HNHCTH

1O MEJUITMHCKOMY ITPUMEHEHHWIO JIEKAPCTBEHHOI'O IIPEITAPATA
OTPHO

PerucrpaigioHHbIii Homep:
T oproBoe HaumeHoBaHue: OTpHO
MexayHapoaHoe HeTIaTeHTOBAHHOe HAUMeHOBaHe: D3¢ TUMUO

JlexapcTBeHHasi popma: TabIeTKU

CoctaB

1 TabyIeTKa COEPIKHUT:

Oeticmeyioujee éeryecmeo: 3eTUMUO B iepecuete Ha 100 % Bemectro — 10,0 Mr;
gcnomMocamenvHvle 6etjecmea: TeIUTIONI03a MEKPOKPUCTAIUTHYESCKAS, JIAKTO3bI MOHOTHJIPAT, KPOC-

KapMeJlIo3a HaTpusl, HaTpus laypwicyibgar, moeuaoH (tun K30), Hatpusa creapuidymapar.

Omicanue
Kpyribie miockouwinHApuYecKue TabJeTKH OT OesIoTo 1o Oeoro ¢ KEeJITOBAaThIM OTTEHKOM

1BeTa, ¢ (packoi.

(I)apMaKOTepaﬂeBT]/l‘IeCKaﬂ rpymia: THIOJIMITHACMHAYCCKUC CPEACTBA, APYTHUE THIIOJIUIIUICMHAYIC-
CKHEC CpeJICTBA.

Kox ATX: C10AX09

dapmakosormieckye cBoiicTBa
O3eTUMHO SIBJISIETCS TIPEJICTABUTEIEM HOBOTO KJIACCa THUIOJMIMUIEMHUSCKUX CPEJICTB, KOTOphIe
CeJICKTMBHO HHTHOUPYIOT abcopOmmio xofecTeprHa (XC) U HEKOTOPBIX PACTHTEILHBIX CTEPOJIOB

B KHIIICYHUKS.

Dapmaxoounamuxa

[Ipenapat Otpuo >¢deKTUBEH IpH IpHeMe BHYTPb. MexaHu3M TeHCTBUS 33 TAMUOA OTIHIASTCS
OT MeXaHW3Ma JISUCTBHUS JPYTHUX KIACCOB THIIOJIMIHISMUYESCKUX CPe/ICTB (HanpuMep, HHTHOUTO-
poB I'MI'-KoA-peaykTasel (CTATHHOB), CEKBECTPAHTOB 3KEITUHBIX KHCIIOT, (PUOPATOB U pacTUTEITh-
HBIX CTAHOJIOB). MOJIeKy ISIpHOM MUIIEHBIO 53¢ TAMHUOA SIBJIITCA TpaHCTIOpTHRIN Gemok (Niemann-
Pick Cl-Like 1, NPCI1L1), oTBEeTCTBeHHBIH 3a BCAChIBAHHE B KHINCYHHKE XOJCCTSpHHA H
(uTOCTEPOJIOB.

D3eTUMHUO JOKAJIM3YETCs B METOUHON KaeMKe TOHKOTO KHINISUHUKA U MIPEISITCTBYET BCACHIBAHUIO

XC, MPpUBOJA K CHHIKCHHUIO MMOCTYILICHUS XC u3 KuIIeYHHuKa B IICYCHD, 3a CUCT YCTO CHHIKAIOTCS
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3amacekl XC B IIeUeHH U yCUIUBaeTCs BhiBeAeHHE XC U3 '%Iglgﬁj %ﬁkﬁl}@@y‘ﬁﬁ Eié’;i;%kpe-

U0 JKEJTUHBIX KHCIIOT (B OTJIMUHE OT CEKBECTPAHTOB JKETIHBIX KHCIIOT) U HE HHTUOUPYET CHHTE3
XC B nieueHu (B OTJIMYUE OT CTATUHOB).

B xiInHHMUYECKOM HCCIIEIOBaHUH, B KOTOpoe ObUIM BKJIFOUCHBI MAITUSHTHI C THIIEPXOJIECTePUHE-
MHEH, 33 TUMUO cHIKAJ abcopOiuto XC B kumeunuke Ha 54 % 1mo cpaBHEHHUIO ¢ tUiare6o. UH-
rubupys abcopOumio XC B KUMISUHHUKE, P36 TAMUO CHUKaeT mocTyruieHre XC B ieueHb. CTaTHHBI
cHmkaroT cunte3 XC B neueHu. llpu oqHOBpeMEHHOM NMIPUMEHEHUH TIPENApaThl STUX JBYX IPYIII
o0ecreYnBaroT JOMOTHUTEIFHOS CHIKEHUE KOHIeHTpauu XC. D3eTUMUG, IPUHUMAaEMBbIH OJTHO-
BPEMEHHO CO CTaTHHAMH, CHHXKACT KOHIGHTpaIuio obmero xonecrepuna (OXC), xonecTepuna
nunonpotrenHoB HU3kou mwrotHocTy (XC JIIIHII), anomunonporenna B (anmo-B), xonectepuna
JUMOTIPOTEUHOB HeBbICOKOU TT0THOCTH (XC He-JIIIBII, paccuuTthiBaeTcsl Kak pasHOCTh MEXKTY
koHreHTpanuet OXC u kounenrparmeit XC JIIIBII) u tpurmaniepugos (T1), a Takke nmopbimaer
KOHIIEHTPALHIO XOJIECTepHHA JIMIONPOTEHHOB BhICOKOU T1oTHOCTH (XC JIIIBII) B mtazme kpoBu
y TAIUSHTOB C TUIMIEPXOJIeCTepUHEeMHeH B GOJBIICH CTEIICHH, YeM 53¢ TUMHUO WJIH CTATHH, TIPUHU-
MaeMble B MOHOTepanuu. OJTHOBpeMeHHOE NpUMEHEeHHUe 33eTUMHOa ¢ peHopuOpaTOM CHIDKAET
koHneHTpanuio OXC, XC JIITHIL ano-B, TT' u XC ne-JIIIBII, a Takke moBbIIIaeT KOHIICHTPALUIO
XC JITIBII B mi1azMe KpOBH y MAMEHTOB CO CMEIIAHHOM THIIEPXOJIECTEPUHEHUMEH.
Knuanueckue uccieoBaHusi Toka3aliv, 4YTo MoBbimieHHbIe KoHIeHTpanun OXC, XC JIITHII n
anmo-B (rmaBHoro GenkoBoro kommoHeHTa JIITHII) cmocoOCTBYIOT pasBHUTHIO aTepOCKIIepO3a.
Kpowme Toro, camxennas konueHtpauus XC JIIIBII taxxke accoruupyeTcsi ¢ pa3BUTHEM aTepo-
cKJiepo3a. Pe3yibTaThl SMHIEMHOJIOTHUYSCKUX HCCIICAOBAHUMN MOKA3alld, YTO CEpSUHO-COCY/IH-
cTas 3a00JIeBaeMOCTh U CMEPTHOCTh HAXO/ISTCS B MPSIMOU 3aBUCUMOCTH OT KoHIeHTparui OXC
u XC JIITHII u B o6paruo# 3apucumoctu ot koHreHTpanui XC JITIBII. Kak u JIITHIL, aunomnpo-
Teunbl, Goratbie XC u TT, BriItoyast TUIONPOTEHHBI 0YeHb HU3Ko# mwiotHocTH (JITIOHII), mumo-
MPOTSHHBI TTpoMeKyTOUHOH TwIoTHOCTH (JIIIIIII) M peMHAHTBI TakKe MOTYT CIIOCOOCTBOBATH pas-
BUTHIO ATEPOCKIIepO3a.

Jlns onpeneieHus CeIEKTUBHOCTH 33¢TUMUOA B OTHOIICHUM MHTUOUpoBaHUs BcachiBaHUA XC
Oblla TpOBEJICHA CepHUsl JTOKIUHUUSCKUX HCCIIOBAHUN. D3eTUMUO MHTHOUPOBA BCAChIBAaHUE
[14C]-xonecTepuHa ¥ He OKa3bIBaJ BIMSHUS Ha BcackiBaHUe T, JKUPHBIX KUCIIOT, JKEJTYHBIX KHC-
JIOT, IPOTeCTEPOHA, STUHUIIACTPA/TUOJIA WIIH KUPOPACTBOPUMBIX BUTAMUHOB A U D.

D apmaxoxkuremuxa

Beacwiganue

[Tocie npuema BHYTPH 33 TUMHO OBICTPO BCACHIBACTCSI 1 HHTCHCUBHO META0OJIM3UPYETCS B TOH-

KOM KHIICYHHUKE U IICUCHH ITYyTEM KOHBIOT'alTUH B (i)apMaKOJ'IOI"I/IIIeCKI’I aKTUBHBIN (i)eHOHBHbIﬁ TJIEO-
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KYPOHHU/T (93eTUMHUO-TJTIOKYpOHHT). MakcuMaipHast KOHHQﬁ‘[pa—]l_lﬂ';'B' Hftasve lf(EOB'I?I (C )I sern-

MHO-TJIFOKYpOHH/Ia HabmromaeTes yepes 1-2 vaca, s3eTuMuda — uepe3 4-12 gacos. AGCOTIOTHAS
OHOTOCTYITHOCTh 33eTUMUOA HE MOJKET OBITh OIPEIe/ICHa, MMOCKOIbKY JaHHOE BEIMIECTBO MPAKTH-
YeCKU HePACTBOPUMO HU B OJTHOM W3 BOJHBIX PACTBOPUTEIICH, HCTIOIB3YEMBIX JIJISI IPUTOTORJICHUS
PACTBOPOB JUUIS1 UHBEKITHH.

[Tpuem numu (¢ HU3KUM WU BBICOKHM COJEpIKaHHUEM JKUpPA) He BIUSI Ha OHOTOCTYIHOCTH 33¢-
TUMHOA TIpU TIpUeMe BHYTph B BHJe TabieTok mo 10 mr. Ilpenapat OTpHo MOXHO MPUHUMATH
HE3aBUCUMO OT MpUeMa ITUMIH.

Pacnpeoenenue

D3eTUMHO U P36 TUMUO-TIIFOKYPOHHU/T CBSI3BIBAIOTCS ¢ OeJIKaMU TU1a3Mbl KpoBH Ha 99,7 % u 88-92 %
COOTBETCTBEHHO.

