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1. HAMUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

Tepudnynomun-Oasanci, 14 mr, TaOJIETKHU, MOKPBITHIEC MIICHOYHOW 000JIOYKOM.

2. KAUECTBEHHbBIN U KOJJUMYECTBEHHBII COCTAB

JleiicTByro1ee BemecTBo: TepUPIyHOMHUI.

Kaxxnas TabneTka, HOKphITas IJIEHOYHON 000109K0oi, cogepxkuT 14,00 mr tepudynomusa.
BcnoMorarenbHble BellecTBa, HAMYKME KOTOPBIX HAJIO YUYUTHIBATh B COCTABE JIEKAPCTBEHHOI'O
mpenapara: Jlaktosa (B BUAC MOHOTHApaTa), HaTpuii (cM. pazzaen 4.4.).

[TonHbli epeyeHb BCIOMOTaTEIbHBIX BEILIECTB MPUBEICH B pasnene 6.1.

3. JIJEKAPCTBEHHAS ®OPMA
TabneTku, MOKPBITHIE TNICHOYHOH 000IOUKOH.
Kpyriibie 1BOSIKOBBIIYKJIbIE TAOJETKH, MOKPBIThIE IUIEHOUYHOW 0005104KOi romyboro ngera. Ha

HOMEPEYHOM pa3pese AApo TabJIETKU OT HOYTH OeIoro A0 OEsoro BeTa.

4. KIMHUYECKUE JAHHBIE

41. Tloka3aHusi K IPUMEHEHHUIO
[Tpenapat TepudaynoMua-O1BaHCA OKa3aH AJS JE€UEHHs B3pOCIbIX NAllMEHTOB B BO3PAcTe OT

18 5ier ¢ peuuAMBUPYIOLIE - PEMUTTUPYIOIUM paccesHHbIM ckiiepo3oM (PPPC).

4.2. PexuMm 103UPOBAHUS H CIIOCO0 MPUMEHEHHs

PexxuM 103upoBaHus

PexomennoBanHas no3a mpenapata TepuduyHomua-OasaHcl coctaBiser no 14 mr 1 pas B

CYTKHU.

Oco0bIe I'pynnbl DaMCHTOB

Tayuenmor nodcunozo 6o3pacma
[Tpenapatr Tepudaynomua-OaBanca HEOOXOAMMO Ha3HA4aTh C OCTOPOKHOCTBIO B CBSI3H C
HEJOCTAaTOYHBIM KOJIMYECTBOM JIaHHBIX 00 3¢ ¢deKTUBHOCTH M 0€30IaCHOCTM B JaHHOMN

BO3pacTHOM TpyIIIE.

llayuenmul ¢ napywenuem ynKyuu novex

Jnst manueHToB ¢ MOYEYHOW HEJOCTAaTOYHOCTBIO JIETKOM, CPeAHEN WIIM TSKEJIOW CTENEeHH, He
HaXOJIAIINXCS HAa TEMOIMAIN3€e, KOPPEKIIUU T03bI HE TpeOyeTcs.

[TanieHThl ¢ MOYEUHON HEIOCTATOYHOCTBIO TSKENOM CTENEeHHU, HAaXOJAIMecs Ha TeMOJuain3e,
HE TPUHUMAIH YYacTHS B KIMHUYECKUX HCCIENOBaHUAX. TepudIyHOMHI MPOTUBOMOKAa3aH

JTaHHOM KaTCropuu nanucHTOB.
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JIJist MaIiMeHToB ¢ JIETKUM WJIM YMEPEHHBIM HapylieHHeM (YHKIUU MeYSHU KOPPEKIIUS J03bI HE
Tpedyercs.
[Tpemapar TepuduryHoMuI-DaBAHCA MPOTUBONOKA3aH MAIIMEHTAM C TSIKEIBIM HapyIICHUEM

(GYHKIIMH TTICYCHH.

CTU
[Tpemapar TepudayHoMua-DaBaHC HTPOTHBOIOKA3aH y JETeH M IOJPOCTKOB B BO3pACTe IO
18 ner.
bezonacHocth M 3¢ ¢deKTHBHOCTh TepudIyHOMHUAA y JIeTeH M IMOAPOCTKOB B BO3pacTe 0

18 sieT He ycTaHOBIIEHA.

Croco0 rmpuMeHeHus

BryTps.

TabneTku CJIICAYCT IPUHUMATh LCIIMKOM, 3allnBasl BOﬂOﬁ, HCE3aBUCHUMO OT IIpUCMa IMHUIIH.

4.3. TIpoTuBoOmOKa3aHUS

e [wmepuyBCTBUTENBHOCTh K TepudiayHOMuIy, JeQIyHOMHIY WIA K JHOOOMYy U3
BCIIOMOTATEIIbHBIX BEIIECTB, IIEPEUNCIICHHBIX B pa3zaene 6.1.

e  Tsxemast meueHoYHasi HeoCcTaTOYHOCTH (Kiace C no mkane Yaiina-I1sro).

e TsKenpli UMMYHOICUINT, HANpPUMEp, CHHIAPOM TNPUOOPETEHHOTO0 HMMYHOIE(PHUIUTA
(CITHT).

e Tskenoe HapylIeHHE KOCTHOMO3IOBOTO KpPOBETBOPCHHUSI WIIM KJIMHUYECKH 3HAYMMast
aHeMUs, JICHKOTICHUSI, HEUTPOTICHUS UM TPOMOOIIMTOIICHHUS.

e Tsxenas moyeyHas  HEAOCTATOYHOCTh, TpeOyrolmas  MPOBEACHHUS  TeMoJuaIn3a
(HETOCTaTOYHOCTh KIIMHUYECKOTO OMBITa TPUMEHEHHS).

L Tsoxenble akTUBHEBIE I/IH(i)eKIII/II/I 10 MOMCHTA BBI3JOPOBJICHUA OT HUX.

e  Tsxenas runonporenHeMus (Hanpumep, Npu HepPOTUYECKOM CUHIPOME).

4.4. OcoOble yka3zaHusl 1 Mepbl NPeJ0CTOPOKHOCTH NPH NPUMEHEHUH
JleueHue JOKHO MPOBOJIUTHCS 1101 HAOII0A€HUEM Bpaya, MMEIOLIETO OMbIT JICYUEHHUS MallHeHTOB

C paCCCAHHBIM CKJICPO30M.

MOHHUTOPUHT
Jlo Hayana JiedeHus caeayeT NPOBECTH CIEIYIOIINE UCCIEIOBAHMUS:

o M3MEpPEHHUE aAPTEPUATBHOIO JaBJICHNUS;
o olpeieieHne aKTUBHOCTH alaHuHaMuHoTpaHchepassl (AJIT);
. o0mMi aHamM3 KPOBU C TMOACYETOM JIeMKOUUTapHOW (OpMYJIBl U  ONpeeseHHEM

KOJIMYCCTBA TpOM6OL[I/ITOB B HCpH(I)CpPI‘-ICCKOﬁ KpOBH.
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napamempui:
° apTepuabHOE JABJICHHCE;
) aktuBHOCTH AJIT. Ciienyet onpenensaTb akTUBHOCTh (DEPMEHTOB MIEYCHHU KaXKIbIe 2 HEIeIn

B TCUEHUE IEPBBIX O MECSLECB TEPAMK U KaK[ble 8 HEAEIb MOCIE ITOro IEpruoia WIA Ha
OCHOBAHMHU KIMHHYECKUX MPHU3HAKOB U CUMITOMOB, TaKUX KaK HEOOBSICHUMAs TOIIHOTA,
pBoTa, 0OJb B >KMBOTE, IOBBIIMIEHHAs YTOMIISIEMOCTb, QHOPEKCHS WM XKeNTyxa W/WUIH
noremHeHue Mouu. Ilpu ypoBusx AJIT B 2 — 3 pa3a Bellle BepXHEH I'paHULBI HOPMBbI
(BI'H) MOHUTOPHHT clieyeT MPOBOJUTH €KECHEICIBHO;

. B CJIy4ae MOSIBIICHHUS] HOBBIX CUMIITOMOB M NMPHU3HAKOB (HAampuMep, MHPEKIMH) BO BpeMs
JeYeHHUsI HEOOXOJMMO BBIMOJHUTH OOIMIMN aHAIU3 KPOBH C IOACYETOM JICHKOIMTAPHOM

dbopMyIIbI U OIpeIeIeHHEM KOJIMYECTBA TPOMOOIIUTOB B MEPU(PEPUIECKON KPOBH.

HDOHGI{VD& YCKOPCHHOTI'O BBIBCJACHUA TG‘[)I/Id)JIVHOMI/II[a H3 opraHusmMa

TepudnyHoMus, MeIIEHHO BBIBOJUTCS M3 IUIa3Mbl: KOHIEHTPAllMU B IUIa3ME€ JOCTUTAIOT
3nayeHnid Hwke 0,02 Mr/i B cpeHeM 3a 8 MecsIeB, XOTs H3-3a HHAWBUAYAIbHBIX OTKJIOHEHUH B
MIPOIIECCE BBIBEICHHMS JICKAPCTBECHHBIX BEIIECTB BBIBEJICHUE MOXKET JJTUTHCS JI0 2-X JIET.

BriBenenne mpernapata MOKHO YCKOPUTH C TOMOIIBIO TPOLEAYPbl YCKOPEHHOTO BBIBEIICHUS
TepuQIyHOMH]IA, ONMCAHHOW B pasnene 5.2., mpUBOIAIICH K CHIDKeHUIO Oosiee yem Ha 98%

KOHIICHTPaLUH Tepu(IyHOMH/IA B IJIa3Me KPOBH.

IleyeHOUHAs HEIOCTATOYHOCTh

Y nanueHToB ¢ MEYEHOYHOM HEAOCTATOYHOCTBIO JIETKOM WM CPEIHEM CTENEHU TSHKECTH
KOPPEKIHs 1036l He TpeOyeTcs.

TepudayHoMu npoTUBONIOKA3aH NAIUEHTaM C TSDKEION MeY€HOYHONW HEA0CTaTOYHOCTHIO.

Y [anueHToB, NPUHUMABIIMX TEPUQPIYHOMHJ, HaOII0JaToCh TIOBBIIEHHE aKTHUBHOCTH
dbepmenToB neueHu. [loBeimenns aktuBHOCTH AJIT B OCHOBHOM OTMEUAIKNCh B TEUEHUE TTEPBBIX
6 MecsleB JieueHus. B mosoBHHE ciyyaeB MOKa3aTeId BEPHYIUCh K HOpMEe 0€3 OTMEHbI
npenapara. B KIMHUUECKHUX UCCIIEOBAHUAX IPUMEHEHNE TepU(IyHOMHUA MPEKPaIIanoch, €CiIu
nossimieHre akTuBHOCTH AJIT nBaxas! npessimano BI'H B 3 pa3a. AKTUBHOCTb TpaHCaMUHAa3 B
CBIBOPOTKE KPOBH BO3Bpalllajlachk K HOpME B TEUYEHHE, MPUOIU3ZUTEIBHO, 2 MECSIEB IOCIIEe
OTMEHBI TepUPITYHOMUA.

CrnenyeT KOHTPOJIMPOBAThH MMOKA3aTeIN aKTUBHOCTH TpaHCAMUHA3 M KOHIEHTpaluu OminpyOuHa
B CBIBOPOTKE KPOBH B T€UEHHE 6 MECALEB /0 Hayala JIeYeHUs: TepUPIyHOMUIOM. AKTUBHOCTh
AJIT crnemyeT onpenensTh Kaxable 2 HEETH B TEUCHHE O MECSIIeB MOCie Hadajaa MPUMEHEHUS
tepudayHomua. Bompoc o MoHUTOpHMHIe Moka3aTeneil (yHKIMU TEYEHHM TakKXKe CIeayeT
paccMmatpuBaTh, Korjaa mnpemnapar TepudiayHoMua-DaBaHCI NPUMEHSETCS OJHOBPEMEHHO C
JIPYTUMH TOTEHIMAILHO TeNaTOTOKCHYHBIMH IMpernapatamu. Bompoc 00 oTMmeHe mnpemnapara

TepudaynoMmua-OnBancn  ClenyeT paccMaTpuBaTh TPU  TOJATBEPKIACHUU  TOBBIIICHUS
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Crnenyer MOHHUTOPHUPOBAaTH AKTUBHOCTh TPAaHCAMHHA3 W KOHIEHTpauuio OwinpyOuHa B
CBIBOPOTKE KpOBM Ha (oHE Tepanuu mnpenaparoM TepuduyHOMHI-DIBAHCA, OCOOCHHO Yy
NAIMEHTOB, Y KOTOPBIX PAa3BUBAIOTCS TAKUE CUMIITOMBI, YKA3bIBAIOIIUE HA HApyIIEHUE (PYHKIUU
MEYCHU, KaK HEoObsICHUMas TOLIHOTA, PBOTA, OOJNM B KUBOTE, MOBBILIICHHAS yTOMIISIEMOCTD,
AQHOPEKCHS, KENTyXa W/MIU NOTEeMHEHHE MouH. [Ipu MoJ03peHMHM Ha HAIWYHE CBA3H MEXKIY
HapynieHneM (QYHKIUM TEYeHH M MpPUMEHEHHEeM Tepu(IyHOMHAa HEOOXOAMMO JIOCPOYHO
NPEeKpaTUTh IPUEM Ipernapara U HayaTh MPOIeNypy YCKOPEHHOTO BBIBEACHUS TEPHUQIyHOMHIA
(cMm. pasgen 5.2.), a Takke MPOBOJUTH €KCHEACTbHBI MOHUTOPHHI aKTMBHOCTH TEYCHOYHBIX
(depMeHTOB BIUIOTH OO WX HopMmanu3anuu. Eciu pa3BUTHE NEYEHOYHOW HEAOCTaTOUYHOCTH
BCJIE/ICTBUE TMpueMa TepU(IyHOMHIA NMPU3HAHO MAIOBEPOATHBIM, TaK Kak ObUla BBISBIICHA
Jpyras TpUYMHA, MOXXKHO paccMaTpuBaTh BO300OHOBJICHHE Tepamuud TEepUPIYHOMUAOM C
eXXeHeIeIbHBIM KOHTPOJIEM NoKa3aTenel (GyHKIHUY EYeHU 0 UX HOpMaTu3aluu.

Kpome citydast pa3BUTHSL OCTpOro renaTura B XOJ€ MPOBEACHUS KIMHUYECKUX HMCCIIEI0BaHUM,
IIPU MPOBEACHUU MOCTPETUCTPAIMOHHOTO UCCIIEIOBAHMS HAOIIOJAINCh CITy4Yau JIEKapCTBEHHOTO
NOpaXEHUsI MEeYeHU (MHOIJA KU3HEYTpOXKalollKMe), 4acTO B COYETAHMM TepUGIyHOMHIA C

APYTr'UMH I'ClIaATOTOKCUICCKUMMU JICKAPCTBEHHBIMU CPCACTBAMMU.

3noynorpeliIeHE aJIKOrojIeM

Tepudnynomua-OaBanci  HEOOXOAMMO  Ha3Ha4aTh C  OCTOPOXKHOCTHIO  TAIlEHTaM,

3JI0yTOTPEOIISIIOLTUM AJIKOTOJIEM.

I'unonporenHemMus

[Tockonbky TepudIyHOMU B BBICOKOM CTENEHU CBS3bIBACTCS C O€IKaMH KPOBHU, B OCHOBHOM C
aIbOyMUHAMM, KOHIIEHTPALUsI HECBSI3aHHOTO TepUQIIyHOMHIA B IUIa3M€ MOJKET MOBBILIATHCS Y
NAMEHTOB C TMIONPOTENHEMUEH, HallpuMep, Ipu HedpoTuueckoMm cunjpome. TepudiayHomua

HC CJICAYCT HaA3HAYATh MMallTUCHTaM C BLIpa)KeHHOﬁ FHHOHpOTeHHeMHeﬁ.

