COOTBETCTEYET 3KCMEPTHOMY OTYETY
o 18.07.2024 N= 14727
OBIIAS XAPAKTEPUCTUKA JIEKAPCTBEHHOGFOTIPERAPATA 1002

1. HAUMEHOBAHUE JEKAPCTBEHHOI'O IIPEITAPATA
TEPUDJIIYHOMUI-XUMPAP, 14 mr, TabneTKH, TOKPHITHIE TNIEHOYHON 0007I09KOM

2. KAYECTBEHHBI 1 KOJIMYECTBEHHBIA COCTAB

JeticTBytolmee BemecTBo: TepudIyHOMU/T

Kaxxnast Tabierka, MOKpbITasi INICHOYHON 000JI0UKOM, Coep UT 14 Mr TepudayHomMua.
BcnomorarenbHble BelllecTBa, HATMYUE KOTOPBIX HAJ0 YUYHUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: jiaktosa (cMm. paszuen 4.4).

[TonHbI IepeyeHb BCIIOMOraTeIbHbIX BEIIECTB IPUBENIEH B paznene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, MOKPHITHIE TNICHOYHOH 000I0UKOM
Kpyrible ABOSIKOBBIMYKIIbIE TaOJIETKH, MOKPBIThIE IUICHOYHOW 00osoukoil roiyboro 1msera. Ha

IIOIICPCHHOM Pa3pe3€ AP0 Ta0JIETKH OEJIOro WiIK IIOYTH OEI0ro OBCTA.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3zaHusl K IPUMEHEHHUIO
[Ipenapar TEPUDIIYHOMUA-XMMPAP nokazan mjig Jie4eHUsT B3POCIBIX MALHUEHTOB C

pPeLUINBUPYIOLIE-PEMUTTUPYIOILUM paccestHHbIM ckiiepo3oM (PPPC).
4.2. PexxuMm 103MpOBaHNs U c1IOCO0 NPUMEHEHUs!

PexxuM 103upoBaHus

PexomennosanHnas no3a npenapata TEPM®OJITYHOMU/I-XUMPAP cocrasnser no 14 mr 1 pa3 B

CYTKH.

Oco0ble TPVIIILI TAIUEHTOB

IIpumenenue y nayuenmoes noxicunio20 603pacma
[Tpenapat TEPUOIITYHOMU/I-XUMPAP Heo6xoauMo Ha3HauaTh C OCTOPOKHOCTHIO B CBS3U C
HE/IOCTaTOYHBIM KOJMYECTBOM JIaHHBIX 00 J(PQEeKTUBHOCTM U 0O€30MacHOCTH B JIaHHOM

BO3PACTHOM TpyIIIIE.

IIpumenenue c napyuenuem QynKkyuu nevenu

JUis MaliueHToB ¢ JITKUM MM YMEPEHHBIM HapylleHneM (DyHKIMH MEeYeHH KOPPEKLHUs 1035l He
TpebyeTcs.

[Ipemapatr TEPUDJIIYHOMUI-XUMPAP  npoTHuBomokasaH malMeHTaM C  TKEIbIM

HapylieHneM (QyHKIUHU TIeUYeHH.
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Ipumenenue c napywenuem ynKyuu novex (MOCINELOBA

s manueHToB € MOYEYHOM HEAOCTATOYHOCTBIO JIETKOM, CPEIHEN WM TSKEJION CTEIECHU, HE
HAXOJAIIMXCS HA TeMOIUaIN3€e, KOPPEKIMHU O3Bl HE TpeOyeTCsl.

ITanmeHTHI ¢ TOYEYHOH HeTOCTAaTOYHOCTRIO TSHKEIION CTEIIEHH, HaXOAIecs] Ha TeMOInaIn3e, He
MPUHUMAJIH YY9aCTHUsI B KJIMHUYCCKUX HUCCIeAOBaHUAX. TepudryHoMu ] MpOTUBONIOKAa3aH TaHHON

KaTCropmu nanucHTOB.

eTH
[Ipenapatr TEPUDJIIYHOMUA-XNUMPAP nipoTuBonokasaH y 1€Teil U moJIpOCTKOB B BO3PACTE 110
18 ner. besonacHocth U 3¢ (HeKTUBHOCTH TepU(IIyHOMUA y A€TEl U MOJPOCTKOB B BO3pacTe /10

18 sier He ycTaHOBIIEHA.

