKHX MeCdleB n0 2 idr 0e3 fB&Eth‘Eﬁb—[ﬁwﬂﬁ' QI_C_IK'C)lﬁe'rllﬂrﬁoro

BBIBEJICHUS.
Pexomenyercs npuberars K npoueaype YCKOPEHHOTO BBIBEICHHS, ONTUCAHHON B MHCTPYKIIUH T10
MEIUIUHCKOMY TPUMEHEHUI0 TepudayHomuga. B oTcyrctBue 3TOH mHpoueaypbl IEepUO.
BbIMBIBaHMsI 10JKEH ObITh He MeHee 3,5 MecsueB. [Ipu nepeBose nanueHToB ¢ HaTaau3ymaba win
tepudaysomuaa Ha npenapar HECKJIEP® cienyer co6momaTh OCTOPOKHOCTh M YYHTHIBATH
BO3MOKHOCTb JOIIOJIHUTEIBHOIO JEUCTBHS HA UMMYHHYIO CUCTEMY.

AneMTy3ymMad oOka3bpIBaeT INIyOOKOE€ U NPOJOJDKUTEIbHOE HMMYHOCYIIPECCUBHOE JAEHCTBUE.
[Tockonbky akTuueckas IJIUTEIBHOCTh IOAOOHOTO JEHCTBHMSI HEU3BECTHA, IPUMEHEHHE
npenapara HECKJIEP® nocne npexpamieHus Tepanuy aleMTy3yMaOoM He PeKOMEHIOBAHO, 3a
UCKIIIOYEHHEM CIIy4aeB, KOIZJAa OKHMJAaeMas II0JIb3a IIPEBBIIAECT BO3MOXHBIA PHUCK JJIA
KOHKPETHOI'O MalMEeHTA.

Pemenne o UIMTENBHOM IPUMEHEHMM KOPTUKOCTEPOMIOB B KadeCTBE COIYTCTBYIOIIMX

MIPEINapaToB ClIeyeT MIPUHUMATD MOCIIE TIIATEIbHON OLECHKHU.

Oonospemennoe npumenenue MOwHuIX UHOYKmMopos uzogpepmenmos CYP450)
[lpu npumMeHeHMH (UHTOIUMOJA OJHOBPEMEHHO C MOIIHBIMH WHAYKTOPaMU H30(PEPMEHTOB
CYP450 cnenyer coOmtogath OCTOpPOXHOCTh. OIHOBPEMEHHOE TNPUMEHEHHE 3Bepo0Os He

pEeKOMEeHAyeTCsl.

3noxauecmeennvle H06006pa306aH1/l}l

3nokauecmeenuvie H08006Da308aHM}1 Koofcu

VY mainueHToB, MOMy4aBIIUX (GUHTOIUMO/], OTMEUEHO pa3BUTHE 0a3aTIbHOKIETOYHOW KapIIMHOMBI
U JPYTUX HOBOOOPA30BaHUH KOXKH, BKJIIOYAs 3JI0KAYECTBEHHYIO MEIIAHOMY, TUIOCKOKJIECTOUHYIO
KapruHOoMy, capkoMy Karmomm, kapumHoMy wu3 KieTok Mepkensa. CreayeT CcoxpaHSTh
HACTOPOXKEHHOCTh B OTHOIIIEHUU HOBOOOPAa30BaHHM KOXH, a B Hayaye JEUEHUS] pEKOMEHyeTCs
MIPOBECTU MEAUIIMHCKOE 00CIeI0BaHNEe C OCMOTPOM KOXKHBIX TTOKPOBOB. B mocnenyromieM Takoe
o0cneoBaHNuEe PEKOMEHYETCS TPOBOIUTH Kaxble 6—12 MecsIeB M0 YCMOTPEHHUIO JIEUallero
Bpaya. [Ipu oOHapyxeHNH TOPaKEHU, BBI3BIBAIOITUX TT0I03PEHNS, MAIIMEHTA CIIETyeT HAIIPaBUTh
K JIEPMaTOJIOTy.

[TpuHMMast BO BHUMaHHE PUCK Pa3BUTHSI 3JI0KaYECTBEHHBIX HOBOOOPA30BaHUM KOXKHU, MAIIUEHTOB,
MOJTYYaroIUX (HHTOIMMO/I, CIETyeT MPEeaypeIuTh 0 HEOOXOJMMOCTH HCIIOIB30BaHUS CPEJICTB
3amuThl oT Y®-uznydenus. Ha ¢one npumeneHus ¢uHroiaumoja MNalMEHThl HE JOJIKHBI

noJy4arsk (oToTepanuio ¢ ucrnosb3oBanueM Y ®-B uznydenus wium poroxumuorepanuio PUVA.

Jlumgomul
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B KN u B mepuoa mocTperucTpaliioOHHOrO HpI/IMeHeHI/IE| &);IMHV%MEE}QEHGM;HCB cn'yqan

pa3BuTHs TUMQPOoMBbL. OnMcaHHbIE cay4an ObUIM T€TEPOTEHHBIMU 110 CBOEH MPUPO/IE, B OCHOBHOM
BCTpeYajach HEXO/KKMHCKas JuMdoMa, BKmoyas B-xierounsie u T-kieToyHble JTUMQPOMBL.

Nmenu mecto ciydan T-kineTouHoi TuM(poMbl KOXHU (TpUOOBUIHON IPAHYJIEMBI).

Bozspam axmuenozo 3abonesanus (peyuous) nocie ommenst mepanuu npenapamom HECKJIEP®
B mocTperucTpaimoHHOM MEpHOAE OTMEUYAIUCH CIIydau TSHKEJIOro o0oCTpeHHs 3a00sieBaHUS y
MAIUEHTOB, MPEKPATUBIINX NPUMEHSTHh (puHromumosn. Kak mpaBmiio, yXyIIIEHHWE COCTOSHUS
MIPOUCXOIIIO B TeUeHue 12 Heemnb, HO Takke ObUIM OTMEUYEHBI Cllydad yXyIUIeHHs B TeueHue 24
u OoJee HeAeNb IMOCIe OTMEHbI TEpaluu MpenaparoM. B cBs3u ¢ 3TUM cienyeT coOioaTh
OCTOPOXKHOCTh TpH OTMeHe Tepanuu mnpenapatom HECKJIEP®. Ecmu HeoOxoamMa OTMEHa
npernapara, MaueHTOB CIIeIyeT Ha0MI0AaTh Ha IPEAMET Pa3BUTHS COOTBETCTBYIOIIUX CHUMITOMOB

H IIPU3HAKOB U IIPOBOANUTDH HeO6XO,I[I/IMOG JICUCHHUC.

Onyxoneno0obnvie ouacu demuenuHu3ayuu

B noctperucTpanimoHHOM MEPHO/IE BBISIBICHBI PEAKHE ClIydan (OPMHUPOBAHUS OITYXOJIETTIO00HBIX
OuYaroB JEMHEIMHU3ALMU, CBSI3aHHBIX ¢ obocTtpenueM PC. B ciywae Tskenoro obocTpeHHs
cienyet npoect MPT 11 uckimroueHust omyxosienoJo0HbIX oyaros. Jledamemy Bpauy cienyer
paccmoTpers Bompoc 00 ormene npenapara HECKJIEP® unpuBuMayanbHO, HNpPUHMMAs BO

BHUMAHHC MMOJIb3Y U PUCKHU Y KOHKPCTHOI'O IMalfMCHTA.

Ipexpawenue nevenuss puHeoIUMOO00OM

[Tocne oTMeHsb! eyeHHs (GUHTOIMMOIOM HEOOX0UM O-HelleNbHbIM HHTepBall 0e3 JeueHus i
BBIBEJICHHsI (PMHTOJIMMOJIa U3 KPOBOTOKA, TAKOM CPOK OIpPEesieTCsl HEPUOIOM MOJTYBBIBEACHUS
npenapata. IIpu npexpamenuu npuema npenapata HECKJIEP® HeoO6X0AMMO yYHTHIBATh, 4TO
HOpMaJIM3alisl KOJIMYecTBa JUMQOLMTOB MPOUCXOAUT yepe3 1—2 Mecsla Mocie IMOCIETHEro
OpUMEHEeHMs IIpernapara, XOTs B psAle ClyyaeB JJs IOJHOIO BOCCTAaHOBIEHMS TpeOyercs
3HAYUTEIbHO OoJble BpeMeHU. [1ocKonbKy npu NpUMEHEHUH HMMYHOJIEIIPECCAHTOB B TEUEHHE
1-2 MecsiLes mociie npekparenus npuema npenapara HECKJIEP® Bo3MOXHO TOHOTHUTENBHOE
yrHeTarouiee JeHCTBUE Ha MMMYHHYIO CHCTEMY, HEOOXOJMMO COOJII0/IaTh OCTOPOKHOCTh MpHU
MIPUMEHEHNN HUMMYHOJETIPECCAHTOB BCKOPE MOCIIE NPEKPALLEHU JICYCHUS IIPENapaToOM.
OCTOpPOXXHOCTD MPH MPEKPALICHUN TEPATUH (PUHTOJIMMOIOM TAKXKE CIEyeT COONII0IaTh B CBSI3U
¢ puckoMm peruauBa. Ecnu oTrmMeHa QuHrommmona HeoOXoauma, B MEpUOJ IOCIE OTMEHbI