ApreprajbHOE JaBICHUE

Ha ¢one npumeHeHus TepuQIyHOMHIa MOXXET TMOBBIIIATHECA apTEPUAIBHOE JIaBJICHHUE.
HeoOxonmuMo  KOHTpOiMpoBaTh  apTepualbHOE  JIaBJICHHE IMepell HayajioM  JIEYCHHS
TepU(IYHOMUIOM, U NEPUOJIMYECKH BO BpeMs JeueHHs. B ciyuae MoBBIIIEHHS apTepUaIbHOTO
JaBJIEHUsI HEOOXOIMMO MPOBOAUTH COOTBETCTBYIOIIYIO0 aHTUTUIIEPTEH3UBHYIO TEPAIUIO A0 U BO

BpeMs JIeYeHUS TEPUDITYHOMUIIOM.

Nudexnmn

VY DanMeHToB C TKENbIMU AKTUBHBIMH HHQEKIUSMH Hayalo JICYeHUS TepuIyHOMUIOM
HE00XO0IUMO OTJIOKHTH JI0 TIOJTHOTO BBI3JOPOBIICHHUS.

B mnane0o-KOHTpOIMpPYEMBIX HCCIEIOBAaHUSAX MpU NpuéMe Tepu(pIyHOMHUAA MOBBIILIECHUS
YacTOThl TSUKENBbIX MH(peKuui He Habmomanock. OIHAKO, € YY4E€TOM HMMYHOMOIYJIMPYIOLIETO

abdexra mpenapara TepudayHOMHI-DABaHCA, B CIydae pa3BUTHS Yy TMAIMEHTA TSDKEION

4
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nepe BO30OHOBJICHUEM Tepanuyi HEOOXOMMO OLIEHUTh BO3MOXKHBIE TIPEUMYIIIeCTBa U pUcKU. B
CBS3M C JUIMTENbHBIM II€PUOJIOM TOJYBBIBEJCHUS Tpernapara HEOOXOIUMO PpPacCMOTPETh
HEOOXOMMOCTh TPOBEJACHHUS NPOIEAYpPhl YCKOPEHHOI'O BBIBEACHHUS TEepUPIYHOMHUAA C
MOMOIIbIO KOJIECTUPAMHUHA UM AKTUBUPOBAHHOTO YTJIS.

[TarmenTsl, npuHuUMaroue mnpenapat TepudayHOMUI-DABAHCHA, AOKHBI HEMEIJICHHO
coobmate 0 cumnToMax MHQEKuii Bpauy. [lanmentam ¢ akTHBHBIMU OCTPBIMU M XPOHHUECKUMHU
UH(pEKIUSIMH HE ClIeyeT HauyMHaTh JIeYeHHe IpenaparoM TepuduryHoMUuI-3BaHCA 10 MOJHOTO
usneueHus. [lpuwem mnpenapara TepudiyHOMUI-DABAHCA HE PEKOMEHIYETCS TPU TIKEIOM
UMMYHOJEPUIIUTE, HAPYHIEHUSX CO CTOPOHBI KOCTHOTO MO3ra WM TpPHU  TOKEIBIX
HEKOHTPOJIUPYEMBIX HH(DEKIIUSAX.

besomacHocte mpenapara TepudmyHOMuUA-DABaHCI y MAMEHTOB C JIATEHTHOW (hopmoit
TyOepkyne3a HeusBecTHa. CKpUHUHT Ha TyOepkyja€3 B KIMHHUUYECKUX HCCIEIOBAaHUAX
CUCTCMATUUYCCKU HC IMPOBOJUJIICA. HaIII/IeHTaM, UMCIOIIIUM MOJOKUTEIBHBIN TECT Ha Ty6epKyne3
OpU CKPUHMHTE, Tepe]] HavajaoMm mnpuéma mpemnapata TepudayHoOMUI-DABAHCA HEOOXOAUMO

HpOﬁTH COOTBCTCTBYIOIICC JICHCHUC.

Hapymenus d)VHKHI/II/I JICTKHUX

B ximHuYeckux uccnenoBaHusax TepudayHoMuaa He HabI0Aanoch CIly4aeB HHTEPCTHIMAIBHBIX
JerouyHbIX  HapymeHuid. Ilpu  mocTperucTpaiiOHHOM  MPUMEHEHHH  TepUIyHOMHIA
HAOJIIOMAJIOCh  pa3BUTHE  MHTEPCTUIHMAIBHBIX  OOJE3HEeH  JIETKUX, BKJIOYas  OCTPBIA
WHTEPCTUIIUANBHBIN THEBMOHUT.

Bo Bpems seuenuss sepIyHOMHUIOM, AaKTUBHBIM METaOOIHTOM KOTOPOTO  SIBISIETCS
TEPUPIIYHOMU]I, COOOIANIOCH O PAa3BUTUMU HMHTEPCTULHAIBHBIX OO0JIE3HEH JIErKHX, 000CTpEeHUH
paHee CYIIECTBOBABIINX WHTEPCTULMATBHBIX Oone3Hell nerkux. MHTepcTuIManbHble 0OIe3HU
JIETKMX MOTYT pa3BHBAaThCsl OCTPO B JHO0O€ BpeMs B TE€UEHHE JICUECHUS U MMEThb Pa3INnYHbIE
KIIMHUYECKHe TposiBIeHus. MHTepcTumanbHble OONE3HU JIETKHMX MOTYT MPHUBOJIUTH K
JeTaqbHOMY MCcX0/y. Pa3BUTHE HOBBIX WM yXyAUIEHHE CYLIECTBYIOIIUX JETOUYHBIX CUMIITOMOB,
TaKUX KaK Kallelb M OJBIIIKA, COUETAIONINXCS C TUXOPAIKON UK 0e3 JTUXOPATKH, MOXKET ObITh
NPUYMHON NI MPEKpaLIeHHs] Tepanuu U Ui JalbHEUIEro COOTBETCTBYIOIIETO 00CIIEOBAHUS
nanMeHTa. B cioydae HEOOXOIUMOCTH OTMEHBI Iperapara clelyeT pPacCMOTPETh BOIPOC O

HayaJie IpoIeyphl YCKOPEHHOTO BhIBeACHHs TepudayHomMuaa (cM. pasaern 5.2.).

['emaronornueckue 3¢ exTol

B nnane60-KOHTpONMUpyeMBbIX HCCIIE0BAHUAX HAOMI0AAI0Ch YMEHBIIIEHUE CPETHEr0 KOJINIECTBa
JEUKOLUTOB B KPOBU NpUOIM3UTENBHO Ha 15% OT MCXOJHOTO YpOBHA (TJaBHBIM 00pa3oM,
HEUTPODUIBHBIX JIEUKOLUUTOB U JTUM(OILMUTOB) U KOJIMYECTBA TPOMOOIIUTOB MPUOIU3UTENBHO Ha
10%. Ilepen Hauamom Tepamuu mpenaparoM TepupIyHOMUA-DIBAHCI M BO BpEeMs JICUCHHS

HEOOXOJUMO TMPOBOJUTH KIMHUYECKUN aHallu3 KPOBU C OIpeAeTeHHEeM JIEHKOIUTapHOM
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npernapatoM TepudryHOMUI-DABAHCT HEOOXOIUMO MPOBOIUTE JAOMOIHUTEIBHBI MOHUTOPUHT
IIPU MOSBJICHUH KIIMHUYECKUX CUMITOMOB U MPU3HAKOB, YKa3bIBAIOIINX HA HATMYUE UHPEKIUH.
VY nanueHToB ¢ CyIIECTBYIOIICH aHEeMHEH, JISHKOIICHUEH W/ TPOMOOIIUTONICHHUEH, a TakKe y
MAalMEeHTOB C HAPYIIEHUSIMH KOCTHOMO3TOBOI'O KPOBETBOPEHHS WM MMEIOUIUX BBICOKHM PHUCK
MOJIaBJICHUS] KOCTHOMO3TOBOI'O KPOBETBOPEHHS, MMEETCS IMOBBIIICHHBIM PUCK pPa3BUTHI
reMaToJIOTMYeCKUX HApYyIIeHWH Tpu TpUMEHEeHWW TepudiayHomuaa. B ciydae pa3BuTHS
YKa3aHHBIX HEXENaTeIbHBbIX pPEaKIHMi [ yMEHbIIECHUS KOHIEHTpauuu TepudayHomuaa B
1a3Me KpPOBH HEOOXOAMMO PACCMOTPETh BOMPOC O MPUMEHEHHH MPOIEAYPhl YCKOPEHHOTO
BBIBE/ICHUS TEPUPIYHOMUIA.

B cmydasx BbIpaXEHHBIX TE€MAaTOJIOTMYECKHUX HApYILICHWH, BKIIOYas IAaHIUTOICHHUIO,
npuMeHeHue npenapata TepudayHoMua-OnBaHcA W J000T0  JPYroro  IMOJABJISIOIIETO
KOCTHOMO3TOBO€ KPOBETBOPEHHE TMpernapara JOJDKHO ObITh MpEKpalieHo, U CIeayeT

PaccMOTpPETh BOIIPOC O MPOBEICHUH TPOIIEAYPHl YCKOPSHHOTO BBIBSICHUS TEPHQPITYHOMHUIA.

KoskHBIE peaknuu

Co001manock 0 CiIy4asx pa3BHTHS CEPhE3HBIX KOKHBIX PEaKLUi, HHOTA C JIETAIbHBIM HCXOI0M,
BKJII04as pa3Butue cunjapoma CtuBeHca-/[’KOHCOHA, TOKCHYECKOT0 3MUEpMaIbHOTO HEKPOJIH3a
U JICKQpCTBEHHO-OOYCIIOBICHHOW pEaKIUH C HSO3MHOPMINEH W CHUCTEMHBIMH CHMIITOMaMHU
(DRESS - cungpom).

Ecnu Bo3HHMKaeT moio3peHne, 4To HalI0jaeMble CO CTOPOHBI KOJKU M/MJIH CIIM3UCTBIX 000JI0UEK
peaKiyu (SA3BEHHBIM CTOMATUT) MPUHUMAIOT XapaKTep TKENBIX T'CHEPATU30BAHHBIX KOXKHBIX
peakuuii (cunapoma CruBeHca-/[>KOHCOHA, TOKCHYECKOTO SIUAEPMAIBHOIO HEKpOJIn3a —
cunapoma Jlaitenna, JeKapCTBEHHO-00YCIOBICHHONW PEAKIIUU C YO3UHOPUINEN U CUCTEMHBIMHU
cumnromamu - DRESS - cungpoma), nedenue TepuayHOMHUIOM U JIOOBIMH JPYTUMHU
npernapaTamMmu, OTEHIIMATHHO BBI3BIBAIOIIMME MOIO0OHBIE PEAKIIH, JODKHO OBITH MPEKPAIICHO;
clieflyeT HEMEIJIeHHO HayaTh NpOLENYpY YCKOPEHHOro BbIBeJCHMs TepuduyHOMuAa. B Takux
CIIyYasiX Hal[MeHThl HE TOJKHBI BO3OOHOBIIATH JIedeHHE TepUPIyHOMUIOM (cM paznen 4.3).

Bo Bpems Tepanuu TepuIyHOMHIOM COOOIIANOCH O CIyYasx Pa3BUTHA Icoprasa (B TOM YHUCIie
MYCTYJIE3HOIO TICOpHa3a) U O00OCTpEeHUs yxke HMerolierocss ncopuaza. Ha ocHOBaHMM OLIEHKH
3a00JIeBaHMs U aHAMHE3a MaIMEeHTa MOXET OBITh PAaCCMOTPEH BOMPOC O MPEKpaIleHUH MpHeMa

TeprudIyHOMHU A WIN Hayase Ipoleyphl €ro yCKOPEHHOTO BHIBEACHUS.

[lepudepuueckas HelponaTus

Y npanMeHToB, NPUHUMABIIUX TepUPIYHOMH], HAOMIONANNUCh Cilydau nepudepudecKoit
Heiiponatuu. [locne mpekpaiieHuss npuéma mpenapara COCTOSHHE OOJBIIMHCTBA IMAlEHTOB
yinydmaigock. TeM He MeHee, OTMeyalach 3HAuuTeNlbHass BapHaOeNbHOCTH  HMCXO0Ja
nepudepuyeckoil HelponmaTuu, T.e. y HEKOTOPHIX MAI[MEHTOB HEWpONaTus paspelusach, a y

YacTH NallMeHTOB MHTEHCHUBHOCTh CHUMIITOMOB HE MeHsIach. Eciau Yy nanuceHTa, IpUHUMAaBIICTO
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npenapat TepugayHoMua-OBaHCH, JUarHoCTHpoBaHa (TEPAPEPH Hee kA Hip OMaTiA] Clenyer

paccMOTpeTb BONpPOC O TpeKkpameHuH npuéma mnpemnapara TepudayHOMHA-DABAHCA U

IIPOBEJICHHE MPOLIETyPbl YCKOPEHHOTO BhIBE/IEHUS TepudIyHOMUIA.

Baknunaims

JIBa KJIMHUYECKUX HCCIIEJIOBAaHMSI TMOKa3ajM, YTO BaKIUHAIMM WHAKTUBHUPOBAHHBIM
HEOAHTUI'€HOM (TiepBas BaKLUHALM) WM TOBTOPHBIM AHTUIEHOM (pEBaKLMHALMS) WIH
CEHCHOMIM3UPYIONTUM aHTUTEHOM (CTUMYJISIUs) Obud Oe3omacHbIMH M A()PEKTUBHBIMH BO
BpeMs JieueHus: tepudayHomuoM. IIpuMeHeHne >KUBBIX OCIaO0JICHHBIX BAaKIMH MOXET OBITH

CBs3aHO C pUCKOM I/IH(l)I/ILII/IpOBaHI/IH H IIOOTOMY €I'0 CIIEAYET n30erarh.

I/IMMVHOCVHDeCCI/IBHaSI U UMMYHOMOAYJIUPYIOIAad TCPpaIinsi

[Tockonbky meduryHOMH]J — SBISICTCS HMCXOAHBIM  COCIUHEHHEM s TepuIyHOMHIA,
OJTHOBPEMEHHBIN TPUEM Tepr(IyHOMHIA C JePIyHOMHIOM HE pEKOMEH/IOBaH.

OpHOBpeMEHHOE  MpHMEHEHHEe  TepUGUIyHOMHAA  C  AHTHHEOIUIACTUYECKHMH WM
UMMYHOCYIIPECCUBHBIMH IIpenapaTaMy, NPUMEHSEMbIMU IS JICUCHHUSI PACCESTHHOTO CKIIEpO3a,
He m3ydanock. McciemoBanus mo O€30MacHOCTH, B KOTOPBIX TEPH(DIYHOMH] TPUHUMAIICS
OJTHOBPEMEHHO ¢ MHTEep(PEepOHOM OeTa WM C IiIaTupaMepa aleTaToM Ha MPOTSHKEHUH JI0 OJHOTO
roja, He BBUBWIM ImpoOiieM ¢ Oe3omacHOCThIO. be3omacHOCTh 3TOH KOMOMHAIMU IpH

JINTCIIbHOM HpI/IéMC AJIg JICUCHUA paCCEAIHHOI'0O CKJICPO3a HE U3y4allaChb.

Ilepexon Ha npenapat TepudayHomua-Dasadca win ¢ npenapara TepudiayHoMUI-DaBaHCT

Ha ocHOBaHMM KIMHUYECKUX JAHHBIX, OTHOCSIIUXCS K OJHOBPEMEHHOMY IPHMEHEHHIO
tepudayHOoMHIa ¢ UHTephHEPOHOM OeTa WM C TriaTupamMepa areTaToM, MOKHO CKa3aTh, YTO HET
HUKAKOM HE0OXOJMMOCTH B MEPHUOJE OXKUIAHUS MPU Hadajle Teparuu TepU(IyHOMHUJIOM Mocie
uHTepdepoHa Oera UM TIIaTUpaMepa alerara, Wid Mpu Hadaje Tepanuu MHTepdepoHoM Oeta
WY TTIaTHpaMepa aleTaToM Mocie Tepanuu TepruQIyHOMHUIOM.