Cnoco0 npuMeHeHus

Bnytps.

TabneTku CJICAYCT IPUHUMATh LCIINKOM, 3allNBas BOI[Oﬁ, HCE3aBUCHUMO OT IIpUCMa IMHUIIH.

4.3. lIlpoTuBONOKA3aAHHUS

e [umepuyBcTBUTENBHOCTE K TepupiayHOMHUAY, JepayHOMHIYy WIM K J00oMy H3
BCIIOMOTATEJIbHBIX BEIIECTB, MEPEUNCICHHBIX B pa3nene 6.1.

e Tsxemast meueHo4YHasi HeoCcTaTOYHOCTH (Kiace C mo kinaccudukanun Yainn-I1s10).

e TsKenpli UMMYHOJACQHUIMT, HANpUMEp, CHHIPOM TNPHOOPETEHHOTO HMMYHOAe(HIHTA
(CIIN o).

e TsKenoe HapylIeHHE KOCTHOMO3TOBOTO KPOBETBOPEHUS WIIH KIIMHUYECKH 3HAUNMAasi aHEMHS,
JeKONEeHUsI, HEUTPOIEHUs UM TPOMOOIIUTOIIEHUSI.

e Tsmkemas  mouyeyHass  HEJOCTATOYHOCTh,  TpeOyIoImIas  TPOBEACHUS  IeMOJHan3a
(HEIOCTaTOYHOCTh KIMHUYECKOTO OIBITA IPUMEHEHHS).

e  TsKenble aKTUBHbIE HH(PEKIIUN JO MOMEHTA BBI3ZIOPOBJICHHUS OT HUX.

e Tsxenas runonporenHeMus (Hanpumep, Npu HeGPOTUUECKOM CUHIPOME).

4.4. OcoOble ykazaHusl 1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH
JleuyeHne JOIKHO MTPOBOIUTHCS 1O HAOIIOAEHUEM Bpada, IMEIOIIETO OTBIT JICYSHHUS TTAIlHeHTOB

C paCcCCAHHBIM CKJICPO30M.

MoOHHUTOpPUHT

Jlo Hayana yiedeHus cieayeT NPOBECTH CIAEAYIOUINE UCCIeT0BaHU:
e  K3MEpEeHHE apTEepPHaJIbHOTO J1aBJICHUS;

e  ompeneieHHe aKTUBHOCTH ajlaHnHaMUHOTpaHcdepasbl (AJIT);
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e  00muiA aHaTU3 KPOBH C MOJCYECTOM JICHKOI] TaDHOP'f: l&yc_rb;quﬁl‘;ll% %ﬁg@:@hgﬁn Roffiteretpa

TPOMOOIIUTOB B NepruepruIeCcKoil KPOBH.

Bo epemsa neuenus mepughnynomuoom ciredoyem peyisipHO KOHMPOIUPOBAmMs  Cledyioujue

napamempboi:

e AprepuanbHOE JaBJICHHUE.

e AxrtuBHocTh AJIT. Cnemyer onpenensTs aKTUBHOCTh (DEPMEHTOB MEUCHH KaXK/ble 2 HEJeIn
B TEUEHHE IEPBBIX 6 MECALEB TEpalMK M KaXAble 8 HEJENb I0CIE 3TOr0 MEepHoJa WM Ha
OCHOBAHMU KIMHUYECKHX MPU3HAKOB M CHMIITOMOB, TaKMX KaK HEOOBSCHHUMAs TOILIHOTA,
pBoTa, 00Jb B JKMBOTE, IOBBIIMIEHHAs YTOMJISEMOCTb, AHOPEKCHS WM KENTyXa W/WiIn
notemHeHnue mouu. [Ipu ypoBusx AJIT B 2—3 paza Belne BepxHel rpanuibl HopMbl (BI'H)
MOHMTOPHHT CJIEJyeT IPOBOJIUTH €KEHEIEIbHO.

e B ciyuae mosiBieHUS HOBBIX CHMIITOMOB W INPHU3HAKOB (Hampumep, MH(EKIHN) BO BpeMs
JedeHust HeOOXOIMMO BBIIIOJHUTH OOUIMI aHAJM3 KPOBH C MOJCYETOM JICUKOIUTAPHON

dbopMyIibl U OmpeieieHneM KOJIMYeCTBa TPOMOOIIMTOB B Niepu(eprudecKkoil KpOBH.

