MHUHUCTEPCTBO 3/IPABOOXPAHEHUSI POCCUMCKOM ®EJEPAIIUHA

HUHCTPYKI U
IO MEAUIIUHCKOMY IIPUMEHEHUIO JIEKAPCTBEHHOI'O ITIPEITIAPATA

Kenaiipa-sepo®

Perucrpanmonnblii Homep:

Toprosoe nanmenoBanne: Kenaitpa-sepo®

| - 003652~

Memynaponnoe HEMNATEHTOBAHHOC HJIH IPYNIIHPOBOYHOE€ HAUMEHOBAHHE: JICBCTHUpALICTAM

JlexapcrBennas gopma: TabieTKH, MOKPHITHIE INICHOYHON 000I0UKON

CocraB

CoctaB Ha 0/1Hy Ta0JeTKY
Jeticmeyiowee eéewecmso:
JleBetuparneram

Bcnomoeamenvnule eewecmeda.

Kpaxmain KyKypy3HbIi

[ToBU0H (MOJTMBUHUIITUPPOIIAJIOH )
Kpemuust THOKCH KOJUTOUIHBIH
Tanbk

Marnus creapar

Bcnomoeamenviwie seujecmeda:

Onmnanpaii 11

CEPbIi MU JKENThIN, WK Oeblii
[['unpomennosa
(TMAPOKCUTTPOTTAIMETHIIIEILTION03A)
Jlakro3za MoHOTHIpaT

Maxporoun (nonusyTuiieHr koI 4000)

250 mr 500 mr 1000 mr
015l NOJLYyYeHUust mabiemKu-s10pa mMaccou
324,5 mr 650,0 mr 1300 mr
58,0 Mr 116,0 mr 232,0 Mr
7,0 Mr 15,0 Mr 30,0 Mr
4,0 Mmr 8,0 Mr 16,0 Mr
5,0 mr 10,0 mr 20,0 mr
0,5 mr 1,0 Mr 2,0 Mr

0J151 nOJLyYeHusi mabiemxu, NOKPbIMou NieHOYHOU

000J104KOU, Maccou

334,5 mr 670,0 mr 1340 mr
10,0 Mr 20,0 Mr 40,0 mr
28,0 % 28,0 % 28,0 %
36,0 % 36,0 % 36,0 %
10,0 % 10,0 % 10,0 %



Jlia Onapgpait 11 ceporo kpacureiu:

Turana THOKCH 24,94 %
XKenesa okcu yepHbIi 0,250 %
JKenesza okCHI KENTBIN 0,250 %
AJNIOMUHHUEBBIN JIaK HA OCHOBE 0,560 %

KpacuTejsl UHAUTOKapMHAHa

Jlis Onanpait 11 xkentoro kpacuresu:

Turana quoxcug 22,87 %
XKenesza okcur KpacHBIN 0,04 %
AJIIOMMHUEBBIN JIAK Ha OCHOBE 3,090 %

KpacUTeNsl XHHOJIMHOBOTO JKEJITOTO
Jlns Onanpait 11 6enoro kpacurenu:

Turana quoxcun| 26,0 %

Onucanue

TabneTku, MOKPLITHIE TIEHOYHOH 000J0YKOi ceporo muBeta (st J03UpoBKU 250 Mr), kKeJIToro
nBera (s no3upoBku 500 mr) m Genoro 1sera (Juist go3upoBku 1000 mr), mpojgonrosarsle,
JIBOSIKOBBINTYKJIBIE C PUCKOM.

Ha nonepeynom pazpese siipo TabiaeTku 6e10ro win noyTH 6EI0ro 1BeTa.

dapmakoTepaneBTHYECKAas IPyNIa: IPOTUBOIIHICIITUYECKOE CPEICTBO

Kox ATX: NO3AX14

dapmako/iornyecKue CBoHCTBA

DapmakoouHamuxka

JlelicTByloliee BEIIECTBO Iperapara, JIeBETUpALETaM, SIBJISIETCS MPOM3BOIHBIM MUPPOJIHIOHA
(S-aHaHTHOMEp O-3THII-2-0KCO-1-TUppOIUANHALIETAMUA), IO  XUMHUYECKOH  CTPYKType
OTJIMYAETCS OT U3BECTHBIX MPOTUBOAMHIECITHYECKHX JIEKAPCTBEHHBIX CPEJICTB.

MexaHu3M JICHCTBUS

Mexanu3m JielicTBUS JieBeTUpalleTaMa 0 KOHIIA He U3y4YeH. DKCIEPUMEHTHI in Vitro W in vivo
II0Ka3aJIM, YTO JIEBETUpAIIETaM HE BJIMSET Ha OCHOBHbBIC XapaKTEPUCTUKH KJIETOK U HOPMAJIbHYIO

HEHPOTPAaHCMUCCHIO.



WccnenoBanus in vifro 1mokasan, 4TO JIeBETHpAlleTaM BIUSET Ha BHYTPUHEHPOHAIBHYIO
KoHueHTpanuio noHoB Ca’’, wactmuno Topmoss Tok Ca’>' uepes kamambl N-THIIA W CHIXKAs
BBICBOOOIK/ICHHE KaJIBIIUS M3 BHY TPUHEHPOHAIIBHBIX Jieno. Kpome Toro, ieBeTupareraM 4acTHIHO
BoccTanasinuBaer Toku 4epe3 'AMK u riunuH-3aBUCHMBIC KaHaJIbl, CHH)KEHHBIC IIMHKOM W
B-kapbomuuamu. Takke B HCCIEOBAHUSX in Vitro OBUIO ONpEJIESIEHO, YTO JIEBETHPAIETaM
CBSI3BIBAETCS CO CIENU(PUUECKUM yYaCcTKOM B TKaHH T'OJIOBHOIO Mo3ra. MecTo CBSI3bIBAaHHS
npejacTaBiasier coboil Oenoxk 2A  CHHANTHYECKMX BE3MKYJ, KOTOPBIM IPEINOI0KUTETHHO
y4acTBYET B CIUSHUU BE3UKYJI U 9K301IMTO3€ HEHPOTPAaHCMUTTEPOB. JIeBeTHpalieTaM u CBsI3aHHbBIE
AHAJIOTH PA3JIMYalOTCs CPOJICTBOM CBS3bIBAHMS C OEJIKOM 2A CHHANTUYECKUX BE3HMKYJI, KOTOPOE
KOPPEJIUPYET CO CTENEHBIO IPOTUBOAMHIICNTHYECKOM 3aIlIUThI B Ay, IAOTEHHOM MO/ICIIH SITUJICTICHH
y MBIIIEH. DTOT (PaKT MO3BOJISET MPEANOJIOKUTH, YTO B3aUMO/ICHCTBHE MEXK/Ty JIEBETHPAIIETAMOM
u OenkoM 2A CHHaNTHYECKUX BE3MKYJI OYEBHIHO BHOCHT BKJIAJ B IPOTHUBOCYIOPOIKHBIH
MEXaHM3M JIEHCTBHUS IIpernapara.

dapmaxoguaamuyeckue 3G dhexTol

JleBeTupaneraM UHAYHHMPYET MPOTUBOIMUIICIITHYECKYIO 3aIIUTY B Pa3HOOOPA3HBIX KUBOTHBIX
MOJIEJIIX NapUUAJIbHBIX U MEPBUYHO-TEHEPAIIN30BAHHBIX ITPUIAJIKOB, HE MPOSIBIIsAsS MPU 3TOM
IPO-KOHBYJILCUBHOTO JIeiCTBUS. OCHOBHOIM METa0OJIMT JIeBETUpAlleTaMa HEaKTHBEH.

VY mojel akTUBHOCTB JIeBETHpalleTaMa B OTHOIIEHWH DSIWJICNICHM U C MapUUaIbHBIMH, U C
reHEpAJIM30BaHHBIMU  NpHUMAJKaMH  (AMWIENTHPOPMHBIX  Pa3psoB/GoTonapokCU3MaaIbHOMI
pEaKIuu) MOATBEPXKAAET €ro NIMPOKHA (hapMaKoJIOTHIECKHHA TPOPHIIB.

Kinununueckas 3bdeKTHBHOCTE U 0€3011aCHOCTD

Jlononnumenvnas mepanus npu jedyeHun NApyYuaibHulX NPUNAOKOE ¢ 6MOPUYHOL 2eHepanuzayuen
unu 6e3 maxkogotul y 63pocivlx, NOOPOCMKOE U Oemetl ¢ 4-x jiem ¢ snuiencuer

D¢ dexkTuBHOCTD JieBEeTHpalleTaMa y B3pOCIbIX OblIa MOJTBEPIKAECHA B TPEX JBOMHBIX CIEINBIX
1a11e00-KOHTPOJIMPYEMbIX UCCIIEIOBAHUSX 110 puMeHeHu o B 1o3e 1000 mr, 2000 mr u 3000 mMr
B CYTKH, pa3JIeJIeCHHON Ha JiBa MpUeMa, ¢ MPOJI0JDKUTEILHOCTRIO JieueHus 10 18 Henens. beuio
N0Ka3aHO, YTO COOTHOIIEHHWE IalUEeHTOB, KOTOpble mpojemMoncTpupoBain 50 % u OGonee
CHUKEHHME YaCTOThI MApIUATbHBIX MPUIIAIKOB B HEJICTIO OTHOCHTEIILHO UCXOHOTO YPOBHS TPU
npuemMe MmocTosiHHo# 10361 (12/14 Henenn) cocraBuna 27,7 %, 31,6 % u 41,3 % y nanueHTos,
npuHuMaBIuX seerupaneram B jio3e 1000, 2000 wmm 3000 mr coorBercTBeHHO, U 12,6 % y
NaIMEeHTOB, MIPUHUMABIIUX IL1a1e00.