B cBs3M ¢ IMTENBbHBIM MEPUOIOM MOTYBBIBEJICHUS HaTalnzymMada OJJHOBpEMEHHasl CHCTEMHas
OKCTO3UIMUS, U, CIEJOBATEIFHO, OJHOBPEMEHHOE BO3JICHCTBHE Ha MMMYHHYIO CHCTEMY MOXKET
NPOM30UTH B cilydae Hayajia Tepanuu npenapatoM TepudayHomun-OasaHca B TedyeHue 2 — 3
MECSIIeB TIOCNIe TMpeKpamieHus: mpuéMa Hatanu3zymada. [lostomy criemyer coOnromaTh MeEpHI
IPEJOCTOPOKHOCTH MIPU NIEPEX0/ie C Teparuu Hatanuzymadbom Ha TepuduryHOMUA-D1BaHC.

C yueroM mnepHoja IMOMYBBIBEIECHUS (UHTOJMMOAA HEOOXOAUM O6-HelenbHbI HHTepBan 0e3
Tepanuu Ui dJUMMUHALMKA W3 OpPraHM3Ma LUpKyaupyrommx BemectB. Ot 1 mo 2 mecsanes
HEOOXOMMO Uil BO3BpAIICHUS KOJIUYECTBA JUMQOLUTOB K HOPME IMOCe MpeKpaIleHus
npumeHenus ¢punrommmosa. Hauano nedenns npenapatom TepudmyHoMua-OaBaHca B TeUEHUE
3TOr0 BPEMEHHOI'0 HMHTEpBajla MOXKET HPUBECTH K OJHOBPEMEHHOW CHCTEMHON 3KCIO3UIUH
¢uHromumona u tepudIyHOMHAA. DTO MOXKET MPUBOAUTH K aJAUTHUBHOMY BO3JEHCTBHIO Ha
UMMYHHYIO0 cucteMy. [ToaToMy cienyer cobmoaare Mephl IPEeJOCTOPONKHOCTH MIPU MEPEXo/ie C

Tepanuu (GUHrOIUMOJIOM Ha Teparnuio npenaparom TepuduryHoMHuI-DIBaHC.
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VY nmanueHTOB ¢ PaCCESHHBIM CKIEPO30M Meauana NepruoId HOm yBbBEHCHHA MB| Qp:ra'&;/IQMEi t12z)

Obuta mpubim3uTeNbHO 19 nHEl Ha GoHe mpuemMa MOBTOPHBIX 103 Mpemnapara B go3e 14 mr. Eciu
INPUHSTO peIlieHue O MPEeKpalleHUH JieyeHus npernapatoM TepudiayHoMua-OaBaHCI B Te€UECHUE
5 mepuosoB MOJIyBbIBEAEHUS (MPUONIM3UTENBHO 3,5 Mecsla, XOTS Yy HEKOTOPBIX IMallMeHTOB
MOKET OBITh W JOJbIIE) HAyajo IPYrod Tepanuu NpUBEAET K OJHOBPEMEHHOM CHCTEMHOM
OKCHO3ULMHU C TpenapaTtoM TepudayHoMHUI-DABaHCA. DTO MOXKET NMPUBECTU K aIUTUBHOMY
BO3/JICHCTBUI0O Ha MMMYHHYIO CHCTEMY, 4YTO TpeOyeT 00s3aTelIbHOro COOJIOICHUsI Mep

npeaoCTOPOKHOCTH.

BcnoMorarepHEBIC BEIECTBA

[TanpeHTaM € peaKo BCTPEYAIOLIEHCs HACIEICTBEHHOW HENEPEHOCUMOCTBIO TalaKTO3bl,
Je(QUIUTOM JIaKTa3bl JIONMAped WIM IIIOKO30-TalaKTO3HOM MasbabcopOiueil He ciexyer
IPUHUMATD ITOT IIpenapar.

Hannsbnii npenapar coaepxut 0,89 mr Hatpust Ha 14 mr. HeoOxoauMo yduThIBaTh NAIMEHTaM,

Haxo4dmuMcesa Ha JUCTC C OTPaHUYCHUEM ITOCTYIINICHUS HATPUA.

45. B3aumopeiicTBHe € JPYrHMH JIeKAPCTBEHHbIMM MpenapaTaMu W Jpyrue BHABI

B3aNMOJAeHCTBUSA

BzauMonecTBus, CBS3aHHBIE C  BO3JIEMCTBUEM JAPYIUX JIEKAPCTBEHHBLIX CPEIACTB  HA

d)aDMaKOKI/IHeTI/IKV TeDI/Id)JIVHOMI/II[a

['nmaBHBI myTh OWoOTpanchopmamu TepudIyHOMHIA — THAPOJIN3; BTOPOCTENEHHBIN IyTh —
OKHCJIEHHE, C MUHUMAaJIbHBIM y4acTHEM B HeM u3odepMeHToB 1uroxpoma cuctembl P450 (CYP)
U N30)€pMEHTOB MOHOAMHHOKCH/1a3bl, COAEPKAIINUX (IIaBHH.

Mownvie undykmopwt usogpepmenmos yumoxpoma P450 (CYP) u mpancnopmepos:
OJTHOBPEMEHHOE €KEJIHEBHOE NMpUMeHeHue pudamnumaa (MHIykTopa n3opepmentor CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP3A) B no3e 600 mr oauH pa3 B CyTKH B TedeHHE 22 THEH, a
TaKk ke IpueM HHAyKTopa 3(QIIoKCHBIX nepeHocunkoB P-rimkonporenHa (P-gp) u Oenka
PE3UCTEHTHOCTH K paky MosiouHoi xkene3bl (BCRP) u rtepudaynomuma (pasoBas na03a,
cocrapisitomiass 70 Mr) NpUBOAMIM K CHMKEHHIO CHUCTEMHOM S3KCHO3ULIMU TepUQIyHOMHA
npubsnmsutensHo Ha 40%. Bo Bpems neueHus Tepu(PIyHOMHIOM pUPAMIULIUH U Jpyrue
n3BecTHbIe HHAYKTOpHI CYP 1 mepeHocunkoB OEIKOB, Takue Kak KapOamasenuH, peHodapouTai,

(dernTorH U 3BepoO0il MPOBIPSIBIEHHBIHN ClIeAyeT Ha3HA4YaTh C OCTOPOKHOCTHIO.

Konecmupamun unu akmusuposanHuwlil y201s

He pexomeHmoBaH OJHOBpEMEHHBIM TpUEeM TepUPIyHOMHIA U KOJIECTHPAMUHA WIU
AKTHBUPOBAHHOTO YTJIS, TTOCKOJIBKY ATO BEAET K OBICTPOMY U CYIIECTBEHHOMY YMEHBIIICHHIO
KOHIIEHTpaluu TepuIyHOMUAA B TJIa3Me KPOBH, 33 UCKITIOYEHHEM CITydaeB, KOT1a HE00OX0IUMO

YCKOpeHHOE BbIBeZicHHE TepudayHoMua. CUuTaeTcs, 4To0 MEXaHU3M YCKOPEHHOTO BBIBEICHHS
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00yCJIOBIIEH MpepbhIBAaHUEM IEUCHOYHO-KUIIGYHON pEMAPKYAALTHA 1 TePuidH VHOVEH (| B/1u

JKCITYJOYHO-KUIICYHBIM JUATIU30M TepI/I(i)JIyHOMI/IIIa.

BsauMonelicTBus, CBI3aHHBIE C BJIUIHHAEM TepudayHOMHUIA Ha (apMaKOKUHETHKY JPYIHUX

JICKAPCTBCHHBIX CPCACTB

Bosoeticmsue mepughnynomuoa na cyocmpamor CYP2C8

beuio ormedeno yBenuuenue cpeaHero 3HaueHUs Cmax m AUC mna penmarmunuga (1,7- u
2,4-KkpaTHOE, COOTBETCTBEHHO) IIOCJI€ MHOTOKPATHOTO IMpHeMa 03 Tepu(pIyHOMUAA, UYTO
MO3BOJISICT TPEIIOI0KUTh, 4TO TepudiryHomua spisiercs tHruouropom uzopepmenra CYP2CS8
in vivo. TIlosromy Ha ¢oHe mnpuema TepudIIyHOMUAA JICKAPCTBEHHBIC CPEICTBA,
MeTabonu3upywmuecss ¢ nomonisio  m3opepmenta CYP2CS, Ttakue Kak pemnariuHuU,

MAaKJIIMTAKCCJI, MMOITIMTA30H UJIK PO3UTTINTA30H, CICAYCT NPUMCHATH C OCTOPOKHOCTBIO.

Bosoeticmsue mepughnynomuoa na nepopanvhvie KOHmpayenmugvl

Ha ¢one mHOTOKpaTHOTO TIpHIeMa /103 TepU(IyHOMHUAA OBUIO OTMEYCHO YBEIIHMUCHUE CPEIHUX
3HaueHU Cmax U AUCo-24 ans stununecrpaauona (1,58- u 1,54-kpatHoe, COOTBETCTBEHHO) U
Cmax 1 AUCo-24 neBonorpectpena (1,33- u 1,41-kpaTHoe, COOTBETCTBEHHO). XOTsI HE OKUJIAETCH,
YTO B3aUMOJICHCTBUE C TEpPUPIYHOMHIOM OKaXET HeOJIaronpusaTHOe BO3ACHCTBHE Ha
3¢ (HEeKTHBHOCTh TICPOPATHHBIX KOHTPAICIITHBOB, CJICAYEeT €ro Yy4YUTHIBATh IPU BBIOOpE W

KOPPCKUOUHU O03 MCPOPAIIbHBIX KOHTPALCIITUBOB IIPHU X KOM6I/IH3.LII/II/I C TepI/I(bJIyHOMI/II[OM.

Boszoeticmsue mepughiynomuoa na cyocmpam uzogepmenma CYPLA2

[Tpuem MOBTOPHBIX 1103 TepupIyHOMHUAA CHIDKA cpenHue 3HadeHUs Cmax U AUC kodenHa
(cyoctpata wm3ogpepmenta CYP1A2) nHa 18% wu 55%, COOTBETCTBEHHO, YTO TII03BOJISET
HPEIIONIOKHUTh, YTO TepUPIyHOMHI IN VIVO siBisieTcsl clabbiM HHIYKTOPOM H30(pepMeHTa
CYP1A2. B cBsi3u ¢ 3TUM JIEKapCTBEHHBIC TpENaparbl, METa0OIU3UPYIOMUECS C ITOMOIIBIO
nzopepmenta CYP1A2 (takue, Kak AyJIOKCETHH, aIOCETPOH, T€O(PUIUINH M TU3aHUAMH), CIETyeT
NPUMEHSTh C OCTOPOXXHOCTBHIO BO BpEMs JIeUeHUsS TepU(IYHOMHUIOM, TOCKOIBKY 3TO MOMKET

MMPUBCCTU K CHUKCHUIO B(I)(I)GKTI/IBHOCTI/I 9TUX IIPCIIapaToOB.

Boszoeticmseue mepughnynomuda na sapghapun

[Ipuem mNOBTOpPHBIX 103 Tepu(IyHOMHJIA HE OKas3blBaJl BIUSHUS Ha (apMaKOKUHETUKY
S-Bapdapuna, 4TO CBHIETEIBCTBYET O TOM, YTO TEPUDIYHOMHU] HE SBISETCS HHTHOUTOPOM HITH
uHaykropoM nzogpepmenta CYP2C9. Tem He MmeHee, ObUIO OTMEUEHO yMeHbIIeHHEe Ha 25%
nukoBoro MexayHnaponnoro HopmanmmzoBannoro Otnomenus (MHO) mpu ogHOBpeMEeHHOM
OpUMEHeHUH TepuQiyHOMHIa U BapdapuHa, MO CPaBHEHMIO C MOHOTEpamueil BapQapuHOM.
[TosTOMYy TIpE OIHOBpPEMEHHOM TIpHMEHeHHH BapdapuHa W Tepu(IyHOMHIAa PEKOMEHIYETCS

TIIATCIBHOC Ha6J'IIOI[eHI/IC 34 MaOUCHTOM U MOHUTOPUHT MHO.
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Bnuanue mepughnynomuoa na cyocmpamsi nepepocuukos PpeanEdeciius tHiloHoE) 3 (]Z.GM&)" )

Ha ¢one kypcoBoro npuema tepudaynomuna Hadmonaerca ysenudenune Cmax 1 AUC (1,43 u
1,54-kpaTHOE, COOTBETCTBEHHO) Iie(hakiiopa, 4TO CBHAETECILCTBYET B IOJIB3Y TOrO, 4TO iN VIVO
tepuduryHomus siBisiercst uaruouropom I1OA3. [Moatomy ciemyeT coONI0aTh OCTOPOKHOCTH
IIpU OJTHOBPEMEHHOM TPUMEHEHUH TepuduryHoMuaa u cyocrpatoB [I0A3, Takux kak nedaxiop,
OCH3WINCHULIWIINH, TUIPOQIIOKCAIIMH, MHIOMETAlUH, KeTonpodeH, ¢ypoceMun, MUMETUIHNH,

MCTOTPECKCAT U 3UOBYIHH.

Bauanue mepughnynomuoa na cyocmpamor BCRP u/unu mpauncnopmupyrowue opeanuieckue
anuonwl noaunenmuowt Bl u B3 (OATP1B1/B3)

Ha ¢one MHOTOKpaTHOrO mpHema 103 TepuIYHOMHAA HAOIIONATOCh YBEIUYCHHE CPEIHUX
3HaueHnit Cmax 1 AUC (2,64 u 2,51-kpaTHO€, COOTBETCTBEHHO) po3yBactarnHa. OJgHAKO HE
HaO0JII0JAJIOCh 3aMETHOTO BIIMSHUS JAHHOTO YBEIMUEHUS CUCTEMHOM SKCIIO3UIIMU PO3yBacTaTHHA
B Iu1a3Me KpoBU Ha akTUBHOCTb ['MI'-KoA penykrasel. Pekomennyercs 50 % cHueHue 103bl
po3yBacTaTMHa IMPU €ro OJHOBpPEMEHHOM mpueMe ¢ TepudiayHomuaom. Jpyrue cyOdcTparb
BCRP (Takmue kak MeTOTpeKcaT, TOMOTEKaH, cyib(acana3ut, 1ayHOPYOUIIMH, JOKCOPYOHUIIMH) U
cyocrparel cemeiictBa OATP, ocobennHo wunrmbutoper I'MI-KoA penykrassl (Takue Kak
CUMBACTaTHH, aTOpPBACTAaTUH, MpaBacTaTHH, METOTpPEKcaT, HATEeTJIMHUJ, pEeNarivHuj,
pudaMIUIIIH) OJHOBPEMEHHO C TepUDIYHOMHUIOM CIEAYeT MPUMEHSITh C OCTOPOKHOCTBIO.
[TarueHTHl AOMKHBI HAXOIUTHCS TOJ TIIATEIBHBIM HAOJIIOACHHEM Ha MPEIMET IOSBICHUS
MPU3HAKOB U CUMIITOMOB TIOBBIIIICHHS] CHCTEMHOM 3KCIIO3UITNH 3TUX JICKAPCTBEHHBIX CPEICTB, H,

IIpu HCO6X0)II/IMOCTI/I, CJICAYCT paCCMOTPETh BOIIPOC O CHUXKCHUHA UX [03.

Brusinue mepugpnynomuoa na cyocmpamor uszopepmenmos CYP2B6, CYP3A, CYP2C9,
CYP2C19 u CYP2D6

[Tpuem TepudayHoMHIa HE OKa3blBal BIMSHMS Ha (apMakKOKMHETUKY OyrponuoHa (cyocTpaTa
uzopepmenta CYP2B6), mmpazonmama (cyOcrpara uzodpepmenta CYP3A), S-sapdapuna
(cyoctpara m3odepmenta CYP2C9), omenpasona (cyOctpara wuzodepmenta CYP2C19) u

MmeronpoJoina (cyocrpara nuzopepmenta CYP2D6).