Ilpoyedypa yckopenno2o evigedeHuss mepu@iyHomMuoa uz opeaHusma

TepudryHOMUT MEJICHHO BEIBOJMTCS U3 IJIa3Mbl: KOHIICHTPAIIUH B IJIa3Me JOCTUTAIOT 3HAYCHUI
ke 0,02 Mr/i1 B cpeHeM 3a 8 MecsIeB, XOTS W3-3a MHAUBHIYAIbLHBIX OTKIOHEHUH B IpoIiecce
BBIBE/ICHUS JICKAPCTBCHHBIX BEIIECTB BBIBEICHUE MOXKET JUTUTHCS JI0 2-X JIET.

BeiBeneHre mpemnapata MOKHO YCKOPHUTh C TOMOIIBIO TPOIEAYPhl YCKOPEHHOTO BBIBEICHUS
TepuQIyHOMHUIa, ONMKUCAHHOW B paszzene 5.2, mMpUBOIAIICH K CHIKEHHIO Oonee yem Ha 98 %

KOHIEHTpaluu TepudIyHOMHIa B I1a3Me KPOBH.

lleuenounas nedocmamoyurnocmeo

Y nanueHToB ¢ IMEYEHOYHOM HEAOCTATOYHOCTBIO JIETKOM WM CPEINHEW CTENEHU TKECTH
KOPPEKIHs 1036l He TpeOyeTcs.

TepudayHomua npoTUBONIOKA3aH NAIUEHTaM C TSDKEJIOW MeYeHOYHOW HE0CTaTOYHOCTHIO.

Y nanueHToB, NPUHUMABIIMX TEepU(DIYHOMHJ, HAOIIOJAIOCh MOBBIIIEHUE AaKTUBHOCTU
dbepmenToB neyeHu. [ToBeimeHust akTuBHOCTH AJIT B OCHOBHOM OTMEUAIIUCh B TEUEHUE TIEPBBIX
6 MecsueB JeueHus. B monoBuHE ciaydaeB MOKa3aTeNd BEPHYIMCh K HOpME 0€3 OTMEHbI
npenapara. B KIMHHUUECKHUX UCCIIEOBAHUAX TPUMEHEHNE Tepu(IyHOMUAA MPEKPaIiagoch, eCiu
noBbiieHre akTuBHOCTH AJIT nBaxknel npesbimano BI'H B 3 paza. AKTUBHOCTh TpaHCaMUHA3 B
CBIBOPOTKE KPOBHU BO3BpaIllAJIach K HOPME B T€UCHHE, TPUOIU3UTENBHO, 2 MECSIIEB I1OCIIE OTMEHBI
TepupIYHOMUAA.

CrnenyeT KOHTPOIMPOBATh MMOKA3aTENN aKTUBHOCTH TpaHCAMUHA3 U KOHIIEHTpaluu OMInpyOrHa

B CBIBOPOTKEC KPOBU B TCUCHHC 6 MECALICB 10 HaydaJia JICUCHHUA TepI/I(l)J'IyHOMI/II[OM. AKTUBHOCTH
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AJIT creflyeT ONpefeNaTh Kakible 2 HEASMH B TeueHnE b-Mecmes Hocte Hadata MpiMenerms