ManucHTOB CICAYCT Ha6J'IIOJIaTB Ha IpEAMET IMMPU3HAKOB BO3MOKHOI'O p€iuaAnBa.

bepemennocms, puck ona nnooa u konmpayenyus
B cBs3M ¢ MOTEHIMAIBHBIM CEPbE3HBIM PHUCKOM sl IJI0Ja HEOOXOJUMO HCKIIOYUTH

6epeMeHHOCTB Y XCHIIUH, 06na)1afom1/1x PEOPOAYKTHBHBIM IIOTCHOHWAJIOM, IIEPECA HadaloM
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oT 24 .09 2025 N2 :

npueMa mpenapara HECKJIEP®. Menuuuuaciomy cn&ﬂ%gf}:&égﬁ I:'g%'—f:,'ﬂc];ﬁ/'ﬁjﬁ: ':b-'ly}cxn

HEraTUBHOI'O BO3JICUCTBUS IIperapara Ha IO,

Bo Bpems Tepanun npenaparom HECKJIEP® cnemyer m36eraTh HacTyIUIeHHsS O€pEMEHHOCTH U
OPUMEHATH YPPEKTUBHBIE METOABI KOHTPALENIIMU Ha MPOTSKEHUU BCEro MEepHOAa Tepanuu U B
Te4YeHHUe 2 MECsIEeB 0Cie NMPEeKpalieHus Tepanuu. B ciyyae ecium 6epeMeHHOCTh HACTYIUIIA BO
Bpems Teparmuu npenaparom HECKJIEP®, To HeoOX0muMO paccMOTpETh BONMPOC 00 OTMEHe
npenapara HECKJIEP®, npunumas Bo BHUMAHHUE Pe3y/IbTaThl HHAMBUIYATbHOM OIEHKH MOIb3bI
U PUCKOB Kak JJIsl MaTepu, Tak U A mioja (cM. pasznen «lIpumenenne npu 6epeMEeHHOCTH U B
IIEPHUOJ, I'PYIHOTO BCKapMIIMBaHUA», a Takke pasnen «Mepbl peroCTOPOKHOCTHY, OAPA3ACI

«Bo3Bpar akTHUBHOTO 3a0oJjieBaHUsl (pEUUIMB) TOCIE€ OTMEHBI TEpamuu Ipenaparom

HECKJIEP®»).

Iemu

Ilepen Hauanom npumeHenus npenapata HECKJIEP® crienyer mpoBecTH Bce BAaKIMHAIMH,

PECKOMCHAOBAHHBIC MCCTHBIM KaJICHAAPEM IIPHUBUBOK.

IIpumeHeHne MPpU 6ePeMEHHOCTH U B MEPUO/ TPYTHOT0 BCKAPMJIMBAHUS

KeHwunvl ¢ 0emopoOHbIM NOMEHYUANIOM (KOHMPAYENYUsl y HCeHUJUH)

[lepen HauaoM nmpuMeHeHus GUHTOJIMMO/IA CIISYET MOMYyYUTh OTPHUIIATEIIbHBIN PE3yJIbTAaT TECTa
Ha OCpEeMEHHOCTh H TNPOMH(POPMUPOBATH IKEHIIUH C COXPAHCHHBIM PEIPOTYKTUBHBIM
MOTEHIIMAJIOM O CEPhE3HOM PHCKE JUIA IJI0Ja U O HEOOXOAUMOCTU MpUMeHeHHs d()()EeKTHBHON
KOHTpAILICTIIIUU B TEYCHHUE BCETO BPEMEHHU MPUMEHEHUs IperapaTa U B TeueHue 2 Mecs1eB Moclie
OKOHYAHUS JICUYCHHUs, YTO OOYCJIOBIEHO HAJTUTENbHBIM TEPUOAOM BBIBEJCHHUS IMpemapara u

COXPAHAIOIHNMCA PUCKOM JIA TIJI0JA.

bepemennocmo

Hmeromuecst MOCTPErUCTPAlMOHHBIE JaHHbIE U CBEACHUS U3 PEerucTpa ciiyyaeB OepeMEeHHOCTH
NO3BOJISIIOT ~ IpeAronaratb, 4YTO JiedeHHEe (UHTOJMMOJOM CBSI3aHO C  YBEJIWYEHHUEM
PacipOCTPaHEHHOCTH CEPhE3HBIX BPOXKJIEHHBIX aHOMAJIWIl Pa3BUTHS MO CPAaBHEHUIO C OOIIeH
MONYJISALIHEH.

Ha npotskeHnn BCero BpeMeHU IPUMEHEHUS Npenapara cleyeT IPUMEHATh HaIeKHbIE METOBI
KOHTpalenuuu M u30eratb HacTymuieHHs OepeMeHHocTH. B cimyuae ecnum OepeMeHHOCTh
JUArHOCTHpOBaHA BO BpeMsl INPUMEHEHHUs Ipernapata HeoOXOIUMO paccMOTpPETh BoOmpoc 00
OTMEHE Tpernapara, MpUHUMasi BO BHUMaHUE Pe3yNIbTaThl MHIAMBUAYAIbHONW OLEHKU MOJb3bI U
PHUCKOB Kak JJI1 MaTepu, Tak U Juid mioga. CieayeT NpeacTaBUTh MEJUIMHCKOE 3aKJIFOUYEHUE O
pUCKax HETraTUBHOTO BO3JECHCTBHUS IIpemapaTa Ha IUIOJ, a TaKXe IIPOBECTH KOHTPOJIbHOE

oOcrnenoBanue (HampuMmep, yIbTpa3ByKOBOE UcCieqoBaHue). Takke He0OX0IMMO TPUHUMAThH BO
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COOTEBETCTEBYET =
ot 24.09

BHHUMaHUE PHUCK TDKEIOro 00ocTpeHus 3a0 )neBaHI/I;'In J -}EQEL{'EI%H T@Qk&l‘mﬁmx 'ITDI/ICM

dbuHTOIMMOZa B CBSI3M C HACTYIUICHHEM OCEPEMEHHOCTH WM B CBS3U C TUIAHUPYEMOM
OCpEeMEHHOCTHIO, TIOATOMY TMAIMEHTHI JOKHBI OOCYIUTH C JICUAIllMM BPAvyoM allbTEpPHATHBHBIC
BapHAHTHI JICYCHHUS.
B uccnenoBanusix Ha JKUBOTHBIX ObLIa BBISIBJICHA PENPOAYKTHBHAsI TOKCUYHOCTb, BKIIIOUABIIAS
rudens 1102 ¥ TOPOKU PA3BUTHUSI OPTaHOB, B YACTHOCTH HE3apalleHUe apTepUaTbHOTO MPOTOKA
U 1e(heKThI MEXOKEITyI0YKOBOU TIeperopoaku. Kpome Toro, M3BECTHO, 4TO PELenTop, Ha KOTOPBIH
nerctByeT ¢uHronmumop (penentop cdunrosun 1-docdara), ydactByer B GOpMHpOBAHUH
cocyzioB B aMOpuorenese. JlanHbIe 110 IpUMEHEHUI0 (PMHTOIMMO/Ia Y O€pEMEHHBIX OIPaHUYCHBI.
Kenmunam, naaHUpyOIMKUM O€pPEMEHHOCTb, CJIEIYET IPEKPATUTh MPUEM IperapaTa 3a 2 Mecsia
no 3adatud. [Ipu mpocnekTuBHO# oneHke Oonee 600 ciydaeB GEpeMEHHOCTH, 3aBEPIIMBIINXCS
KUBOPOXKJIEHUEM, MEPTBOPOKICHUEM WJIH MPEephIBAHUEM OEpEMEHHOCTH BCIIEJICTBUE aHOMAIIUN
pa3BUTHs IJI0JAa B pe3yjibTaTe BO3JIEHCTBUSA (DUHrOIUMOJA HAa MaThb B TIEPUOJ TECTAlUH,
3apETUCTPUPOBAHHBIX B IOCTPETUCTPALIMOHHOM IEPUOJE, A0S KPYITHBIX BPOXKIEHHBIX aHOMAIIUA
pa3BUTHS COCTaBWJIA NPUOTU3UTENBHO 5 %. PacmpocTpaHEeHHOCTh KpYIHBIX BPOXKIECHHBIX
AHOMAJUI pa3BUTHA B O0ILEH MOMyIsSUU cocTaBisieT oT 2 10 4 %. [lartepH aHoManuii pa3BUTHs,
3apETUCTPUPOBAHHBIX Ha (DOHE IedeHHs] (PUHTOIMMOAOM, AHAJOTHYEH TaKOBOMY B 0OmIei
TOITYJISIIIAH, TIPH TOM YaCTBIMU CEPhE3HBIMU AaHOMATHSIMU PA3BUTHS SBIISTIOTCS

e BpoxiaeHHblE TOPOKH  cepana, HampuMep  ACPEKThI  MEXKIPEACePAHOH U

MEKIKEITYJOUYKOBOM MEPEropoIoK, TeTpana dawuio.

e AHOMaJIHNH MOYEK.