Memabonusm

MeTabGomu3M 33eTUMUOA TIPOUCXO/IUT TJIABHBIM 00pa3oM B TOHKOM KHINIEUHHKE U MMeUSHH MyTeM
KOHBIOTAINH C TIIOKYpoHHToM (peakius 11 (pasrpl) ¢ mocae1yIomuM BEIBeACHHEM C JKETUBI0. D3e-
TUMUO MUHUMAJILHO IT0/IBEPTaeTcsl OKUCIUTEIRHOMY MeTaboau3My (peakius I ¢aser). D3eTumusd
U 33eTUMUO- IJIFOKYPOHH (OCHOBHBIE IIPOU3BOIHBIE 33eTUMUOA, OTIpe/ieisieMble B IIJIa3Me KPOBH)
coctapiiiroT 10-20 % u 80-90 % cooTBETCTBEHHO OT 00IIel KOHIIEHTPAIUU M3eTUMHUOA B TIIa3Me
KpOBH. D3eTUMHUO U 33¢ TUMHO-TIIIOKYPOHHU/] ME/IJICHHO BHIBOJIATCS M3 IUIA3Mbl KPOBH B TIpoIlecce
KHUIIeYHO-TICUeHOUHON penupkyJisiiuu. [lepuoa mosyBeiBeieHUs IS 93¢ TUMUOA U H3ETUMHUO-
[JIFOKYPOHH/Ia COCTABJISICT IPUMEPHO 22 yaca.

Buwisedenue

IToce npueMa BHYTpS 20 MT 33¢ THMHGA, MedeHHOro *C, B 1L1a3Me kpoBH GbLI0 0GHapyxKeHO 93 %
CYMMAapHOTO 33eTHMHOA (336 TUMHUO + 336 TUMHUO-TIIIOKYPOHHU/T) OT OOIEro YpOBHS paIMOAKTHUB-
HBbIX NpoAyKTOB. B Teuenue 10 nHeit mpumepHo 78 % NPHUHATHIX PaJMOAKTHUBHBIX IIPOJYKTOB
OBLITO BBIBE/ICHO Uepes KHIMSUHHUK C KeTubto, 11 %- gepes mouku. Uepes 48 yacoB paITHOAKTHBHBIX

IIPOYKTOR B IJIa3Me KPOBH 0OHAPY’KEHO He ObLIO.

D APMAKOKUHEIMIKA Y OMOETIbHBIX ZPYHI RAUUEHMOE

Hemu u noopocmxu

dapMaKOKMHETHYESCKHE [TOKA3aTeH 93¢ TUMHOA ObLIH OTMHAKOBBI Y JIeTeH cTapIe 6 JIeT U B3pOc-
ab1X. PapMakoOKHHETHYECKHE JaHHBIC JUISI JeTel Mutajnie 6 JIeT OTCYTCTBYIOT.

Hoorcunvie nayuenmol

VY MOKUIIBIX MAUSHTOR (CTapine 65 JIeT) KOHIIEHTPAIHs CYMMapHOTO 538 THMUOA B TUIa3Me KPOBH

MPUMEPHO B 2 pas3a BhINIe, 4eM y OoJiee MOJIO/BIX MarMeHTOB (0T 18 10 45 jert). CTeneHb CHUXKE-



uus koHneuTparmu XC JIITHII u mpoduins 6e3

Jiee MOJIOJIBIX MAIIUEHTOR, IPUHUMABIITHX 53¢ TUMHO. JJ1sI MOXKIIIBIX MAIIUEHTOB MOI00p JO3bI Mpe-
napara He TpeOyeTcsi.

Hayuenmer ¢ neueHoUHO HEOOCMAMOYHOCL IO

[Tocne ojiHOKpaTHOTO MpHeMa »3eTUMHOa B Jo3e 10 Mr cpeiHee 3HAUCHUE TLTOMIAAH 1O KPUBOU
«xoHneHTpaims — Bpemsi» (AUC) cymmapHoro 33etumMuda 061510 B 1,7 paza GoJiblne y TAIUSHTOB
C JISTKOM CTeTICHBIO TICUSHOUHOHN HeJOCTaTOUHOCTH (5-6 Gamios mo mkaite Yaina-I1sio), uem y
3I0pPOBBLIX JOOpOBOJIBIeB. B 14-1HeBHOM HCCIIeJOBAHUM MIPUMEHEHHS 33eTHMHOA B o3¢ 10 MT B
CYTKH € YUaCTHEM MAIUESHTOB ¢ YMEPEHHOM CTENICHBIO NIEYSHOUHOU HeJocTaToOuHOCTH (7-9 Gan-
moB no mkaie Yaina-I1et0) cpennee 3nauenne AUC cyMMapHOTO 33¢TUMUOA YBEJIMIUBAJIOCH B
4 paza Ha 1-# 1 14-1 ieHb IO CPABHESHHIO CO 3IOPOBBIMH JOOPOBOJIbIIAMH. [[JI51 TAITHEHTOB C JieT-
KOH CTeTCHBIO MEUSHOUYHOM HEJTOCTATOUHOCTH KOPPEKIUs J03bl Ipemapara He Tpelyertcs.
[Tockonpky mocneAcTBHS yBeauueHus1 3HaueHusi AUC cyMMapHOTO 53 TUMHOA HEH3BECTHBI, d3e-
TUMUO He PEKOMEH/IOBAaH TMAIMEHTAM C YMEPEHHOUM M TsDKeNoH cremeHbio (Gojee 9 Gaiwior 1o
mkaie Yalna-I1bi0) neyeHOUHOM HEJOCTATOUHOCTH.

Hayuenmol ¢ noueuHoli HEOOCMAMOUHOCHBIO

[Tocnie ofHOKpAaTHOTO TpHUeMa 33eTUMHUOA B JTo3e 10 MI' y MAIIUSHTOR ¢ TSDKEJILIMHE HApyIIESHUSIMU
by nouek (n = 8; kaupenc kpeatununa (KK) ve Gosee 30 mu/mun/1,73 M?), 3Hauenne AUC
CYMMAapHOTO 33eTUMHUOA YBEINIWIOCH IpUMEpHO B 1,5 paza 1mo cpapHEHHIO CO 3JOPOBBIMHU J100-
poBosblamu (n = 9). JIaHHBIN pe3yJIbTAT He SIBIACTCS KIMHUYSCKH 3HAUUMbIM. [[JI1 IariueHToB ¢
HapylieHHeM (QYHKIHH MoYeK moadop J03bI NpemnapaTa He TpeOyeTes. Y MallleHTa Mocie TpaHc-
IJIAHTAIlUM ITOYKH, ITOJIYYaBIIETO KOMIUICKCHYIO TEpalMIO, BKJIIOYAsl ITUKIOCIIOPHH, 3HAYEHUE
AUC cymMMapHOTO 33eTUMHUOA YBETIUUWIOCH B 12 pa3.

llon

KoHIeHTpanus CcyMMapHOTO 33eTUMHUOA B TUIa3Me KPOBH HEMHOTO BBIIE Y sKeHITHH (MeHee 20 %),
yeMm y myxunH. Creniens cHmkeHus: XC JIITHII u npoduib 6e30macHOCTH OMHAKOBHI Y MY)KUHH
U JKCHIIUH, TPUHUMAONIUX 336 TUMHUO, O3TOMY JJISl MAITHEHTOB MYIKCKOTO WM JKEHCKOTO IM0JIa

110,100p JA03bI penapaTa He TpedyeTcs.

IHoxa3zaHus K MpUMeHeHHIO

Ilepeuunan zunepxoiecmepunemus

[Ipenapat Otpuo B komOuHaiwu ¢ unruburopamu ['MI-KoA-penykTassl (CTaTHHAMH) WIH B
MOHOTEPAIIMH B JJOTIOJHEHHE K IUeTe [TOKA3aH /I CHIKEHU OBBINIeHHOU KoHIeHTpanun OXC,
XC JIIIHIL, amo-B, TT" u XC ne-JIIIBII, a Taxxe a1 noBeinieHust konnenTpauu XC JIIIBIIL y

B3pOCIHBIX U NoAPOocTKOB (10-17 sieT) ¢ nepBUYHOM (Te€TEPO3UTOTHOU CeMEMHON M HeceMeHOM)

4



ot 16.02

(MOCNEOOBATEN

FHHerOJTeCTepI/IHeMI/Ieﬁ.

[Ipenapat OTpro B KOMOHHAITHH ¢ peHOPUOPATOM B JOTIOTHEHUE K JUSTE MMOKA3aH JIJIST CHHIKSHHS
nopbimeHHoU koHIeHTpanuu OXC, XC JIIIHIIL, ano-B u XC ne-JIIIBII y naniueHTOB CO cMemIaH-

HOH runepxoiecTepuHeMucii (cM. «Crocod MPUMEHEHHS U JTO3bI» ).

Ilpogpunaxmura cepoeurio-cocyducmoix 3aboneeanui

IIpenapatr OTpuo, IpUHUMACMBIH B KOMOHHAIIUH CO CTATHHAMH, [TOKA3aH U CHWKEHHS PUCKA
Pa3BUTHUS CEPICUHO-COCYJUCTHIX COOBITHH (CepeuHO-COCyIUCTasl CMepTh, HedaTalbHBIH HH-
dapkT MuOKap/a, HedaTaIbHBIH HHCYJIBT, TOCITHTAIM3AIMH IO TIOBOTY HeCTaOWIBHOM CTEHOKAp-
JMH WA TIPH TOTpeCHOCTH TPOBECHUS PEBACKYJISIPU3AINH) YV MAIIMEHTOB ¢ HIIeMHUYeCKOH 6o-

nesnbio cepana (MBC).

Hpoghunaxmura ocrosHbIX CEPOCUHO-COCYOUCHBIX OCTONCHEHUIL Y RAUUEHMOE C XPOHUYECK Ol
0071e3Hb1I0 HoUeK

[Ipenmapat OTpuo, MpUHUMAEMbId B KOMOHMHAIIMHA C CHMBACTATHHOM, MOKAa3aH JUISl CHIDKSHHUS
PHCKa pa3BUTHSI CEPBhE3HBIX CePIASUHO-COCYTUCTRIX COOBITHH (HedaTaTbHbIN HH(pAapKT MUOKapaa
WJTH Cep/IeuHasi CMEPTh, MHCYJIBT WK JH00As IPOIeypa peBaCKySIPU3AIUN) Y TTAIIUSHTOB ¢ Xpo-

HHYeCKOH OO0JIE3HBIO MMOYEK.