tepudayHoMuaa. Bompoc o MOHUTOpHMHIE MOKa3aTenell (QYHKIMH TEYEHH TaKXkKe CIexyeT
paccmatpuBath, korja npenapat TEPUOJIIYHOMUA-XMMPAP npumensieTcsi 0THOBPEMEHHO C
JIpPYTMMH TOTEHIIMAJbHO TeNaTOTOKCUYHBIMU Ipernaparamu. Bompoc o0 oTmeHe mnpemnapara
TEPUDGIIYHOMUI-XUMPAP cnenyer paccMarpuBaTh MNPU TMOJITBEPKICHUU IOBBIIICHUS
AaKTUBHOCTH TpaHCaMHHa3 B CBIBOPOTKE KpOBH, Oojee ueM B 3 pa3a mnpesbimaromem BIH.
Crnemyer MOHUTOPUPOBATh AKTHBHOCTh TPAHCAMUHA3 U KOHIICHTPALIUIO OMITMPYOrHA B CBIBOPOTKE
kpoBu Ha ¢oHe Teparnuu npenaparoMm TEPUDITYHOMUJI-XMMPAP, ocoGeHHO y TallMeHTOB, y
KOTOPBIX Pa3BUBAIOTCS TAKUE CHUMIITOMBI, YKa3bIBAIOIINE HA HapylleHUuEe (PYHKIMH ME€YEHH, KaK
HEoOBsICHUMAs TOILIHOTA, PBOTA, OOJM B >KMBOTE, IOBBILIEHHAs YTOMIIIEMOCTb, AHOPEKCHS,
KENTyxa W/Hiu nmoreMHeHne Moud. [Ipu mogo3peHny Ha HaJdM4yue CBSI3U MEXIy HapylIeHHEM
GyHKIMY MeYeHN U IpUMEHEHUEM TepU(IyHOMHUIAa HEOOXOAUMO TOCPOYHO MPEKPATUTh MIPHUEM
mpenapaTta ¥ HauaTh MPOLEAYPY YCKOPEHHOTO BbIBeAeHUs TepudiayHomuaa (cM. pazaen 5.2), a
TaK)Ke MPOBOANTH €)KEHEACTbHBII MOHUTOPUHT aKTHBHOCTH NIEYCHOYHBIX (DEPMEHTOB BILUIOTH JI0
ux HopMmaiu3zauuu. Ecnu pa3BuTHE IEYEHOYHOW HEJOCTATOYHOCTU BCJEACTBUE IpueMa
Tepu(IyHOMHUIa IPU3HAHO MAaJOBEPOSITHBIM, TaK KaK Oblia BBIABIEHA Apyrasl MPUYKUHA, MOXKHO
paccMaTpuBaTh BO30OHOBJICHHME Tepamuu TEePUPIYHOMHIIOM C €KEHEICNbHBIM KOHTPOJIEM
nokasaresei (QYHKIMH NeUeHH JJO UX HOPMaTTU3aIiH.

Kpowme citydast pa3BUTHS OCTPOro Te€raTuTa B X0/1€ IPOBEICHUS KIIMHUYECKUX UCCIIEI0BaHUM, TpU
MPOBEJCHNUN MOCTPETUCTPALIMOHHOTO HCCIEAOBaHUS HAOMIOAANUCh CIy4Yau JIEKapCTBEHHOTO
nopaxenus neueHu (JIIIIT) (nHOTAA KUZHEYTPOKAIOIIHE), YACTO B COUETAHUU TepUPIyHOMUIA C
JPYTMMH TenaTOTOKCUYECKHMMHU JIEKApCTBEHHBIMU Ipenaparamu. bonpmmHcTBo ciaydaes JITIII
BO3HUKAJIO Yepe3 HECKOJIbKO HEZENb WJIM MECSIEB IOC/ie Hayana JeueHus TepudIyHOMHUIOM,

onnako JIIIII moxkeT BO3HUKATh U Ipu AJIUTCIIbHOM IPUMCHCHHUHU.

3noynompebaenue ankozonem
TEPUDJIIYHOMUI-XUMPAP HeoOxoaumo Ha3HayaTh C OCTOPOXXHOCTHIO TMAIllMEHTaM,

3JI0YTIOTPEOIIIIONINM QJIKOTOJIEM.

T'unonpomeunemus

[Tockonbky Tepu(IyHOMHT B BBICOKOW CTENEHH CBSA3BIBAETCS C OEJIKAMU KPOBU, B OCHOBHOM C
anbOyMHUHAMM, KOHLIEHTPAllKs HECBA3aHHOTO TepU(IyHOMUIA B TUIa3ME€ MOXKET MOBBIIIATHCS Y
NAIMEHTOB C TMIIONPOTEMHEMHEN, HalpUMep, NMpU HePppoTHueckoM cuHapome. TepudayHomua

HC CJIICAYCT Ha3HAYATh MAallTUCHTaM C BLIan(eHHOﬁ FHHOHpOTeHHeMHCﬁ.
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Apmepuanvroe daenerue

Ha ¢one npumeHenus TtepudayHOMHIA MOXKET MOBBIIIATECS apTEpPHATIbHOE JaBJICHHE.
HeoOxonnMo  KOHTpOJIMpOBaTh  apTepUAIbHOE  JaBICHHME Iepe]] HadajloM  JIEUEHUs
TepU(IYHOMUIOM, U TIEPUOJAUYECKU BO BpeMs JieueHHus. B ciyyae MOBbIIIEHUS apTepUaIbHOTO
JaBJICHUS] HEOOXOUMO MPOBOAUTH COOTBETCTBYIOILIYIO aHTUTUIIEPTEH3UBHYIO TEPANUIO IO U BO

BpeMs JICYCHHS TEPUDITYHOMUIIOM.