Ileouampuueckas nonynsyus

D¢ dexTBHOCTE JieBeTHpalieTamMa y jereil (B Bo3pacte oT 4 70 16 jer) Obula ycTaHOBIIEHA B

JIBOMHOM  ClIenoM  IU1ane00-KOHTPOJIUPYEMOM  MCCIIEI0BAaHUU  JUTUTENILHOCTBIO  14Henens,
3



BKUFOYaBmieM 198 nanuenTos. ITanMeHTs! JaHHOTO MCCIIeI0BaHKS IIPUHAMAIIH JIEBETUPALIETAM B
IOCTOSIHHOM 1103e 60 Mr/Kkr/cyT (B JiBa puema).

44,6 % nanueHToB, IPUHUMABIIKX JieBeTHpaleTaM, u 19,6 % maiuenTos, 0Jy4aBIInX 11aneo,
npojieMorcTpupoBair 50 % u Gosiee CHUIKEHHE YaCTOTHI NMapIUAIBHBIX MPHUIIAJKOB B HEIEIO
OTHOCHTEJIBHO HCX0HOT0 ypoBHs. Ha ¢one nmpomomkaromerocs gonrocpounoro neuenns 11,4 %
NAIMEHTOB HE MMEJIM MPUIIAJIKOB B TEUEHHUE, 110 KpaiiHel mepe, 6 mecsneB u 7,2 % — B TeueHue,
10 Kpaitneit mepe, 1 roxa.

B muiane60-KOHTPOIMpYeMbIX KIMHUYECKHX HMCCIICAOBAHUAX TPUHUMAIM ydacTue 35 jaerei
miamme 1 roja ¢ mapuUadbHBIMM TIPHINAJAKAMH, W3 KOTOPBIX TOJBbKO 13 ObUM B BO3pacre
<6 MecsI1IEB.

Monomepanus npu nevenuu napyuanibHuiX NPUNAOK08 ¢ 6MOPUYHOU 2eHepanuzayuetl uiu 6e3
makoeou y nayuenmoe ¢ 16 1em u cmapuie ¢ 6nepevie OUACHOCMUPOSAHHOU YNUIENCUeT

D PeKTUBHOCTH JIeBETHpalleTaMa B MOHOTepanuu Obula comoctaBuMa ¢ 3()(HEeKTHBHOCTHIO
KapbamasernuHa C KOHTPOJHMPYEMBIM BBICBOOOXICHHMEM B MapajUICIbHBIX TpyNmax Mpu
IPOBEJICHUH JIBOMHOIO CIIENOro uccie0Banus Ha 576 nanuenTax ¢ 16 JieT u crapiie ¢ BepBbie
WM HEJABHO JUArHOCTUPOBAHHOM snuiencueid. B uccnenoBanue ObUTH BKIIIOYEHBI MAIIUEHTHI
TOJILKO € HECIPOBOLUPOBAHHBIMHM TMaplUUaIbHBIMU MPHUIIAJIKAMHA WM T'e€HEepaJIM30BAHHBIMU
TOHMKO-KJIOHMUECKUMU TNpunajaxamu. [lanuenTsl ObUIM paHOMHU3UPOBAHBI B I'PYIIIBI JICYCHHSI
KapOaMa3enuHoOM ¢ KOHTPOJHMpYeMbIM  BbicBOOOXIeHHeM 1o  400-1200mr/cyt  wim
aesetupaneramom o 1000-3000 Mr/cyT nmpoomKUTEILHOCTEIO 10 121 Heaenu B 3aBUCHMOCTH
OT OTBETA.

OTtcyTcTBUE TPUIIAJIKOB B TeUeHUE 6 MecsIeB ObLTI0 0OTMEUeHO Y 73 % nanueHToB, IPHHUMAOIINX
neBeTHpaneram, U 72,8 % mnanMeHToB, NMPUHUMAIOIIUX KapOaMaszenuH ¢ KOHTPOJIUPYEMbIM
BBICBOOOXKJICHUEM; CKOPPEKTHpPOBAaHHAs aOCOJIIOTHAsE pa3HHIA MEXIY KypcaMH JICYCHHUs
coctaBuia 0,2 % (95 % noeputenbHbld HHTEpBaAI: 7,8—8,2). bojee 1mMojIOBHHBI AlMEHTOB HE
UMeEJU NPUNAIKOB B TeueHue 12 mecsiues (56,6 % u 58,5 % nanueHnToB Ha JieBeTHpaleTame U Ha
KapOamasenuHe ¢ KOHTPOJIUPYEMbIM BHICBOOOXKICHHUEM COOTBETCTBEHHO).

Ilpy  wW3yyeHMM  JAaHHBIX  peaJlbHOM  KIMHUYECKOW  TPAKTHUKH,  COMYTCTBYIOIIHE
IPOTUBOSIIMJIENITUYECKUE TIpenaparbl MOIVIM ObITh OTMEHEHBI Yy OrPaHUYEHHOTO YHCJa
NAIMEHTOB, KOTOPbIE OTBETUJIM Ha JOMOJHUTEIBHYIO TEPANUIO JieBeTUpaneTaMoM (36 B3pOCIIBIX

NALUEHTOB U3 69).



Jlonoanumenvras mepanus Ol leyenus MUOKIOHUYECKUX NPUNAOKOE Y 63POCIbIX U NOOPOCIKOG
¢ 12 nem u cmapuie ¢ 1086eHUNLHOT MUOKTIOHUYCCKOT SNUNENCUCT

OddexTuBHOCTL JieBeTHpalleTaMa Oblla yCTaHOBJIEHA B JBOMHOM cjemoM ruiane6o-
KOHTPOJIMPYEMOM HCCJIEIOBAHUH NPOJAOKUTEIBHOCTBIO 16 Heenb i ManueHToB ¢ 12 jer u
CTapilie ¢ WIMONATHYECKON I'€HEPAIN30BAHHON SMUJICTICHEH ¢ MHOKJIOHHYECKUMH CYI0POraMu
NP Pa3IMYHBIX CHHAPOMaX. BOJIBLIIMHCTBO MAMEHTOB MMEIO FOBEHHIBHYIO MHOKIOHHYECKYIO
SMUIIETICHIO.

B nannom uccrnenoBanuu 103a jgeserupaneram coctaisuia 3000 mr/cyt B 1Ba npuema. 58,3 %
NalMeHTOB, NPUHUMABIIUX JieBeTHpaneram, U 23,3 % mnanueHToB, NPUHUMABIIMX I1Ia1e0o,
MMeJIH, 110 KpaiiHe mepe, 50 % yMeHbIIeHHe KOJIMYeCcTBa JHEH ¢ MUOKJIOHHYECKHUMH TTPHITAJIKaMH
3a HeJleN0. B Teuenue npo10/nKaiomerocst J0iarocpodHoro jgeueHus 28,6 % nanueHToB He UMEJIH
MHOKJIOHHYECKUX CYZOpOI B TE€YEHHE, 10 KpaiHel mepe, 6 mecsueB, u 21 % naiueHToB — B
TEYEHHUe, 110 KpaiiHel mepe, 1 roza.

Jlonoanumenvrnas mepanus Onsi neyenus NePeUdHO-2eHEPANIU08AHHBIX MOHUKO-KIOHUYECKUX
nPUNAaokoe y 63pocivlx U NOOPOCmMKos ¢ 12 nem u cmapuie ¢ UOUONAMUYECKOT 2eHEePANUZ06AHHOT
snuiencueu

DddexTuBHOCTL JIEBeTHpalieTamMa ObUla YCTaHOBJICHA B 24-HEJICIHLHOM JIBOWHOM  CIIETIOM
1a1e00-KOHTPOJIMPYEMOM  MCCIIEJIOBAHUHU,  BKIIIOYABIIEM  B3POCIHBIX,  MOJPOCTKOB U
OrPaHUYEHHOE YHUCIIO JIETeH ¢ UAUONATHYECKOW IeHEepaJIM30BAaHHON SMHIICTICUEH ¢ NEePBUYHO-
reHepaIu30BaHHbIMU TOHUKO-KIoHMYeckumHu (I11'TK) npunankamu ¢ pa3iMuHbIMUA CHHJIPOMaMHU
(ToBEHMJIbHAsE MUOKJIOHMYECKasi SIHJICTICHSI, IOBEHWIbHAS a0CaHC-3MUJICTICUs], JIeTcKas abcaHc-
SIMJIETICUS WJIM DIUJICNCUS ¢ TeHepaIM30BaHHBIMH TOHHMKO-KJIOHHYECKUMH CYyJIOpOTaMH IpH
npoOyxJieHun). B aTom nccneoBanuu cyroynas jio3a jeBerupaierama cocrasisuia 3000 mr/cyT
JUIsL B3POCIIBIX U IIOJAPOCTKOB Mt 60 MI/Kr/cyT Juis ieTel, pa3/iesieHHas Ha JiBa IpUeMa.

72,2 % nanMeHTOB, NPUHUMABIIMX JeBeTHpaneram, U 45,2 % malueHToB, MPHHAMABIIHX
mianedo, NoKa3aau yMEHBIIEHHE YacTOThI NMPHIAAKOB B TeyeHHe Hexean Ha 50 % u Oonee y
nanuentoB ¢ [II'TK npunagkamu. B npopomkaromemest joiarocpoynom HaosoaeHun 47.4 %
NAIMEHTOB HE UMEJIM TOHUKO-KJIIOHMYECKUX MTPUIIAIKOB B TEUEHHE, 110 KpaliHe Mepe, 6 MecsIIeB,
v 31,5 % manueHToB HE UMETHM TOHUKO-KJIIOHHYECKUX TPHIIAJIKOB B TEUYEHHE, 10 KpaiiHe Mepe,
OJIHOTO TroJia.

DapmaKkoKuHemuKka

He nabmonanock 3aBucumMocTé papMaKOKHHETHKH OT T10J1a, pachl H BPEMEHH CYTOK.