4.6. DepTUIBHOCTH, 0EPEMEHHOCTDH U JAKTAIHSA

bepemeHHOCTD
B mnactosiiee Bpemsi MMEIOTCS OTpaHUYEHHBIC JaHHBIE O TMPUMEHEHHH TepudiayHoOMHIA Y

OepeMEHHBIX KEHIIMH. B HcclaenoBaHUAX Y JKMBOTHBIX IMpenapaT OKa3blBal TOKCHYECKOE
JefiCTBHE Ha PENPOTYKTUBHYIO (QYHKIIHIO.

TepudmyHoMus MOXKET BBI3BIBATH CEPbE3HBIE BPOXKIEHHBIE IOPOKHM pPa3BUTUS IIPU  €ro
OPUMEHEHUH BO BpeMs OEpeMEHHOCTH, II03TOMY NpHUMEHeHHe TepudiIyHOMUIa TpHU

6epeMeHHocm IMPOTHUBOIIOKA3aHO.

10
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JlocTynHble KIMHUYECKHE JaHHbIE U3 peecTpoB OepeMEHHOCTHIKIHANTIC ki JIccacioBaHmi,

MY OTHETY

ciydaeB (apMakoOHaa30pa M OMyOJMKOBAaHHON HayyHOW JHTEpaTypbl KpaiHE OrpaHHuYEHHBI,
MO3TOMY HE MO3BOJISIIOT CJAeNaTh Kakue-IWOO oOImpeiesieHHbIe BBIBOJBI, HO 3THU JaHHbBIE HE
YKa3blBalOT Ha yBEJIMYEHHUE YHCIIA CIy4YaeB BPOKJIECHHBIX IOPOKOB PAa3BUTHS WM BBIKUJBIIIEH B
CBSI3M C HEMPEIHAMEPEHHBIM BO3JeHCTBHEM Tepu(IIyHOMHIa B HaYalle IEPBOTr0 TPUMECTpa MpH
HOCJEAYIOMEM  TPOBEIECHUH  TMPOLEAYPbl  YCKOPEHHOTO  BBIBEIEHHUS  TEpUPIyHOMHJA.
OTCyTCTBYIOT KIMHUYECKHE JAHHBIE, Kacaroliuecs Oosee MO3AHEero BO3JCHCTBUS Ipernapara B
NEPBOM TpUMECTpe OEpEeMEHHOCTH WUJIH MO3/IHEE.

[TpocniekTUBHBIE JaHHBIE (M3 KIMHUYECKUX HCCIIEIOBAaHUM M MOCTPETUCTPALMOHHBIX OTYETOB)
st 6onee 150 cimydyaeB GepeMEHHOCTH y HAIlMEHTOB, KOTOpbIE MOJIy4alld TEPUPIyHOMHUI, U
6onee 300 ciaydaeB OEpeMEHHOCTH Yy TAlMEHTOB, KOTOpPbIE MOJNydYalnd JeQIyHOMHI, He
MOJATBEPXKJIAIOT TOBBIIICHHYIO YacTOTy CIIy4aeB BPOXACHHBIX IOPOKOB pa3BUTUS WM
BBIKUIBILIEH 1OCie mpreMa TepU(IIyHOMUa B paHHEM IIEPBOM TPUMECTPE MPH MOCIETYIOIIEM
MPOBEJCHUHN TMPOLEAYpPhl YCKOPEHHOro BbiBeAeHUus TepudayHomuaa. He nHalmromanoch
3aKOHOMEPHOCTH DPAa3BUTUS OCHOBHBIX BpPOXKJIEHHBIX IIOPOKOB PAa3BUTUS y 4EJOBEKa.
OrpaHuyeHHbIE JTaHHbIE BKJIIOYAIOT B ce0s HEAOCTATOYHOE KOJUYECTBO 3apErHCTPUPOBAHHBIX
cilydaeB OEpEeMEHHOCTH, HEOONBIIYI0 TPOJODKUTENIEHOCT BO3JCHCTBUS  JIEKAPCTBEHHOTO
mpernapara B cliydae 3aperucTpupoOBaHHON OEpeMEHHOCTH, HEMOIHOE MPEIOCTABICHNE JaHHBIX U
HECTIOCOOHOCTh KOHTPOJIMPOBATh HCKakawmue (GakTopsl (Takue Kak OCHOBHOE 3a00JICBaHHE
MaTepy U MPUMEHEHHUE COMYTCTBYIOIIUX JIEKAPCTBEHHBIX CPEJICTB).

JKeHmuHbBl  OETOPOJHOTO  BO3pacTa JOJKHBI  HCIOJIB30BaTh  3(PQEKTUBHBIE  CpEACTBa
KOHTpALIENIIIUU BO BpeMs M IOCIE Tepamnuy, MoKa KOHIEHTpalus TepudayHOMUIa B IUIa3Me
kpoBu mpesbimaer 0,02 mr/ia. B TeyeHne ykazaHHOTO HepuoJia BPEMEHH SKEHIIHMHBI JTOJDKHBI
o0CyXJaTh CO CBOMM JI€HallMM BpayoM JIOObIE BOMPOCHI, CBSI3aHHBIE C IPEKpalLICHHEM
IIPUMEHEHHUS WIN U3MEHEHHS CPEICTB KOHTPALICIILIUH.

B caywae 3amepxkku MeHcTpyaluu Ha (oHe mpueMa mpemnapara TepudiayHOMua-DaBaHCT
HE0OXOAMMO CpOYHO MH(GOPMHUPOBATH 00 STOM Bpaya W BBINOJIHUTH TECT Ha OepeMeHHOCTh. B
cilydae MOJIOKUTEIBHOIO pe3yibTaTa Bpad JOJDKEH OOCYIUTh C NAalMEeHTKOW BCE pHUCKH,
CBS3aHHbIE C TPUMEHEHHEM IIpernapara BO BpeMsi OEpeMEHHOCTH, MPOBEPUTh OCTATOUYHYIO
KOHIIEHTpauuio TepudpiayHoMuaa. B cmyuyae ecnau koHueHTpanust mnpessimaer 0,02 mr/m,
pEeKOMEHAyeTCsl IPOBECTU MPOLEAYPY YCKOPEHHOTO BbIBeAECHMs TepudayHomuaa. Bo3moxHo,
ObICTpOE CHIDKEHHE KOHIIGHTpAaUuMu Tepu(pIyHOMHIA TIyTeM MpPOBEIEHUS IPOLEAYpPbI
YCKOPEHHOTO BBIBEJICHUS IpernapaTa MpU MEpBOM 3aJepKKe MEHCTPYaJbHOTO IUKJIA MOXKET
CHU3UTb PUCKH JUIS IJIOJA.

XKenmuuam, npuHMMaromM npenapat  TepudayHoMua-DnBaHCA UM TUIAHUPYIOLIMM
OepeMeHHOCTh, ClIeyeT PEKOMEHI0BATh MPEKPATUTh PUEM Ipernapara u MpOBECTH MPOLERypY
YCKOPEHHOTO  BBIBEJCHHSI TepUGUIyHOMHUAA JUIsI OBICTPOTO  CHMXKEHHS  KOHIEHTpaluu

TepudiyHOMH 1A B TU1a3Me KpoBH Hike 0,02 Mr/i.
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COOTEBETCTEYET 3KI( OMY OTUETY
ot 03.09.2024 N= 18563

[Tpouenypsl YCKOPEHHOIO BBIBEACHHUS TEPUPIyHOMH A OMECARHEE \B EpU3akiic Té:ZLZ': Tlocne

MPOBEICHUS MPOLIETYPbl YCKOPEHHOTO BBIBEJCHUS Mpenapara BbIIOJHSAIOT ABa OTAEIbHBIX TECTa
C MHTEpBAJIOM He MeHee 14 nHell W mnepuoaoM oxuaaHug 1,5 Mecsiua MeXIy MNEPBbIM
BBISIBJICHHEM B TU1a3Me KoHIeHTparuu Hike 0,02 MT/I1 1 MOMEHTOM OTUIOAOTBOPEHUSI.
KonectupamMun ¥ aKTUBUPOBAHHBIM Yyrojib MOTYT OKa3blBaTh BIUSHHE Ha BCAChIBAaHHE
ACTPOTr€HOB U MPOTECTareHOB, IMOATOMY HEJb3sl TapaHTUPOBATh HAJIEKHYIO KOHTPALCIIIIHIO
OpaJbHBIMU KOHTPAIIETITUBAMHU BO BPEMsI MPOIIEYPhl YCKOPSHHOTO BBIBEACHMS TepudIyHOMUAA
C TIOMOINBIO KOJECTUPAMHHA WM AaKTUBHPOBAHHOTO yIiA. PexoMeHIyeTcs HCHoJb30BaTh
aJIbTEPHATUBHBIE METO/Ibl KOHTPALICTILINH.

Ecimu mpouenypa ycKOpeHHOTO BbIBENCHHS Tepu(DIyHOMHUIA HE MPOBOTUTCS, KOHIICHTPAIIHS
TepudIyHOMH/IA B TUTa3Me KPOBU MOKeT mpeBbimath 0,02 MI/in B cpelHEM B TEUCHHE 8 MECSIIEB,
OJIHAKO HEKOTOPBIM TMAIMEHTKaM MOXET TOoTpeboBaThCs A0 2 JeT JAis  JAOCTHKCHHS
KoHIeHTpauuu B I1wiazme Hmwke 0,02 mr/m. [loatomy cnemyeT H3MEpUTh KOHILIEHTPALIMIO
TepudIyHOMHIA B TUIa3ME KPOBH, MIPEXKJIE YeM IUTaHUPOBaATh OepeMeHHOCTh. [locie BhIsABICHMS
KOHIeHTpauuu Tepudaynomuga B 1wiazme Hmwke 0,02 Mr/m  HeoOXOAUMO U3MEPHUTH
KOHIIGHTpAIlMI0O B IUIa3Me emie pa3 He MeHee ueM uepe3 14 nueii. Ecnu oba 3HaveHus

KOHIOCHTpAUX B IJIa3MC HHUIKC 0,02 Mmr/. JI, 9TO 03HAYacCT, YTO PUCK AJIA IJI0Aa OTCYTCTBYCT.

Ilpumenenue y myorcuun
Puck smOpuoderanbHOH TOKCHYHOCTH, CBSI3AHHOUM C JeueHUEM TepU(IyHOMUIOM MYKUUHBI,

CUHMTACTCA HU3KHUM.

JlakTauus

HccnenoBanusi Ha KUBOTHBIX MPOJEMOHCTPUPOBAIM, UTO TepU(DIYHOMU MOMNAJAEeT B IPyAHOE
MoJoko. HensBecTHo, monasiaet a1 Tepu(pIyHOMH] B TPYAHOE MOJIOKO Y YKEHIIUH.

B cBs134 ¢ TeM, 4TO MHOTHE JIEKAPCTBEHHBIE IIpENapaTsl ONagaoT B IPYIHOE MOJIOKO, & TAKKE B
CBS3U C BEPOATHOCTBIO Pa3BUTHA y TPYIHBIX JETEH CEPbE3HBIX HEXKENATENIbHBIX PEaKIuH,
CBSI3aHHBIX C JeicTBUEM TepudIyHOMHIA, CIEAyeT HPUHATh PELIeHHE MM O NpeKpalleHHH
TPYAHOIO BCKapMJIMBAHUS, WM O MPEKpAIeHUH IprUeMa Mpenapara, yaYuTbiBas HE0OXO0JUMOCTh

€Tro IMpucMma Jjis1 MaTepu.

DdepTUabHOCTD

Pe3synbpTaTthl uWccnenoBaHUN Ha >KMBOTHBIX HE MPOJEMOHCTPUPOBAINA KaKOTO-THOO BIIHSTHHS
tepudayHOMHIa HAa (PEPTUIBHOCTh. XOTS OTCYTCTBYIOT COOTBETCTBYIOIIHME JaHHBIC IS

YCJI0OBCKa, BO3JICHCTBHUE Ha MYKCKYHIO U JKCHCKYIO (I)CpTI/IJ'ILHOCTL CUHUTACTCA MAJIOBECPOATHBIM.

4.7. Bausinue Ha CHOCOOHOCTH YNPABJATH TPAHCIOPTHBIMM CpPeACTBAMM U padoTaTh ¢
MeXaHU3MaMH
[Ipenapat TepudaynoMua-OaBaHCcT HE OKa3bIBAET MM OKa3bIBa€T HE3HAYUTENIbHOE BIMSHUE Ha

CIIOCOOHOCTH YHIpaBJIATb aBTOMOOMIIEM MIIM IIOJB30BAaThCS MEXaHU3MaMH. OI[HE[KO Ipu
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COOTBETCTEYET 3KCNEPTHC
ot 03.09.2024 N2 1
BO3HUKHOBEHUN HEXCIIATCJIBHBIX SIBICHUW [CO CTOPIOHBL [|EEPBIEQHAT ECHETFEMBI] L HAIpUMeED

MY OTHETY

TOJIOBOKPYXKCHUA, CICAYCT BO3ACPIKATHLCA OT YHPABJICHUA TPAHCIHOPTHBIMU CpPCACTBAMU U

3aHATUH APYTHUMH MOTCHIIMAJILHO OIMTACHBIMU BUIAMH JICSITEIILHOCTH.
4.8. HexenarejbHble peakuuu

Pesrome mpoduiist 6e3onacHOCTH

B oO0miell cIoXHOCTH B KJIMHHUYECKUX HCCIEIOBAHUAX TepU(IyHOMHUIA MPUHUMAIN ydacTue
2267 nanuentoB (1155 manueHTOB MpUHUMAIH €XKEAHEBHYIO a03y 7 Mr, a 1112 manueHTOB —
no3y 14 mr). B gerbipex mianebo-koHTpoupyeMbix uccienoBanusx (1045 u 1002 manuenTa B
rpynnax 7 mr u 14 mr tepuduiyHoMH1a, COOTBETCTBEHHO) U OJHOM HCCJIEIOBAaHUU C aKTUBHBIM
npenapatoM cpaBHeHHs (o0 110 manueHTOB B KaXJOW Tpymme JedeHHs TepudIyHOMHUIIOM)
CpelHsis MPOJOJDKUTENBHOCTh MPUMEHEHHs Iperapara y MalUeHTOB C PeUUAUBUPYIOLIIM
paccesaabM ckiiepo3oM (PPC) coctaBumna okonio 672 nHei.

TepudmyroMuy sBIsSETCS OCHOBHBIM MeTaboiauToM JediayHomuaa. Muadopmarms o mpoduine
Oe3omacHOCTH JedIyHOMHIa Y MAIMEHTOB C PEBMATOMUIHBIM WJIM MCOPUATUYECKUM apTPUTOM
MOXET OBITh NPUMEHHMA K TepU(IYHOMHIY, NMPUHHUMAEMOMY MAIMEHTAMU C PaCcCeSHHBIM
CKJIEPO30M.

AHann3 oO0BeAMHEHHBIX JAHHBIX I1ale00-KOHTPOJIUPYEMBIX HMCCIEAOBAHUNA OCHOBBIBAJICA Ha
OIbITE IPUMEHEHHUS TepuIyHOMUIA OAMH pa3 B JeHb 2047 mauueHTaMu ¢ peruauBUPYIOLIMMU
dbopMaMu paccesHHOTo CKjepo3a. Y MalMeHTOB, MOJIYYAIOMIMX TEParuio TepU(IyHOMHIOM,
HanboJiee YacTo cOO0IIAIOCh O CIEAYIOUINX HEXKENATEIbHBIX PEeaKIUsaX: ToJoBHas 00k, Tuapes,
noBbiieHre akTuBHOCTH AJIT, tommora u anomenus. OOBIYHO TroJiOBHAs O0Ib, auapes,
TOIIHOTA W aJIONeIHs ObLIN JIETKOM MM YMEPEHHOM CTENEHU TSHKECTH, MPEXOASIIIUMU U PEIKO
MPUBOAAIIMMU K MIPEKPAIICHUIO JI€UCHHUS.