¢ AHOMaJHH KOCTHO-MBIIIIEYHON CUCTEMEI.
CeeneHus 0 KJIacTepU3alMu CIENU(PUUIECKUX AHOMAJIMM CTPOCHUS, CBS3aHHBIX C JIEYCHUEM
(UHTOJIMMOJIOM, OTCYTCTBYIOT.
Jlannple O BAMSHUM (PUHTOMMMONA HA COKPATHTENBHYIO JESTEIBHOCTh MATKH W POJbI

OTCYTCTBYIOT.

Jlakmayus
®UHTOIMMOJ] TPOHUKAET B MOJOKO JIAKTUPYIOIIMX >KUBOTHBIX. YUHUTHIBasi BO3MOXKHOCTH
Pa3BUTHUSL CEPbE3HBIX HEXKENATEIbHBIX PEAKUUN Yy MIIAJICHIIEB, MOIYYaOUUX TPYJHOE MOJOKO,

JKCHINWHAaM, IIPUHHUMAOIIUM (1)I/IH1" OJIMMOJ, CJICAYCT NPCKPATUTL I'PYAHOC BCKAPMIIMBAHUC.

DepmunbHocmo
JlaHHBIE TOKIMHUYECKUX MCCIICIOBAHUI HE CBUACTEIBCTBYIOT O TTOBBIIIEHHOM PUCKE CHUIKEHUS

¢depTuiibHOCTH Ha (hOHE TPUMEHEHUS (PUHTOIMMO/IA.

Cnocod npuMeHeHus U 103bl
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1Y OTUETY

Jleyenue crmeayer HauyWHATH W TPOBOJUTH TOIBKO HOH_I %bh?&%%@“&%“’é&'e% ) ér'lr:(.)l:l:tl):ll'IHT

neuenns PC.

Jlo3bl

PexoMennyemas no03a npenapara y aetei u noapocTtkoB crapiie 10 et ¢ maccoit tena >40 kr u y
B3pocibix coctaBiger 0,5 mr (1 kancyna) BHYTph | pa3 B CyTKHM BHE 3aBUCMMOCTU OT BPEMEHU
npuemMa muiiy.

Heo6xoanmo HabmoaaTh MayenTa mociie IpUuMEHEeHUs IEpBOM 1036l Ipernapara 0IMHAKOBO Kak
npu Havane jneueHus npemnapatrom HECKJIEP®, tak u mocne mpueMa mepBoif J03bI, B CIydae
IpEephIBaHUsI TEPAIHH:

— Ha | neHp u Gosee B TE€UCHUE MEPBBIX 2-X HEJENb TePaIHH;

— Oonece yeM Ha 7 AHEH HA 3-11 WM 4-1 HEJEIIC ICUCHUS;

— 0OoJee yeMm Ha 2 HEJIENH MOCIIe TOTO, KaK JISYEHHE MPOI0IKAIOCh 0oJiee MecsIa.

Ecnu neuenue mpepbiBaeTcss Ha 0ojiee KOPOTKUI MPOMEXKYTOK BPEMEHH, YEM YKa3aHO BBIIIE,

JICYHCHUEC CIICAYCT IPOAO0JIZKAaTh CO CJIC,HYIOH_[eﬁ 3aHHaHHpOBaHHOﬁ JO3BbI.

Ilpexkpawenue nevenus  @uneorumooom  (cm. pasoen «Mepwvi  npedocmopodcHocmu  npu
NpUMeHeHUU»)

[Tocne oTMeHsb! JleueHUs (PUHTOIMMOJIOM HEOO0X0AUM 6-HellesIbHBIM HHTepBall 0e3 JeueHus s
TOro, 4TOObI (UHIOJUMOJ BBIBEJICS M3 KPOBOTOKA, TaKOW CPOK ONpEAesseTcss NepuoioM
1oJIyBbIBEIeHUS Npenaparta. [Ipu npekpaiienun npueMa npenapara He00X0/IMMO YUUTHIBAaTh, UTO
HOpMaJIM3alus KOJIMYecTBa JUMQOLMTOB MPOUCXOIUT yepe3 1—2 Mecsla Mocie IMOCIETHEro
npumenenns npenapata HECKJIEP®, xors B psae ciydaeB Il MOJHOTO BOCCTAHOBJICHHMS
TpeOyeTcst 3HAuUMTENbHO Oonbllle BpeMeHH. B  3ToT mepuos HEoOXO0IUMO COXpaHSTh
HAaCTOPOXKEHHOCTh B OTHOIIEHUH pa3BUTHs UHPeKIuil. [laniieHToB ciaeayeT IpouHCTPYKTUPOBATh
0 HEOOXOMMOCTH HE3aMeUIMTEIBHO COO0IaTh Bpauy 000 BceX CUMITOMAax MH(EKIIUN B TEUEHUE
2 Mecsi1eB nociie oTMeHsbl puHronumosa. Ilockonbky npu NpUMEHEHUH HMMYHOICIIPECCAHTOB B
TeyeHue 1-2 MecslleB Mocle Ipekpamienus npuema npenapata HECKJIEP®  BoszMoskHO
JIOTIONTHUTENIbHOE YTHETAaloIllee JEeHCTBUE HAa MMMYHHYIO CHCTEMY, HEOOXOJMMO COOJII0/aTh
OCTOPOKHOCTb IIPH NPUMEHEHHH MMMYHOJENPECCAHTOB BCKOPE IOCIE IMPEKPAIICHUS JICUEHUS
[IpenapaToM.

OCTOpPOXXHOCTD MPH MPEKPALICHUN TePATUH (PUHTOJIMMO/IOM TAKKE CIEAYET COONII0IaTh B CBS3U
¢ puckom penuusa. Ecian otmena npenapata HECKJIEP® Heo6x0auMa, B IEpHOJ TTOCHIE OTMEHBI
MAIMEHTOB CJelyeT Ha0t01aTh Ha MPEeAMET MPU3HAKOB BO3MOKHOT'O pEeLUINBA 3a00IeBaHUS.

B Teuenue 2 mecsueB nocie npekpamienus tepanuu npenapatom HECKIJIEP cnenyer nzberars

HACTYIUICHUA 6epeMeHHOCTI/I " IPpUMCHATH 3(I)(I)CKTI/IBHBIC MCTOJbI KOHTpPALICTIIIUHU.
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COOTBETCTEYET 2KCNEPTHOMY OTUYETY
ot 24.09.2025 Nz 2398

(NMOCNEOOBATENEHOCTE 0002)

ﬂuua nOJ2HCUTIOC0 803pacma

YV nauuenToB B BospacTe 65 et u crapme npenapar HECKJIEP® cnenyer nmpumeHstsh c

OCTOPOKHOCTBIO BBUAY HEJJOCTaTKa JaHHBIX MO O€30MAaCHOCTH U 3(PPEKTUBHOCTH.

Tlayuenmui ¢ noueunoii HedoCmMamouHoCmoio

B kimoueBbIx nccnenoBanusax npu PC npumenenue GUHroanMMonaa y NalueHToB ¢ HAPYLICHUIMU
¢yHKIMu TOYeK He u3ydand. Ha OCHOBaHMM JaHHBIX HCCIECJOBAHMNA 10 KIMHUYECKON
(apMaKoIOTUN KOPPEKTUPOBATH /103y IMpenapara y NalideHToB C HAPYIICHUAMHU QYHKIUH ITOYEK

He TpeOyeTcsl.

Tlayuenmoi ¢ neueHoYHOU HEOOCMAMOYHOCIBIO

[pumenenue npenapata HECKJIEP® y mauuenToB ¢ HapylieHHeM (yHKIUU MEYeHH TSHKeJIoi
crerienu (knace C no knaccudukanum Yaiina-I1s10) nmpotuBomokasaHo.

Koppekuuu 10361 npemnapaTta y NalUeHTOB ¢ HApYIIEeHUeM (YHKLUU ME€YSHU JIETKOW U CpeaHen
crennenu (xiacc A u B mno knaccupukanum Yainn-ITero) He TpeOyeTcs, OIHAKO clexyer

co0roaaTh OCTOPOYKHOCTH B HavaJle IPUMEHEHUS Ipernapara y nalueHTOB JaHHOW rPYIIIbL.