BcackiBanue

JleBeTrparieram — X0Opomio pacTBOPUMOE BEIIECTBO C BHICOKOM MPOHMKAIOIIEH CIIOCOOHOCTHIO.
ITocne npuema BHYTPhL JIeBETHpAIETaM XOpOWIO abCOPOMPYETCs M3 IKeIy 0YHO-KHIIEYHOTO
TpakTa. BeachiBaHne NPOUCXONUT TOJTHOCTBIO W HOCHUT JIMHEHWHBIN XapakTep, OJarojaps demy
KOHIICHTpAllUsl B IIJIa3M€ KPOBH MOXET OBbITh NpeJCcKa3zaHa, HCXOJs W3 MPHHATOH JI03bI
JieBEeTHpaleTamMa, BhIpa)KeHHOH B MI/KT Macchl Tesa. CTeneHb BCaChlBAaHUs HE 3aBUCHUT OT JI03bI U
BPEMCHU MpHeMa NUIlM. buomoctynHocts cocraBiser mnpumepHo 100 %. MakcumanbHas
KoHueHTpauuss B 1iasMe (Cmax) JocTuraercss uyepes 1,3 4 mocie nepopaibHOrO IpueMa
neserupanerama B 103¢ 1000 Mr u npu oJJHOKpaTHOM IpHEMe COCTaBjsieT 31 MKI/MiI, mocie
MOBTOPHOIO npueMa (2 pasa B CyTku) — 43 MKr/mi1. PaBHOBECHOE COCTOSIHUE JJOCTHIAETCsl Yepes
2 CyTOK IIPU JIBYKpPAaTHOM IIpHEMeE Ipernapara.

Pacnpenenenne

CaaspiBaHuE JIEBETHpAIlETaMa M €ro OCHOBHOrO MerabojmMra ¢ OejKaMH I1Ia3Mbl COCTABIISET
menee 10 %. O6wvem pacnpenenenus (Vq) cocrabnsiet mpumepro 0,5-0,7 n/kr.

Metabosiu3m

JleBeTupaneTaM HEAaKTUBHO MeTa0OIM3UpYyeTCss B 4YeJoBedecKoM opranusme. OCHOBHBIM
metaboueckuM nyrem (24 % ot J103b1) sBsieTcst GEPMEHTHBIN TH/IPOJIH3 alle TAMHUIHON IPYIIIIEL.
O6pasoBanue nepuyHoro merabosmra ucb L057 npoucxomut O6e3 ydactus H30(EPMEHTOB
nuroxpoma P450 neyenn. Merabomut ucb LO57 sBisiercst papmMakosiornueck HEaKTHBHBIM.
Kpome Toro, 06bu10 onpesiesieHo JiBa BTOPOCTENEHHBIX MeTabosnuTa. [lepBbiit oOpasyercs npu
I'MJIPOKCHJIMPOBAHUM TTMPPOIHI0HOBOrO Kousibua (1,6 % m03b1), a BTOPOH — NpU pacKpbITHH
nupponuonoBoro kombna (0,9 % npo3er). Ha pomo  jpyrux  HewJIeHTU(DUIIMPOBAHHBIX
KOMIIOHEHTOB ITPUXOAUTCs TOJIbKO 0,6 % 10361, JIleBeTupaiieram U ero OCHOBHOI MeTabOJIUT He
10/IBEPraroTCs B3aUMHOMY 3HAaHTHOMETPUYECKOMY TPEBPAIICHHUIO i1 ViVo.

B ycnoBusix in vifro neBetupaneraM M €ro OCHOBHON MeTabOJIUT HE IMOJIaBJIAIOT OCHOBHBIX
n3odpopm uroxpoma P450 neuenn yenoseka (CYP3A4, 2A6, 2C9, 2C19, 2D6, 2E1 u 1A2),
aktBHOCTH InoKyponuitpaicdepas (UGTIA1 u UGTI1A6) u SMOKCHIHON THAPOKCHIIA3HI.
Kpome Toro, neBetrpaneraM He BIMSET Ha MIIOKYPOHU3AIUIO BATBIIPOCBOM KHCIIOTHI in Vilro.

B kyiapType renaronuToB 4YeJOBeKa JIEBETHpAIleTaM OKa3biBajl HE3HAYMTEIbHOE BIIMSHHE Ha
CYP1A2, SULTI1E1 u UGTIAI wmu BooOIIe He W3MEHSI MX aKTHBHOCTH. JleBeTHpaieram
BbI3bIBa)l Jierkyro uMHAaykiuio CYP2B6 u CYP3A4. Ha ocHOBaHWM pe3ysIbTaTOB OIIEHKH
B3aUMO/JICHCTBUI ¢ OpaJbHBIMU KOHTpAIENITUBAMH JMTOKCHHOM M Bap(apuHOM B YCIOBHSX in

Vilro W in vivo HE O0XHJAeTCs 3HAYUMOM HMHJYKIUU (PepMEHTOB B YCIOBUSX in vivo. Takum



00pa3oM, BEPOATHOCTh B3aUMOJICHCTBHS JICBETUpALETaMa C JPYTHMH BEIECTBAMH U HA000pOT
SABJISICTCS MAJIOBEPOSITHOM.

BriBenienue

Ilepron nomyseiBenenus (T12) U3 ma3mMbl KPOBH B3pOCIIOro YesioBeKa coctasiseT 7 + 1 4 u He
3aBHCUT OT JI03bl, CIIOCO0A BBEIEHMSI WM YacTOThl BBeJeHHs. CpejHss BeIHUYHHA OOIIETO
kimpenca cocrasiser 0,96 ma/mun/kr. OCHOBHO#H 1y Th BbIBE/ICHHSI TOYKAMHU B cpeiHeM 95 % ot
n03el (0k0s10 93 % oT 103b1 BhIBOJUTCS B TeueHue 48 wyacoB). BeiBenenue ¢ Qexanusmu
coctaBisieT 0,3 % OT 1035

O6mmwmii ypoBeHb BbIBEICHHS JICBETHpAlLleTaMa M €ro OCHOBHOTO METaboJIUTa C MOYOH B MEPBBIE
48 wuacoB cocraBasier 66 % wu 24 % OT 03Bl COOTBETCTBEHHO. [loYeuHBIH KIHMpPEHC
neserupanerama u ucb LO57 cocraBnsier 0,6 u 4,2 MJI/MHH/KT COOTBETCTBEHHO, CBH/ICTEIILCTBYS
O TOM, 4YTO JIEBETHpAIlETaM BBIBOJAMTCS IyTEeM KIYOOUYKOBOH (GHIBTpAIMH C MOCIEIYIOMEH
KaHaJIbLIEBON peabcopOiyei, a Taioke, 4To MEepBUUHBIA META0OMT Mperapara Tak)Ke BbIBOJIUTCS
IyT€M AaKTUBHOM KaHAJIbLIEBOM CEKpEelMH B JIOMOJHEHHE K KIyOOYKOBOW (UIBTpaIlUy.
BeiBeieHMe s1eBeTHpaLieTaMa KOPPETUPYETCsl C KIIMPEHCOM KpeaTHHUHA.

V' nayuenmos noowcunoco eospacma Ty, yBennuuBaercss Ha 40 % u cocrasisier 10-11 4, yto
CBSI3aHO C HapyIlIeHUueM (PyHKIUH [10YEK y STOH KaTerOpuH JIFOJICH.

VY nayuenmos ¢ napywienuem @ynkyuu nodex KIMPEHC JIEBETHpalleTaMa W €ro MEPBHYHOTO
MeTaboIuTa KOppeIUupyeT ¢ KIUPEeHCOM KpeaTuHuHa. [losToMy mammeHTaM ¢ TOYEYHOU
HEJIOCTATOYHOCTBIO PEKOMEHIYETCSI 110100 J103bl B 3aBUCUMOCTH OT KJIIMpEHCA KpeaTHHHHA. B
TEPMUHAIBHON CTAJIUU MOYEYHOW HEIOCTATOYHOCTU Y B3POCIBIX NMalUeHTOB T, cocraBiser
25 yacoB B NEpHOJ| MEXJy ceaHcaMu auainu3a U 3,1 yaca BO Bpems jauainu3a. B TedyeHue
4-yacoBoro ceanca quanusa yaaiusercs 10 51 % neBeruparerama.

VY nayuenmoe ¢ napywenuem ¢ynkyuu nevenu KO U CpeTHEH CTENEHEN THIKECTH 3HAYMMBIX
MU3MEHEHUH KIIMpEeHca JIeBeTUpalleTaMa He IPOUCXOTUT. Y OOJIBITMHCTBA MAIUEHTOB C TSKEITBIMU
HApyHMEHUsAMU (YHKIIMM MEYEHU IMPHU COMYTCTBYIOIICH MOYEYHOW HEJOCTATOYHOCTH KIUPEHC
JeBeTHpaleTamMa cHuxkaercs 6osiee ueM Ha 50 %o.

Jemu (4—12 nem)

T2 y nereit B Bo3pacrte 4—12 jet nocie 0JTHOKPaTHOTO NEPOPAILHOTO BBEJICHUS ITperapaTa B J103€
20 mr/kr Macchl Tena cocrapisier 6 yacoB. OOmmil KIMpeHC JieBeTHpaierama y jeteir 4—12 ser
npumepHo Ha 30 % BbIIIe U HAXOJAUTCS B MIPSIMO 3aBUCHMOCTH OT MacChl Tela.

[Tocne MHOrOKpaTHOrO MepopaibHOro npuMeneHus (1o03a ot 20 go 60 mMr/kr/cyTku) y nerei ¢
snunencueit (ot 4 1o 12 ner) neBerupaiieraM ObICTpo BcachiBasics. [lukoBas KOHIEHTpalus B

mwiazme Habmopamace dYepez 0,5-1,0 wyac mocine mnpuema. HaOmonanocs JHMHEHHOe,
7



IpONOpHHUOHATIBHOE J103€ YBCIIMYCHHUE IMMKOBOM KOHICHTpPALKH B IJIa3M€ U IJIOIIAAH 110 KpHBOﬁ.