Pe3roMe HeXeIaTeIbHbIX PEeaKIui

Hwmwxke mpuBeleHBl  HEXENATCNbHBIE  PEAaKIUH, pPa3BUBAIONIUMECS TPH  NPUMECHECHUHU
TepudyHOMH A B 03¢ 7 MT' U 14 MT 1 BO3HHMKAaBIIHE ¢ YacToToi >1% u Ha >1% yarie, yem npu
npueMe Iuianedo, B XoJe IUIaledo-KOHTPOIMPYEeMbIX HccienoBaHuil. YactoTy ompenensnu
clenyrommuM obpasomM: odeHb 4yacto (>1/10), yacto (>1/100, Ho <1/10), newacto (>1/1000, HO
<1/100), pemko (>1/10000, O <1/1000), ouenp penko (<1/10000), wactora HEWU3BECTHA
(ompenenuTh YacTOTy BCTPEYAEMOCTHM 1O HMMEIOIIMMCS JaHHBIM HE MpeICTaBiseTCs

BO3MOJKHBIM).

Hugpexyuu u uneazuu: 4acto — TPUNIN, UH(OEKIUU BEPXHHUX JAbIXaTENbHBIX IyTeH, MHPEKINH
MOYEBBIBOAAIIUX MyTeH, OpPOHXWUT, CHUHYCHUT, (PApUHTHUT, LIUCTUT, BUPYCHBIM TacTPOIHTEPUT,
reprec MojloCTH pTa, WHPEKIUH 3y0OB, JIAPUHTUT, MUKO3 KOXH CTOIl; YaCTOTa HEU3BECTHA —

TSDKEIbIe HH(EKITNH, BKITIOUYast CETCHC.

13



COOTBETCTBYET 3KCMEPTHC
ot 03.09.2024 Ne 18

Hapywenus co cmoponsl kposu u numgpamuuerxoi cucimerivbi}E1acTe A Efﬁgﬁ@:{:eﬁiggg apeMm,

MY OTHETY

HEYacTo: TPOMOOIUTONEHH)S JIETKOH cTeneHn TsxecTH (TpomMoormTsl <100-10%/1).

Hapymeﬂuﬂ CO CMOpPOHbL uMMyHHOIZ cucmemsl.: 4aCTO — aJUICPIrUYCCKHUE PCaKIUN JIETKOH
CTCIICHU TKCCTHU, YaCTOTa HCU3BCCTHA — PCAKIHWH THUIICPUYYBCTBUTCIBHOCTH (HGMGI[JIGHHOI‘ (8}
TUIIa U 3aMCEIJICHHOI'O TI/IHa), BKJIIO4asa aHa(bI/IJ'IaKCI/IIO u aHFI/IOHeBpOTI/I‘leCKI/Iﬁ OTCK (OTCK

KBunke).
Hapywenus memabonuzma u numanus: 9acToTa HEU3BECTHA — TUCITHITAICMHUSL.
Tcuxuyeckue HapywieHus: 9aCTO — 9yBCTBO TPEBOTH.

Hapywenus co cmoponvl nepseHoll cucmemvl: OY€Hb YacTO — TOJIOBHAasg OO0Jb; 4acTo —
NIapeCTE3Usl, MOICHUYHO-KPECTLIOBBIA PAJUKYJINT, 3AIIACTHBINA TYHHEIBHBIM CHHIPOM; HEYACTO —

TUIepecTe3usi, HeBpairus, nepudeprudeckas HelponaTus.
Hapywenus co cmoponul cepoya: 4acTo — y4allleHHOE cepilieOneHHeE.
Hapywenus co cmoponwl cocyoos: 4acTo — apTepuaibHasi THIIEPTEH3HSL.

Hapywenus co cmopounsi ovixamenvhoti cucmemsl, op2ano8 2pyoHoU KIemKu U cpeooCmenusl:

JacToTa HECU3BCCTHA — HHTCPCTULIUAJIBHBIC 3a00/1€BaHU JIETKHX.

Kenyoouno-kuweunvie HapywieHus: OYEHb YacTO — Juapes, TOIIHOTa; 4yacTo — Oonu B
AMUTacTpalibHOM 001acTH, pBoTa, 3yOHas 00JIb, YacTOTa HEM3BECTHA — MAaHKPEATUT, CTOMATUT

(adTo3HBIN WM SI3BEHHBIHN ), KOJIUT.

Hapywenusa co cmoponsr nevenu u dcenuegbleoOsAwjux nymeti. OYEHb 4YacTO — IOBBIIIEHUE
aktuBHOCTH AJIT; wyacTto: mNOBBILIEHHWE AaKTUBHOCTH Tramma-riatotamuirpancdepasst (I'TT),
MOBBIIIEHUE AKTMBHOCTU acmapraramuHoTpaHcgepassl (ACT); yacTtora HEM3BECTHA: OCTpPBIH

rernaTurT, JICKapCTBECHHOC MOPAKCHUC TICUCHU.

Hapywenus co cmopoHuvl KodcU U NOOKONCHBIX MKAHeU: 0Y€Hb YacTO — aJlONEHs; YacTo: ChIIlb,
aKkHe (yrpeBble BBICBIIAHUSA); HEYAcCTO — OOJE3HM HOITEH; YacTOTa HEU3BECTHA — TSKENbIe
KOXHBIE PEaKIMM, BKJIIOYas SMHUAECPMAIBbHBIN HEKposn3 uiu cuHapoM CruseHca-/[)KOHCOHa,
JIEKapCTBEHHAsl peakuus ¢ d03uHOouiued u cucreMHbiMU cumnroMamu (DRESS-cungpom),

rcopuas (B TOM YHMCIIe MyCTYJIe3HbIN TICOpHa3 U Icopuas HOrTe).

HapymeHuﬂ CO CMOpPOHDbI MbIULEYHOU, CKeemHOU U COCOUHUMENIbHOU MKAHU. 9aCTO — MBIIICYHO-

CKCJICTHBIC 6OJ'II/I, MHUAJITHUA, apTpairus.

Hapywenus co cmoponvl nouex u mouegvleo0saujux nymeti: 4acTo — MOJUIaKUYypus (ydalleHHOe

MO‘ICI/ICHYCKE[HI/IC) .

HapymeHu}z CO CMOpPOHDBI penpodykmueHod cucmemsl U MOJIOYHbBIX JHcele3.” 4aCTO — MECHOpparus

(oOMIIbHBIE MEHCTPYAIIUN).
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
).2024 N= 18563

7 4acTo| H 00 CdeTeBmA C [bHOCTE 0003)

ﬂa60pam0prle U UHCMPYMEHRMAIbHbLE OaHHble. 9aCTO — CHIDKCHUE MaCChl TCJIa, YMCHBIIICHUC

KOJIM4YecTBa HEHTpo(huiIoB B neprudepruieckoil KpOBU, YMEHbIIEHHE KOJINYECTBA JIEHKOIUTOB B

nepudepuyecKor KpOBH, MOBBIIICHUE aKTUBHOCTH KpeaTUHUH(POCHOKUHA3HI B KPOBH.

TpCIGMbZ, UHMOKCUKayuu U OCJH10MCHEHUA npouedyp HEYACTO — IIOCTTpaBMaTH4CCKasd 00JIb.

Onucanue OTACIBHBIX HCXKCIATCIIbHBIX DeaKL[I/If/'I

Anoneyus

AHOHGL{I/ISI ObLIa OIMKMCaHa, KaK UCTOHYCHHUEC BOJIOC, CHMIKCHUC IIJIOTHOCTH BOJIOCAHOI'O ITOKPOBA,

IIOTEPsSA BOJIOC, CBsA3aHHasd WM HE CBA3aHHAsA C HU3MCHCHHAMH B TCEKCTYpE€ BOJIOC Yy 13,9%

MAMEHTOB, MPUHUMABIIUX TepUPIyHOMHI B 03¢ 14 Mr mo cpaBHeHuto ¢ 5,1% mnamueHToB,

IIpUHHUMAaBHIINX nnaue60. bonpiias 4acth CJIydacB ObUla omMcaHa Kak ,Z[PICb(bY?»HOG NI

reHepal30BaHHOE MOpaXKEHHE BCEro ckajbna (0e3 mojsHoW morepu Bojoc). B OosbuimHCTBE

CJIY4acB HdaHHAsA HCEXKCEJIATCIbHAA PCAKIUA OTMEYAJIAChb B TCUCHHUC IICPBLIX 6 MECALECB, C €€

croHTaHHBIM pazpemenreM y 121 u3 139 (87,1%) nanmentoB. B rpynne tepudaynomuna 1,3 %

MMamUCHTOB INPCKpATUIIM JICUCHHUC B CBA3UM C PA3BUTHCM aJIONCOHWH 110 CPABHCHHUIO C 0,1% B

rpymnre 1ane6o.

Heoicenamenvnwie peakyuu Cco CnmopoOHbl nedeHu (aClHHble us nﬂaue6o-KOHmp0JlupyeMb1x

uccneoosanuii)

B rpynmnax IMnmafgueHTOB, IMOJyYaBHIUX TepI/I(bHYHOMI/I,Z[, 10 CPaBHCHUIO C nnaue6o qamie

Habmonanock ysennueHnre aktuBHocTu AJIT menee nnu paBHoe 3 BI'H (tabmuua 1). Iponent

NAIMEeHTOB, Y KOTOphIX oTMevanock noBbimieHre AJIT Boime 3 BI'H, 6bu1 conoctaBuM B 06enx

rpynnax. Takoe nossinieHHe akTUBHOCTH AJIT oTMeuanoch B OCHOBHOM B IE€pBble 6 MecCsIIEB

neuenus. Ilocne npekpaiienus yiedeHus: akTuBHOCTh Gepmenta AJIT Bo3Bpamianach kK HOpMe.

Bpems 1o Hopmanuzanuu aktuBHOCTH dpepmenta AJIT BapbupoBasio OT HECKOJIBKUX MECSIIEB 10

HCCKOJBKHUX JICT.

Tabmuma 1 — M3menenue aktuBHOocTM AJIT B mIpOBENEHHBIX IUIaLE00-KOHTPOIUPYEMBIX

HCCICIOBAHUAX

[oBpienue aktuBHOCTH AJIT — [lonmynsys naneHToB B M1a11e00-KOHTPOIUPYEMBIX
HCCIIEIOBAaHMSIX, B KOTOPOH OLIeHMBAJIaCh 0€30MaCHOCTh

[Tnanebo Tepudnynomuz 14 mr
(n=997) (n=1002)
>3 BI'H 66/994 (6,6%) 80/999 (8,0%)
>5 BI'H 37/994 (3,7%) 31/999 (3,1%)
>10 BI'H 16/994 (1,6%) 9/999 (0,9%)
>20 B'H 4/994 (0,4%) 3/999 (0,3%)
AJIT >3 BI'H wu oOmmit 5/994 (0,5%) 3/999 (0,3%)
Oounmupyoun >2 BI'H
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COOTBETCTEBYET ZKCNEPTHC
ot 03.09.2024 N= 18

Taxke mHpU NOCTPErHCTPAMOHHOM TNpUMEHEHUH TP FHOMBAA EﬂMﬁahﬁ-gbj [CEygan

MY OTHETY

JIEKapCTBEHHOT'O TTOPAXKCHHSI IEUCHHU.
Brusanue na apmepuanvhoe dasnenue (Oanuvle u3z niayebo-KOHmMpOIUPyemMulx UCC1e008aHUlL)

e [loBbllIeHNE CHCTOIMYECKOTO apTepuanbHOro AasieHus Boimie 140 mMm pr. cr. y 19,9%
NaIMEeHTOB, IPUHUMABIINX €KeJIHEBHO TepudayHomu B 1o3e 14 mr, B cpaBHenuu ¢ 15,5%

pu npueme rmiamedo.

e [loBbllIeHNE CHUCTOIMYECKOTO apTEepHUAIbHOTO naBieHus Beime 160 MM pr. cr. y 3,8%
NaIMEeHTOB, IPUHUMABIIUX €XKETHEBHO TepuUQyHOMUA B 03¢ 14 mr B cpaBHeHuu ¢ 2,0%

pu npueme rianedo.

e [loBbllIeHNEe AMACTOIMYECKOTO apTepHalbHOro naBieHus Bbime 90 MM pt. cr. y 21,4%
NaIMEeHTOB, IPUHUMABIINX €KETHEBHO TepudIyHoMuI B 103¢ 14 mr, B cpaBHenuu ¢ 13,6%

npu npueme rianedo.

HUnghexyuu

B mane60o-KoHTpOIMpyEeMBIX UCCIICIOBAHUSX B TpyTIe TepuduryHomuaa 14 Mr He HaOII01aI0Ch
YBEJIMYEHUS KOJMYECTBA CIy4yaeB TsKeNbIX mHGpekuuii (2,7% npotus 2% B rpynne 1iaie6o).
Tspkenpie oNMmopTyHUCTHUYECKUE WHQPEKIUU (MH(EKIMH, BBI3BIBAEMBIC YCIOBHO-TIATOICHHBIMU
MHUKpPOOpTraHu3MaMu) pa3BuBaiuch B 0,2% ciaydaeB B K&KIOU U3 TPYyIMI.

[Ipy mocTMapKETHHrOBOM MPUMEHEHHH HAOIIOAATUCh TsDKeNble MH(EKIMH, BKIIYas CEeICuc,

nHOoraa € J€TaJlbHbIM UCXOJ0M.

I'emamonocuuecxue 3¢pgexmol

B mnnane6o-KOHTpOIMpYEeMBIX HCCIEOBaHUAX Ha (OHE MNpUMEHEHUs Tepu(IyHOMHIA
HAOJII0OAATIOCh YMEPEHHOE YMEHBIIIEHHE KOJHYECTBA JICMKOUMTOB B TepU(pEpUIEcKOl KpPOBU
(<15% oT HCXOAHOTO YPOBHS, B OCHOBHOM YMCHBIICHHE KOJUYECTBA HEHUTPODHUIOB U
muM@oruToB). B TO e BpeMs y HEKOTOPBIX MAIlEHTOB OTMEYaJoCh OoJiee BBIPAKEHHOE
YMEHBIIEHNE KOJUYeCTBa JekouuToB. JlaHHas HexenaTeabHasl peakiys BO3HUKalIa B TCUECHHUE
nepBbIX 6 Hemenb. 3areM Ha (POHE MPOMOIIKAIOMIETOCS JICUCHHS] KOJIMYECTBO JICMKOIIUTOB B
nepudepuyeckoil KpoBU CTaOMIIM3MPOBATIOCH HAa CHUKEHHOM ypoBHE (<15% yMmeHblIeHHe oT
WCXOJHOTO YpOBHs). BimsHue Ha CHIKEHHE KOJHMYECTBA JPHUTPOLMTOB B TepudepuyecKon
kpoBH (<2%) u Koiau4yecTBa TPOoMOOIHMTOB B mepudepudeckoil kpoBu (<10%) Obuto MeHee

BBIPAXXCHHBIM.

Ilepughepuueckan netiponamus

[Mepudepuueckas Heiiponatus (MOTUHEHPONATUH U MOHOHEUpOMATUN (TYHHENIBHBIHN 3aMsICTHBIN
CHHJIPOM)) Pa3BUBAIMCH Yallle B TPYIIE MAUEHTOB, MPUHUMABIINX TepUPIyHOMUI 14 Mr mo
CPaBHEHUIO C TPYIIOH MalMeHTOB, MPUHHUMABIIUX IUTale00 B TUIANE00-KOHTPOIUPYEMBIX

UcclenoBaHusIX. B OCHOBHBIX I1a1le00-KOHTPOJIUPYEMBIX HCCIIEIOBAaHUAX Nepudepudeckas
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

y 1,9% nanuenTos (17 u3 898 maunenToB) B rpynmne tepudaynomuna 14 mr B cpaaenuu ¢ 0,4%
nanueHToB (4 w3 898 manueHToB) B rpymme Imianeb6o. Y 5 manueHToB ¢ nepudepudecKoit
HelpornaTuei, NpUHUMABIINX TepUGIyHOMUA B 103€ 14 Mr, ObLIO MpEKpalieHo jJeyeHue; y 4 u3

HHUX coo6man005 BBI3AOPOBJICHUU IIOCIIC IPEKPAINCHNA JICUCHU .