THayuenmoi ¢ caxapuvim ouabemom

Uccnenopanuii no npumenenuio npenapara HECKJIEP® y nanuenToB ¢ caXxapHbIM JUa0eToM He
npoBoAusoch. HeoOxoaumo coOmogaTh OCTOPOXKHOCTh IPU MPUMEHEHUWU Ipenapara y
MALUEHTOB JAHHOW KaTErOpUM M3-3a PUCKA PA3BUTHS MAKYJISIPHOrO OTEKAa. Y TaKUX NAalUEHTOB
CeyeT PETYJSIPHO MPOBOAUTH O(PTAIBMOJOTUYECKHE OOCIIEIOBAHUS HA MPEAMET BBISBICHUS

MaKyJApHOI'O OTCKaA.

Hemu 6 sopacme om 0 0o 10 nem
D¢ dekTuBHOCTL M Oe30macHOCTh TpuMeHenus npenapata HECKJIEP® y nereit mo 10 et He

YCTaHOBJIEHBI.

ITo0ouyHOE nelicTBUE

Pesrome mpoduis 6e300acHOCTH

Jlannsle 1o 0Oe30macHOCTH TNpPUMEHEHUs (PUHroJMMOJa TOJy4YeHbl B JIBYX Iutanebo-
koHTponupyeMbix KU III ¢a3zer u KU 111 ha3sl ¢ akTHBHBIM KOHTPOJIEM Y B3pOCIIBIX MAI[UEHTOB C
peungusupyommum PPC. OO0miee yncio nanueHToB, NoaydaBmux ¢GuHronumon B gozax 0,5 mMr
wm 1,25 mr, cocraBunmo 2431. B aByxserHee tutanebo-koHTponupyemoe KU D2301
(FREEDOMS) 06buto BKIIOYEHO 854 B3pOoCibIX NalMEHTa, MOJy4YaBIIMX (UHTOIUMOA, U
418 B3pocibIX MAIIMEHTOB, MOJyyaBIINX manedo. B neyxinernee miaredo-konTponupyemoe K1
(FREEDOMS II) 65110 BKITIOUEHO 728 B3pocibix nanueHTos ¢ PC, momydaBumnx GUHTOIMMO, U
355 B3pOCHBIX NAIMEHTOB, MOTYYaBIINX IUIAIEe00.

[Ipu npumenenun ¢unroaumona B go3e 0,5 Mr oTMeuyanuch CIEAYIOIUe Cepbe3HbIe
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HexenarenbHbie peakiuu (HP): nadexnuu, MdKV.]'ISIDHI'J%I:I(:);E-IIE%I%‘é{(%];ll&tllﬁ"AE;GQIE)II—{I';}H) B

1Y OTUETY

HauaJe jeueHusi. Hambonee yacto (dacrora >10 %) npu npumenennn puHrommmoa B go3e 0,5 mr
HAOJII0IATMCh TPUIII, CHHYCHUT, TOJIOBHAsI 00Jb, Auapesi, 00JIb B CIIMHE, TOBBIIICHHE aKTUBHOCTH
«MEeYEHOYHBIX» (epMeHTOB M Kamienb. CaMOW YacTOW NPUYMHOW NpPEKpalleHHs Teparnuu
¢unromumonom (B nmose 0,5 mr) sBisuoch nosbimienue aktuBHocth AJIT (2,2 %). HP B
onnonetHeM uccnenoBanuu D2302 (TRANSFORMS), BkitounBiiem 849 B3pOCIbIX MAIIMEHTOB,
NOJy4YaBIIUX (UHTOIMMOJ (B TPYIIE NMPUMEHSIN HHTepdepoH Oera-la), Kak mpaBuiio, ObUIH
CXOOHBI €  IUIale00-KOHTPOJUPYEMBIMU  HUCCIECIOBAaHUSIMU C  Y4ETOM  pa3jiuuuid B
MPOJOHKUTEILHOCTH UCCIIEOBAHMUS.

Hwuxe npencrasinenst HP B cOOTBETCTBMYM € 4aCTOTOM MX BOZHUKHOBEHUSA. JlJIsI OEHKU YaCTOTHI
WCIIOJIb30BaHbl CIIEAYIONIME KPUTEpUU (COTJIACHO KiaccuuKanuu BceMupHOW opraHU3anuu
3npaBooxpanenus (BO3)): ouens uacto (>1/10); wacto (=1/100, o <1/10); neuacto (>1/1000, HO
<1/100); penko (>1/10000, Ho <1/1000); ouenb penko (<1/10000), yacTora HeuszBecTHa (HA
OCHOBaHWHW UMECIOIINXCS JJAHHBIX OIICHUTHh HEBO3MOXKHO).

Hngpexyuu u uneazuu:

OYeHb Yacmo — TPUII, CUHYCHUT;

yacmo — UH(EKINH, BEI3BaHHBIE BUPYCOM Tepreca, OpOHXUT, OTpyOeBUAHBIN JIUIIAN;

Heyacmo — THEBMOHHSI,

yacmoma Heuzgecmua — porpeccupyronias MynbTudokanbHas JieiikodHnedanonarus (ITMJI)**,
KPUIITOKOKKOBBIC HHPEKITU**,

Jobpokauecmeennvle, 310KauecmeeHHble U HEYMOYHEHHbIE HO6000pa306anus (6Knuasn
KUCMbL U NOAUNDY):

yacmo — 0a3aTbHOKIIETOYHAS KapIIMHOMA;

Heuacmo — 3]I0Ka4eCTBEHHAs: MeJlaHoMa* * % *;

peoko — nmumbpomMa*** | IIIOCKOKJIETOYHAsE KapluHOMa ™ ***;

ouenb peoko — capkoma Kamormm™***;

yacmoma Heuszsecmua — KaplinHOMa U3 KJIETOK Mepkerns™**,

Hapywenua co cmoponst Kpogu u 1um@pamuueckoli cucmemol:

yacmo — TUMQOTICHUS, TeUKOTICHUS;

Heuacmo — TPOMOOITUTOTICHHS;

yacmoma HeuzgecmHa — Tepudepuyueckre OTEKH***, ayTOMMMyHHasT TeMOJIUTHYECKas
aHeMus***

Hapywenusa co cmoponst UMMYHHOU CUCHEMDBL:
yacmoma Heu3gecmHa — PEAKIMH TUICPUYBCTBUTEIBHOCTH, BKJIIOYAs ChIllb, KPANUBHUILY WU

aHFI/IOHCBpOTI/I‘-ICCKI/Iﬁ OTEK Ha JTale Hadana JICUeHus ™ **,
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COOTBETCTBYET 3KCINEPTHOMY OTYETY
ot 24.09.2025 N2
(MOCNEOCBATENEHOCTE 0002)

Icuxuueckue Hapywienus:

yacmo — JAeTNpeccus;
Heyacmo — ACTPECCUBHOE HACTPOCHUE.

Hapywenus co cmoponst HEpPEHOIL CUCHEMbBL:

OYeHb 4acmo — roJIoBHas 00J1b;

4acmo — TOJIOBOKPYKEHUE, MUTPEHB;

Heyacmo — CyJ1I0POKHbIE TPUCTYIIbI;

peoko — CHHIIPOM O0paTHMOM 3aaHel sHIedanonatun’™;

yacmoma Heu3gecmua — TSHKEN0e yXyAleHue 3a001eBaHusl IOCie OTMEHBI Mpenapara™**,
Hapywienusa co cmoponvl opzana 3penus:

4acmo — HEYETKOCTh 3PEHUS;

Heuacmo — MaKyJISIpHBINA OTEK.

Hapywenus co cmoponust cepoya:

yacmo — OpauKapIus, aTpUOBEHTPUKYJIApHAs 0J0Kaza;

OYeHb pedko — uHBepcHs 3yora TH***,

Hapywenus co cmoponst cocyoos:

yacmo — noBbimenue AJll.

Hapywenus co cmoponsl 0vixameapHoll cucmemosl, Op2ano8 ZPyOH Ol KIemKU U CPe0oCmenus:
OUYeHb Yacmo — Kalllesb;

yacmo — OJIbIIIKA.

Hapywenusa co cmoponul yceny00uHo-KUueuHo20 makma:

OuYeHb Yacmo — quapes;

Heyacmo — TOIHOTa™***,

Hapywenusa co cmoponsl neuenu u Hcenuesvle00AuuUx nymei:

yacmoma HeuzgecmHa — MOPAKEHUE TeUeHH ™ **,

Hapywienusn co cmoponsl Koxcu u ROOKOHCHBIX MKAHE:

yacmo — dK3eMa, alloNelnsi, KOXKHBIN 3Y/I.