[lepron momyBbIBeIeHUs COCTaBHIT 0KOJIO 5 yacoB. Kaymmiics o6l knupenc 6uu1 pasen 1,1

MJI/MUH/KT.

IToxa3zanust K NpUMeEHEHHIO
B xadecTBe MOHOTEpAINUY JIEBETHpAIlETaM [TOKa3aH JIJIs JICYUCHHS:
— TapuuaIbHBIX IPHITAJIKOB C BTOPUYHON reHepau3alnueil uiM 6e3 TakoBOM y B3pOCIIbIX U
HOJIPOCTKOB ¢ 16 JIeT ¢ BIepBbIE AUArHOCTUPOBAHHOM DITHIICTICHEN.
B cocTtaBe 10n0JHUTENEHON Tepaliy JIeBETHpAIeTaM IOKa3aH JUisl JICYEHHS:
— INapuUaJbHBIX IPHUIIAJKOB ¢ BTOPUYHOM reHepain3anueid win 06e3 TakoBOM Y B3pOCIIBbIX U
JieTei ¢ 6 JIeT ¢ SIHIIETICHEN;
— MHOKJIOHHYECKHUX CYAOPOr y B3pPOCIbIX U MOAPOCTKOB cTapiie 12 JieT ¢ IOBEHUIbHOU
MHUOKJIOHUYECKOU ITUIICTICUEH;
— IEPBUYHO-TEHEPAIU30BAHHBIX  CYAOPOXKHBIX TOHUKO-KJIIOHUYECKUX IIPUIIAJKOB Y
B3pOCJIBIX M IOJIPOCTKOB cTapmie 12 JeT ¢ MJIMONaTHYeCKON TIeHepalin30BaHHOM

SIUJIETICUEH.

IIporuBonokazanus
— [IloBblmieHHAs YyBCTBUTENBHOCTH K JIEBETHpALlETAaMy WJIM JPYTUM  TPOU3BOJIHBIM
HMUPPOJIHJIOHA, a TAK)KE K BCIOMOTATEIbHBIM BEIIECTBAM
— B cBa3u ¢ HanMumMeM B coCTaBe Ipernapara JIaKTO3bl, €ro MpHeM MPOTUBOMOKA3aH MpU
BPOXK/JICHHON HENEePEeHOCUMOCTH JIAaKTO3bl, JAe(GUIUTE JIaKTa3bl, TITFOKO30-TaTaKTO3HON

MasibabcopOuu

C 0cTOPOKHOCTHIO
— IlanuenTs! noxumnoro Bo3pacra (crapiie 65 jer)
— 3aloJieBaHus MIEYEHH B CTAJIUU JIEKOMITCHCAIIMH

— IlouyeuyHast HEJOCTATOYHOCTH

IIpumenenne Bo Bpemsi 6epeMeHHOCTH M B IIEPHO/I I'PYAHOT0 BCKAPMJIHBAHUS
Kenuwjunvr 0emopoono2o 6o3pacma
JKeHImuHbl AeTOPOHOTO BO3pacTa JIOJKHBI MOJIYYUTh KOHCYJIBTAIMIO ClielHaiucTa. B ciyuae,

KOI/la KEHIIWHA TUIAaHUPYET 3a0epeMeHeTh, 11e7eco00pa3HOCTh MPUMEHEHHS JIeBeTHpalleTama
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CJIeJIyeT pacCMOTPETh MOBTOPHO. Kak 1 B ciiydyae npuMeHEHUs IPYTUX MPOTHBOIMHIEHTHYECKUX
npenaparos, ciielyeT u3derarb BHE3AIHOTO MPEKpaIeH s TpUeMa JieBeTHpalerama, moCKoJIbKy
3r0 MOXET MPUBECTH K ODIMICNTUYECKUM IIPHUIAJKaM, KOTOPbIE MOTYT HUMETh CEpbe3HbIE
MOCJIE/ICTBHS JIUISl XKEHIIUHBI U HEPOXKJIEHHOro pebenka. [lo Mepe BO3MOXHOCTH TpeAroYTeHHEe
CJIEJIyeT OT/IaBaTh MOHOTEPAIHNH, IIOTOMY YTO TE€paIusi HECKOJBbKUMH MPOTHBOAHICITHYECKHMMU
npenapaTaMd B CPAaBHEHMM C MOHOTEpanueil MoXeT ObITh CBsi3aHa C TOBBINIEHHBIM PHUCKOM
BPOKJICHHBIX TOPOKOB Pa3BUTHSI.

bepemennocmeo

AHaJiu3 3HaYUTENIBHOrO 00beMa JaHHBIX MOCTPETUCTPAMOHHBIX MCCIIEIOBAaHHH Y OepEeMEHHBIX
JKEHIIMH, 0JIyYaBIIUX MOHOTEpanuio jeBetupareramoM (6osee 1800 xeHIUH, Cpesi KOTOPBIX
oonee 1500 nmonmyuanu mpenapaT B TedeHHe 1-ro TpumecTpa OEpeMEHHOCTH), HE MOITBEPIHII
YBEIIMYECHUE PUCKA TSDKEJIBIX aHOMAJIHMH pa3BUTHs. VIMEIOTCS TOJIBKO OrpaHUYCHHBIC JAHHBIE O
HEBPOJIOIMYECKOM PAa3BUTHUH JIETEH, YbU MaTEepH MOTydald MOHOTEPAIHIO JIEBETHUPAIIETAMOM BO
BpeMsi OepeMeHHOCTH. TeM He MeHee, TeKYIIUE THAEMHOIOTHIECKHE HCCIIeI0OBAHUS (C ydacTHEM
okoso 100 gereit) He mpeanoiaraloT MOBBINIEHHOTO PUCKA HAPYIICHHs WM 33JIEPKEK HEPBHO-
TICUXUUYECKOTO Pa3BUTHSL.

JleBeTupaneraM MOXHO IPUMEHSITh BO BpeMsi OEpEMEHHOCTH, €CITH MOCJIe TIIATEIbHOW OLIEHKH
€ro INpUMEHEHHE MpU3HAETCS KIMHUYECKH HeoOXoJuMbIM. B 3TOM ciydyae pekomeHyercs
IPUMEHSATh MUHUMAJIbHYIO 3 ()EKTUBHYIO J03Y.

®u3n0JI0TNYECKHe N3MEHEHHUS B OpraHU3Me XKEHIIMHbBI BO BpeMsi 0€peMEHHOCTH MOTYT BJIUSATH HA
KOHIIGHTPAIMIO B ILJJa3Me€ KakK JIeBETHpaleTaMa, TaK M JPYTUX [POTHBOITHICTITHYECKUX
npenapatoB. Bo Bpemsi 6epeMEHHOCTH OTMEUEHO CHHM)KEHHME KOHIIEHTpPAIlMU JIeBeTHpalleTaMa B
wiasMe. JTO CHMXKEHHME OoJiee BbIpakeHO B TpeThbeM Tpumectpe (10 60 % ot 6a3oBoii
KOHIIGHTPAIlM B TEYEHHE TpeThero Tpumecrpa). JledeHue JeBeTHpaneraMoM OepeMEeHHBIX
CJIelyeT MPOBOJIUTH MO OCOOBIM KOHTPOJIEM.

Ilepuoo epyonoeo eckapmiusanus

JleBeTupaneraM BbBLIESIETCS C TPYJAHBIM MOJIOKOM, TO3TOMY TPY/JHO€ BCKapMJIMBaHHE IpU
JICUCHHUH TIperapaToM He peKoMeHyeTcst. OJIHAKO eciiu JIeYeHUE JIEBETHpaIleTaMOM He0OX0IMMO
B IE€PHOJ TPYAHOTO BCKAPMIJIMBAHWS, COOTHOIIEHHE PHCK/TIOJb3a JIEYEHUS JIOJDKHO OBbITh
TIIATEJILHO B3BEIIEHO OTHOCUTEILHO BaXKHOCTH KOPMJICHHUSI.

DepmunvHocms

B wuccnenoBanusix Ha JKMBOTHBIX HE OOHaApy»eHO BIIMSHHUS Ha (epTHIbHOCTh. KimHHYeckue
JIAaHHbIC BJIMSHHUS HAa (EepTHILHOCTH OTCYTCTBYIOT, TOTCHIMAIBHBIA PHCK JUIS 4YeJOBeKa

HCHU3BECTCH.



Cnocod npumMeHeHust M 10361

BHyTpb, HE3aBHCUMO OT NpUeMa IHUIIH, 3aliBas J0CTaTOUYHBIM KOJMYECTBOM KHKocTH. [Tocie
IpreMa BHYTPb BO PTY MOXKET OILLYINAThCs TOPbKUI NMPUBKYC JeBeTHpalerama. CyTOYHYIO 03y
npenapara JIeJIAT Ha JiBa IpueMa B 0JIMHAKOBOM J103€.

Monotepanus

Bspocivim u noopocmkam ¢ 16 nem nedeHue ciieyeT HauMHATh ¢ CyTOYHOH 0361 500 Mmr,
paszienenHol Ha 2 mpuema (o 250 mr 2 pasza B cytku). Yepes 2 HelenH /103a MOXKET OBITh
yBeJIM4YeHa J0 Ha4yajbHOW TepaneBTuyecko — 1000 mr (mo 500 mr 2 pa3za B CYTKH).
Maxkcumanbnas cyroynas 1o3a cocrasisier 3000 mr (o 1500 mr 2 pasa B CyTKH).