Jobpoxauecmeennvie, 310KkavecmeeHnble U HEYMOUHEHHbIe HOB0OOPA30B8AHUS (BKIIOUASA KUCTbL U
nounst)

B ximHMYeckux wWccienoBaHUSX Ha (¢GoHe mnpuéMa TepudIyHOMHIA HE 3apUKCHPOBAHO
MOBBIIIICHUSI PUCKA BO3HUKHOBEHUS 3JI0KAYECTBEHHBIX OMyxoJieil. PHCK BO3HUKHOBEHHS
3JI0KQYECTBEHHBIX OIMYXOJIeH, a UMEHHO JIUM(POTPOTUPEPATHBHBIX 3a00JICBaHNUHN, YBEIIMIHBACTCS
MPY TPUMEHEHUU HEKOTOPBIX JIPYTHX JIEKAPCTBEHHBIX IMPEMApaTOB, BIHSIONIMX HA HMMYHHYIO

cuctemy (kmacc-3¢phexr).

Traoicenvle KodCHbLE peakyuu

Bo Bpemsi MmOCTperucTparmoHHOTO TpPHUMEHEHHUs TepudIyHOMUAA COOOMIAIOCh O CIIydasx
Pa3BUTHS CEPhE3HBIX KOXKHBIX PEaKIUil, BKIOYAs TOKCUYCCKHN SHUACPMATBHBIN HEKPOJIU3,
cunapoMm CrtuBeHca-/[>KOHCOHA, JIEKAPCTBEHHO-O0YCIOBICHHYIO PEAKIMI0 C 03MHO(UIMEnd u

cuctremHbiMu cumntomamu (DRESS-cunnpom).

Acmenus
B xome miane60-KOHTPOIMPYEMBIX HCCICAOBAHWA B TPYMIax MPUMEHEHHUs IuIaneo,
tepudayHomuaa B 03¢ 7 Mr u tepudiayHomuza B no3e 14 Mr 4yacrora pasBUTHS acTCHUH

coctasuia 2,0%, 1,6% u 2,2%, cOOTBETCTBEHHO.

COO6H_IGHI/IG 0 TOA03PEBACMBIX HEXKCIATCIIbHBIX PCAKITHUAX

BaxxHo coo01iath 0 moo3peBaeMbIX HEXKENATENbHBIX PEAKIUIX MOCIIe PETUCTPALIUN
JIEKapCTBEHHOT'O TIperaparta ¢ IeNblo 00ecTieueHus] HeMPEePhIBHOIO MOHUTOPUHTA COOTHOIIICHUS
«T0JTh3a — PUCK» JIEKAPCTBEHHOTO Ipernapara. MeauInHCKUM paboTHUKAaM PEKOMEHyeTCs
COO0O0IIATh O JIOBIX MOJ03PEBAEMBIX HEKETATEeNbHBIX PEaKIUIX JIEKapCTBEHHOTO IIpenapaTa
Yyepes HallMOHAILHBIE CUCTEMBI COOOIIIEHHUS O HEeXKENNaTeIbHBIX PEaKIUIX TOCYJapCTB — YICHOB
EBpasniickoro 5KOHOMHUYECKOT0O COH03a.

Poccuiickas @enepanns

®denepanbHas cinyx0a Mo Haa30py B cdepe 3paBOOXpaHEHUS.

Anpec: 109012, r. MockBa, CnaBsiHcKas muioniaib, 1. 4, ctp. 1.

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

DnektpoHHas moyra: pharm@roszdravnadzor.gov.ru

Caiit B I/IH(i)OpMaI_[I/IOHHO-TCHCKOMMYHHK&HHOHHOﬁ CETHU ((I/IHTCpHeT» .

https://www.roszdravnadzor.gov.ru.
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COOTEETCTEYET 2KI(
ot 03.09.2024 N= 185¢
49. Ilepeno3upoBka (MOCNEOQBATENEHOCTE 0003)

He pekomenayercs Ha3HaueHWE TpenapaTa B 103aX, MPEBBINIAIOIIMX YKa3aHHbIE B pa3zene 4.2.

CHMIITOMBI

Wudopmanuu o nepeso3upoBKe WIKM OTPABICHUH TEPUDIYHOMUIOM y YEJIOBEKA HET. 310pOBBIC
TOOpPOBOJIBIIBI MPUHUMATH TepUpIyHOMHUIT B 03¢ 70 MI €XKEJHEBHO B TeueHue 14 mHEH.
HaGmonaembpie  HexennaTenbHBIE PEAKIMH  COOTBETCTBOBAIM  Mpoduiito  0€30macHOCTH

TepudIyHOMH 1A TIPU TpUEME TAIlUEHTaAMH C PACCESIHHBIM CKJIEPO30M.

Jleuenue

B ciydae 3HauMMOil 1EpEeNO3UMPOBKM WM OTPABICHUS Ui YCKOPEHHOI'O BbIBEICHUS
Tepu(IyHOMHIa PEKOMEHYETCsl IPUEM KOoJeCcTUpaMiHa UM aKTUBUPOBAHHOTO YIJISL.
PexoMennoBaHHOM MpOLETYPOM SBJISIETCA PUEM KOJIECTUpaMUHA B J103€ 8 T' 3 paza B CYTKHU B
TeueHue 11 nHeH, B ciydae IUIOXOM IEPEHOCUMOCTH ATOW JO03bl, MOKHO CHU3HUTH 03y
KojiectTupamMuHa 10 4 r 3 pa3a B CyTKM. B kauecTBe ajabTEpHAaTUBHOIO BapHaHTa MOKHO

MpUHUMATH 110 50 I aKTUBUPOBAHHOTO YIJIA KaxKple 12 4 Ha npoTsukeHuu 11 gHei.

S. ®APMAKOJIOIT'MYECKUE CBOMCTBA

5.1. ®apmakoaIuHAMH4YeCKHEe CBOICTBA
dapmakoTrepaneBTHUecKas rpynmna; IMMyHoOAepeccaHThl; CEJIeKTUBHbIE UMMYHO/IEIIPECCAHTBI.

Kon ATX: L04AA31

MexaHu3M AeicTBus

Tepudaynomug - MMMYHOMOLYJIUPYOIIHAN JIEKApCTBEHHBIN rpernapar c
IPOTHUBOBOCTIAJIUTEIBHBIMA ~ CBOWCTBAMH,  CEJIEKTUBHO M 00paTMMO  MHIMOUPYIOMINI
MUTOXOHJIpHAJIbHBIN (epMeHT auruipoopotaraeruaporenasy (JAI'O-/D), koTopsiii HeoOxoauMm
AU CHHTe3a nupuMuIuHa de novo. Takum o0pazoM, TepudayHOMH OJIOKUPYET Mpoudeparuto
CTUMYJIMPOBAHHBIX JUM(QOLMUTOB, JJIi KOTOPHIX HEOOXOIMM CHHTE3 NHpUMHUAMHA (e Novo.
TouHbIf MeXaHU3M, ¢ TIOMOIIBI0 KOTOPOTo TepU(IYHOMHU OKa3bIBAET CBOE TEPANEBTUYECKOE
JEUCTBUE TIPH PACCESTHHOM CKJIEPO3€, M3Y4YEH HEMOJHOCTBIO, HO OH MOXET BKIIOYaTh
YMEHBIICHNE YHciia aKTUBHUPOBAHHBIX JUM(OIMTOB B LeHTpaibHOI HepBHON cucteme (LIHC).
Bo3moxHO, 4TO TepudIyHOMH] YMEHBIIAET 4YHUCIO NepuPepudecKkux aKTUBHUPOBAHHBIX

JTUMQOIUTOB, KOTOpble MOTYT MuUrpuposats B [THC.

dapmakonuaamMmueckue YO EKTH

Bruanue na kxonuuecmeo uMMyHHbIX KIEMOK 6 KpOSU

BrnusHue Ha KOMMYECTBO MMMYHHBIX KJIETOK B KpPOBU: B XOJ€ IMIAaie00-KOHTPOIUPYEMBIX
WCCIeAOBaHUN TpueM TepuduyHOMUIa B 103¢ 14 Mr OaWH pa3 B J€Hb NPHUBOAWI K
HE3HAYUTEIIbHOMY CHIDKEHUIO CPEIHEro KOoJW4YecTBa JUMQOLUTOB B mepuepHuecKoil KpOBU

(Menee uem Ha 0,3-10%/1), KOTOpoe HAGMIOAATOCH B TEUEHHE TIEPBBIX 3 MECAIIEB JIEUEHHs, TTOCTIE

18



COOTBETCTEBYET ZKCNEPTHC
ot 03.09.2024 N= 18

4ero KOJU4eCTBO JUMGPOLUTOB B nepudeprueckoin kposH [0TalmIiBEYOBREIOEH HA K@MI:H}{HOM

MY OTHETY

YPOBHE M COXPAHSIOCh HA 3TOM YPOBHE JI0 OKOHYAHUS JICUCHUSI.
B KJIMHMYECKOM WUCCIICIOBAaHWH, Y TMAIUEHTOB, IOJIyYaBIIUX JICYCHHE TEPUPIYHOMHIOM,
COXPAHSJIUCh  aJIeKBaTHbIE HMMMYHHBIE pEaKkIMd Ha CE30HHYI0 IPOTHBOIPUIIO3HYIO
BaKIIMHAIIMIO, YTO COOTBETCTBOBAIO TMOJCP)KAHUIO PEAKIUM aKTHUBHOW HMMMYHHU3aIIWH.
[Tanmentsl B o0ewx rpynmax mnpuema TepuduyHomuga (7 Mr m 14 Mr B CyTKH) TMOCTE
BaKIIMHAIIMA JOCTUTAIN CEPONPOTEKTUBHBIX TUTPOB aHTUTEI: IMOcle BakmuHanuu Oonee 90%
MalMEeHTOB JOCTUTIU TUTpa aHTuTen >40 k mramvmam HiNi m B. J{ns mramma HsNo, tutpsr
aTuten >40 ObUTH AOCTUTHYTHI Y >90% manueHToB B Tpymie mpuMa TepuIyHOMHUAA B J103€
7 MI B CYTKU, U 'Y 7 7% ManueHToB B rpynie npuema TepudiyHomMuaa B 103e 14 Mr B CyTKH.

B nopyroM = paHIOMHU3MpOBAaHHOM,  JBOWHOM  CJENOM,  IUIANE00-KOHTPOIHPYEMOM
(hapMakoIMHAMUYECKOM UCCIICOBAHUH, IIPOBEJICHHOM Y 3JI0POBBIX JIOOPOBOJBIEB, OBLIT H3YUYEH
MMMYHHBIH OTBET HA BBEJCHHE NHAKTUBUPOBAHHON BAKIIMHBI POTUB OCIICHCTBA (HEOAHTUTEHA).
[To oOkOHYaHWHM CXEMbl BaKIMHAIIMK TEOMETPUYECKHE CpPEAHHE TUTPOB AHTUTEN K
aHTHpaOMYecKOol BaKIMHE (BaKIIMHE MTPOTUB OCIIEHCTBA) B rpyIine TepudryHoMuaa ObUTH HUXKE,
4eM B TpyHIe Iuianedo, JOCTUTasl MOCTBAKIIMHAIBLHOTO JICYEOHOTO COOTHOIICHUS 3HAYCHUH
TUTPOB aHTUTEN B Tpynmne TepudiyHOMHAa MpoTUB rpynnel mianedo [90% U],
cocrasisttoniero 0,53 [0,35, 0,81]. Ognako y Bcex HOOPOBOJIBIEB THUTPHI aHTUPAOUTHUYECKUX
aHTUTeN moclie BakiuHanuu Obutd Bhimie 0,5 ME/miu (TuTpa, SBIAIOMIErOCs MOPOTOBBIM IS
CepONpOTEeKIMK). B TOM ke WcclenoBaHUU, Y AOOPOBOJIBIEB, MOMYYaBIINX TepU(IyHOMUI,
CHOCOOHOCTH K MPOSIBICHHUIO KOXKHBIX PEAKIIMH TUIIEPUyBCTBUTEIILHOCTH 3aMEJIEHHOTO THIIa Ha
MOBTOPHOE BBEJCHWE TAKMX aHTUTEHOB, kak antureHel Candida albicans, Trichophyton wmu
OUUIICHHBIN JepuBar (MPOU3BOAHOE) Oenka TyOepKy/lIMHA, HE OTIMYaiach OT TaKOBOW Yy

T0OPOBOJIBIIEB TPYTIIIHI TIAIE00.

Bruanue na unmepean QT

B xonme mniane6o-KOHTPOIMPYEMOrO0 HCCIEI0BaHMs, MPOBEIEHHOIO C YYacTHEM 370pOBBIX
N00pOBOJBLIEB, TEPUDIYHOMUA NPU CPEAHMX KOHLEHTPALMAX B PABHOBECHOM COCTOSIHUM HE
MoKa3aJl Kakoro-i10o noTeHuuana s yummaenus uarepsaia QTcF nmo cpaBHeHMIo ¢ mianeo:
camoe OOJIBIIIOE CpeHee paziuyue Mexay TepudayHoMuaoM u 1ianedo coctaBmio 3,45 mc ¢
BepxHel rpanuneit 90%-ro q0BepUTENBHOTO MHTEpBasa, paBHOM 6,45 mc. IIpu 3TOM HHM OJHO
3HaueHue QTcF ne Obuto >480 McC, 1 HU OJTHO U3MEHEHHUE JJIUTEIBHOCTH 3TOr0 MHTEpBajia He

ob110 >60 MC 110 CpaBHCHHUIO C HCXOJAHBIM 3HAYCHHUCM.

Brusanue Ha YyHKYUIO NOYEYHbIX KAHAbYEB

B xome mmame00-KOHTpOIMpPYeMBIX wHccaenoBannii HaOmoganock 20 — 30% cHmkeHue
KOHIIEHTPAllMd MOYEBOM KHUCIOTHI B CBIBOPOTKE KPOBH Y TAIMEHTOB, MPUHUMABIINX
TepudIyHOMUJI, TIO CpaBHEHUIO C Tpymmol mianebo. CpeaHee CHIDKEHHE conepxkaHus ¢pocdopa

B CBIBOPOTKE cocTaBmsio okosio 10 — 15% B rpymnme tepudayHomMuaa mno cpaBHEHUIO C TPYIIION
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wiane6o. Takue 3¢ ¢exTsl cuuTaroTca CBS3aHHBIMU C| [[BefAEHIEM , IDTeHON KaHaAdBIeBOM

OKCKPCIUU U HC CBA3aHbI C UBMCHCHUAMU B (bYHKHHH IIOYCYHBIX KJIY60‘-IKOB.

Kimmanueckas 3dbdhekTUBHOCTE M 0€30I1aCHOCTE

O¢ddextuBHocts TepudayHoMuga Oblla MPOJEMOHCTPHpPOBAHA B  XOJE HCCIEIOBaHUI
EFC6049/TEMSO u TOWER, koTopble OBbUTM TOCBSIIEHBI OICHKE €XEIHEBHOIO IpHeMa
tepudayHomuaa B 103¢ 7 Mr u 14 mr y manuerTos ¢ PPC.