Hapywenusa co cmoponvt Mbluieunoil, KOCMHOU U COCOUHUMEIbHOU MKAHU:

ouernb yacmo — 00JIb B CIIUHE;

yacmoma Heuz8eCmud — MUAAJTHS, apTPAJITHS.

Obwue napywienusa u peakyuu é mecme 66e0eHUA:

4acmo — aCTEHUSL.

Jlabopamopuvie u uncmpymenmanvHvle OaHHbIE:

OYeHb Yacmo — MOBBIIIEHNE aKTUBHOCTH «1ieueHOouHbIX» pepmentoB (AJIT, I'TT, ACT);

yacmo — CHUKEHHE Macchl Tena™**, moBbllIeHre KOHIEHTPAluu TPUTIIULEPHUIOB KPOBH;
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COOTBETCTBYET 3KCINEPTHOMY OTYETY
ot 24.09.2025 N2
(MOCNEOCBATENEHOCTE 0002)

Heuacmo — HEUTPOICHHUSL.

* HP ne ommeuanacs 8 ucciedosanusix FREEDOMS, FREEDOMS Il u TRANSFORMS. Yacmoma
ykazana uz pacwema na 10000 nayuenmos, nonyyaguiux uneoaumoo 6o ecex KHU.

** J[IMJT u kpunmokokkosvie ungexyuu (8KuoYas KpUnmoKoKKO8blll MEHUHSUN) OMMeUanucs 8
nOCMpe2ucmpayuoHHOM nepuooe.

**% HP, 3apecucmpuposanmvie u3 CHOHMAHHLIX COOOWEHUL U TUMepamypul.

*H%% - Kameeopusi wacmomoul 6cmpeyaeMocmu U OYeHKAd PUCKO8 OCHOBAHA U3 pacuemd Ha
>24000 nayuenmos, noayuasuiux purneonumoo 6 ooze 0,5 me 6 KU.

Onucanue omoenbHbIX HeMHceaameabHbIX PeaKyuil

Hugpexyuu

ITpu npumenenun ¢punronumona B KU B noze 0,5 mr y nanmentos ¢ PC ob6mas yactora nH(peKmii
(65,1 %) Obuta cxomHOM ¢ TakoBOM B rpymie miane6o. OgHaKo y MAalMEeHTOB, MOJIyYaBIIUX
(UHTrOIMMOJ, Yallle OTMeYaICh MHPEKIUU HIPKHUX OTIEJIOB JAbIXaTeJIbHOW CUCTEMBI, B IEPBYIO
ouepenb OpPOHXHUT, M B MEHbBIICH CTEeNeHW WH(OEKIUH, BbI3BAaHHBIE BHUPYCOM Treprieca, H
MTHEBMOHHSI.

[Tpu neuenun ¢unromumogom B 1o3e 0,5 Mr ObUTM 3aperHCTPUPOBAHBI HECKOJIBKO CIy4yaeB
JUCCEMUHUPOBAHHOTO reprieca, BKIKYast CIy4yau CO CMEPTEIbHBIM UCXOOM.

Cnyvyan nHpexkuun BITY, Brmrouas manmwuiomy, aucrasuio U BITY-acconmupoBaHHBI pak,
HAOJI0IATKCh B IOCTPErHUCTPAI[MIOHHOM NepHuoie MpuMeHeHus punronumona (cM. pasuen «Mepbl
MPEIOCTOPOKHOCTU IPU TPUMEHEHUNY).

B mocrpeructpalliOHHOM TEpUOAE€ OTMEYEHbl CIy4yau pa3BUTHUS ONIMOPTYHUCTHUECKUX
nH(]EKIMiA, BRI3BAHHBIX BUpycaMH (HampuMep, BUPYC MPOCTOro repreca (herpes simplex virus,
HSV) unu Bupyc omosiceiBatomero repmneca (varicella zoster virus, VZV), KOTOpble MOTYT
OPUBECTH K MEHMHIMTY/SHUEeanuTy; BUPYC, BbI3bIBatomui passutue I[IMJI  (John
Cunningham virus, JCV)), rpulOkamMu (Hampumep, KpPUITOKOKKAMH,  BBI3BIBAIOIIUMU
KPUITOKOKKOBBI MEHUHTHT) WM OaKkTepusiMu (Hampumep, aTUUYHbIE MUKOOAKTEpUH), B TOM
YHCJIE C JIETAIBHBIM HCXO/I0M.

Maxynapuwiii omex

B KU y nanmentoB ¢ PC yacTota oTeka MakyJbl Ipy MpUMEHEHUH GUHroiauMoaa B go3e 0,5 mr
coctasisuia 0,5 %, a nmpu npuMeHeHuu B OoJiee Bricokoi no3e 1,25 mr — 1,1 %. B 6onpmmHCcTBE
CIIy4aeB pPa3BUTHE MaKyJSIpHOTO OTeKa HaOII0Jaloch B TeueHUe 3—4 MecsieB IMocje Havala
neueHus. B psge ciydaeB HaOmOAancs OTEK Makyiabl 0e3 KIMHUYECKUX TMPOSIBICHHM
(BBISIBJIIGHHBIA MIPU PYTHHHOM O(TAJIbEMOJIOTHYECKOM 00CIEeI0OBAHNN), Y HEKOTOPBIX MallUEHTOB
MaKyJISPHBIA OTEK COMPOBOXKAAJICS HEUETKOCTHIO 3pEHUS WM CHUKEHHEM OCTPOTHI 3peHus. [Ipu

MMPEKpalCHUN JICYCHHUA q)HHFOJ'IPIMOI[OM B OOJBLIIMHCTBE CJIy4acB MPOUCXOANIIO YMCHBIICHUEC
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COOTBETCTBYET 3KCINEPTHOMY OTYETY
ot 24.09.2025 N2 )
BBLIDA)KEHHOCTH WIIM  CIIOHTAaHHOE pa3pelleHHe nadibrs ! et Prek- T ioHoro

BO3HMKHOBEHUS 11OCJIC BO30OHOBJICHUS T€paIUU HE N3YUYeH.

UYacroTa pa3BUTUS MaKyJsIpHOIO OTE€Ka IOBBIILIANACH IPU HAJIWYUM B aHamHe3e yBeuTa (17 %
CpeaM MalueHToB ¢ yBeUToM B aHaMHe3e U 0,6 % 6e3 TakoBoro). [lpumenenue ¢punronmumoa e
u3yyanu y nauueHToB ¢ PC u caxapHbIM 1ua0eToM, KOTOPBIN XapaKTepU3yeTcst BBICOKUM PHUCKOM
pa3Butus MakyssgpHoro oteka. B KM y nanueHToB ¢ TpaHcIUIaHTalMed OYKHY, Ky/ia ObUIM TaKKe
BKJTIOYEHBI ITALMEHTHI C CaXapHbIM AMAa0eTOM, IPUMEHEHHE (PUHTOIMMO/1a B 103aX 2,5 MI' U 5 MT

IMPUBOJUIIO K IMOBBINICHUIO YaCTOTHI pa3BUTHUA MAKYJIIPHOI'O OTEKAa B 2 pasa.