B cocrase JOIIOJIHUTEIbHON TEpAuU

Bspocivim u noopocmkam (om 12 0o 17 nem) ¢ maccoiu mena 6onee 50 ke JeyeHUe Cleryer
HaYMHaTh ¢ CyTo4HOM 10361 1000 Mr, pazaenennoit Ha 2 npuema (o S00 mr 2 pasa B cyTku). B
3aBUCHMOCTH OT KJIMHUYECKOW peaklluy U IEPEHOCUMOCTH Tpernapara CyTouHas J03a MOXKET ObITh
yBenrdeHa 10 MakcuMainbHOH — 3000 mr (mo 1500 mr 2 pasza B cyTku). M3mMeHeHHe 10361 Ha
500 mr 2 pa3a B CyTKH MOXKET OCYIIECTBIIATHCS Kax/ible 2—4 HEJIeH.

Jemsm ¢ 6 nem u noopocmxam (om 12 0o 17 nem) ¢ maccoii mena menee 50 ke iedeHue Cleayer
HAYMHATh C CyTOUYHOM 710361 20 MI/KI Macchl Telia, pa3jiejeHHoi Ha 2 npremMa (1o 10 Mr/kr macchl
Tesia 2 pasza B cyTkH). M3menenue 10361 Ha 20 mMr/kr maccsl Tena (1o 10 Mr/kr Maccel Teja 2 pasa
B CYTKH) MOYKET OCYIIECTBIIATHCS KaX/ble 2 HEJIEH /10 JOCTHIKCHHS PEKOMEHYeMOU CyTOYHOM
11036l — 60 Mr/kr mMaccel Tena (1o 30 Mr/kr Macchel Tejia 2 pasza B cyTkH). [1pu HemepeHOCHMOCTH
PEKOMEH]IyeMOM CYTOUHOM J103bl BO3MOXHO ee cHikeHue. Cie/lyeT NpuMEeHSITh MUHUMATBHYIO
sddexruBnyto 103y. Bpau nomken HazHauMTh Npenapar B HauOoJiee MoIX0/IAIIeH JT03UPOBKE B
3aBUCUMOCTH OT BO3pacTa, Macchl TeJia MalkeHTa 1 HeoOX0AMMON TepareBTHYECKOM JIO3BI.

B ces13u ¢ omcymemeuem HysCHOU 003UPOSKU MabIemKU He npeOHa3HayeHbl 015 ledeHus oemell
6ecom menee 25 ke npu HaszHaveHuu 003wl menee 250 me, a makdice OJisk NAYUEHMOB, UMEIOUJUX
MpYOHOCMU NPU 210MAHUU.

Jletsim ¢ maccoit Tena 6osee 50 Kr 103UpOBaHUE OCYHIECTBISIOT MO CXEMe, PUBEICHHOM JUIs
B3POCJIBIX.

[TockosibKy JieBeTHpaleTaM BBIBOJUTCS M3 OpraHu3Ma MOYKaMH, NPU Ha3HAUCHWH IIperapara
nayuenmam ¢ no4e4Hou He0OCMAamoyHOCmMvlo U NAYUEHMAM NONCUI020 603pACMA I03Y CIETYET

KOPPEKTUPOBATH B 3aBUCUMOCTH OT BEJIMUMHBI KiupeHca kpearnnuHa (KK).
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KJII/IpeHC Kp€aThHHHA JJI1 MYXYHUH MOXXHO pacCyuTarb, MCXOJs H3 KOHIECHTpaAIuU

CBIBOPOTOYHOT'O KPEaTHHMHA, T10 ClIe/IyIoIei hopmyJie:

[140 — Bo3spacT (rogpi)] X macca Tesa (Kr)

KK =
(mMs1/mMuH) 72 X KKceiBopoT (Mr/zn)

Kipenc kpeaTuHuHa JUIsl )KEHIIUH MOXXKHO PACCYUTATh, YMHOXHB IMOJyYEHHOE 3HAYECHWE Ha
k03¢ purment 0,85.
3arem KK koppekrupyercst ¢ yderom riomaau noBepxHoctd tena (II1T) mo ciemyromei
bopmyse:

KK (Ms1/MuH)

KK (mn/mun/1,73 M2) = x 1,73
[IIIT o6bekTa (M2)

Koppexmupoexa 003bi 02151 63pocivix:

lloueunas neoocmamounocmeo KK (mn/mun) Peowcum oozuposanus
Hopma >80 ot 500 0 1500 mr 2 pa3a B CyTKH
Jlerkast 50-79 ot 500 10 1000 mr 2 pa3a B CyTKH
YMepeHnHast 3049 ot 250 1o 750 mr 2 pa3a B CyTKH
Tsoxenas <30 ot 250 1o 500 mr 2 pasa B CyTKH
TepMuHATbHAS CTAHS = ot 500 10 1000 mr 1 pa3 B cytkun®
(marueH Tk, HaXOAAIIHECS
na auammseV)

()" B nepBblii 1eHb JI€UeHUs PEKOMEH/LYETCS TIPUEM HachILarolei 103b1 750 mr.

@ Tlocne aManusa peKOMEH/YETCs NPUEM JIOTIONHUTENBHOM 103b1 250-500 wmr.

JleTsiM ¢ HOYeUHOM HEJIOCTATOYHOCTHIO KOPPEKIIMIO JI03bI JIEBETHPAlleTaMa ClIeyeT IPOU3BOIUTH
C YYETOM CTENEHH MOYEUHOH HEJJOCTATOUYHOCTH.

Kmupenc kpearununa (Mi/Mun/1,73 M?) MoxeT ObITH OIEGHEH HA OCHOBAHMM ONpEJICNCHHUs
CBIBOPOTOYHOT'O KpeaTUHUHA (MI/JUT) JUISl TIOAPOCTKOB U JIETEH, UCTIIOJIB3YS CIEAYIONLYIO (OpMYITy
(¢popmyna I1IBapma):

PocT (cm) x ks

KK (Ma/mun/1,73 m2) =
KKCbIBOpOT (MF/AJ])

ks = 0,55 s nereit menee 13 net U nmoapocTkoB xeHckoro nosa; ks=0,7 juis moapocTKoB
MYIKCKOTO I0JIa.
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Jlosuposanue ons 0emeil u noopocmroe eecom menee 50 ke ¢ napyuienuem Qyukyuu noyex:

Peoicum ooszuposanus
Ioueunasn neoocmamounocmo | KK (mn/mun/1,73 m°) Jlemu cmapuie 4 nem u noopocmiu
maccou mena menee 50 ke
Hopma >80 10-30 mr/kr 2 pa3a B CyTKH
Jlerkas 50-79 10-20 mr/kr 2 pa3a B CyTKH
Ymepennas 3049 5-15 Mr/kr 2 pa3a B cyTKH
Tsoxenast <30 5-10 mr/kr 2 pa3a B CyTKH
TepMHuHaNbHAS CTAIHS = 10-20 mr/kr 1 pa3 B cytku G@
(marueHThl, HaXOoIdIuecs Ha
JI1ajm3e)
@) 15 MI/Kr peKOMeH/I0BaHHas HArpy304Has 1034 B TIEPBbIii IeHb JICUEHHUS.

@ PexoMmenaoBaHHas nojyiepXkuBarolas 103a nocjie apanusza S—10 mr/kr.

Ilayuenmam ¢ napywenuem ynkyuu nevenu neekoil u cpedHel cmeneneti msixicecmu KOppexkius
peKUMa J03UpOBaHUs He TpedyeTcsl.

V' nayuemmoe ¢ Oexomnencupoeannvim Hapyuienuem @OYHKYuu neveHu U - NOYeYHOU
HeO0CmamoYHoCmblo CTENIEHb CHMIKEHUS KJIMpEHCa KpeaTHHHHA MOXET He B IOJHOH Mepe
OTpakaTh CTENEHb TSKECTH IIOYEUHOW HEJNOCTATOYHOCTH. B Takux cilydasX NpH KIHpEHce
kpeatnnuna <60 mi/mMun/1,73 M? pekoMeHTyeTcs coKpalieHne CyTOYHOI 10361 Ha 50 Y.

Jlis nereii muaame 6 JeT peKOMEHJ1yeMO# JiekapcTBEHHOH (opMoil siBIsieTcss pacTBOpP ISt
npueMa BHYTpb.

Ecin  TpeOyercss npekpaTuTh TpUeM I[pernapara, TO OTMEHY JICYCHHs pPEKOMEHYeTCs
OCYIIECTBJIATh IIOCTEIIEHHO, yMeHbIIas pa3oByto 103y Ha 500 mr kaxnasle 2-4 Hexenu (y
B3pOCJIBIX M HOJPOCTKOB BecoM Oouibiie, yem S0 kr). YV gereil CHUKEHHE 03Bl HE JIOJDKHO
npesbimarh 10 MIr/Kr Macchel Tenna 2 pa3a B CYTKH KaK/Ible 2 HEJIeIH.

ComnyTcTBylonye NPOTHBOAIUICITHYECKHE TpenapaThl (B IEpHOJ IepeBojia MalMeHTOB Ha
TEPAIHNIO JICBETUPALIETAMOM ) )KEJIATeIbHO OTMEHSTh ITOCTENIEHHO.

Wmerommecs cBefieHUs 0 NIPUMEHEHUHU Tpenapara y JIeTeld He CBUCTEIbCTBYIOT O KaKOM-JIHOO
€ro OTpHUIATEIBLHOM BIIMSHMM Ha pa3BUTHE U TMOJIOBOe co3peBaHue. OJIHAKO OT/AJICHHbBIE
IIOCJIC/ICTBUS BIUSIHUSL TEPAllMU JIEBETUpAIETAMOM Ha CIOCOOHOCTH JIETe K OOYYECHHIO, HX
UHTEJJIEKTYyaJIbHOE Pa3BUTHE, POCT, (YHKIUH SHJIOKPUHHBIX JKelie3, TOJIOBOE pa3BHTHE H
(epTUIIBHOCTH OCTAIOTCS HEU3BECTHBIMH.