B mnenom 1088 mammentoB ¢ PPC Obumm panmomMusupoBanbl B uccienoBanune TEMSO s
npuema B Teuenue 108 uvenens tepudaynomuna B no3e 7 mr (n=366) win 14 mr (n=359), unu
npuemMa 1iane6o (n=363). Bce mnamueHThl WMENM YCTAaHOBJICHHBIM JHUAarHoO3 pPacCcesiHHOTO
ckiieposa (PC) (na ocnoBanuu kputrepueB Maxk/lonanbna (2001), peuuauBupytoiiee Te4YeHUE C
Wi 0e3 MpOorpecCUpOBaHus; MAMEHTHI MePEHECI, KaKk MUHUMYM, | penuauB B T€YEHHE roja,
MPEAIMIECTBYIOIIETO HUCCICIOBAHMIO WM, KaK MHHHMYM, 2 penuauBa 3a 2 roja,
MPEIeCTBYIOMIUX HccaenoBaHuto. [Ipy BKIIIOUeHUY B MCCIIe0BaHNE MAIIUEHTHI HMENU CPeIHUI
0amr no Pacmmpennoii mkane oneHku uaBanuausaiuu (EDSS — Expanded Disability Status
Scale) <5,5. Cpennuii Bo3pacT Hu3y4aeMoOl TpYIIbl MAlUEHTOB cocTaBisl 37,9 Jer.
BOJIBIIMHCTBO MAIMCHTOB MMEIH PEMUTTHPYIOIIYI0 (GopMy paccessHHOro ckieposa (91,5%),
TaK)ke ObLIM MPEICTaBJICHBI MOATPYIIIBI MAMEHTOB C BTOPUYHBIM Mporpeccupyrommm (4,7%)
WIKM  [pOrpeccUpyrole-peHuANBUPYIOIIMM  paccessHHbIM  ckiiepo3oM  (3,9%). Cpennee
KOJIMYECTBO OOOCTPEHMI B TEUEHUE TOfia Mepe/l BKIIOUYEHUEM B UCCIIEOBAHUE COCTaBIsLIO 1,4,
[P ATOM HCXOAHO Yy 36,2% manueHToB ObUIM OYarv, HaKaIUTMBAIONINE KOHTPACTHOE BEUIECTBO
ragonunuid. Cpennuii 6am o mkaine EDSS Ha MOMEHT BKIIFOUEGHHS B MCCIICIOBAHUE COCTABIISII
2,50. Cpennsisi IpOJIOJDKATEILHOCTh 3a00JIEBaHUSI C MOMEHTA TMOSBJICHHS TIEPBBIX CUMIITOMOB
obuta 8,7 ner. bonpmmHcTBO marnueHToB (73%) HE MPUHMMAO TMPENapaToB, U3MEHSIOIINX
TeueHue paccesHHoro ckiepoza (IIMTPC) B Tedwenme 2-x JneT meped BKIIOYCHHEM B
uccienoBanue. Pe3yabTaThl Hccne0BaHUS MIPEICTaBICHBI B TaOIuIlE 2.

AHanu3 OTHAJIECHHBIX pE3YyJbTAaTOB, IMOJYYEHHBIX B XOJI€ JOJITOCPOYHOIO JOMOJHUTEIBHOTO
kinHnYeckoro wucciuenoBanus TEMSO (meamana oOmiell MpOAOKUTENIBHOCTH — JICYCHHS
cocTaBujia MPUOIMZUTENTHHO 5 €T, MaKCHUMallbHas MPOJOKUTEIBbHOCTh JICUEHUSI COCTaBMIIA
MPUOJM3UTENHHO 8,5 JIeT) HEe BBISIBUJI HOBBIX WM HEOKUJAHHBIX JTAHHBIX MO 0€30MacHOCTH
npenapara.

B nenom 1169 mammentoB ¢ PPC Opun BkimtoueHsl B uccinenoBanne TOWER s mpuéma
tepudayHomuaa B go3e 7 mr (n=408) wim 14 mr (n=372), wnim npuema tiarne6o (n=389).
JIMUTeNnbHOCTh JICUeHHs] cocTaBwiia 48 HeAeNb MOCJEe BKIIOUEHMs TMOCIETHEro namnueHta. Bee
MAlMEeHThl UMEJIH YCTAaHOBJICHHBIM JUArHO3 PACCESHHOTO CKJIepo3a (Ha OCHOBAaHWHM KPUTEPHEB
Maknonansaa (2001), peunauBupyroliee TeYeHUE ¢ WIK 0e3 MPOrpeccHy, U MEpeHECIH, Kak

MHWHUMYM, OJWH PpPE€OUIUB B TCUCHUC Troaa, MPCAMICCTBYIOMIECTO HCCICAOBAHHUIO, HWIIM, KakK
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MUHUMYM, 2 peuuauBa 3a JIBa roaa nepen ucduenoBaHipgML il BEGUcHH B (UTeneH0BaHNe

nanueHTs umenu 6am mo Pacmmpennoit EDSS, cocraBnstommii < 5,5.

Cpennuii BO3pacT HCCIEIyeMOM TpymHmbl MHalUMeHTOB coctaBisul 37,9 ner. BonpmmHcTBO
MAUMEHTOB UMEHU PeUUANBUPYIOUIC-PEMUTTHPYIOMIMM paccestHHbIN cKiIepo3 (97,5%), Ho ObLIn
MOATPYNIMBl TMAlMEHTOB € BTOpUYHO-TIporpeccupyommm (0,8%) wuim mnporpeccupyroie-
PELUAUBUPYIOIINM paccestHHbIM ckiiepo3oM (1,7%). CpeaHee KOIUYECTBO PELIUIMBOB B TEUCHUE
rojia repes] BKIIOUYEHHEM B UCClieioBaHue cocTaBisuio 1,4. Menuana 6amioB EDSS y nanuenToB
Ha MOMEHT BKIIOYEHHMS B HccienoBaHue coctaBisia 2,50. CpenHss NpOAOKUTEIBHOCTh
3a00JIeBaHUs ¢ MOMEHTA TMOSIBJICHUS IEPBBIX CHMIITOMOB COCTaBisia § JeT. BOJbIIMHCTBO
nanueHToB (67,2%) He IPUHUMAIIO MPEnapaToB, U3MEHSIOIIUX TeUueHHE 3a00IeBaHMs, B TEUCHUE
2-X JIeT mepea BKIIOYCHHEM B HCCIEIOBaHHE. Pe3ylbTaThl HCCIEIOBAHUS TPEICTABICHBI B
Tadymue 2.

Tabnumna 2 — I'maBHble pe3ynbTaThl (AN yTBEpKACHHOW 103bl, momyssius [TT-nmamueHTsl,

HayaBIIIUE JICUCHUE)

Hccaenosanue TEMSO HccaenoBanne TOWER
Tepudmynomun Ianeo Tepudaynomuy Ianeo
14 mr 14 mr
KomnyecTBo manueHToB 358 363 370 388
Kiaunnyeckue ucxoanbl
CpenHeronE)Baa 4acToTa 0,37 0,54 0,32 0,50
obocTpeHuit
Abeomomnoe cruoicenue 0,17 (-0,26, —0,08)*** 0,18 (0,27, —0,09)***

pucka (95% JIH)

[TpoueHT nanueHTos 0e3
PELUIUBOB MO COCTOSHUIO 56,5% 45,6% 57,1% 46,8%
Ha 108 Hexemo

OTHOCHUTENBHBIN PUCK

([ a5%)

IIpoueHT manueHToB, y
KOTOPBIX UMEJIO MECTO
ycToiumnBoe (B TeueHue 12
HEZIeIb)
IIPOrpeCcCUpOBaHUE
MHBAIUAU3ALNHN IO
cocrosiHuIo Ha 108
HEZIEII0

OmHoweHue puckos,
paccuumaHHoe Ha OCHOBe
KPUBLIX BbIHCUBAHUS
Kannana-Meiiepa ([{Hos%)
no cocmosnuio na 108
Heoelo

[TporieHT ManueHToB, y
KOTOPBIX UMEJIO MECTO
ycToiumnBoe (B TeueHue 24
HEJIEh)

0,72 (0,58, 0,89)** 0,63 (0,50, 0,79)**

20,2% 27,3% 15,8% 19,7%

0,70 (0,51, 0,97)* 0,68 (0,47, 1,00)*

13,8% 18,7% 11,7% 11,9%
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POrPECCUPOBAHNE (NOCNEQCBATENEHOCTY 0003)

WHBAJININ3ALNHN 11O
coctosgHMo Ha 108
HEZEIII0
OmHowenue puckos,
paccuumaHHoe Ha OCHOGe
KPUBbIX 6bIICUBAHUS
Kannana-Meiiepa ({Hos%)
Koneunsbie Toukn MPT (MarHnTHO-pe3oHaHcHasi ToMorpadusi)
M3menerne BOD wuexenslos’ 0,72 | 2,21

Hsmenenus 6704%**
OmHOCUmMeNbHO Niayebo
CpenHee KOJIUYECTBO
04aroB, HAKAIIMBAIOIIUX
I'n (ramonuumit) HA
ckaHorpamme K Hea. 108

Hzmenenus
omnocumenvro  naayebo| —0,80 (1,20, —0,39)****

(HH95%)

KoanyecTBo OTAENBHBIX
aKTUBHBIX 0YaroB Ha 0,75 2,46
CKaHOIpaMMe

H3zmenenus
OMHOCUMENbHO Naaye60 69% (59%, 77%)****

(HH95%)
[Tpumevanus: **** — p <0,0001, *** — p <0,001, ** — p <0,01, * — p <0,05 B cpaBHECHHH C

0,75 (0,50, 1,11) 0,84 (0,53, 1,33)

0,38 1,18 He omnpenensiiocs

maneoo;
! _BOD: 06mmit 06bem ouaros B M (T2 u runounTeHcHBHBIX T1)

Dppexmusnocms y nayuenmos ¢ blCOKOU aKMUBHOCMbIO 3A001e8aAHUS

B wuccnenoBannn TEMSO B moarpymme nanudeHTOB C BBICOKONW aKTHBHOCTBIO 3a00JIEBaHUS
(n=127) mnaOmromancst ycToHuuBbIM d(pdekT Tepanuu TEepUPIYHOMHIOM B OTHOIIECHUH
ob0octpenuit PC u ycroitunBoro (B TeueHue 12 Henenb) MporpeccupoBaHys WHBaIUAU3auu. B
COOTBETCTBHUH C AU3AIHOM HCCIEI0OBAHUS BHICOKAs aKTUBHOCTH 3a00JIEBaHUS OMpEesaiach Ipu
Hanuyuu 2 wian Oojiee pPElUIMBOB B TEUEHHE ToJa C BHU3yalIM3alded OJHOTO WU Oojee
HaKaIJIUBaIOMX ragoauHuii ouaroB Ha MPT romnoBrHoro mo3ra. [Togo0HBIi aHanu3 moarpymi B
uccnenoBann TOWER nHe npoBoauiics, Tak kak He ObuT0 mosrydeHo nanHbix MPT.
OTCyTCTBYIOT JaHHBIC O TAITMEHTAX, HE OTBEYAIONINX HA MOJHBIM U aeKBaTHBIM KypC JICUCHHS
(B cpenneM 1 ronm tepanuu) Oera-uHTEp()EPOHOM, U UMEIONMIUX KaK MUHUMYM | peluauB B
TeUEHHEe TPEeABIAYIIero Trofga Ha (oHEe Tepamuu, U Kak MUHUMYM 9 T2-runepuHTEHCHUBHBIX
ouaroB Ha MPT ronoBHOro Mo3ra win, Kak MUHUMYM, | ouar, HaKarjIuBalOIIUM raJoJMHAN, UITU
0 TMAaIMeHTaX, y KOTOPBIX YacTOTa BO3HUKHOBEHHS OOOCTpEHUN HE W3MEHWIACh WIIHN

YMCHBIINJIACH B TCUCHUC IMPEABIAYIICTO I'ola NP CPaBHECHUU € IPCAbLAYIITUMU 2 rogamMu.
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Knunnueckoe uccnenosanne TOPIC Obino ABONHHBIM [(CHENHM] (IEIANE00L KOHTPOIAPYEMBIM

UCCIICIOBAaHUEM, B XOJE KOTOPOrO OIIGHWBAIM IPHHUMAaeMble OAMH pa3 B CYTKH J03bI
tepudayHomuaa 7 mr u 14 mr B teuenue 108 Henenp mamueHTaMu C TMEPBBIM KIMHUYECKUM
JEMUEITUHU3ZUPYIOIUM 31U30/10M (cpennuit Bo3pacT 32,1 ser). OCHOBHBIM KPUTEPUEM OLIEHKH
OBLJIO BpeMsl 110 BTOPOr0o KIMHHUYECKOro 3mu30aa (peuuauBa). B oOmel crnoxHOcTH 618
MAIMEHTOB OBUIM PAHIOMH3UPOBAHBI B TPYIIIIKI, Iodydatontue 7 Mr (n=205) unu 14 mr (n=216)
tepudayHomuaa, wid 1miane6o (n=197). Puck BTOpOro KIMHHYECKOTO OOOCTpPEHHS Ha
nporsbkeHun 2 netT cocrtaBunl 35,9% B rpymme mnane6o u 24,0% B rpynmne JiedeHUsS
TepudyHOMHIOM B J103€ 14 mr (oTHOmIeHue puckoB: 0,57, 95% noepurenbHbiii nHTEpBa: 0,38
— 0,87, p=0,0087). Pe3synbrarhl, noiayueHHble B Xxoie kiauHu4eckoro uccienoBanus TOPIC,
noatBepAuwn  3G(GEeKTUBHOCTh TepuayHOMHUIA TNpU  PELHUAUBUPYIOIIEC-PEMUTTUPYIOIIEM
paccessuaoM ckiepo3e (PPPC) (B Ttom umcine npu panHem PPPC ¢ mepBbIM KIMHUYECKUM
JNEeMHUETMHU3UPYIOMUM 31H30/10M 1 MPT-ouaramu pa3nu4HoOi 1aBHOCTH U JIOKAIU3AIIUN).
O¢ddexTuBHOCTE TepudIyHOMUAA CpaBHUBAIU C I(PGEKTUBHOCTHIO TMOIKOXXHOTO BBEACHUS
uHTephepoHa 6era-la (B peKOMEHIOBAaHHOM J103€, COCTABIAIONIEH 44 MKT, TpU pa3a B HEAETIO) B
pamkax wuccienoBanuss ¢ ydactuemM 324 manumentoB (TENERE). Munumanehas
IIPOJOJKUTENBHOCTD JIeUeHUsI cocTaBuia 48 Henenb, MakcuMaibHas — 114 Henens. Bpemsa no
TepaneBTHYECKON Heynayu (TMOATBEPKICHHBIA PElUAMB WIM TOJHOE MpEeKpalleHue JeUeHUs,
HE3aBHCUMO OT TOT'O, YTO IIPOM3OILIO B IEPBYIO OUepe/ib) ObLIO MEPBUYHON KOHEUYHOM TOUKOM.
KonnuecTBo manueHToB, OKOHUYATENBHO MPEKPATHBIIMX JIeYeHHE, B Tpymie TepudayHoMuaa
14 mr cocraBmio 22 u3 111 (19,8%). [puunnamu Obuin Hexenatenbhbie sBiaeHus (10,8%),
HegocraTouHas ¢ dextuBHOCTh (3,6%), Apyrue npuunssbl (4,5%) 1 moteps Ans NadbHEHIIEro
Habmoenus (0,9%). KonnuecTBo nanueHToB, OKOHYATEIbHO MPEKPATUBIINX JIEYECHHUE, B TPYIIIE
untepdepona Oeta-la coctaBuino 30 u3z 104 (28,8%). [lpuunHamMu OBIIM HEXenaTeIbHbIC
apieHus (21,2%), wHemocratouHas »s¢dextuBHocTh (1,9%), apyrue npuuunbsl (4,8%) u
HEBBITNOJHEHHE ycnoBuil poTokona (1%). CTaTuCTHYeCKH JOCTOBEPHBIX OTIUYHNA IO BIMSHHUIO
Ha MEPBUYHYIO KOHEUYHYIO TOUKY MexAy TepupiayHomuaoM 14 mr/aeHp u n/k uHTEphEpOHOM
Oera-la 44 Mr B CcyTku He ObUIO BBIABIEHO. [IpOIIEHT MAlMEHTOB C MOATBEPIKICHHOM
TepaneBTUUECKON Heynadei k 96-oif Hexene nmo merony Kammana-Meiiepa cocraBun 41,1% Ha
¢done tepudmynomuna 14 mr mo cpaBHeHutro c 44,4% wna ¢one uHTepdepoHa Oeta-la
(p=0,5953).