bpaouapummus

B KU y nanmentos ¢ PC B Havane jgeueHust GUHTOIMMOIOM B PEKOMEHIYEMOH J103€ OTMEYaIOCh
Tpan3uTopHoe cHukeHue YCC u 3amensieHue aTpuOBEHTPUKYIISIPHON MTPOBOAUMOCTH, IIPU 3TOM
MakcumanbHoe cHukeHne YCC Habuoanoch B TedeHue 6 4 nociie npuema (PMHIroJInMo/1a B 03¢
0,5 mMr (cpeanee cHmxenue Ha 12—13 ynapos B munyty). YCC Mmenee 40 ynapoB B MUHYTY Y
B3pocibIX ¥ MeHee 50 ynapoB B MUHYTY y JIeTei Ipu MpuMeHeHHH GuHronnMonaa B gose 0,5 mr
ormeuanachk penko. YCC Bo3Bpamianach K HMCXOAHOM B TeueHHE | Mecsla peryspHOro
npuMeHeHus ¢unronumona. Kax npasuio, Opagukapaus nporekana 0eCCUMITOMHO, OJHAKO Y
HEKOTOPBIX MAalMEHTOB pa3BUBAINCh CHUMITOMBI CJIa0OH M CpeAHeW CTeneHH, BKIYas
apTepUaNTbHYIO THIIOTEH3HIO, TOJIOBOKPY)KEHHE, TIOBBIIICHHYIO YTOMIIIEMOCTb M/HMJIH OLIYIIEHUE
cepaueouenus. [lepedrcieHHbIe CHMIITOMBI pa3pelanch B TeUeHUE 24 d rmociie Havasia JeUeHHs..
B KU y nanuentos ¢ PC B Hauane Tepanuu AB-Onokana 1 crenenu (yanuHenue untepsana PR
Ha OKI') nabnroganace y 4,7 % mnanueHToB, moiydaBmux Guaronumon B noze 0,5 mr, y 2,8 %
NAlMEHTOB, MoJyyaBUIMX HHTepdepoH Oerta-la m y 1,6 % B rpynmne mianedo. AB-Onokana
2 creneHu ObL1a BeIsBIIeHA y MeHee ueM y 0,2 % B3pOCIbIX MalMEeHTOB, MOIYYaBIINX (PUHTOITUMOT
B gno3¢ 0,5Mr. B mocTperucrpaiMoOHHOM TEpUOJE OTMEYEHBI CIIy4aW MPEXOASILEH,
CaMONPOM3BOJILHO pa3pelnaronieiicss monHoil AB-Omokanbl B TeueHHe NEpBBIX 69 mocie
NPUMEHEHUsS MepBOM 103kl (QUHronrMoaa. CHUMOTOMBI pPa3pelaIUCh CaMOIPOU3BOJIBHO.
Hapymenus npoBoaumocTH, Ha0mogaemble kak B KU, Tak U B mOCTperucTpalimoHHOM MEPHOJIE,
KaK [PaBUJI0, ObUTM TPAH3UTOPHBIMH, OECCUMIITOMHBIMM U Pa3peIlaIuch B TEUCHHE NEPBbIX 24 4
1ocje Havyasia JiedeHus. Y OJHOro HaiueHTa ¢ acumnromaruyeckoi AB-Ornokasnoit 2 creneHu
tuna Mobutu | mpuMeHuIn H30MpeHaMH, OAHAKO OOJBIIMHCTBY MAIMEHTOB MEAMIIMHCKOIO
BMeEIIIATEILCTBA HE TPEOOBATIOCH.

B noctperucrpaiiioHHOM NEPUOE OMMCAHBI U30JIMPOBAHHBIE OTCPOUYEHHBIE CIIy4Yau MPEXOASIIEn
aCHCTOJIMM U HEOOBSACHUMOM BHE3alHOM CMEpTH B TeueHue 24 4 mocje MepBOro mnpuema

¢uHroMMona Ha (poHE OTHOBPEMEHHOTO NPHUMEHEHUS IPYrHUX JIEKApCTBEHHBIX IpernapaToB
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COOTBETCTEBYET JKCNEPTHOMY OTYETY
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W/WITH COMYTCTBYIONIEH MaTOJIOrUH, OJHAKO CBA3b mmh@'ﬁpﬁ@%i& %“HE ' fl:aTﬁ' ﬂél‘{'ﬁﬁan

COOBITUSAMM HE JI0KA3aHa.

Apmepuanvroe oasnenue

B KU nipu npumenenuu punrommmoa B g1o3e 0,5 mr y mamuenToB ¢ PC orMeuanochk HeO0IbIIOE
NoBbIIeHHE cucrtonndeckoro AJ[ B cpenHem Ha 3 MM pT. cT., auacronudeckoro AJl — Ha
1 MM pt. cT. TloBbimienne AJl HaOIIOAAIOCH MPUONM3UTENHHO uepe3 | Mecsll mociie Havama
JICYCHUSI U COXPAHSIIOCH TpHU TponaonkeHun Tepanuu. [loseimenue AJl ormeudanocs y 6,5 %
NAIUEHTOB, MoTy4aBmux Guaromumon B no3e 0,5 mr (B rpynmne mianedo y 3,3 % nauuentos). [1o
JAHHBIM MOCTPErHCTPAIMOHHBIX HAONIOIEHUH Cily4yau moBblieHus AJ[ oTmeuanuch B TeueHue
MIEPBOTO MECAIA JICYCHUS U B TIEPBBIN JIEHb TPUMEHEHUsT (PMHTOIMMO/IA, TIPH 3TOM B HEKOTOPBIX
CiIy4asix TpeOOoBajoCh MPUMEHEHHE TUIIOTCH3MBHBIX MPEMapaToB WM IPEPhIBAHUE JICUYCHUS

(OUHTOJIUMOIOM.

Hapywenue ¢pynxyuu nevenu

B KM y B3pocnbix namuentoB ¢ PC, momydaBminx JjedyeHue (PUHTOIMMOAOM, OTMEYaIoch
MOBBIIICHUE aKTUBHOCTH «IIEYCHOYHBIX» (hepmeHTOB. [Ipu pexomenmyemoit mo3e 0,5 mr B 8,0 %
cilyyaeB oTMevasloch OeccumnTomMHoe nossiienne aktuBHoctd AJIT >3xBI'H u B 1,8 % ciiydaes
— B >5xBI'H. Y HEKOoTOpBIX NalMEeHTOB MPH BO30OHOBJICHUU TEPalUU OTMEYAIOCh ITOBTOPHOE
NOBBILICHUE AaKTHUBHOCTU <II€YEHOYHBIX» TpAaHCAaMUHA3, 4YTO MOJATBEPKIAET CBs3b C
¢unromMonoM. B KU moBeiieHne akTHBHOCTH aMUHOTpaHC(epa3 MOTIIO BOSHUKATh B 000
BpeMs B XOJI€ JICUEHUsI, OJTHAKO B OOJIBIIMHCTBE CIy4aeB OHO BO3HHUKAJIO B MepBbIe 12 MecsIeB.
Hopmanuzanus aktuBHoctT AJIT B mia3mMe KpoBH MPOUCXOAWIA NPHUOIM3UTEIBHO Yepes
2 MecsIa Tocie TpeKpamlieHus: npueMa (QuHroauMoaa. Y HEOOJBIIOro 4Yucia MalueHTOB C
noBbiieHHOW akTuBHOCThIO AJIT >5xBI'H (10 B rpymnme 1,25 mr, 2 B rpymnme 0,5 mr),
NPOJOJDKABIIUX JieueHHe (uHronuMonoM, Hopmanuzanus axktuBHoctd AJIT mpousonuia

HpI/I6J'H/I3I/ITeJ'IBHO B TEUCHHUE 5 MECAIICB TCpaInu.

Heeponozuueckue napywenus

HmeroTcst cooOIIeHNs 0 PEKUX Clydasix MOPakKeHUs HEPBHOU CUCTEMBI Y B3POCIBIX MAIlMEHTOB,
nonyyaronmx (GUHronTUMOJ B BBICOKMX Jno03ax (1,25 Mr wumm 5 Mmr), BKJIOYas pa3BUTHE
UIIEMUYECKUX U TeMOPParuyecKuX HMHCYJIBTOB M ATUIHMYHBIX HEBPOJOTUYECKUX PACCTPOMCTB,

TaKUX KakK OCTPhIN qucceMuHUpoBaHHBIN dHIIePanomuenuT (OJOM)-nogo0Hble cOCTOSHUS.

Hapywenus co cmopoHbl cocy0os
[Tpu neuennn uHroaMMonom B no3e 1,25 MT peiKo OTMEYaIHCh OKKIIO3MU MepudepruyecKkux

apTepUil.

ﬂblxameﬂbHClﬂ cucmema
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B KU uepes 1 mecsn npumeHeHus: GUHTOIUMO[IA OTMC&%QQM”I&QE%:,&OA-&MMOG

cHmxkenue nokazarener O®B; u DLCO, B panbHeillieM OCTUTHYThIE 3HAYEHUS JaHHBIX
napameTpoB He MeHsunch. K 24 mecsiny cHmxkenue npeanosaraemoro O®B; B mpoieHTHOM
OTHOIIEHUU OT M3HAYaJbHOTO MOKa3aTels cocTaBuiio 2,7 % mpu MpUMEHEeHUU (pUHrommmosa B
moze 0,5vMr u 1,2% B rpynme mianebo, I[ocie OTMEHBI Tepanmuu JaHHOE pa3jinyuue
HuBenupoBanock. CHmwkenne DLCO k 24 mecsiy npumeHneHus guaronumona B gosze 0,5 mr

cocraBuiio 3,3 % B cpaBHeHHH ¢ 2,7 % B TpyIIe aneoo.

Cyoopooichbie npucmynol

[Tpu npumenenun gunuronumona B KU1 u B mocTpeructpaliioHHOM NEPUOE 3apEruCTPUPOBAHbI
CJIy4au pa3BUTHUS CYIOPOKHBIX IPUCTYNIOB, BKIIFOYAs SMHJIENTUYECKHUH CTAaTyC, Y B3pocisix. B K1
y B3pOCIBIX 4YacTOTa CYJOPOKHBIX MNpHUCTYNoB Obiia 0,9 % y ManMeHToB, MOJy4YaBIINX
¢bunromumos, npotus 0,3 % B rpymnie miane6o. HensBecTHO, CBA3aHbI JIU STU SBICHUS TOJBKO C

TCUCHUCM PC, WJIA TOJIBKO C ITPUEMOM (I)I/IHFOJ'II/IMOI[a, NI ¢ uX COYCTaHUCM.