[Tanmentam ¢ 3a0o0jeBaHUSIMM TOYEK M HEKOMIICHCHPOBAaHHBIMH 3a00JICBAHUSAMH TE€YCHH
PEKOMEHIyeTCsl McclieloBaHle (DYyHKIMHM TOYeK Tepesl HadajioMm JieyeHus. llpu HapyiieHun

(bYHKIMH TIOYEK MOXKET MOTPeOOBATHCS KOPPEKIUS JO3bI.
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B cBa3M ¢ MMeromuUMucs COOOIMIEHUSAMH O CIIy4asX CYMIIM/IA, CYMIMJAIbHBIX HAMEPEHHH H
HONBITOK CYHMIMJA IPU JICYEHUH JIEBETHUPALETAMOM CJIEAYET MpPeAyNpexaarTh MalueHTOB O
HEOOXOMMOCTH HEMEJICHHO Ccoo0marh JieyaleMy Bpadyy O MOSBJIEHHH JIOOBIX CHMIITOMOB

JETIPECCUH MM CYUIM/IATIBHBIX HAMEPECHHIA.

IToGounoe neiicrBue

IIpencraBinenHblit HIDKE TPO(UIL HEXENaTeIbHBIX SBJICHUM OCHOBAH Ha aHaJM3€ PE3yJIbTaTOB
11a11e00-KOHTPOTMUPYEMBIX KJIMHUYECKUX UCCIIE/IOBAaHUH, a TaKXKe ombITa
IOCTPETUCTPALIMOHHOTO IPUMEHEHHUS JieBeTHpalrieTaMa. Camble 4acThle HeXellaTeIbHbIe peakIiuu
ObUIH HA30()apUHIUT, COHJIIMBOCTH, TOJIOBHAS 00JIb, YTOMIIIEMOCTh M TOJIOBOKpYKeHHe. [Ipoduib
0€301acHOCTH JIeBETHpAlleTaMa B IIEJIOM CXOJIEH JUTS Pa3JIMYHBIX BO3PACTHBIX TPYIIN B3POCIBIX U
JIETEH.

HexenatenpHble peakiyy MEepeurcieHbl MO CUCTeMaM U OpraHaM M 4acTOTe€ BO3HUKHOBEHUS:
oueHb yacto (>1/10), yacto (>1/100 u <1/10), Hewacro (>1/1000 u <1/100), peaxo (>1/10 000 n
<1/1000) u ouens pexaxo (<1/10 000).

Hngpexyuonnvie u napazumapnvle 3a0071e6anusi: OY€Hb YAcTO — Ha30(ApPUHTUT;, PEIKO —
UH(DEKIIHH.

Hapywenuss co cmoponvl kpoeu u aumgpamuieckoil cucmempl, HEUaCTO — TPOMOOIUTONICHHS,
JICHKOTICHHUST; PEAKO — NAHIIUTONIEHHS], arPaHyJIOIUTO3, HEHTPOIICHUSI.

Hapywenuss co cmoponvl uMMYHHOU cucmemsl:  PEIKO — JIEKAPCTBEHHAsh peaKIus ¢
303UHO(UIMENH W CHCTEMHBIMH MPOSBICHUAMH (DRESS-CHHIPOM), THIIEPYYBCTBUTEILHOCTH
(BKJTIOYAsi aHTHOHEBPOTHYECKUH OTEK M aHA(PHIIAKCHIO).

Hapywenusi co cmoponvl obmena eewjecmé u numanus: 4YacTo — AHOPEKCHs; HEYacTo —
yBEJIMUYEHHE MACChl TeJla, CHUKEHUE MACChI TeJla; Pe/IKO — TMITOHATPHEMHUSI.

Hapywenus ncuxuxku: 4acto — JANpeccusi, BpaxJ1eOHOCTh/arpecCUBHOCTh, TPEBOra, OECCOHHUIIA,
HEPBO3HOCTB/Pa3/IpaKUTEILHOCTh; HEUACTO — IOMBITKA CYUIUJA, CYMIIHJAJIbHbIE HAMEpEeHHS,
IICUXOTUYECKHUE PACCTPOMCTBA, MOBEJACHYECKHE PACCTPOMCTBA, TaUTIONWHAIIMHM, THEBIMBOCTD,
CIIyTAaHHOCTb ~ CO3HaHWs, SMOLIMOHANbHAs  JAOUJIBHOCTH/TIEPEMEHYMBOCTh  HACTPOCHHS,
BO30Yy)X/IeHHEe, TAaHUYECKHE aTaKh, PEJKO — CYHWIUJ, PAacCCTPOWCTBO JIMYHOCTH, HaApyIICHHE
MBIIILIEHUs, Ope.

Hapywenusi co cmoponvt HepeHoU cucmembvl. 04€Hb YaCTO — COHJIIMBOCTb, I'OJIOBHAsI 00JIb; 4acTo
— CyJIOpOTH, HapyllIEHUE PABHOBECHUSI, TOJIOBOKPYIKEHUE, JIETApPTUsl, TPEMOP; HEYaCTO — aMHE3HsI,

YXYAOICHUC ITaMATH, HAPYILICHUEC Koopunﬂaunn/a"ralccnx, MnmapecTe3nu, CHUHXKCHUC KOHIICHTpalluu
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BHUMAHHUS; PEIAKO — XOpeoareTro3, JUCKUHE3Ms, TUIEPKUHE3Us, HapyIICHHE IOXOJKH,
sHIearonaTus, arrpaBaius CyJ0por.

Hapywenusi co cmoponel opeana 3penusi: He4acTo — JUILIONHUS, HEYETKOCTh 3PEHHUSI.

Hapywenus co cmoponwt opeana ciyxa u 1aoupurmmvle HapyuleHus:; 9acTo — BEPTUTO.
Hapywenus co cmoponer cepoya: penxo — yumanenue uatepaia QT Ha siiekTpokaprorpaMmme.
Hapywenus co cmoponvl OvixamenvHoil cucmemvl, 0peanos 2pyoHol KIemKu U cpe0oCmeHus.:
4acTo — KalleJb.

Hapywenus co cmoponwt dicenyoouno-kuuiedHo2o mpakma. 4acto — 00Jb B KHUBOTE, JHApes,
JCIICTICHSI, PBOTA, TOLTHOTA; PEJIKO — MAaHKPEaTHT.

Hapywenuss co cmoponel nevenu u JHceiue6ulOOswux nymet: HEUACTO — H3MEHEHHE
(GYHKIMOHATBLHBIX TTPOO MEYEHH; PEJIKO — IeYeHOYHAst HeJJOCTaTOYHOCTD, FeIaTuT.

Hapywenuss co cmopoubi nodexk u MOYEGblOOAWUX Nymell: PEAKO — OocTpas MouYedHas
HEJIOCTATOYHOCTD.

Hapywenus co cmoponsl Kodcu U NOOKOJNCHbIX MKAHel: YacTO — Chlllb; HEYacCTO — aJIomeIus,
9K3eMa, 3y/I; PEIKO — TOKCUYECKHH AMUIepMalIbHbIA HEeKpoJu3, cunapom CtuBeHca-J[KoHCOHa,
MHOTro(OpMHast SpuTema.

Hapywenus co cmoponvi ckeiemno-mbluleyHou U COeOUHUMENbHOU MKAHU. HEYACTO — MbIIIICYHAs
¢1a00CTh, MUANITHUSL; PEAKO — pabIOMHOJIM3 U YBEJIMUEHUE YPOBHS KpeaTHH(OCHOKUHA3HI B KPOBH.
Obwue paccmpoticmea. 4acTo — aCTEHUS/yCTAIOCTb.

Tpaemul, unmoxkcukayuu u OC10HCHeHUs MAHUNYIAYUL. HEYACTO — CITydaiiHbIe TTOBPENKICHUS.

Onucanue OTJICNIbHBIX HEeXKEJIATCIbHBIX peaKIui

Puck anopekcuu BblIie IpU OJHOBPEMEHHOM TPUMEHEHHUH JIEBETHpalleTaMa U Tolupamara.
B psnpe ciydaeB HaOMOJAIOCh BOCCTAHOBJIEHHE BOJIOCSHOIO TOKPOBA IOCJE€ OTMEHBI
JeBeTHpaleTama.
B HeKkoTOpbIX cilydasxX TMaHIUTONECHUH PErHCTPUPOBAIIOCH YTrHETEHHE KOCTHOTO MO3ra.
PacnipoctpaneHHOCTh paOOMHOJIM3a U YBEIUYEHHUs YPOBHs KpeaTuH(pocHOKHUHA3bl B KPOBH
CYLIECTBEHHO BBIIIE Yy MAlMEHTOB M3 SMOHUMU MO CPAaBHEHHMIO C NPEJCTABUTENISIMU JIPYTHUX
HallMOHAJIBHOCTEM.
Cnyvan sHuedanonatiu OOBIYHO BO3HUKAIM B Hauvaje JiedeHUs (OT HECKOJbKUX JHEH 0
HECKOJIBKMX MECSIEB) U OBLIM 0OpaTUMBIMHU 1OCJIE€ TPEKPAIICHUS JICYCHHSI.

eTn
[Tpoduns 6e3onacHoCcTH y AeTel B IUIaned0-KOHTPOITHPYEMBIX KIHHHYECKUX HCCIIEOBAHUSX OBLIT
COIIOCTaBUM C Tpoduiiem 6e30MacHOCTH JIeBeTUpalleTama y B3pociibiX. Y JIeTel U MOJPOCTKOB B

BO3pacTe OT 4 /10 16 JeT yaiie perucTpupoOBAIUCH CIIEIYIONINE HeXKelaTeIbHbIE PeaKIuu: pBOTa
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(ouenn wacro, 11,2 %), Bo3Oyxnenue (4acto, 3,4 %), mepeMEHUMBOCTH HACTPOEHMs (4acTo,
2,1 %), osmonmoHanbHas sabwibHOCTB (4acto, 1,7 %), arpeccuBHOCTH (wacto, 8.2 %),
MOBE/ICHYECKHE PAacCTPOMCTBa (Yacto, 5,6 %) u neraprus (4acto, 3,9 %). Y nereit B Bo3pacte oT
1 Mecsma 1o 4 seT wame perdcTPUPOBANM  CICAYIONIME HEXKeJIATeIbHbIE PEaKIUH:
pa3/IpaXUTEIbHOCTD (0OUeHb YacTo, 11,7 %) u HapymeHue koopauHaiuu (4acto, 3,3 %).