Tomo3zuzomnan cemeiinan sunepxonecmepunemis

[Ipenapat OTpuo B KOMOMHAIIMU CO CTATHHOM TOKa3aH JIJIsl CHUIKSHUSI TIOBBIIEHHOHM KOHIIEHTpa-
nuu OXC u XC JITIHII y B3pocibix u moapocTKoB (10-17 J1eT) ¢ TOMO3UTOTHOU CeMEWHOU rutep-
xoJiecTepuHeMuel. [larieHThI MOTYT TakiKe MONYYaTh BCIIOMOTATeNIbHOE JieUeHHE (HAlpuMep,

JITTHII-adeper).

IIpoTHBONOKA3ZAHUS
. [ToBbineHHAsE YyBCTBUTEIBHOCTH K JIIOOOMY M3 KOMIIOHEHTOB IIpenapara.
. [Ipu HazHaueHUHU d3eTUMHOA OJHOBPEMEHHO CO CTATHHOM Wi ¢GeHodudpatoM HE0OX0-

JIUMO CJIeIOBaTh HHCTPYKIIMH 10 TIPUMEHEHHIO JTIOTIOJTHUTEIILHO HaA3HAUCHHBIX MIPENapaToB.
. D3eTUMHUO He PEKOMEH/TYeTCS MAIUSHTAM C YMEPSHHOH U TSDKEIION CTEIICHBIO TICUYSHOYHOH
HegocTaTouHOCTH (7-9 1 Gosee Gawtor mo mkane Yaina-1leto, cM. @apMakoloTHISCKUE CBOM-
cTBa, MapMaKOKHHETHKA Y OT/ICIbHBIX TPYIII HalueHTOR; Cioco0 MpUMEHEHHUS U JTO3bI).

o HenepeHOCHMOCTH JIAKTO3BI, HSPHUITUT JTaKTas3hl WIH TJIIOKO30-TajakTo3Has MajibabcopO-
LU,

. JleTckuii Bo3pacT 10 6 JIeT.



C OCTOPONKHOCTBIO

Crnentyet cobmoaaTh OCTOPOKHOCTH IPU OJHOBPEMEHHOM IIPUMEHEHUH Iipeniapata OTtpuo ¢ pubd-
paTaMH, ITUKIOCIIOPUHOM U HETIPSIMBIMM aHTUKOATYJITHTAMH (BKJIIOUYasi BapapuH U QIIydHIHOH).
[TanpeHTHI, OTHOBPEMEHHO NpUHUMaroNUe npenapaT Otpuo u peHopudpaT, JOKHBI 3HATH O

BO3MOXKHOM PHUCKE pa3BUTHIA 3a00J1eBaHHH KEJTIHOTO IMy3bIpI.

IIpumeHeHie TIpH GepeMeHHOCTH M B TI€PUHO/ TPYAHOT0 BCKAPMJ/IMBAHUS

bepeMeHHOCTD

HccnemoBanus Ha )KHUBOTHBIX C BBEJICHUEM H3eTUMHOA HE BBISIBWIM TPSAMBIX U OMTOCPESTOBAHHBIX
HeOIaronpusATHBIX Y(PPEKTOB B OTHOIMCHUH OepEeMEHHOCTH, Pa3BUTHSI DMOpHOHA/TUTOAA, POJIOB H
MOCTHATATHHOTO pa3BUTHs. [IpH BBeIeHUN OGepeMeHHBIM KPhICaM 53¢ TUMUOA B KOMOHWHAITUH C JIO-
BACTATHHOM, CUMBACTATHHOM, IIPABACTATHHOM WJIH ATOPBACTATHHOM TEPATOTSHHBIX (P PEKTOB HEe
HaGmonnanock. [Ipu pee/leHnn GepeMEeHHBIM KpOoJIbuuXaM ¢ HeGoIbIoN yacToToM HabIogaIuch
e eKThl pa3BUTHS CKeJleTa Y IUIoJA.

KimHu9eckuxX JaHHBIX MO MPUMEHEHHIO 33eTUMHUOA MPU OEPEeMEHHOCTH HET, MOATOMY CJIeyeT
coOIoAaTh OCTOPOIKHOCTh MPH HA3HAUCHHWH IperapaTa OepeMeHHBIM JKEHIHWHAM. B ciyuae
HACTYTUICHHS] OePEeMEHHOCTH TIPHEM 33 TAMHOA JTOJDKEH ObITh TIPEKpaIIeH.

[Ipu onHOBpeMEHHOM TpUMEHEHUH mpemnapaTta OTpHO W CTaTHHA HEOOXOJIMMO CIIeIOBATh HH-
CTPYKIIMH IO IPUMEHEHHIO TAHHOTO CTATHHA.

IlepyoA Ipy/IHOTO BCKAPMIUBAHUS

B uccrneioBaHUsAX Ha KpbIcax OBbLIO BBISIBJICHO, UTO 33 TUMHUO BBIICIISACTCS ¢ MOJIOKOM. J[aHHBIX O
BBIJICJICHUH 33 THMHOA C TPY/THBIM MOJIOKOM Y JKCHIIUH HEeT. B CBs3H ¢ 5TUM 33eTUMHUO He peKo-
MEH/YeTCsl MPUMEHSTh B NEPHOJ TPYJAHOTO BCKApMIIMBAHUS, B ClIydae €CJIM TMOTCHIHAIbHAS
MI0JIb3a HE MPEBBINACT MOTCHIIHATIBHBIN pUCK U peOeHKa. Ecii npuMeHeHne npenaparta HeoO-

XOAHUMO, MMAIUCHTKA JOJDKHA IIPCKPATHTDh KOPMJICHHUC I'PYIBIO.

Crioco® NPpUMEHCHUH U TO03bI
Hepe/:[ HavYaJIOM JICUCHHSA IMAllUCHTHI JOJIZKHBI HepeﬁTH K COOTBCTCTBYIOIIIeﬁ J'II’IHI/I,[[CHI/I)KaIOIJ_Ieﬁ
AUETEC U IPOJOJIKATH COGJ’II—O,Z[&TL STy JUETY BO BpPEM:A BCCTO IIEpHOJa TEpalluu IIpelapaToM

Ortpuo.

Ilpumerieriue y nayuenmos c nepeuyHoll unepxoiecmepunemet

[Ipenapat NpUHUMAIOT BHYTPh B J11000€ BpeMsi CYTOK HE3aBUCHMO OT IIpHeMa ITHIITH.
PexomMenayemasi J1o3a penaparta B MOHOTEPAIIUU WA B KOMOWHAIIMU €O CTATUHOM WU (peHOPUE-
patom cocrapysger 10 mr 1 pas B cyTku. Jloza penopubpara He nomkHa npepbimath 160 mr 1 pas

B CYTKH TIpU OTHOBPEMEHHOM MPUMEHEHHUH ¢ TipenapaToM OTpHoO.
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. OOCNENNBATENEHOCTL 0003
Ilpumenenue y nayuenmoe ¢ ueMu4ecKkoil 6piesrio E]ep&tﬂw—*]‘* BATEINBHOCTE 0003)

Kombunuposannas mepanus co cmamuHamu

JIs1 TOTIOTHUTENBHOTO CHUIKEHUSI CepASUHO-COCYTUCTHIX coObITuM v maruenTo ¢ UBC »3eTu-
MHG 10 MI MOXKET IPUMEHSTHCS CO CTATHHAMH C JIOKAa3aHHBIM 3(P(eKToM 10 CHHIKESHHIO PHCKa
Pa3BHTHS CEP/IeYHO-COCYAUCTBIX OCJIOKHEHUH.

IIpu KoMOUHUPOGAHHOU MEPANUIL C CEKEECMPAHIMAMU HCETHHBIX KUCLOM

DOzeTuMub clieAyeT IpUHUMATE B Jo3e 10 Mr 1 pas B CYTKH 0 MEHBINEH Mepe 3a 2 Yaca JI0 WIH

qepes 4 gaca mocie IpueMa CCKBECTPAHTOB JKCJITHBIX KUCJIOT.

Ilpumernieniue y nayuenmoe ¢ HapyuieHuem (QYHKUUI HOYEK/XPOHUYECKOU DO0Ne3HbI0 NOYeK
Monomepanusa

JInst manie HToB ¢ HapyneHueM GYHKITUU TIoYeK moa00p 036kl Mpenapara He Tpedyertes (cMm. Dap-
MaKOJIOTHYECKHE CBOUCTBA, DapMaKOKUHEMUKA Y OMOCbHBIX SPYIN NAYUEHMOS ).
Kombunuposannas mepanis ¢ CumsacmamiuHom

JIJIs IAlIMeHTOB ¢ JIETKOU CTeNeHbIO HApyIIeHUs (PYHKIUU MOYeK (CKOPOCTh KIIYOOUKOBOU (PUITh-
tpanuu (CK®) He Menee 60 mi/mun/1,73 M%) HoAGOp A03b1 53¢ THMHOA HIIH CUMBACTATHHA He Tpe-
Gyercs. [lanmenTaM ¢ HapymeHHeM GyHKIHH nouek 1 CK® menee 60 M/mun/1,73 M% 33eTHMHUG
HazHaudaeTes B Jo3e 10 mr u cumBacTaTuH B 03¢ 20 Mr 1 pa3 B CYTKH Be4epoM. Y JIaHHBIX Ial[d-
SHTOB MPUMEHEHHE CUMBACTaTHHA B GoJiee BHICOKOH J103€ JOJIMKHO TIATEIbHO KOHTPOJIMPOBATHCA

(cm. DapmakoIOoTHUECKUE CBOUCTBA, DapMAKOKUHEMUKA } OMOETLHBIX PYNI NAYUEHMOE).

Ilpumernieriue y noxycuivix nayuenmog
JIJ1s1 TOKUIIBIX MAIIUEHTOB oG0P 103kI MipenapaTa He TpedyeTes (cM. PapMakoIOTUIeCKUe CBOM-

cTBa, DapMakoKuHemuxa y OmoenbHuix Zpynn nayueHmoe).

Ilpumerieriue y nayuenmoe c neueHoUHOl HEOOCMAMOYHOCHbIO

JI7151 allHeHTOB € JISTKOM CTEIEHbBIO MeUYSHOTHOM HeJTOCTATOUYHOCTH (5-6 Gaiutos mo mrkasie Yaim-
ITs10) moiGop 10361 penapata He TpeOyetcs. He pexomenyeTes: IpuMeHeHHE IIpeniapaTa Maiu-
SHTaM ¢ yMepeHHbIM (7-9 Gasutos mo mkasie Yakmi-11s10) u TspkensiM (Goliee 9 Gaios 1o mkae
Yaiina-11br0) HapymenueM QyHKIHH nedenn (cMm. PapMakosiorHueckue cBoMcTBa, DapMaKoKi-
Hemuxa y omoenvHuix epynn nayuenmoé, Ocobble yKazaHUs).