Hugpexyuu

VY DNauuMeHTOB € TSKEIbIMH aKTHMBHBIMM HMH(EKUMAMH Hayaylo JIEYeHUs Tepu(IyHOMHUAOM
HE00XO0IUMO OTJIOKHTH J0 MOJHOTO BBI3JJOPOBIICHHUS.

B miane0o-KOHTpOIMpPYeMBbIX HCCICIOBAHUAX MpHU TpueMe Tepu(IyHOMUAA TOBBIIICHHS
4acTOTHI TSOKENbIX WHGpEKnuid He Habmomanoch. OMHAKO, ¢ YIETOM MMMYHOMOIYJIUPYIOLIETO
s dexra npenapara TEPUDGIIYHOMUA-XUMPAP, B ciydae pa3BuTUs y HallMeHTa TSKEION
UHQEKIMY HE00XO0IUMO PACCMOTPETh HEOOXOIUMOCTh IMPEKpAICHUs JICUEHUs MpernaparoMm, U
nepea BO30OHOBJICHHWEM Teparnuy He0OXOAUMO OLIEHUTh BO3MOXKHBIE IPEHMYILECTBA M pUCKU. B
CBA3M C JUIMTEIbHBIM [E€PUOJOM IIOJIYBBIBEIECHUS IIpernapaTa HEOOXOAUMO paccMOTPETh
HE00X0IMMOCTh NMPOBEJICHUS IIPOLIETYPbl YCKOPEHHOT'O BBIBEACHUS TEPUPIYHOMHIA C TIOMOIIBIO
KOJIECTUPAaMMHA UJIN AKTUBUPOBAHHOTO YTJIS.

[Taruents!, npunuMatoue npenapar TEPUOIIYHOMU/I-XVIMPAP, nomxHbl HEMEIJIEHHO
coobmate o cumnromax uH(peknuid Bpady. [lanmeHTaM ¢ aKTUBHBIMH OCTPBIMH U XPOHUYECKUMHU
uHpeKIUsIMH HE cleayeT HauuHath jedeHue npernapatoMm TEPUDGITYHOMU/I-XMMPAP no
nosiHoro uzneuenus. [Ipuem npenapara TEPUOIIYHOMU/I-XMPAP He pexomennyercs npu
TSKEJIIOM UMMYHOAE(PUIIMTE, HApPYLIEHUSIX CO CTOPOHBI KOCTHOTO MO3Ta WM MpPU TSAKEJbIX
HEKOHTPOJIUPYEMBIX HHDEKIHSIX.

bezonacnocte npenapata TEPUDGITYHOMUJI-XVMPAP y nanueHToB ¢ JlaTeHTHOW (opMmoii
TyOepkyne3a Heus3BecTHAa. CKpUHMHI Ha TyOepkyjiae3 B KIMHMYECKHX MCCIEJOBAHUAX
CUCTEMATHYEeCKU He IpoBoauics. [lanmenTam, UMEIOIIMM HOJOKUTENbHBIN TECT Ha TyOepKyIie3
IpU CKpPUHUHIE, Tmiepen HavdasoM mnpuema mpenapata TEPUDIYHOMUI-XUMPAP

HCO6XO,I[I/IMO HpOI>'ITI/I COOTBCTCTBYIOLICC JICUCHUC.

Hapywenus ¢pynkyuu neekux

B ximHnYeckux ucciaenoBaHusX TepudIyHOMHIa He HAOI01al0Ch CIy4aeB HHTEPCTUIIHAIBHBIX
JerouyHblx  HapymeHud. [Ipm  mocTperucTpallMoOHHOM  MPUMEHEHMH  TepudIyHOMHA,
HaOJII0aJIOCh  pa3BUTHE  HMHTEPCTUIMAIBHBIX ~ OOJIE3HEH  JIeTKHUX, BKJIIOYas  OCTPBIN