Jlumgomul

ITo pgannpiM KM ¥ DOCTperucTpaliOHHBIX HCCIEAOBAHMM, Yy IALIMEHTOB, IIOJYyYaBIIHMX
(bUHTOIMMO, OTMEUYanoCh Pa3BUTUE PA3NUYHBIX TUIMOB JIMM(poM. B ocHOBHOM BcTpeuanach
HEXO/DKKUHCKas JauMmdoma, Bkitouas B-kierounsie u T-kinerounsie nmuMdomsl. B ToM yucne
CMEpTEeIbHBIA CiTy4ail B-kierodHoit TuM(OMBI, TIOJOKUTEIBHONW IO BHpYCY OmireliHa-bapp.
UYacrora mumdom (B- u T-xirerounoit) B8 KU1 Oblia Beilie, 4eM OKUAACTCS B OOIICH MOTYIISIIIHH.
B nmoctpeructpaiinoHHOM nepuojie Takke ObLIM 3aperuCTPUPOBAaHbl OT/IENbHBIE CIy4an KOXHON

T-kneTounoit mumMdoMsl (TpuOOBHIHAS TPAHYIEMA).

T'emoghacoyumapnviii cunopom

B mocTperucrpallioHHOM TEepHoOJe y TAIMEHTOB, MOJYYaBIIUX JICYCHUE (UHTOIMMOIOM,
OTMEUEHBl OYEeHb pEIKHUE CIy4yau pPa3BUTUS TeMO(arolUTapHOTO CHHAPOMA C JIETAIbHBIM
UCXOJIOM, CBsI3aHHBIE C WHGEKIHOHHBIM 3a0onieBaHueM. ['eModaronuTapHblii CHHAPOM —
COCTOSTHUE, aCCOIIMUPOBAHHOE ¢ MHPEKITMOHHBIMU 3a00JICBAHUSIMHA, HMMYHOCYIIPECCHUCH H PSIIOM

ayTOMMMYHHBIX 3200JIeBaHU.

Jemu

B xouTponupyembix KU y nereit u moapoctkos (10—18 net) npu npuMeHeHUU (PUHTOIMMOAA B
no3e 0,5 mr 1 pa3 Bcyrku obmmii mpoduip 0e30MacHOCTH OBLUT COMOCTABUM C TaKOBBIM Yy
B3POCJIBIX MAIMEHTOB.

B wuccnenoBanum y neredl CyAOpOKHBIE MPHUCTYIBI 3apErUCTPUPOBaHbI y 5,6 % malueHTos,

noay4aBmux ¢puHromumon u'y 0,9 % manueHToB, nosyyaBmux uaTepdepon Oera-1la.
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Ecnu nrobbie u3 YKA3QHHLIX 6 UHCMPYKYUU 006011%%;'Iééﬁ%%@'ﬂ]—cg%%m];ﬁ,du}fﬁr‘-' Boi

3amemuau a06vie opyeue nobounvie d¢hghexmvl, He YKA3aHHble 8 UHCMPYKYUU, coodujume 00

IMoM epauy.

Ilepeno3upoBka

310poBbIe JOOPOBOJIBLIBI YIOBIETBOPUTEIHHO IEPEHOCHIIN OJHOKPATHBIN MprueM (PUHT0JIMMO/1a B
no3e 40 mr (mo3a, B 80 pa3 mpeBblIaionias CyTOYHYI) PEKOMEHIYEMYIO), MPU TOM y S5 u3
6 10OpOBOJIBLIEB OBUIO OTMEUEHO OLIYHICHHWE JIETKOTO CTECHEHUS MM YyBCTBO TUCKOM(popTa B
TPYAHOM KJIETKE, YTO KIMHHUYECKU COOTBETCTBOBAJIO HEOOJBIION BHIPAXKEHHOCTH PEAKTUBHOCTU
JIBIXaTeJIbHBIX MyTeH.

B nauane npuMeHneHus1 UHTOIMMO/ MOKET BBI3bIBaTh pa3BuTHe Opaaukapauu. CHmwkenue YCC
00BIYHO HAOMIOIaeTCA B T€YEHUE | U 1MOCIie MepBoro NPUMEHEHHUs U IPOUCXOIUT Hanbojee pe3Ko
B TeueHue 6 4. OTpHUIaTeNbHBIN XPOHOTPOMHBIN 3P PEKT PUHTOINMOA COXPAHIETCs U TocTe 6 U,
OJIHAKO B TOCJEAYIOIIME JHU JIEYCHHUS OH IMOCTENEeHHO oclabeBaeT. MIMeroTcs cooliieHus o
3aMeVICHUH aTPUOBEHTPHUKYJISIPHOW MPOBOJUMOCTH M OTJENIbHBIE COOOMICHUS O MPEXOISIINX
cirydasix mosHor AB-010Kajpl CO CIIOHTAaHHBIM Pa3peIICHUEM.

B cnyuae mepeno3upoBKu MpH IpueMe MepBoi 10361 (PUHTOIMMO/Ia HEOOXOAUMO OCYIIECTBISATh
HaOII0/IeHUE MallMeHTa B TeueHne MUHUMYM 6 4, BKItoyatoiee DK '-MOHUTOpUHT (B peanbHOM
BpeMeHH) U exxeuacHoe uzmepenue UCC u AL,

Ecmu uepes 64 mocine mepBoro mpuema YCC cocraBmser <45 ya/MUH y B3pOCIBIX, WIH
<55 yn/muH y aereit crapiuie 12 ner, unu <60 ya/mun y nereit ot 10 1o 12 ner, win nposiBUIKCH
OKT -npusHaku 2-oii u Bbilie cTeneneid AB-6mokaznsl, unu QT-untepBan coctasun >500 mc, TO
clelyeT MPOJIUThH MOHUTOPHUHT, IO KpaliHEel Mepe, 10 CIEIYIOIIEro yTpa WK JI0 TeX Mop, MoKa
HapyIlieHus He paspentarcs. [Ipu BosHukHOBeHUH AB-6510Kazp! 3 cTeneHu B 1000€ BpeMs CyTOK
TaKXke Heo0X0AUMO 00ecrieunTh HaOJII0JeHHE, 110 KpaifHel Mepe, 10 CIeIyIoIero yTpa.

DuHroIMMO1 He YAAIACTCA U3 OpraHnu3Ma IoCcpeaACTBOM JUaJIM3a U rmasMa(bepe:«;a.

B3aumopneiicTBHe ¢ APYrMMH J1eKaAPCTBEHHBIMH NpenapaTaMu

IIpomusoonyxonegvie npenapamol, UMMYHOMOOYIAMOPbL U UMMYHOOENPecCcanmul

YuuTsIBas BO3MOKHOCTD JIOIIOJHUTENIBHOTO YTHETAIOUIETO BIUSHUSA HA MYMMYHHYIO CUCTEMY, HE
cilefyeT TNPUMEHATh (UHTOJMMOJ BMECTe C IMPOTUBOOIYXOJIEBBIMU  IpenapaTamu,
UMMYHOJIETIpEeCCaHTaMH UM UMMYHOMOJYJISITOpaMHU.

Crnenyet coOnroaTh OCTOPOKHOCTD MPH MEPEBOJIE HA (PUHTOJIMMO/I MAllMEHTOB, KOTOPBIE paHee
MOJIyYaJIi Tpenaparsl JUTUTEIbHOTO IeHCTBHS, OKa3bIBatoLe 3¢ (EeKThl HAa MIMMYHHYIO CUCTEMY,
TakMe Kak HaTanuzymad, TepuduyHOMHI wWiM MuTokcaHTpoH. B KW mnpu npumenenun

¢unronumoza y nauuventon ¢ PC, momydaBmux KOpOTKHE KypChl IITIOKOKOPTUKOCTEPOUIOB, HE
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OTMEYAJIOCH ITOBBIICHUS YaCTOTHI HH(i)CKHPIfI.

Baxyunayusa

Bo Bpems Tepanuu mpemaparom, a TakKe B TEUCHHE 2 MECSIEB MOCIE MPEeKpaIleHUs JICUCHUS
(GUHTOIMMOI0M BaKLIMHAIMS MOXKET ObITh MeHee 3P dekTUBHON. [TocKONbKY MPUMEHEHHE KUBBIX
aTTEHYUPOBAHHBIX BAaKIMH MOJKET MOBBIIIATH PUCK DPA3BUTHS WHGEKUUN, MPU MPUMEHEHUU
mperapara, a Takke B TEUEHHUE 2 MECSAIICB MOCJE MPEKPAIICHUs JICYCHHUs] (UHTOIMMOIOM HE

CJICAYCT MPOBOAUTH UMMYHHU3AIMIO JKUBBIMU ATTCHYNPOBAHHBIMH BaKIITHHAMMU.