Ipumenenue npenapama y demeit 1 nOOPOCMKOE

JI1st netedt ¥ MOAPOCTKOB OT 6 JIeT KOPPEKIMsI O3B Npernapata He TpedyeTes (eM. Papmakosioru-
YeCKHUe CBOUCTBA, PapMAKOKUHEMUKA Y OMOENLHBIX SPynn NAYUEHNOE).

[Ipumenenue 33eTuMuba y JeTeH B Bo3pacTe 10 6 JIeT He PeKOMEHIOBAHO 10 IPHYUHE OTCY TCTBHUS

JAHHBIX 10 6€30TMACHOCTH U >((PEeKTUBHOCTH B JAHHOHN BO3PACTHOM IpyIIIIe.



ot 16.02

(MOCNEOOBATEN

Ilo6ounoe neiicTeHEe

B KJIMHHYECKUX HCCIICIOBAHUSX, B KOTOPBIX MAIMCHTHI IPUHUMAITH TIpeniapar 53eTUMHOA B 03¢
10 Mr' B CYTKH B MOHOTEpAITHH, OJHOBPEMEHHO CO CTATHHOM HJIH OJTHOBpeMeHHO ¢ (eHopubpa-
TOM, TIpeTapar »3e TAMHOA MOKa3aJl XOPOHIYIO IepeHOCHMOCTh. HeskenmateibHbIe peakIiui OObITHO
ObLJIM JISTKUMH H MIPEXO/SAIUMHI; 00IIasi 4acToTa HexKeJIaTeIbHbIX 3 (QeKTOB U 9acToTa Ciyvacs
OTMEHBI JICUCHHS B CBSI3H C HEXKEJIATCIHLHBIMU >PPeKTaMH TPHU NpUeMe TperapaTa 33eTUMUba
ObLJIH COTIOCTABUMEBI C JAHHBIMH TTOKA3aTSJISIMU TIPH TIpHEeMe TUTare6o.

Crepyromue gactoie (> 1/100 u < 1/10) umu Hewacteie (> 1/1000 u < 1/100) HexenaTeapHbIC pe-
aKIM¥ HAOIIOMAUCH TIPH TIPHEME TIperapaTa 53¢ THMHOA B MOHOTEPAITHH ¢ YaCTOTOH, TpeBbIIIa-
OIIEH AaHATIOTHYHYIO YaCTOTY TIPH MIPHEME TUTaIe60, WK IPH OTHOBPEMSHHOM TIPHEME MpeTapaTa
93eTUMHOA CO CTATHHOM C YaCTOTOMH, PEBHIMAIONISH AHAJIOTHIHYFO YACTOTY TPH MPUEMe CTaTHHA

B MOHOTCpAaIIlH.

Ilpu npueme npenapama 3emumuda 6 MOHOmMepanuu.

Hapywenus co cmoponvt obMena euecms u nUmaHus!

HewacThle: CHUMKEHUE alIeTUTA.

Hapyuienus co cmopomst cocyoos:

HewacTeie: «IpHJIMBLD) KPOBH K KOKE JIHIA, MMOBBINICHHE apTEPUATHBHOTO JABJICHHUS.

Hapyuwenus co cmoporsl OblXxamenbHoll CUCEeMbL, OP2aHo8 SPYOHOT KNIeMKIL U CPe0OCINeHIA:
Hewacteie: kames.

Hapyuienus co cmopomst Jeny0ouHO-KUMeHHO20 MpaKma:

YacTeie: G0Jb B KUBOTE, IHAPES, METCOPHU3M.

Hewacteie: nucnienicus, ractpos3odareaibHbId pedIIroKe, TONMTHOTA.

Hapyuienus co cmoporsl CKenemHO-Mblttle4HOU U COEOUHUMENLHOU MKAHU!

HewacTele: apTpalirusi, MbIIICYHbIE CTIa3Mbl, OOJIb B e,

Obuwue paccmpoticmea:

YacTeie: yTOMIISIEMOCTb.

Hewacteie: Goub B rpyau, 6OJIb.

Jlabopamopnvle 1 UHCIMPYMEHMATbHblE OaHHbLE!

Hewacthie: moBbIIeHHe aKTUBHOCTH ajlaHUHaMHHOTpaHchepassl (AJIT) wumm acnaprataMuHO-
tpancgepaszsl (ACT), mopbimeHne akTUBHOCTH KkpeatuHHHpocokuHazbel (KOK) ceiBopoTku
KpOBH, MOBBINICHHE AKTUBHOCTH raMMa-TJIF0TAMUJITpaHc(epassl, HapylIeHHe Toka3aTesel pyHk-

OHUH IICYUCHH.

Ilpu npueme npenapama 33emumuda 00HOEPEMEHHO CO CHAMILHOM.

Hapyuwenus co cmoponst HepsHOI cucmemyl!
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YacThle: roJIoBHAsI 60JIb. ':HI“'E:‘:‘_] t':ll'“: SAlE

HeuacTtele: mapecTesusl.

Hapyuienus co cmopomsl Jicery00UHO-KUMeUHO20 MPaKma:
HeuacTbie: CyXoCTh CIM3UCTOM 000JI0UKH pTa, TACTPHT.

Hapyuienus co Cmopomsl KOJICU 1 NOOKOJICHLIX IMKAHEI:

HeuacTble: KOJKHBIN 3y/1, KOXKHAsI ChIIb, KPAITUBHUIIA.

Hapyuwienus co cmoponst CKenemto-Mbiil e4HOU U COCOUHUMENLHOU MKAHU!
YacTele: MHAJITHA.

HeuacTteie: 6ok B CrIMHE, MBINIeYHAs C1a00CTh, 60JIb B KOHSUHOCTH.
Obwue paccmpoticmea:

HeuacTtble: acTeHUs], epupepUIeCcKre OTESKH.

Jlabopamopruie u UHCMPYMEeHmanLHuie OaHHbie:

Yacteie: nopplmenue aktupHocTH AJIT w/mmm ACT.

Ilpu npueme npenapama 3emumuda ooHosepemenHo ¢ ernoguopamom

Hapyuienus co cmopomsl 2eny0ouHO-KUMeHHO20 MPaKma:

YacTeie: 60Jb B KUBOTE.

B KIMHHYECKOM HCCIICOBAHHH ¢ YYaCTHEM MAIMEHTOB CO CMENIAaHHOW TUIepIUNHIeMUCH Ya-
CTOTa MOCJISIOBATEIFHBIX KIIHHHYSCKH 3HAUUMBIX MOBBIMNEHUH (Oosiee ueM B 3 pasa BhINIE BepX-
Helt rpanuibl HopMbl (BI'H)) akTHBHOCTH «I1€U€HOUHBIX» TPAHCAMUHA3 CHIBOPOTKH KPOBH COCTa-
Briia 4,5 % B rpyIine NalueHToOB, MPUHUMABIIHUX (peHopuOpaT B MOHOTEpauy, u 2,7 % B rpyrie
MAI[ASHTOR, IPUHAMABIIHX TpemapaT »3eTUMubda oqHoBpeMeHHO ¢ deHopubparom. YacToTa Xo0-
JCIUCTIKTOMUHU cocTaBmwia 0,6 % B rpynme MAUeHTOB, MpUHAMABIIHX (eHOoGUOpaT B MOHOTE-
panuy, ¥ 1,7% B rpynne nanueHToB, IPUHUMABIINX NpeniapaTr 33eTUMHUOA OJTHOBPEMEHHO ¢ (de-
HodubpaTom (cM. Ocobble ykazanus). He naGmioganocs nopbimenus aktuBHocTH KOK (Gonee

geM B 10 pa3 seime BI'H) Hu B 0/THOM U3 TpyIN JICUSHUS B JITAHHOM HCCIIEIOBAHUH.

Hayuenmot ¢ uemuueckoil bonesnvio cepoya

B xnuHudeckoM ucciieoraHuu narueHTsl ¢ MBC npuHuManyu cuMBacTaTUH + 3 TUMHUO B J103¢
40 mr + 10 Mr wm cumBacTaTH B 03¢ 40 Mr. [Ipodunb 6e30nacHOCTH MpenapaToB B JIBYX IPYII-
max ObLJI CXO/THBIM 32 BeCh IIepHo/1 HAOMIoeHUS (Me/THaHa JUTHTEILHOCTH HAOIIOICHUS COCTABMIIA
6 met). YacToTa mpekpalieHus MpHeMa IperapaTa W3-3a HeXKeJIATeIbHBIX SBJICHUN COCTaBHIIA
10,6 % B TpymIie MAIUSHTOB, IPUHUMABIIHUX CUMBACTATHH + 33eTUMUO, u 10,1 % B rpyIine naiu-
SHTOB, IPUHUMABIIHX CUMBAcTaTHH. HacToTa pa3BuTHA MHONIaTHH cocTasuia 0,2 % B rpymie mna-