B 1BoiiHOM ciienom miane6o-KOHTPOIIMPYEMOM HCCIIEI0BAHUH, 1I€TbI0 KOTOPOTO OBLIO MOKA3aTh,
4yTo mpenapar o 0Oe30MacHOCTH He YycTymaer Iuianebo, OLEHHBAIUCH KOTHUTHBHBIE U
Herporcuxosnoruueckue 3pGeKTsl eBeTupaneTama y aereit ot 4 10 16 jet ¢ mapuuaibHbIMH
npuctynamu. Ilo pesynbraram uccnenoBanusi ObLIO C/IETaHO 3aKIIOYEHHUE, YTO JIEBETHpAIETaM
He oTiMyaics oT Iuianebo (He ycTynaa emy) B OTHOIICHWH M3MEHEHHH CyMMBbI OallIoB 110
paszenam «Buumanue u [lamsare» u «KomObunuposauusiit Ckpununr [lamsituy mikasr Jleirep-P
(Leiter-R) y mnamueHTOB, HpOMIEAIIMX HCCIIEJAOBAHHE B COOTBETCTBHH C IPOTOKOJIOM, IO
CPAaBHEHHUIO C UCXOHBIM BU3UTOM.

B pe3ynbrare aHanu3za MoBeJIeHYECKOT0 ¥ AMOIMOHAILHOTO CTAaTyca MPU MOMOIIHU MPOIIE/IIIEro
BAIMJIAIMI0O HMHCTPyMEHTa — onpocHuka AdenOaxa (Achenbach) — ObLI0 BBISBICHO
arpecCUBHOE IIOBEJICHWE B TpYyINIe TalUEeHTOB, NPUHUMAIOMIKMX JieBeTHpaneraM. OaHako
NalMEeHThI, IPUHUMABIIIKE JIEBETUPAIIETAM B X0/JI€ JIOJITOCPOYHOTO HAOJIIOICHHSI B OTKPBITOH (haze
UCCJICJIOBAHMUSI, HE JIEMOHCTPUPOBAIIU YXYAIICHUS MTOBEJICHYECKOTO U SMOIIMOHAIBHOIO CTaTyca,
B YaCTHOCTH, ITOKA3aTEJIM arpeCCUBHOTO MOBEJICHUS HE YXYIIIATUCH 110 CPABHEHHUIO C MCXOIHBIM

YPOBHEM.

IlepenosupoBka

Cumnmomel: COHJIMBOCTb, @XKUTALlUsl, TPEBOXKHOCTb, arpECCUBHOCTb, YTHETEHHE CO3HAHUS,
YTHETEHHUE JIbIXaHHsl, KOMa.

Jlewenue: B OCTPOM NEpPHOJE — HCKYCCTBEHHbBIH BBI30B PBOTHI U IPOMBIBAHHE JKENyJKa C
NOCJIEAYIONMM Ha3HAYeHWEeM akKTUBHUpoBaHHOro yris. Cnenuduueckoro anTHIOTa JUIs
neserupanerama HeT. [ [pu HeoOX0IMMOCTH IPOBOAMUTCS CUMIITOMATHYECKOE JICYCHHE B YCIIOBUSIX
cCTaloHapa ¢  HUCIOJIb30BaHMEM remojauain3a  (9QQEeKTHBHOCTH reMojauaiu3a Ul

neBeTupanerama coctasisier 60 %, s ero neppuuHoro Meradboauta — 74 %).

B3aumoaeiieTBHe ¢ APYTHMH J1eKAPCTBEHHBIMH CPeCTBAMH
IIpomusosnunrenmuyeckue npenapamol
Pe3ynbrarel nOperucTpaliMOHHBIX KIMHHUYECKMX MCCIEJ0BAaHUN, MPOBEJIEHHBIX Yy B3POCIBIX,

[IoKasaJiu, 4YTO JICBCTUpALCTaAM HE BJIIHMACT Ha KOHICHTPAIIMIO B INIa3ME€ H3BCCTHBIX
15



NPOTUBOSMUIICITHYECKUX NpenapaToB ((GeHUuTOMHa, KapOamasenuHa, BaJbIPOEBOW KHCIIOTHI,
(enobapburana, 1aMOTPUDKNHA, raballeHTHHA W TIPUMMIOHA) M 3TH MPOTHBOSIIHJICITHICCKHE
npenaparhl He BIMAIOT Ha (papMaKOKUHETHKY JIeBETHpalleTama.

Kax 1 y B3pOCIbIX, IaHHBIE B 110JIb3y KIMHUYECKH 3HAYMMBIX JIEKAPCTBEHHBIX B3AUMOJICHCTBUH y
JICTCH, MOJIyYaroIHUX JIECBETHpALeTaM B JI03€ J10 60 MI/KI/CyT, OTCYTCTBYIOT.

PerpocniekTvBHbIA aHamM3 (HapMaKOKUHETHUECKHX B3aHMOJICHCTBHN y JIETEH M IOAPOCTKOB €
snuiencueid (ot 4 g0 17 jeT) noaTBepauIiI, YTO NMPUMEHEHHE JIeBEeTHpalleTaMa MepOpPalbHO B
peXumMe JOMOJHUTEIbHOM TEpaluy HE BIIMSIO HAa PAaBHOBECHYIO KOHIIEHTPAIMIO B CHIBOPOTKE
KapbamasenuHa M BajlblpoaTa, NPHHAMAEMbIX OJHOBpeMeHHO. TeM He MeHee, COIJIacHO
UMCIOIIUMCS JITAHHBIM, KJIMPEHC JIEBETHpaleTama y JeTed, MOJIydarouux JieueHHe (epMeHT-
VHTYIHPYIOIUMH TIPOTHBOSIMIENTHYECKUMH cpejicTBaMu, Ha 20 % Bbime. KoppekTupoBku
J103bI HE TpedyeTcs.

IIpobeneyuo

IToxazano, yro mpobenenuj, Oiokarop KaHaibleBoil cekpenuu (o 500 mr 4 pasa/cyTku),
MHIMOMPYET IOYEUHbIH KIMPEHC OCHOBHOrO MerabojiMTa JieBeTHpaleTama, HO HE CaMoro
neBeTupalerama. TeM He MeHee, KOHIIEHTPALUsI JJaHHOTO MeTa00JIuTa OCTACTCS HU3KOA.
Memompexcam

Ilpu onHOBpeMEHHOM NPHUMEHEHMHU JIeBETHpalleTaMa M METOTpeKcara ObLIO OTMEYEHO, YTO
KJIMPEHC METOTpeKcaTa CHUXKAETCS, YTO, B CBOK OuYe€peb, IPUBOJUT K MOBBIIICHHIO
KOHIICHTPALUU METOTPEKCaTa B KPOBH JI0 MOTEHI[MAILHO TOKCHYECKUX YPOBHEH MJTH NIPOJIICHUIO
NIEPUOJIa NOIEPKAHUS TaKOM KOHLEHTPAIMK. Y MAlMEeHTOB, MOJYYalomuX 00a JIeKapCTBEHHBIX
npenapara, CJIieZlyeT KOHTPOJIMPOBATh YPOBEHb METOTPEKCATa M JIEBETHpalleTaMa B TJIa3Me KPOBH.
Ilepopanvrvle konmpayenmuevl u Opy2ue GapmakoKuHemu4ecKue 63aumo0etcmeus
Jlesetupaneram B cyrouHoit noze 1000 mMr He Biusier Ha (apMaKOKHHETHKY IEPOPAIbHBIX
KOHTPAIIENITUBOB (ITUHUWIIICTPA/INOJIA U JIECBOHOPrecTpesia), a TakKe HE U3MEHSET IOKa3aTeln
SHJIOKPHHHON QYHKIUH (JIFOTEHHU3HPYIOIIETO FTOPMOHA U ITPOreCTePOHa).

Jlesetnpaneram B cytoyHoil jo3e 2000 mMr He wu3MeHsieT (apMaKOKMHETHKY JUTOKCHHA H
BapdapuHa, a TaKKe HE MEHSET IIPOTPOMOHHOBOE BPEMSI.

JIurokcun, nepopajibHble KOHTPAIlENTUBBI M BaphapwH He BIHSIOT HA (hapMaKOKHHETHKY
JeBeTUpalerama.

CrabumenvHuvle cpedcmea

B oraenbHBIX ciydasx cooOmanu o CHUKEHHH J(PQEKTHBHOCTH JIeBeTHpaleTaMa IpH

OIHOBPEMECHHOM IIPUMCHEHHH OCMOTHYECKOTO CJIA0UTEIILHOTO CpeacTBa Makporojia ¢
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NepopaibHBIM JieBeTHpaleTaMoM. [losToMy He cileayeT mpuHMMaTh MakporoJsl MepopajibHO B
TEYEHHE OJTHOrO Yaca JI0 ¥ B TEUEHHE OJIHOTO yaca MocJjie preMa JieBeThpalerama.

THuwa u ankoeonw

Iluia He BIMSIET Ha CTENEHb BCACBHIBAHWS JICBETHpAIlETaMa, HO CJIerkKa YMEHBIIAET CKOPOCTh
BCACHIBAHUSI.

I[aHHLIX 110 B3aUMOICHCTBHUIO JIEBCTUpAILCTaMa € aJIKOI'OJIEM HET.

Ocobble ykazanusi

Hapywenue ¢pynxyuu novex

[Tanmentam ¢ 3a00JeBaHUSIMM TOYEK M JICKOMIICHCHPOBAaHHBIMH 3a00JICBAHUSAMH TCUCHH
PEKOMEHJIyeTCsl MCClleloBaHuEe (YHKIIMM TOYEK Tepe]] HavyajloMm JiedeHus. [Ipu HapyiieHuH
(GYHKIMH TTOYEK MOXKET MOTpeOOBaThCs KOPPEKIIUS JI03bI.