Bewecmsa, vi3vi68arowue opaouxkapouro

[Ipumenenue ¢uHroIMMOJa B KOMOWHAIMKM C aTEHOJIOJIOM M JWITHAa3eMOM u3ydeHo. B
WCCJICIOBAaHUH B3aUMOJICHCTBUHN Y 3JOPOBBIX JTOOPOBOJBIEB P MPUMEHEHUH (DUHTOIUMOJIA C
aTEHOJIOJIOM OTMeYasloch JonoiHuTenbHoe cHkeHne YCC nHa 15 % B Havasle nmpuMeHeHus
¢buHronMMona. Y MalMEHTOB, MOJY4YaBIIMX (DUHTOIMMOJ BMECTE C IHITHA3€MOM, TaKOTrO
a¢ddexra He Habmoganoch. Tepanuio (QUHrOIMMOIOM HE ClIEIyeT HAuWHATh y TMAIMEeHTOB,
MoJIyJaronux 0era-aapeHo0I0KaTOPhbl WM JIpyrue mpenaparsl, KoTopbie MoryT cHuxath YCC,
TaKu€ KaK aHTHapuTMHUYeCKHe npenapatsl kiaacca [a wim III, aHTaroHUCTHI KabLIMEBBIX KaHATIOB
(TakMX Kak Beparnamul Wil AUJITHA3eM ), iBaOpaJNH, TUTOKCUH, UHTHOUTOPBI XOJIMHACTEPA3bl UIIH
MUJIOKAPIHUH, B CBSI3M C PUCKOM JOINOJIHUTENbHOro yrueratouiero aeiicteusa Ha UCC. Ecnu y
TAKMX TIAIWEHTOB Tpeanosaraercss Jeuennme mnpemapatrom HECKJIEP®, Heob6xomuma
KOHCYJIbTAIIMS KapIU0JI0ra OTHOCUTEIBHO BO3MOKHOCTH IIEPEX0ia Ha TePaIUIO MpenaparamMmu, He
camkaromumu  YCC, wuiM TmpoBeleHHE COOTBETCTBYIOIIETO HAOMIOJAeHHUS (MPOJJICHHOE

Ha6J'IIO,I[CHI/Ie B YCJIOBUAX CTallMOHApa, I10 MEHBIIIEH MEpE, 10 yTpa CICAYIOUICTO ,I[HSI).

DapmakokuHemuueckue 3¢ppexmol Opyeux npenapamos Ha GuH2oaIUMOO

®uHromuMo MeTaboau3upyercsi B OCHOBHOM ¢ ywactueM uzodepmenta CYP4F2. B ero
MeTa0oaM3Me MOTYT MPUHHMAaTh YdYacTHE M Jpyrue H30(epMEeHTHl LHUTOXpOMa, Hampumep
CYP3A4, B 0cOOEHHOCTH, €CITH UMEET MECTO €T0 BBIPAKEHHAS MHAYKITHUS.

He oxwumaercss BAMSHHAS MOUIHBIX WHTHOMTOPOB OEIIKOB-TIEPEHOCYMKOB Ha (PapMaKOKHHETHKY
¢unromumona. OIHOBpEMEHHOE MPUMEHEHHE (DUHTONMMOJIa C KETOKOHA30JI0M MPHUBOAMIO K
yBenuueHuto B 1,7 pasza momaau noj GpapMakOKHHETHYECKOW KPUBOU «KOHIIEHTPALIUSI—BPEMSI»
(AUC) ¢unromumona u ¢punromumopocdara 3a cuer nHruouposanus nzopepmenta CYP4F2.
Cnenyer coOmoaTh OCTOPOXKHOCTh MPU MPUMEHEHUHU (PUHTOJIMMO/A OJHOBPEMEHHO C
npenaparamu, cnocooHbIMu HHTHOMpoBaTh CYP3A4 (MHruOUTOPHI pOTEa3, MPOTUBOIPUOKOBBIE
mpemapaTsl TPYNIBl  a307I0B, HEKOTOPBIE MAKPOIHJIbI, TaKWe KaK KIAPUTPOMUIIUH WU

TEJIUTPOMMUIIVH).
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COCTOSIHUY U 2 MI' (PMHTOJTUMO/Ia OJJHOKPATHO OKa3bIBalIo ciadoe Biaustaue Ha AUC GuHrommmonaa
u ¢unronnmoadocdara, ¢ yMEHbIICHHEM JTAHHOTO TOKa3aTens npubinutensHo Ha 40 %.

[Tpumepno B Toii ke creneHn AUC ¢(uHroimmoa U ero MeTabojiuTa MOTYT CHUKATh U JIPyrue
uHayktopbl m3odepmernta CYP3A4, nanpumep pudamnuinuH, ¢eHoOapOuTai, (GeHUTOHH,
adaBupenH3 u 38epo0oit. [ToCKOIBKY IPU 3TOM MOXKET CHMKATHCS () (HEKTUBHOCTH (PUHTOTMMO/A,
OJTHOBPEMEHHO MPUMEHATh OTH TpenapaTbl CIEAyeT C OCTOPOKHOCTHIO. OJHOBPEMEHHO

MPUMEHSITH 3B€pOOOH, OJTHAKO, HE PEKOMEHTyeTCsl.

Dapmarokunemuueckue 3¢hgexmol puneorumooa Ha opyeue npenapanvl

B3anmopeiictBue (uHromMMoga € BELIECTBAMHU, KIMPEHC KOTOPBIX OOYCIIOBIEH TIJIaBHBIM
oOpazoM u3odepmentamu muroxpoma P450, mimm ¢ cyOGcTparaMu OCHOBHBIX TPaHCHOPTHBIX
0EJIKOB IPEICTABISIETCS MATIOBEPOSTHBIM.

dapMakoKHHETHKA (PHUHTOIMMOJIA M IIUKIOCIOPHUHA B CIIydae OJJHOBPEMEHHOTO MPHMEHEHUS HE
MeHsIach. TakuM 00pa3oM, HE OXHAAeTCsl M3MEHEHUS (apMaKOKHHETUKH NpenapaTos,
sBIsomuxcst cyocrparamu nzopepmenta CYP3A4, mox BaustaueM GUHTOIMMOA.
OpnHOBpeMeHHOE  IpHUMEHeHHe  (UHronMMona W [EpopalbHBIX  KOHTPALENTHBOB
(3THHMIIICTPAMOIIA U JISBOHOPTeCTPENIa) He MPUBOIUT K N3MEHEHHUIO 3KCIIO3HUIIUH MTEPOPATbHBIX
KOHTpAIenTuBoB. HecMOTpst Ha OTCYTCTBHE HCCIEIOBAHUN B3aMMOACUCTBHS C NEPOPATbHBIMU
KOHTpAICTITUBAMH, COACPIKALMMHU JIPYTHE MPOTECTareHbl, He 0)KUIACTCS BIUSIHUS (PUHTOJIMMO/1A

Ha UX 3KCIIO3HMIHIO.

Bansinne Ha CIOCOOHOCTH YIIPABJIATH TPAHCMOPTHBIMHU CPEACTBAMH, MEXaHU3MAMH

[anuentam, y KoTopbix Ha (oHe npumenenus npenapata HECKJIEP® BosHukaroT Takue
HEXeENaTelIbHbIE SIBJIICHHMS KaK TOJOBOKPYKEHHE W COHJIMBOCTb, HE CIEAYyeT YIIPaBIATh
TPAHCIOPTHBIMU CPEACTBAMM WJIM MEXaHU3MaMH [0 TIIOJHOTO HCYE3HOBEHHUs JaHHBIX
HE)XeNaTeNbHbIX peakuuid. Heo0XoauM KOHTPOJIb COCTOSIHMS MallMeHTa B TEYEHHE MEpBBIX 6 U

rocJie epBOro NpremMa npernapara rnepeji HauajaoM yIpaBiIeHUs! TPaHCIOPTHBIMU CPEJICTBAMH.

dopMa BbIITYCKa

[To 7 nnu 28 kancys B MOJIUATUICHOBBIN ()J1aKOH, YKYNOPEHHBIH MOIUIPONUICHOBON KPBIIIKOH ¢
BJIArOIIOIVIOTUTEIEM U KOHTPOJIEM IIEPBOTO BCKPBITHS.

[To 1 pnakoHy BMecCTe ¢ MHCTPYKIUEHN 110 MEIUIIMHCKOMY MIPUMEHEHHIO (JINCTKOM-BKJIABIIIIEM)

MMOMEIIAIOT B MAYKy KAPTOHHYIO.

YciaoBus XxpaHeHUs

ITpu Temneparype He Boime 25 °C. XpaHUTb B HEJOCTYITHOM JJIs AETEH MECTE.

Cpoxk rogHocTu
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