I[MUSHTOB, IPUHUMAaBIIUX CHMBACTaTHH + 936TI/IMPI6, u O,]. % B TPYIIIIC MMAIIUCHTOB, IIPUHHMAaBIITHUX
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NOCNENNBATENEHOCTE 003)
CHMBACTAaTHH, I'IC¢ MHUOIIATHUs OIIPCACILIIACh K HEOOBSICHUM BIHICHHAS-CJIa00CTL "1 ‘MBbI-

mevHas 00Jib, COMPOBOKIAtoNIasics mopblimeHueM akTuBHOCTH KK He MeHee yem B 10 pas Bbilne
BI'H wnu nByMs mocjieloBaTeIbHBIMUA MOBbIIeHUSIMA akTHBHOCTH K@K ot 5 mo 10 pa3 Beime
BI'H. YactoTa pazsutus pabnomuonuza coctapuia 0,1 % B rpynne naiueHTOB, IPUHUMABIIUX
CHUMBAcCTaTHH + 33eTUMHO, U 0,2 % B rpynne maiueHToB, IPUHUMABIINX CUMBACTaTHH, T/e pad-
JOMMOJIM3 ONPEIeIIsUIcs KaK HeoObsACHUMAsL MBIIIeUHAs ¢JIAa00CTh WM MbIlIeUHast GOJIb, COIPO-
BOJKJarommasics noppinieHueM aktuBHocTH KOK He Menee ueM B 10 pa3 Beimie BI'H ¢ npuznakamu
HapyIieHUs] QYHKIIUUA TOUYCK, JIBYMsSI MOC/IeOBATEIbHBIMU TOBBIMICHUSIMU akTHBHOCTH KOK ot
5 no 10 pa3 Beime BI'H ¢ npusHakamMu HapymeHus! (PYHKIIUU MT0YeK, WK akTUBHOCTHI0O KK He
menee 10000 ME/mu 6e3 npusHakoB HapylieHHs] GYHKIMU movek. YacToTa mociae/10BaTeIbHbIX
MOBBIMICHUH aKTUBHOCTH «IICUSHOYHBIX» TpaHCaAMHHA3 (He MeHee ueM B 3 pasa Beime BI'H) Gbuta
2,5 % B rpyrie NalueHToB, MPHHUMABITHX CUMBACTaTHH + 33eTUMHO, U 2,3 % B rpymme namueH-
TOB, IPUHUMABIIHUX CUMBAcTaTHH (cM. Ocolble ykazanus). HexenaTeIbHbIC SIBIICHUS CO CTOPOHBI
JKETIHOTO My3bIps Habmogamuch y 3,1 % manueHToR, MPUHUMABITHX CHMBACTATHH + 93¢ TUMHUO H
3.5 % manueHTOB, IPUHUMABIIMX CUMBACTATHH. YacToTa FrOCIIUTAIA3AIMH ¢ XOJISIUCTIKTOMUEH
obu1a 1,5 % B oOeux rpynnax. Pak (onpeessiics kak Jiro0oe HOBOE 3JTOKAUECTBEHHOS HOBOOOpa-
30BaHUE) JUATHOCTUPOBAJICS B Te€USHHUE HCCIeIoBaHUs Y 9,4 % manueHTOR, IPUHUMABIIUX CUM-

BAaCTaTHUH + SSGTI/IMI/IG, u 9,5 % MMAaOUCHTOB, IPUHHUMABIIUX CHUMBACTAaTHH.

Hayuenmur c xponuueckoil 6one3nvio nouex

B KJIMHHYeCKOM HCCIIC0OBAHUY Kapuo- U He(PpONPOTEeKTUBHOIO AEHCTBUS ¢ YHaCTHEM MallUeH-
TOB, MPUHUMABIIUX KOMOWHHPOBAHHBIM THUIIOJUIMMISMHUUSCKUHN Mpenapar ¢ (PUKCHPOBAHHBIMH
no3amu 33etumuda (10 mr) u cumpactatuna (20 mMr) 1 pas B CyTKH, U MAIIHSHTOB, IPUHUMABITUX
wiane6o, npodumm GezomacHOCTH OBUIM COIOCTABUMBI B TeUSHHE BCEro Iepuoja HaOIIOJeHUs
(MeMaHa ITUTEILHOCTH HabIIo/IeHUs cocTaBuia 4,9 roya). B JaHHOM KJIMHUYECKOM HCCIIeT0Ba-
HUU PeTHCTPUPOBAINCH TOJIBKO CEpbe3Hble HE’KeJIaTeJIbHbIE SIBJICHHsI M IIpeKpalleHHe IpHeMa
Ipenapata 10 IPUYMHE Pa3BUTHS HEXKeJIaTeJIbHBIX sABJICHUH. YacToTa NIpeKkpalleHus puema Ipe-
mapara Oplila cornocTaBuMa B o6eux rpymmax (10,4 % B rpyIiie manueHToR, MPHHAMABITHX KOM-
OUHHUPOBAaHHBIH IpenapaT ¢ (GUKCUPOBAHHBIMH JI03aMHU 33eTHMUOA U cCUMBacTaTUHA, U 9.8 % B
IpyIIie NallMeHTOB, IPUHUMABIIUX I1ane60). YacToTa pa3sBUTUS MHONATHH/pabJOMHOIM3A CO-
crapwia 0,2 % B Irpylie MalMeHTOB, IPHHUMABIIUX KOMOMHUPOBAHHBIN Ipemnapar ¢ (GUKCHPO-
BAaHHBIMH [I03aMH 33eTHMHOa U cuMBacTaThHa, U 0,1 % B rpymme MalUeHTOB, MIPUHUMABIINX
wiane6o. [locnetoBaTebHbIC TOBBIMICHUS AKTUBHOCTH «TI€UYSHOUYHBIX» TpaHCaMUHa3 (OoJiee yeM

B 3 paza Beimie BI'H) naGmronanocs y 0,7 % nanueHTOB, IPUHUMABIIAX KOMOUHUPOBAHHBIH ITpe-
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mapar ¢ Q)HKCI/IpOBaHHLIMI/I JO3aMH s3eTHMHOA

MaBIIUX Iulane6o. B 1aHHOM KIMHHUYECKOM MCCIISJOBAHUU He HAOIIONAIOCH CTATUCTUYESCKH J10-
CTOBEPHOTO YBEJIMUCHHUSI YaCTOTHI TAKUX HEXKeJIATeIIbHBIX SIBJICHUH, KaK 310KaueCTBEeHHbIE HOBO-
obpazopanus (9,4 % B TpyIIe NAHSHTOB, MPUHAMABIIUX KOMOWHUPOBAHHBIH Tipenapar ¢ (puk-
CHUPOBAHHBIMHM J03aMH 53¢ TUMHOA U CUMBAcTaTHHA, U 9,5 % B IpymIle MallUeHTOB, IPHHUMABIINX
11a11e60), TeNaTHT, XOJSIUCTIKTOMUS WIH OCI0XKHEHUS JKeTYHOKaMeHHOM O0JIe3HHU WIH ITaHKpe-

aTUuTa.

Jemu u nodpocmxu om 6 00 17 nem

B xiivHMYecKOM UCCIIeIOBAHUHU € YUacTHEM JieTel B Bo3pacTe oT 6 /1o 10 JeT ¢ reTepo3uroTHOM
CeMeHHOU WJIN He CeMEHHOM THUIIepXoJiecTepruHeMHUueH poduih 6e30MaCHOCTH U IEPSHOCHMOCTH
33e TUMUOA OBbIJT COMMOCTABUM C MTPO(UIIEM YV B3pOCIIBIX HAIUSHTOB, TOJYUIABIIUX M3ETUMHO.

B xiimHMYecKoM HcclleJOBaHUH ¢ yJacTHeM JeTel B Bospacte oT 10 10 17 et ¢ reTepo3uroTHoi
CeMeHHOU TumepXosieCTepUHEMHEH, MPUHUMABIIMX KOMOMHHUPOBAHHYIO TEPAIHIO JIEKApCTBEH-
HBIM TIpeTIapaToM P3eTUMHOA U CHMBACTATHHOM, MPOQUITh OS30TTACHOCTH U MIEPEHOCHMOCTH ObLIT
COTIOCTABUM ¢ TpoduiieM 6e30MaCHOCTH Y B3pOCIIBIX HAI[HSHTOR, MOJYYaBIIUX KOMOMHUPOBAH-

HOC JICUCHHUC JICKAPCTBCHHBIM IIpCIIapaToM 33eTHMHOA ¥ CHMBACTATHHOM.

Jlabopamoprivie noxkazamenu

B KIMHHYECKUX HCCIIEIOBAHUAX YacTOTa IIOCJIEOBATEIbHBIX KINHHYECKH 3HAUYMMBIX IIOBBINIE-
HUW aKTUBHOCTH «TI€USHOUHBIX» TpaHCAMHUHA3 B CHIBOPOTKE KpoBH (akTBHOCTH AJIT u/mmm ACT
B 3 wim Gosiee pa3 npepbimaromas BI'H) 6b11a comocrapuMa npu MpUMEeHEHHUH H3eTUMUOA B MO-
Hotepanuu (0,5 %) u npu npueme 1wianedo (0,3 %). Ilpu uzyuenun Ge30mMacHOCTH KOMOUHUPO-
BaHHOM TepallMy 9acTOTa KIMHAYECKH 3HAYHMMOTO IIOBBIIIECHUS AKTUBHOCTH «II€YeHOYHBIX» TpaH-
CaMHHa3 B CBIBOPOTKE KpOBH cocTaBmia 1,3 % y HanueHTOB, IPUHUMABIINX 3 TUMHUO OTHOBpe-
MEHHO c0 cTaTHHOM, U 0,4 % y manMeHToB, IPUHUMABIIMX CTATHH B MOHOTepanuu. lloBpimenue
AKTUBHOCTHU TPAaHCAMUHA3 B CHIBOPOTKE KPOBH OOBIUHO MPOTEKATI0 OSCCUMIITOMHO, HE COIIPOBOXK-
JAJIOCh Pa3BUTHEM X0JIeCTa3a U BO3BPAIIAIOCh HA UCXO/HBIM YPOBEHB KaK MPH MPOI0JIDKEHUH Jie-
YeHUs1, TaK M II0CJIE OTMEHBI IIperapara.

YacToTa BOZHUKHOBEHHUS KJIMHUYECKH 3HauMMoro nopbimeHust aktupHocTH K@K (B 10 u Gonee
pa3 Beime BI'H) y manueHTOB, MPUHUMABIIUX IpenapaT 33eTUMHUOA B MOHOTepauy, Obljla CXO-

JKEH ¢ JaHHBIM MoKazaTesieM Y NAallTUCHTOB, IPUHUMABIIHUX nﬂaue60 HJIH CTaTHH B MOHOTCPpAIIAH.

Ilocmpezucmpauuionnsie Hab0deHuA

[Ipy mpuMeHEHHH TMpemapaTa 53eTHMHOA B TMOCTPETHCTPAIIMOHHOM TIepHOJIE cOooOMaioch O
CIIETYIOMIUX HEeXKeIATeILbHBIX PeakIUsIX 0e3 yKa3aHUus IPHIHHHO-CIIC/ICTBEHHOH CBSI3H.
Hapyuwienus co cmopomst Kposu 1 TuMpamudeckoli cucmemst. TpoMOOIUTOTICHHUSL.
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Hapyuienus co crmopoHvl UMMYHHOT CHCIEMbL

(PHITaKCHIO, AaHTHOHEBPOTHUYSCKHUH OTEK, KOMKHYIO CBIITb H KPAITHBHHUILY

Hapyuienus co cmoponsl nCuxuxu: NeTnpeccusl.

Hapyuienus co cmoporsl HepsHOll cucmemsl. TOJIOBOKPYKCHHE, MAPECTE3HSL

Hapyuienus co cmoporsl nunjesapumenvHoli cucmemsl. TTAHKPEATHT, 3a11op.