Konuuecmeo ¢hopmennvix snemenmos kposu

Ciy4an yMeHbIIEHHUs KOJTMYeCTBa (POPMEHHBIX AJIEMEHTOB KPOBH (HEHTPOTICHHSI, arpaHyJIOIMTO3,
JEWKONCHUs], TPOMOOIMTONICHUS U TAHLUTONEHUS) ObUIM OMMCAHBI B CBSI3U C NPUMEHEHHEM
JaeBeTHpalneramMa. AHaJM3 KpPOBU C IMOJCYETOM (DOPMEHHBIX JJIEMEHTOB PEKOMEH]IOBaH
MalUeHTaM, y KOTOPBIX BO3HUKAET CHJIbHAS CJIA0OCTh, THIEPTEPMHS, PEIHIABHPYIONIHE
MH(EKIIMU WX HAPYIICHUS CBEPTHIBAHUS KPOBH.

Cyuyuo

[lpu nedyeHMH DPOTHBOAMICNITUYECKMMH CpPEJACTBAMH, B YACTHOCTH JIEBETHpAIlETaMOM,
MOCTYIAJIM COOOIIEHUs O 3aBEPIIEHHBIX CYUIIUIAX, CYUIHIAIBHBIX MOMBITKAX, CYUIHIATBHOM
MBIIUICHUM U TOBEJIeHHH. B MeraaHaln3e paHJIOMH3MPOBAHHBIX IUIANE00-KOHTPOJIHPYEMBIX
UCCIIE/IOBAHUN TPOTUBOAIUIICITHYECKUX CPEJICTB ObUIO BBISIBJIEHO HEOOJIBINIOE TMOBBIIICHUE
pHUCKa Pa3BUTHUSI CYMIIHJIAJIBHOTO MBIIUICHUS W TOBEJACHUS. MeXaHWU3M TOBBIIICHHUS PHCKA HE
M3BECTEH.

Takum o00pazom, NHpU JICYEHUH JIEBETUPALIETAMOM CJIElyeT OCYHIECTBIATh KOHTPOJIb 32
IPU3HAKAMHU JICTTPECCHH U/WJIH CYUIUIATTBHOTO MBIIIUICHHS W TIOBEJICHHUS, M ITPH HEOOX0MMOCTH
IPOBOJUTH HaJulexkaiee JedeHue. laiuenToB (M UX ONEeKyHOB) HEOOXOAMMO MPEAYNPETUTH O
TOM, YTO B ClIy4dae MOSIBICHHs MMPHU3HAKOB JIETIPECCUU /WM CYMIUAATBHOTO MBIILUICHUS WU
MIOBEJICHUS], UM CJIEIyeT 0OpaTUThCS K Bpavy.

Henopmanvhoe u acpeccugnoe nogeoenue

JleBeTuparieraM MOXET BbI3BIBATh NCHXOTHUYECKHE CHUMITOMBI U IOBEJICHUYECKUE HAPYIICHHUS,
BKJIIOYAsl Pa3/IpaKUTEIBHOCTh M arpecCHBHOCTH. llalMeHTsl, mosyyaromme JeBeTHpareTaM,

JOJDKHBI  PETYJIAPHO Ha6H}OI[aTI>C$l Ha TMpEAMET BBIABICHUS Pa3sBUTUA  OIPCACIICHHBIX
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INCUXUATPUUECKUX IIPU3HAKOB, YKa3bIBAIOUIMX HAa BaXXHbIE W3MEHEHHUsS HACTPOCHHUS H/WIH
AU4YHOCTH. Eciiu Takoe noBesieHue 3aMe4eHo, ClIeyeT pacCMOTPETh MOTEHITHAILHYIO a/1al TAIHIO
K JICUCHHIO MJIH €T0 IOCTEeNIeHHOE NpeKpalienue. Eciau paccMaTpuBaeTcs mpeKpaiieHne Tepaniu
JIEBETUpALIETaMOM, MTOXayicTa, oOpatutech K pasjeny «Crnocod mpuMeHEHHS | J03bD).
Hapacmanue evipadcennocmu cyoopoe

Kax u apyrue npoTuBosnuiIenTHYECKHE MPErnaparsl, JIEBETUPAIETaM B PEJIKUX CIIydasX MOXET
YBEJIMUUBATD YaCTOTY MUJIU TsDKECTh MpUCTYNoB. OO0 3TOM napajiokcaibHoM 3¢ dexTe yalie Bcero
co00IIAJIOCh B TEUEHHUE IIEPBOT0 MECsIIIa OCIIe Havyajla IpUeMa JieBeTHpaleTama Wid yBeJIM4eHUs
J103bl, ¥ OH ObLT 00paTHUMBIM IOCJIE OTMEHBI ITpernapaTa Wi CHUKeHUs 103bl. [ lannentam crienyer
HEME/JICHHO IIPOKOHCYJIBTUPOBATBCS CO CBOMM BpayoM B Cilydyae yXYAIIECHUS TEUCHUS
3a00JIeBaHusI.

Yonrunenue unmepeana QT na snexmpokapouozpamme

B pamkax mocTperucTpanlmoHHOTO HaOOJIeHUsT HAOMIOAATMCh peJIKUe Cilydyad YJIHHEHUs
unrepBasa QT na DKI'. JleBeTnpaneram ciieyeT npuMeHsITh ¢ OCTOPOXKHOCTBIO Y MALMEHTOB €
Y/UIMHEHHEM CKOPPEKTUPOBAHHOTO MHTepBaia QT WM C yKe UMEIOIUMCS COOTBETCTBYIOIIMM
3ab0jieBaHUEM  cepjlla, a TakXKe OJIHOBPEMEHHO C [pernaparamH, BIUSIONIMMH  Ha
ckoppekTupoBaHHbIi HHTEpBaT QT.

Ileouampuueckas nonynsayus

Wmeromuecs: JlaHHble 0 NPUMEHEHHMHU JIeBeTHpalleTaMa y JeTed yKa3bIBaloT Ha OTCYTCTBHE
BJIMSIHMSL JIAaHHOTO TpenapaTta Ha poCcT M I0JIOBOE co3peBaHue. Tem He MeHee, JI0JIrOCpOYHbIe
apdexTsl Ha CMOCOOHOCTH K OOYYEHHIO, YMCTBEHHBIE CIIOCOOHOCTH, POCT, 3HJIOKPUHHYIO

(GYHKIIHIO, TIOJIOBOE CO3PEBAHUE M JICTOPOJIHBINA OTEHIIMAI JIETEH OCTAIOTCS HEU3BECTHBIMHU.

Biinsinue Ha cioCOOHOCTH YNPABJISITH TPAHCIIOPTHBIMH CPeJICTBAMH, MEXaHU3MaAMHU

Onwmiencust BiitoueHa B llepedeHb METUIIMHCKMX MPOTHUBOINOKA3aHUN K  yIPaBICHUIO
TPAHCIIOPTHBIM CpeicTBOM B cooTBeTcTBUM ¢ [loctanoBnenuem IlpaBurtennctBa Poccuiickoi
Oenepariun ot 29.12.2014 Ne 1604 «O mnepedHsix MEIMIIMHCKUX IPOTUBONOKA3aHUM,
MEJMIIMHCKUX TOKa3aHUH M MEJUIMHCKAX OrpaHWYEHUH K YIPABICHUIO TPAHCIOPTHBIM

CpEACTBOM .

®opma BBIIIYCKA
Tabnerku, MOKpBITHIE TUIEHOYHOH 000104K0it, 250 Mr, 500 mr, 1000 mr.
10 TabyieTok MOMENalT B KOHTYPHYIO STMEHKOBYIO YIAKOBKY U3 IJICHKHU MOJIMBHHWIXJIOPUIHON

¥ GOoJIbI'Y aTIOMUHUEBOM MeYaTHOU JTAKUPOBAHHOM.
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3 uim 6 KOHTYPHBIX SYEHKOBBIX YNakoBoK mo 10 TabieToK BMecTe ¢ MHCTPyKIHMeH 110

INPUMCHCHHUIO ITOMEIIAIOT B IIaYKYy M3 KapTOHA.

YeaoBusi XxpaHeHus
IIpu Tremneparype ne Boie 25 °C.

XpaHUTb B HEJIOCTYITHOM JIJISI JIETEH MecTe.

Cpok rognoctn
3 roja.

He IIPUMEHATH 10 UCTEYCHUH CPOKa I'OJTHOCTH, YKa3aHHOI'O Ha YIIaKOBKE.

YcaoBust oTnmycka

OTnyckaroT 1o penenry.

IIpousBoaurenn

AO «BEPODAPM»

FOpuouueckuii_adpec: Poccus, 115088, r. Mocksa, 2-it KOxuomoptoBblii npoess, 1. 18, ctp. 9,

Tax 2.
Aopec npouzsoocmea: Poccusi, 308013, r. benaropon, yi. Pabouas, 1. 14.
Ten.: (4722) 21-32-26; ¢paxc: (4722) 21-34-71

Buagesen permcrpanmoHHoro yjaocrosepenus/OpraHuzanusi, NPUHAMAOINAS TPETEH3UH
norpedouTes el

AO «BEPO®APM»

Poccus, 115088, r. Mockaa, 2-ii FOxHomopToBbIii ipoes, . 18, ctp. 9, stax 2.

Ten: +7 (495) 797 57 37

®akc: +7 (495) 792 53 28

E-mail: info@veropharm.ru

https://veropharm.ru

['enepanbHbIil AUPEKTOP

AO «BEPO®APM»

"BEPODAPM" Y-Y
"VEROPHARM" (| 7§
A0

ANg
AOKYMEHTOB /,

. Tonsax
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