Ilpumenenue y oemeii
Knununueckue nanHele 00 3((eKTHBHOCTH M 0E30MAaCHOCTH MPUMEHEHHUs TepUQIyHOMHIA Y

JIeTEN ¥ IOIPOCTKOB B BO3pacTe A0 18 jeT oTCyTCTBYIOT.
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5.2. @dapmakoKHHeTHYeCKHe CBOHCTBA (MOCNEOOBATENEBHC

AOGcopOrms
buonocrymaoctes mpemnapara mpubmusutensHo 100%. Ha ¢doHe kypcoBoro mepopalbHOTO

npueMa TepU(UIyHOMHUIA CpeJHEee 3HAYeHHE BPEMEHU JOCTHXKEHHMsS MaKCHMAalbHBIX
KOHLEHTpalui B IU1a3Me KPOBH (tmax) cocTaBisieT oT 1 10 4 u.

[Tuma He oka3bIBaeT KIIMHUYECKHA 3HAYUMOTO BIUSHHUA HA (apMaKOKHHETUKY TepupIyHOMHIA.
Ilocne mpuema BHYyTpr 7 Mr u 14 Mr tepudiayHoMHIAa €ro CHCTEMHas HKCHO3HMLIUSA
YBEIMYUBAETCS IPONOPLIUOHAIBHO JO3€.

Ha ocHOBaHMM  CpeJHMX  INPOTHO3MPOBAaHHBIX  (PaPMAKOKMHETHMYECKMX  [1apaMeTpoB,
paccyMTaHHBIX Ha OCHOBAaHMM aHaju3a momyasnuoHHon QapmakokuneTuku (PopPK) c¢
HCIOJIb30BAHUEM JIaHHBIX O 3JOPOBBIX JOOPOBOJIBLAX U MALUEHTaX C PacCESHHBIM CKJIEPO30M,
npu  npueMe TepudUIyHOMHAA HAONIONAIOCh MEAJICHHOE JIOCTIDKEHHE PaBHOBECHOM
KOHIIEHTpauuu (npubausutensHo 95% paBHOBECHOM KOHIEHTpAaLMU JIOCTUIAETCsl depe3
100 nmmeit (3,5 mecsma)), a mpeanonaraeMelii K03 uuueHT HaKoIUIeHUsT TepudIyHOMUIA TIPU
JOCTHKEHUH PaBHOBECHON KOHIIEHTPALIMK COCTaBIsAeT 34 (IpU OLIEHKE MO IUIOIAAH 1101 KPUBOM

«koHueHTpanus — Bpemsi» (AUC)).

Pacnpenenenue

Tepudaynomun B Beicokoii crenenu (>99%) cBs3bIBaeTcs ¢ OelKaMH T1a3Mbl KPOBH, BEPOSATHO,
¢ aTbOyMHHAMH, U, PEUMYIIECTBEHHO pacmpeaeisiercs B azme. O0beM pacipenecHHsl oCie

OOHOKPATHOI'O BHYTPHUBCHHOTO BBCACHU IIPCIIapaTa COCTABIIACT 11 n.

buorpaucdopmarms

Tepudaynomua ymepeHHO MeTaOOJIM3UPYETCS U ABISETCS €AUHCTBEHHBIM BEIIECTBOM, KOTOPOE
orpeJiesigeTcsl B IJla3Me KpOBH. [J1aBHBIM myTeMm OuoTpaHchOpMaluu il HE3HAYUTEIbHOTO
KOJIMYeCTBa METa00IUTOB TepudayHOMUIa SIBISETCA THAPOJIU3 C OKUCIEHHEM B KauecTBE
BTOPOCTENIEHHOT0 MyTH MeTabonu3Ma. BropocreneHHble IMyTH MeTabonIM3Ma BKIHOYAIOT

okucienue, N-aleTunupoBaHue U KOHBIOTAIUIO C CYJIb(aToM.

OnuMUHAIM

TepuduyHomMua BbLAETSETCS 4Yepe3 JKENyA0UYHO-KUIIEUYHBIH TPakT, B OCHOBHOM, C JKEIYbIO B
HEM3MEHEHHOM BHJIE W, BO3MOXKHO, IIyTeM MNpsIMON cekpenuu. B Tedyenue 21 aHA BBIBOAHUTCS
60,1% ot mpuHATON 03Bl Mpenapara, IpUYeM 4Yepe3 KeTyJOYHO-KUIIEUHBIH TPaKT (C KajoM)
37,5% wu yepe3 mouku (¢ Mouoit) 22,6%. [Ipn mpuMeHEeHHN YCKOPEHHOHN NPOIIEyPHl BHIBEICHUS
TepuIyHOMUZAa C TPUMEHEHHEM KOJEeCTUpaMUHa, JIOTOJHUTENbHO Bbiiensercs 23,1%
(B ocHOBHOM c KaioMm). [locrme OZHOKpPaTHOTO BHYTPHUBEHHOTO BBEIEHHUS OONIMIA KIMPEHC
TepuIyHOMHU A U3 opranusmMa coctasiuset 30,5 min/y.

TepuduyHomua MeUIEHHO BBIBOAUTCS M3 IUIa3Mbl KpoBHU. be3 yCKOpeHHOW mpoueaypbl

BBIBECICHUA TepI/I(b.]'IYHOMI/I)Ia JOCTMIKCHUE KOHICHTpAIIUU TepI/I(l)J'IYHOMI/I,I[a B IIJIasM€ KPOBHU
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meHee 0,25 Mr/nm 3aHuMaeT B cpegHeM 6 MdcsieB, &|A%-33EAHIERITARBEBIX Tf;_aﬁ_uﬁmnﬁ B

MY OTHETY

KIUpeHce TepuIyHOMUIa OHO MOXKET 3aHATh 10 2-X JIeT.

BriBenieHre MOKeT ObITh YCKOPEHO € TIOMOIIIBIO OJJHON U3 CIeIYIOUINX IPOLEaAyp:

e [Ilpuem BHYTpb KOJIECTHpaMHHA MO 8 T Kaxable 8§ yacoB B TeueHue 11 gueid. Eciu npuem
KoJecTupaMuHa 1o 8 T 3 pasza B JE€Hb IUIOXO MEPEHOCUTCS MAIeHTOM, MOXET OBITh
MCII0JIb30BaHa CXeMa IpUeMa KOoJIECTUPaMMHA 110 4 T KaK/Jble 8 4acoB.

e [Ipuem BHyTpb 50 I opoLIKa aKTUBUPOBAHHOIO YTl Kaxable 12 yacoB B TeueHue 11 nHeit.
Ecnmn kakag-mubo mpouenypa YCKOPEHHOTO —BBIBEACHHUS Tepu(pIyHOMHIA IUIOXO
MEPEHOCUTCS MAUEHTOM, U €CIIM HET HEOOXOAUMOCTH OBICTPOrO CHUKEHUSI KOHLIEHTPALIUU
TepuIyHOMHUAa B IUIa3ME€ KPOBH, TO KOJECTHPAMHUH M AaKTUBUPOBAaHHBIA YIroOJib HE
00s3aTeNbHO MPUHUMATD €XKEIHEBHO.

KonectupamuH W aKTHBUpPOBAaHHBIM Yroib MOTYT OKa3bIlBaTh BIUSHUE Ha BCACHIBAaHUE

ACTPOT€HOB U IPOreCTareHOB, I[O3TOMY HEJb3sl TapaHTUPOBATh HAJEKHYIO KOHTPALEHIIHIO

OpaJIbHBIMU KOHTPALIETITUBAMHU BO BpeMsl MIPOLIEYypPhl YCKOPEHHOTO BBIBEJICHHS TepudIyHoMuaa

C TOMOINBIO KOJIECTUPAaMHUHA WM aKTHUBHUPOBAHHOIO YIJs. PexkoMmMeHIyeTcs HCIoNb30BaTh

aIbTepHATHUBHBIC METO/IbI KOHTPALICTILIHH.

[Ipouenypy ycKOpeHHOro BbIBeIEHHUS TEepU(DIYHOMHAA MOXHO TaKXe BBIIOJIHATH B JH000E

BpeMs IOCJIe NMPEKPaIleHUs TEPANUU TPEAPATOM.

K xonmy 11 nneld o0e cXeMbl J€UEHHs YCIEIIHO YCKOPSUIM BBIBEJCHHE TEpUQPIYHOMH/A,

MIPUBOJIS K CHUKEHHIO KOHIIGHTpAIMK TepuQIIyHOMHUIa B MJIa3Me KpoBu Oosee yem Ha 98%.

Ecnu mamueHt oTBedan Ha JiedyeHHE TEPUQPIYHOMUIOM, MPUMEHEHHUE YCKOPEHHOW MPOIeIyphl

BBIBEICHUSI TEPUQPIIYHOMHUIA MOXKET MPUBECTU K BO3BPAIIECHNIO aKTUBHOCTH 3a00JI€BaHUSI.

IlonoBas MpUHAAIEKHOCTh, MAIIMEHTHI IOKUIOI0 BO3pacTa

Ha ocHOBaHUM pe3ynbTaTOB MOMYJALMOHHOTO aHain3a (apMaKOKMHETHKH Y 370POBBIX
JNOOPOBOJIBLIEB M Y MALIMEHTOB C PACCESIHHBIM CKJIEPO30M OBLJIO BBISBIEHO, HECKOJIBKO MPUUUH
BHYTpEeHHEN BapHaOenbHOCTH (hapMaKOKMHETHYECKMX IOoKas3aTesel: Bo3pacT, Macca Tena, Mod,
paca ¥ KOHIIEHTpaluu anbOyMuHa 1 OunupyOrHa B KpoBU. TeM He MeHee, X BIUSHUE OCTAeTCs

OrpaHHYEeHHBIM (M3MeHEeHHE (hapMaKOKHMHETHIECKUX mokasatenei < 31%).

IleueHouHas HEAOCTATOYHOCTH

[leyeHouyHast HEAOCTATOYHOCTb JIETKOM M CpeJHEM CTeneHH He OKa3blBaeT BIMSHUS Ha
¢bapmakokuHeTUKy TepudyHoMuaa. [1oaToMy KOppeKuMH 03Bl y MAlMEHTOB C MEYSCHOYHOM
HEJOCTaTOYHOCThIO JIETKOM M CpelHed CTemneHu He mnpeanonaraercs. PapMakOKHMHETHKa
Tepu(IyHOMHUA Y MALMEHTOB C TSHKEJIOW MEeYSeHOYHOH HEeJTO0CTaTOYHOCThIO HE M3ydalach (CM.

paznen 4.3.).
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Tsoxemass  modeyHast HEAOCTAaTOYHOCTh HE OKa3bIBA€T BJIIUAHUA Ha (bapMaKOKI/IHCTI/IKy

tepudyHomuga. I[lodToMy KOppeKmuu J103bI

HEAOCTATOYHOCTBHIO HE Tpe6yeTc;I.

6. ®APMAIIEBTUYECKHAE CBOMCTBA

6.1. IlepeueHb BcoMoOraTejlbHbIX BelleCTB

Snpo TabIeTKu:

I'mnpomeriosa
Kapbokcumernnkpaxmai HaTpust
JlaxT03BI MOHOTHIPAT

[enron03a MUKpOKPUCTAJUIMYECKAS]
Hatpus creapundymapar

Maruus creapat

BcriomorarensHble BentecTsa (000J104Ka):

Y HOanucHTOB

C TSOKEIOW NOYEeYHOU

I'otoBoe mienounoe nmokpeitue Wincoat WT-1447 BLUE, coctosiee u3:

I'unpomennosza
Makporoa 3350

Tanpk

Turana quokcun (E 171)

Kpacurens 6punnmrantoBslii romy6oit (E 133)

6.2.

He nmpumenumo.

HecoBMecTUMOCTEL

6.3. Cpok roaHoctu (CpoK XpaHeHHs )
2 roxa.
6.4. Oco0ble Mepbl MPEIOCTOPOKHOCTH NMPH XPAHEHUH

XpaHuTb Ipu TeMriepatype He Bbime 25° C.

6.5.

XapakTep M cojep:KaHue NEPBUYHOH YIIAKOBKH

ITo 10 TabGnerok B OnucTep U3 MIICHKHU MOJMBUHWIXJIOPUAHON U (OJIBIY aTFOMUHHEBOM.

IIo 1, 3umu 5 6JII/ICTCpOB BMECTC C JIMCTKOM-BKJIAJABIIIEM B ITAYKY M3 KapTOHA.

ITo 10, 30 unu 50 TabneTok B MJIACTUKOBYIO OAHKY M3 MOJUATUIIEHTepedTanaTa, YKYIOPECHHYIO

HABUHYMBAIOIIECHUCS IJIACTUKOBOW KPBIIIKONW W3 MOJIUATUIECHA BBICOKOW IJIOTHOCTH M HU3KOIO

AABJICHUA C KOHTPOJIEM MEPBOTIO0 BCKPBITHA. Ha 6aH1<y HaKJICUBAKOT DTUKCTKY H3 6yMaFI/I nucuei

HIJIIN BTHKeTO‘IHOﬁ, WM CaMOKIJICAIIYIOCA OTUKETKY.

ITo 1 Ganke BMECTE C IMCTKOM-BKJIABIIIEM B MMaYKy U3 KapTOHA.
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6.6. OcoOble Mepbl NPeIOCTOPOKHOCTH  NPH [|[YHATTOMCHANE [ ICTI0TE30BAHA0r0

JIEKAPCTBEHHOI'0  Ipenapara WIH O0TX0A0B, IOJYYEHHBIX I0CJe IPUMEHEHUs
JICKApCTBEHHOI'0 NPenapara u Apyrue MaHUIyJSILUH C MIPENapaToM
Becw ocTaBmmiics JIEKapCTBEHHBIN IpenapaTr U OTXO/bI CIEAYET YHUUTOXKUTh B YCTAHOBICHHOM

IOpAAKE.

7. JAEPKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA

Poccus

000 «32aBanca Dapmay

308010, benropojackas 00:1., MyHHIIMNAIBHBIA paiioH benropoackuii, r.n. mocenok CeBepHBIH,
nrt. CeBepHblii, yi. bepe3osas, 31. 5.

Ten.: +7 (4722) 20 23 19

e-mail: factory@atcl.ru

7.1. IlpencraBuTe/ib AepKaTessi peruCTPAIMOHHOIO YA0CTOBEPEHUsI

IIperen3un HOTDC6HTGH€I71 HamnpasJATh 110 agApPECy:

Poccus

000 «2nBancy dapma»

308010, benropoackas 00:1., MyHHMIIMIIAJIbHBIA paiioH benropoackuii, r.m. mocenok CeBepHBIH,
urt. CeBepHblil, yi. bepe3osas, 31. 5.

Ten.: +7 (4722) 20 23 19

e-mail: factory@atcl.ru

8. HOMEP PETUCTPAIIMOHHOTI' O YJOCTOBEPEHUS

9. IATA NEPBUYHOMN PETMCTPALIMU (IOATBEPXIEHUSI PETUCTPALIUU,
INEPEPETUCTPALIUN)

JlaTa niepBOW perucTpanuu:

10. JATA HIEPECMOTPA TEKCTA

OOmiasi xapakTepuCTHKa JIEKapCTBEHHOro mnpenapata TepudiayHoMua-OaBaHC OOCTyIHA Ha
nHPOPMAIIMOHHOM TopTaje EBpa3uiickoro 3KOHOMHMYECKOIO €032 B HH(OPMAIMOHHO-

KOMMyHHUKaImonHou cetu «uTepuer» http://eec.eaeunion.org/.
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