Hapyuienus co cmoponsl neuenu i J4enuesbl600auux nymeli: TeTaTAT, XOJSIUTHA3, XOJICITUCTHT.
Hapyuienus co cmopomst KOJCH 1 ROOKOICHLIX MKaHell: MyJIbTUGOpMHAs SpUTEMAa.

Hapyuwienus co cmopoHvl cKeNemHO-MbIUe HOl 1 COeOUHUMENLHOU MKAHY. MHUAITHI, MHUOTa-
THSY pabOMHUOIIH3.

Obuue paccmpoticmea: aCTSHUA.

IlepenozupoBka

Coo0manocs 0 HECKOJIBKUX CIIyHasx MepeT03UPOBKH, GOJBIMMUHCTBO U3 KOTOPBIX HE COMPOBOIK-
JIaJIOCh BO3HUKHOBEHUEM HEIKEJIATEJIBHBIX SIBJICHUH, a B CJIydae UX BOBHUKHOBEHHUSI HE)KeJIATEIIb-
HBIC SIBJICHUS He ObLIH Cepbe3HbIMU.

B KIMHHYECKUX UCCIIeTOBAHUSAX, B KOTOPHIX 3 TUMUG HazHaUasIcs 15 370pOBBIM JOOPOBOJIbIIAM
B J1o3e 50 Mr B CyTKH B TeueHHe 14 nueit, 18 mamueHTaM ¢ mepBUYHON rUnepxoiecTepUHEMUEH B
no3e 40 MT B CYTKHM B TeueHUE 56 JHeH Wik 27 nanueHTaM ¢ TOMO3UTOTHOW CUTOCTEPOJIEMUEH B
o3¢ 40 MT B CYTKH B TeUeHHE 26 He/leb, ObliIa MPOIEMOHCTPUPOBAHA XOpOoNIas MepeHOCUMOCTh
npemnapara.

B ciiyuae nepe1o3upOBKH cJielyeT IPOBOUTH CHMITOMATHYECKOE JISUSHUE H I10//IePIKUBAIOIY IO

TEepalunio.

BzaumoneiicTBue ¢ APYTUMHU JieKapPCTBEHHBIMI CpeacTBAMUI

B ToKIMHUYECKUX UCCIIeOBAHUX ObIIO IIOKAa3aHO, UTO M3eTUMHUO He HHAYLHUPYET U30(pepMeHTHI
nuroxpoma P450, yuacteyromue B MeTaboIU3Me JISKAPCTBEHHBIX CPe/ICTB. Mex Ty n3e TAMUOOM
U CpeJICTBAMH, MEeTaOOIM3UPYIOMIMUMHUCS TI0/] ieHcTBHeM u3odepmeHToB 1A2, 2D6, 2C8, 2C9 u
3A4 muroxpoma P450 wim N-anetuntpancdepasbl, KIIMHUISCKH 3HAYUMBIX (DapMaKOKHHETHYEC-
CKHX B3aMMOJICUCTBUN He HAOIIONAIOCh.

[Ipu ogHOBpEeMEHHOM IIPUMEHEHUH 53¢ TUMHO He 0Ka3bIBAST BIMAHUS HA GapMaKOKHHETHKY JIall-
COHa, AeKCTpoMeTopdaHa, TUTOKCHHA, IEPOPATHHBIX KOHTPAIICITHBOB (3THHWINCTPAIHOIA U Jie-
BOHOpIecTpeia), [IMIU3N/A, TOJIOyTaMuAa, Muiazoaama. OTHOBpEMEHHOS IPUMEHEHHUE ITUMETH-

JUHaA U 53eTHMHOA He OKa3bIBAST BJIMSHHUS Ha 6I/IOL[OCTy1'IHOCTb 33eTUMHOA.

Aﬂmtlu"u()bl.' OHHOBpeMeHHbIﬁ IMpUEM aHTAIlUAOB CHHUXKACT CKOPOCTH BCACBIBAHUS 336THMH63,, HO
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NOCHENOBATENRHOCTE Q003
HE OKA3hIBAET BJIMSHHUS HA €ro OHOJOCTYIHOCTh. ITO cﬂﬂmeﬂ_ﬁe%kﬁpoéﬁf BAChB AL He pac-

CMATPHUBACTCA KaK KJIMHHYCCKH 3HAYHUMOC.

Konecrmupamun: oTHOBpeMEeHHBIH NIpUEM KOJISCTUpAaMHHA YMEHbIIAeT cpe/iHee 3HaueHHe AUC
CYMMapHOTO »3eTHMHOa (P3eTHMHO + D3eTHMHUO-TJIIOKYPOHH)T) NpHOIu3uTeabHO Ha 55 %.
DddexTt qomoHUTEIBHOTO CHIDKeHUS KoHTeHTpanuu XC JIITHII 3a cueT ofHOBpEMEHHOTO TIPH-

MEHEHH d3eTHMUOA H KOJICCTUpaMHUHA MOJKET OBITH YMCHBIICH JaHHBIM B3aUMO/ICHCTBHEM.

Huxnocnopun: y MallMeHTOB, TIepeHeCHNX TpaHCcIutanTanuoo nouku, ¢ KK Gomee 50 mu/muH,
IMPUHUMABIIUX [TUKIOCTIOPUH B ITOCTOSIHHOM J103€, OJTHOKPATHBIM IIpHUEM MpernapaTa 33eTUMHOA B
no3e 10 Mr mpuBoaui K yBeiauueHuio 3HaueHuss AUC cyMMapHOTro »3eTUMHOa B Cpe/lHEM B
3,4 paza (ot 2,3 10 7,9 pa3) Mo CpaBHEHHIO C JJAHHBIM TTOKa3aTeJIeM Yy 3J0POBBIX JOOPOBOJIBIIEE.
Y oJIHOTO NalMeHTa MOC/e TPAHCIIAHTAIMU TOYKH U C TsDKEJIOW MTOYeYHON HEJOCTATOYHOCTHIO
(KK 13,2 mov/mun/1,73 M?), IpUHHMABIIETO KOMILIEKCHYIO TepallMio, BKJIIOUYAS IHUKJIOCIIOPHH,
Habmo1anock 12-kpaTHoe YBEIHUCHHE KOHI[CHTPAIIHH CYMMApHOTO 33¢THMHOA 10 CPABHEHUIO ©
KOHTPOJIBHOHM IpynIoi. B mepexkpecTHOM HCCIIeJOBAHUH ¢ JIBYMsI IEPUOIAMH ¢ yuacTueM 12 3710-
POBBIX JTOOPOBOJIBIEB, IPUHUMABIIUX B TeUCHHUE 8 THEH 33eTUMHUO B J1o3e 20 MT 1 pas B CYTKH C
MIPUEMOM OJTHOKpaTHOH 70361 100 MI UKIIOCTIOpUHA HA 7 JIeHb TepaluH 53¢ TUMHOOM, ObLIO BbI-
siBJieHo yBenuueHnne 3HaueHuss AUC mukiocnopuna B cpeaaeM Ha 15 % (ot cHmxenust Ha 10 %
70 yBeauueHus Ha 51 %) B cpaBHEHUH C JIAHHBIM MOKa3aTesieM Y 3/I0POBBIX JOOPOBOJIBIIEB, MIPH-

HSIBIIUX IUKJIOCIIOPUH OJHOKpaTHO B 03¢ 100 Mr B MoHoTepanu# (cM. C 0CTOPOIKHOCTBIO).

Quopamer: 6e30TaCHOCTh U 3PPEKTUBHOCTh MPUMEHSHHUS P3eTUMHOA OJTHOBPEMEHHO ¢ (eHo-
¢pubpaTtom OBLIH OTICHCHBI B KIMHHYSCKUX HccieqoBanmsxX (cM. [loGounoe nelicTeue). bezomnac-
HOCTh U 3 (PEeKTUBHOCTH IPUMEHEHUS 33 TUMHOA OJTHOBPEMEHHO ¢ JpYrUMH (pubpaTamMu He U3Y-
yeHbl. OUOpaTHl MOTYT MOBBIMATE BhIfeeHHEe XC ¢ JKEJIUbI0, YTO MOKET TIPUBECTH K JKEITUHOKA-
MeHHOU GoJiesHu. B TOKIHHHUECKOM HCCIIeTOBAaHUH Ha co0aKkax d3eTUMHUO MOBBINIAT KOHIICHTpa-
1uto XC B xenun. XoTs 3HaUCHHE STHX JAHHBIX JUIS 9YeJIOBEKa MMOKa HEM3BECTHO, OJJHOBPEMEHHO®
MpUMEHEHHE Tpernapata 33eTuMuda ¢ pubpatamu (3a uckiIoueHueM Gpenodudpara) 1o moayde-
HUS JOMOJTHATESIBHBIX JAHHBIX 110 Pe3yIbTaTaM KIMHHYSCKUX HCCIISTIOBAHUHN He PEKOMEH Ty TCSL.
OHOBpPEeMEHHBIN MpHUEM TIpenaparta s3eTHMHOa U peHodudpaTa Wi reMpuOPO3HIa MOBBIINAST
KOHI[EHTPAIIUIO CYMMapHOTO 33eTUMHOa MpuOIM3uTebHo B 1,5 u 1,7 pa3a cOOTBETCTBEHHO, O/1-

HAaKO 5TH IMOBBIMICHU S HE PpACCMATPUBAIOTCA KaK KIIMHAUYCCKHU 3HAYUMBIC.

Cmamutol: IIpH OAHOBPEMCHHOM IIpUEME 33eTUMHOA ¢ ATOpBAaCTaTHHOM, JIOBACTaTHHOM, IIpaBa-
CTATHHOM, CUMBAaCTATHHOM, (l)J'IYBaCTaTI/IHOM H PO3YBACTATHHOM KJIMHHUYCCKH 3HAYUMBIX (l)apMa-

KOKHHCTHUYCCKHX BBaHMO,[[eI\;ICTBHI\;I HE Ha6J'[IOl[aJIOCb.
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CYTKHU U BapdapHHa He OKa3bIBAJIO 3HAUUMOTO BIIMSHUS Ha OMOJOCTYIHOCTH BapdapuHa U mpo-
TPOMOHHOBOE BpeMsI B UCCIISOBAHHUH ¢ yUacTHeM 12 370pOBBIX JOOPOBOJIBIEE. B mocTpeructpa-
IHOHHOM TIepHo e ObLITH TOTyUeHBI coobmmenus o6 yenuueHun MexayHapoaaoro Hopmammso-
BanHoro OtHomenus (MHO) y nanueHToB, IpUHUMABIINX OJTHOBPEMEHHO 3¢ TUMHUO ¢ Bapdapu-
HOM WM (IyuHAHOHOM. J[aHHBIC TAITUEHTHI TAKIKE IPUHUMAIIH JIPYTHE JICKAPCTBEHHBIE CPEJICTBA

(M. OcoOble yKazaHwusl).

Oco0ble yrkazaHus

Ilepen HagaIOM JICUCHHUS TTAITHEHTHI JTOJDKHBI MIEPEHTH K COOTBETCTRYIOIICH JIHMITH/ICHIKAOIICH
JHETE U MPOJIOKATh COOMIONATE STy TUETY BO BPEMS BCETO MEPUO/IA TSPAIMHU TIPEHapaToM 33eTH-
muba.

Ecnu npenapat »3eTuMuOa HazHAYaeTCs B KOMOMHAITMH CO CTATHHOM WK heHOPHUOpaTOM, ClieTyeT
BHUMATEIBHO 03HAKOMHTHCSI ¢ HHCTPYKIUEH 110 MPUMEHSHHUIO Ha3HATaeMOTO TOTIOTHUTEIIHHO IIpe-

napara.

Depmermol neuenu

B KIMHHYECKUX MCCIISIOBAHUSIX ¢ OJJHOBPEMEHHBIM IIpUMEHEHHEeM Ipenapara 33eTUMHOA U cTa-
THHA y MAIMEHTOB HAOIIO/AIUCh TOCJISI0BATENIbHbBIC HOBBIINCHUSI AKTUBHOCTH «I1€YSHOUHBIX)
TpancamuHas (B 3 u Gozee pa3 Beiie BI'H). Ecnu npenapar »3etumuba HazHavyaeTcsl B KOMOUHA-
ITUH CO CTATHHOM, KOHTPOJIb (DYHKIIMHU MEYSHH CJIAYeT MPOBOJIUTEH B Havajle JICUCHUS U Jlajiee B
COOTBETCTBHH ¢ peKOMEH/IAIUSAMH JUIS JaHHOTO cTaThHA (cM. [ToGouHoe nelicTeue).

B xiuHMYeckoM HccieaoBaHuM nanueHThl ¢ MBC npuHMManu cuMBacTaTHH + 33¢TUMHO B /103
40 Mr + 10 Mr e)xeJHEBHO WJIM CUMBACTAaTHH B Jioze 40 Mr exe/IHeBHO (MeAuaHa JIUTEIbHOCTH
HaOJII0/IeHUS cocTaBmIIa 6 J1eT). YacToTa ocIe/JoBaTeIbHbIX HOBBIINIEHHH aKTHBHOCTH «I1€UE€HOY-
HBIX» TpaHCcaMUHAa3 (He MeHee ueM B 3 pasa Boimie BI'H) Gputa 2,5 % B rpynne naueHTOB, IPUHU-
MaBIIMX CUMBACTaTHH + 33eTUMHO, U 2,3 % B IpyIle MAIUCHTOB, IPUHUMABIINX CUMBACTATUH
(cm. IloGounoe JielicTBHE).

B KJIMHUYECKOM HCCIICAOBAHUH ¢ YUaCTHEM MAIUSHTOR ¢ XPOHHUUSCKOH 00JIe3HBIO TOUEK 4acTOTa
[IOCJIe/TOBATEIILHBIX TIOBBIMICHUH aKTUBHOCTH «IICUCHOUHBIX» TpaHcaMuHa3 (B 3 u GoJiee pas BhIIIe
BI'H) cocrapuma 0,7 % B rpyIie NaifdueHTOR, MPUHAMABIITUX KOMOUHUPOBAHHBIN IUITOIUITHIICMU-
YeCKUM npemnapat ¢ (PUKCUPOBAHHBIMHU Jo3aMu n3eTuMuba (10 Mr) u cumpactatura (20 mr) 1 pas

B cyTKH, U 0,6 % B TpyIIle MalueHToB, MPUHUMABIIUX 11anebo (cM. [loGounoe neicTere).

Crenemnasa myckyiamypa
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B KIHHAYECKHX HCCIISTOBAHUIX YaCTOTA BO3HHI MUOJIIH3A, B33 aH-

HBIX C TIPUMEHEHHUEM TIperiapaTa 3¢ TUMHUOA, He MPEBbhINiaia TAKOBYIO B CPABHEHUH C COOTBETCTBY-
o1l KOHTPOJILHOU TpyInoH (1ianedo Wi MOHOTEPAITUN CTATUHOM), OJHAKO MUOTIATHS U pal-
JIOMHUOJIN3 SBJIIFOTCS] M3BECTHBIMH HEKEIATeIbHBIMU PEAKIMAMHA CTATUHOB U JAPYTUX JIMITU/ICHU-
JKAIOMIMX CPEICTB. B KIMHUYECKUX HCCIIeTOBAHUSIX YAacTOTa MOBkIMeHus akTuBHOCTH KOK (Gomee
yeMm B 10 pa3 npessimatomasi BI'H) cocrasuna 0,2 % B rpymnme 33etumuda B cpapaenuu ¢ 0,1 % B
rpynme mwiaie6o u 0,1 % B rpyIine oJHOBPEMEHHOTO MPUMEHEHHUS 53¢ TUMUOA U CTaTHHA B CpaBHE-
Hud ¢ 0,4 % B rpyIine MOHOTEpAIlIUHA CTATHHOM.

B nmocTperucTpaliioHHOM TepHO/Ie IPUMEHEHUS P3eTUMHOA ObLITH MOJTYUYSHBI COOOIICHUS O CITy-
Yasix pa3BUTHI MUOTIATUH U pabIOMHOJIN3a HE3ABUCUMO OT MPUYHMHBI UX PA3BUTHSL. BOJBITHHCTBO
HAIUEHTOB, Y KOTOPBIX pa3BUBAICS pabIoMHUOIIN3, IPUHUMAIH CTATUHBI JI0 Havaja MpueMa Impe-
napara 33eTuMusa. TeM He MeHee, OUeHB PeJIKO cOO0MAIOCh O Pa3BUTHH pabIOMHUOIIN3A TIPH TIPH-
MEHEHHH TIperapata 53¢ TAMHOA B MOHOTEPAITHH U TIPH O/THOBPEMEHHOM NMPUMEHEHUH Tperapara
93eTUMHUOA U JICKAPCTBEHHBIX TPeNapaToB, MPUMEHEHHE KOTOPHIX, KaK H3BECTHO, aCCOIUUPOBAHO
C TIOBBIIIEHHBIM PUCKOM Pa3BUTHS pabJOMUOIIN3RA.

Bee marueHThI, KOTOPHIM Ha3zHAYaeTCsl Ipenapar »3eTUMHUOA, JODKHBI ObITh MPEAYIPEikKISHBI O
PHUCKE pa3BUTHUSI MUOTIATUH U pabIOMHOJIN3A U JOJKHBI COOOIIATh Bpady O JIFOOBIX HeOOhICHUMBIX
MBIIIEYHBIX G0JIIX, OOI3HEHHOCTH WIH CIaboCcTH. Eciu MHONATHS TUArHOCTHPOBAHA WIIH MOJT0-
3peBaeTCs, MPUMEHEHHE TpernapaTta d33eTUMUOa U J11000T0 CTATHHA, IPHHIUMAEMOTO O/THOBPEMEHHO
C MpemnapaToM 33eTUMHUOA, IOJKHO ObITh HEMEIJICHHO MpekpaneHo. Hanmaue JaHHBIX CHMITTOMOB
u nopbimieHne akTuBHOCTH K@K (Gonee wem B 10 pa3 peimie BI'H) ykaspiBaeT Ha pa3BuTHE MHO-
HIATUH.

B xinnndeckoM uccieaopanuu namnueHtsl ¢ UBC npuHUManyu CUMBACTaTHH + 33eTUMHO B J03¢
40 mr + 10 Mr exxeJHEBHO WJIM CUMBAcCTaTWH B Jioze 40 Mr exe/IHeBHO (MeAuaHa JJIMTEIbHOCTH
HaOIrFOACHHS cocTaBmiia 6 JieT). YacToTa pazBuTHs MUoTaTHH cocTaBmia 0,2 % B TpyIIe marueH-
TOB, IPUHUMABIIUX CUMBACTaTHH + 33eTUMUO, 1 0,1 % B rpynre manueHToB, IPUHUMABIINX CUM-
BAaCTaTHH, IJIe¢ MHOTIATHS ONPeIeIsIach Kak HeOOBSICHUMAs MBINIICUHAsI CJIA00CTh WM MBIIICUHAS
0oJib, compoBosKIatomascs nopsimenueM akTupHOCTH K@K He mMenee wem B 10 pa3 peime BI'H
WJIA JBYMSI TIOCJIe/TOBAaTeIbHBIMH MOBBIMEeHUsIMUA akTUBHOCTH K@K ot 5 10 10 pas peime BI'H.
YacTtoTta pazeutus pabnomuoimsa coctauia 0,1 % B rpymie MalueHTOB, IPUHAMABIITHAX CUMBa-
cTaTHH + 33eTUMHO, U 0,2 % B TpyIIe NAIMEHTOR, IPUHUMABIIHX CHMBACTATHH, T/1e paOIOMHOJIN3
OTIPE/ISIISUICS KaK HEOOBSICHIUMAs MBITIISUHAS CJIA00CTh WITH MBITIISUHAsE O0JTb, COTPOBOKIAFOTIASICS
nosslmeHneM akTHBHOCTH K@K He menee uem B 10 pa3 Beime BI'H ¢ npusHakamu HapymieHHst
(YHKITHH MOYCK, ABYMS TOCISIOBATSIbHBIMH NMOBLIMICeHUsIMHA akTHBHOCTH KOK oT 5 10 10 pas

Beime BI'H ¢ mpusHakamu HapymeHus (PYHKIMH MMOYEK, WIH akTHBHOCTHI0 KOK He MeHee
15



- 4
OT Ib. UL £ULS

10000 ME/mn 6e3 npusHakoB HapyIieHUsT PyHKITHNA mouk IECMjﬁ(;%;)%fﬁ(;—eEﬁ* !E’Ic”f“s&ei*).:’ 0003)

Ches

B KIHHHYECKOM HCCIICAOBAHUH C YUACTHEM MAIHSHTOR ¢ XPOHHUUSCKOH G0JIe3HBIO TOUEK YacTOTa
pasBuTUsl MHoIIaTHH/pabaoMuonnza coctamwia 0,2 % B rpyle NaueHToB, IPUHAUMABIITUX KOM-
OMHHUPOBAHHBIN T'UTIOJHITHIEMHAISCKHN Npenapat ¢ GUKCUpOBAaHHBIMY JTo3aMu 33eTuMuba (10 Mr)
u cumBacTtaTuHa (20 mr) exenresHo, u 0,1 % B rpyIine NanueHToOB, MPUHAMABIIUX TUTAe00 (CM.

[ToGounoe nelicTBHE).

Jemu om 6 00 17 1em

bezonacHocTh M 5 (PeKTUBHOCTH m3eTUMHUOA y JeTel B Bo3pacTe oT 6 1o 10 J1eT ¢ reTepo3uroTHOU
CeMeHHON WK He ceMeWHOMU THllepXoJleCTepUHEeMUEH ObUIM H3YUYESHBI B KIIMHUYECKOM HCCIIe/I0Ba-
HUH JUIUTEIIBHOCTBIO 12 Hepenb. [Ipoduias noGouHBIX sIBJICHUH Y JeTeH, MOJyUYaBIIUX Mpernapat
33eTUMHUOA, OBLT COIIOCTABUM ¢ IpoduIeM OO0 UHBIX SIBJICHUN Y B3POCIIBIX MMAI[USHTOB, IIOTyYaB-
KX Tpenapar 33eTuMuba. B TaHHOM KIHHHYSCKOM HCCIISTOBAHUH He HaOII0JAIOCh SIBHOTO BO3-
JIEHICTBYSI Ha POCT HWJIH IIOJIOBOE CO3PEBAHME MAJIBUYMKOB HMJIU JIeBouYeK. OHAKO BO3JICHCTBHSI B3e-
TUMHOA Ha POCT U MOJIOBOE CO3peBaHHe He ObUIM M3YUYeHBI IIPH JICUSHHH JUTUTEIBHOCTBIO Oollee
12 nenmensb (em. Crioco® npumMeHeHHs U J103b1, [ToGouHoe neiicTre).

BezonacHocTh M 5 eKTHBHOCTD MIpernapaTa »3eTUMUOa, IPUHUMAEMOT0 OJHOBPEMEHHO ¢ CHMBa-
CTATHHOM, y JieTel B Bo3pacTe oT 10 1o 17 jieT ¢ reTepo3UroTHOH ceMeMHOM MHMIIepXoJIeCTepUHE-
MueH ObUIM U3Y4eHbI B KIIMHUYECKOM HCCIIEIOBAHUHU Y MaJIbUUKOB-TIOJIPOCTKOB U JIeBOYCK, KOTO-
pble ObLUTH KaKk MMHUMYM OJIUH rof nocjie MeHapxe. IIpodwis moGouHbIX sABICHUH Y IOPOCTKOB,
HOJIyYaBIIUX MpemnapaT »3eTuMuda u 1o 40 MI/cyT cuMBacTaTHHA, ObLI COTIOCTABUM ¢ IpoduieM
O0OOYHBIX SIBJICHUH Y B3pOCJIbIX HAlUSHTOB, HMOJYYABIINX MperapaT 33eTUMU0a U CHMBAaCTaTHH.
B naHHOM KJIMHHYECKOM MCCIIS0BAHUM He HAOIIOAIOCh SIBHOTO BO3ICHCTBHUS HA POCT MIIH T10JIO-
BO€ CO3PEBAHUE Y MAJILYMKOB MJIM JCBOYSK MOAPOCTKOB, MM KAaKOTo-IM00 BJIMSHUA Ha IPOI0JI-
JKUTEJIBHOCTh MEHCTPYaAJIbHOTO IHKIIA Y JieBouek (cM. Criocob mpumeHeHus u J103bl, [loGounoe

JISUCTBHE).

Ileuenounas nedocmamouHocmo

HOCKOJIBKy MOCJICACTBHA YBCIIMUCHUA 3HAUCHUA AUC CYMMAapHOTO 33eTHMHOA HCHU3BCCTHBI, IIpC-
mapar s3eTUMHOA He PEKOMCH/IOBAH IMallUCHTaM C yMepeHHOﬁ U TSDKEJIOH CTEMEeHBIO IIeUYCHOYHOM
HEAOCTATOYHOCTHU (CM. (I)apMaKOJ'IOFH‘IeCKI/Ie CBOﬁCTBa, CDapmaKOKuHemuKa ¥ OMOENbHbIX epynn

nayuernmos, lIpoTuBoNoKazaHusl).

Quopamut
BezonacHocTs M 3(pheKTHBHOCTS TIPUMEHSHHSI 33eTUMHOA OJHOBpEeMeHHO ¢ dubparamu (3a Hc-

KroueHueM peHodubpara) He ycTaHOBJIeHA. OTHOBPEMEHHOE IPUMEHEHHUE JISKAPCTBEHHOTO TIpe-
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MOJICHCTBHE ¢ JIPYTUMH JISKapCTBEHHBIMHU IIperiapaTaMu).

Denoghuopam

[TanpenTh1, NpUHUMaroNIHe GeHOoPUOPAT OTHOBPEMEHHO € MPETapaToOM 33eTUMHUOA, JTOJDKHBI ObITH
IpPeAYIIPEx/ICHbI O BO3ZMOXKHOM PUCKE BOSHUKHOBEHUS JKEJIYHOKAMEHHOH O0JIe3HH U 3a001eBaHUH
JKEJIYHOTO Iy3bIps. Eciiu Bpad mpejnojiaraeT BO3MOXKHOE pa3BUTHE YKa3aHHBIX BbllIe 3a0o0ieBa-
HUH y ManueHTa, HeoOX0AMMO IIPOBECTH UCCIISTOBAHHUS JKEITTHOTO ITy3bIpsl U HA3HAYUTH AJIbTepHa-
THUBHYIO JIMITUAACHIKAIOMYIO Tepanuio (cM. [ToGouHoe neficTBre U MHCTPYKITHIO 110 IPUMEHEHHIO

dhenopubdpara).

Huxnocnopun

[Ipu HazHAYCHHMH H»3eTHMHOA TMAIMEHTAM, MPUHHUMAIONIAM ITUKJIOCTIOPHH, CJAYeT coOIonarh
MepbI TIPEOCTOPOIKHOCTH. HeoOXoIuM peTysIpHBIH KOHTPOJIh KOHIICHTPAILIUH IMHKJIOCTIOPHHA B
IJ1a3Me KpOBHU NP OJHOBPEMEHHOM IMPUMEHEHHH Tpenapata 33eTUMHOa U 1uKiocnopuna (eMm. C

OCTOPOIKHOCTHIO, B3aumoieficTRHe ¢ ApYTUMH JICKaPCTBEHHBIMH MPeTapaTaMu).

Henpameie anmuxoazyianmeot
[Ipu o/jHOBpeMeHHOM TMPHUMEHSHHH MperapaTa 33eTHMHOA ¢ HEMpsIMBIMHU AHTHKOATYJITHTAMH,
BKJTIOUasi BapdapuH WK QIIYHHIUOH, HeOOX0IUMO KOHTPOJIHUPOBATh 3HaUeHUs nokazatesst MHO

(cm. BlaumogeiicTRHe ¢ IpYTUMHE JICKApPCTBEHHBIMHU MpeTiapaTaMu).

B.misnie Ha CIoco0OHOCTE YIIpaB/ISATh TPAHCIIOPTHLIMHU CpeCTBaAMI, MEeXaHM3MaMI

He IMpOBOJUJIOCH HUCCIIeTOBAHUM JIUISI OICHKH BJIMSHHUS Ha CIIOCOOHOCTD YIpaBJsITh TpaHCIIOPT-
HBIMH CpeICTBaAaMH H pa60TaTb C MEXaHHU3MaMH, OJJHAKO, HCKOTOPLIC HCKEIJIATCIILHLIC BQ)(I)CKTBI,
Ha6JIIOI[aBHII/IeC}I IIpH NIpUCME IIpeIiapaTa 336TPIMI’I6&, MOT'YT BJIMATHL HA CITOCOOHOCTE HEKOTOPBIX
MMaIUEHTOB YIIPABJIATH TPAHCIIOPTHLIMHA CPEACTBAMH U pa60TaTL ¢ MCXaHU3MaMH (CM. pasaci «Ilo-

OouHOE JISUCTBHEY ).

dopma BhITyCKA

Tabnetku 10 mr

ITo 10 umu 15 TabneTOK B KOHTYPHYIO SUSHKOBYIO YIIAKOBKY U3 (DOJIBT'H ATFOMUHHUEBOH H IJICHKH
IIBX/Axnap® umm mwiénku [IBX.

1,2, 3, 6 uiu 9 KOHTYPHBIX TICHKOBBIX yIaKOBOK 1Mo 10 TabieTok WiIu 2 Wik 6 KOHTYPHBIX STUCH-
KOBBIX YIIaKOBOK 10 15 TabGieTok BMecTe ¢ HHCTPYKIIUEH 110 MPUMEHEHHUIO IIOMENIAIOT B TTAUKY U3

KapToHa.
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Y cioBus XpaHCHHA

IIpu Temnepatype He Bbime 25 °C.

XpaHuTh B HEAOCTYITHOM UL JIeTeH MeCTe.

Cpoxk rogHocTH
2 roja.

He IIPUMCHATDH 11O HCTCUCHHUHU CPOKa I'OTHOCTH, YKA3aHHOT'O Ha YIIAaKOBKE.

YeoBus OTILyCKa

OTIyCKaloT MO perenTy.

JMepxateib (B/1ajiesiel]) perucTPALMIOHHOT 0 YI0CTOBePeHU i
AKIIHOHEpHOE 00MmecTBO « XUMHKO-(hapMarepTHueckui komOouHaT « AKPUXHWH»

(AO «AKPUXHH»), Poccus

Oprasmsaius, IPUHUMAIOLIAS MIPeTeH3 N ToTpeduTe el

AKITHOHEpHOE 00IIecTBO « XUMHKO-(papmatieBTuIeckuit komObunat « AKPUXHWH»

(AO «AKPUXIH»), Poccust

142450, Mockosckast 001acTh, 1.0. boropoackuii, r. Ctapag Kynasna, yia. Kupoea, 1. 29

Tenedon/dake: +7 (495) 702-95-03.

IIpouzBomuTe IH
AKITHOHEpHOE 00IecTBO « XUMHKO-papmMalieBTuIeckrii komOunat « AKPUXHWH»
(AO «AKPUXHWH»), Poccus

142450, MockoBckasi o61acTh, 1.0. boroponckuit, r. Crapast Kynaena, yi. Kupoea, 1. 29, ctp. 3, 4
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