I/IHTCpCTI/IL[I/IaJ'IBHEJﬁ ITHCBMOHMT.
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TepUQIYHOMHU, COOOMIANIOCH O Pa3BUTUU MHTEPCTUIMAIBLHBIX OOJE3HEH JIETKUX, 000CTpPEHUU
paHee CYIIECTBOBABIINX WHTEPCTUIIMAIBHBIX OoJie3Hel Nerkux. VHTepcTuiuaibHbie 0O0Je3HU
JIETKAX MOTYT Pa3BHBAThCS OCTPO B JIIOOOE BpeMsl B TEUYCHHUE JICUCHUS W MMETh DPa3IIUYHBIC
KJIMHUYECKHE TMPOsBICHHUS. VIHTepCTHIMANbHBIE OOJE3HH JIETKMX MOTYT TIPUBOIUTH K
JeTabHOMY HCXO]ly. Pa3BUTHE HOBBIX WM YXYAIICHHUE CYIIECTBYIOIINX JIESTOYHBIX CHMIITOMOB,
TaKUX KaK Kallelb W OJIbIIIKA, COYCTAFOIINXCS C JINXOPAAKOU Wi 0€3 TUXOPAIKU, MOKET OBITh
NPUYUHOM JUTSI IPEKPACHUsT TEPalui U JUIS JAbHEHIIEro COOTBETCTBYIONIETO 00CIEeIOBAHUS
nanueHTa. B cirygyae He0OX0AMMOCTH OTMEHBI Mperapara clieayeT pacCMOTPETh BOIIPOC O Havale

MPOLEAYPHl YCKOPEHHOTO BBIBEACHUS TeprQIyHOMHU A (CM. pazaen 5.2).

T'emamonocuueckue 3¢gpghexmoi

B mane60-KOHTpOIUpPyeMBIX UCCIIEOBAHUSIX HAOII0AIOCh YMEHBIICHHE CPETHEr0 KOJIHYeCTBa
JICHKOIMTOB B KPOBU NPUONMM3UTENHHO Ha 15 % OT MCXOIHOTO ypOBHS (TJIaBHBIM 00pa3oM,
HEUTPODUITBHBIX JICUKOIUTOB U JTUMQOIUTOB) ¥ KOJIHMYECTBA TPOMOOIIMTOB PHOIM3UTEIIHEHO Ha
10 %. Ilepen nauanom tepanuu npenaparom TEPUDITYHOMU-XUMPAP u Bo Bpems ieueHus
HEO00XO0IUMO MPOBOIUTH KIIMHUYECKHUI aHAIIN3 KPOBHU C OIpeIeTICHIUEM JICHKOLUTApHON (HhOPMYIIbI
U KOJIMYeCcTBa TPOMOOLMTOB B mepudepuyeckoil kpoBu. Ha ¢one Tepanuu mnpenaparom
TEPUDJIITYHOMUA-XUMPAP Heobxoaumo MNpOBOAUTH JTOMOJHUTEIBHBII MOHUTOPUHT IpHU
MOSIBJICHUN KIIMHUYECKUX CUMIITOMOB ¥ MPU3HAKOB, YKA3bIBAIOIIMX HA HATMYHE WH(CKIIHH.

VY nanmeHToB ¢ CyIIeCTBYIOLICH aHeMueH, JIeHKONeHUel 1/uiu TpoMOOIIUTONIEHUEH, a TaKKe Y
MalMEeHTOB C HapyUIEHUSIMA KOCTHOMO3TOBOT'O KPOBETBOPEHHS WIJIM MMEIOIIMX BBICOKUWA PHUCK
MOJABJICHUSI KOCTHOMO3TOBOTO KpPOBETBOPEHHUS, WMEETCS TOBBIIMICHHBIM PHUCK Pa3BUTHS
reMaTOJIOTHYECKUX HApYyIICHWH Tpu TpUMEHEeHuW Tepuduynomuga. B cioydae pazBuTus
YKa3aHHBIX HEXENATeNbHBIX PEaKUUd Ui YMEHBIICHHS KOHILIEHTPAlUWd TepU(IyHOMHUIA B
a3Me KpPOBH HEOOXOAMMO PacCMOTPETh BOIMPOC O MPUMEHEHUHU MPOLEAYPhl YCKOPEHHOTO
BBIBEJICHUS TePUDITYHOMHU/IA.

B ciyuasix BeIpa)XKeHHBIX T€MaTOJIOTMYECKUX HAPYIIEHUN, BKITIOUAs ITAHITUTOIICHHUIO, TPUMEHEHNE
npenapara TEPUOJIYHOMUA-XVMPAP u nro60ro apyroro, NoAaBisioOIEro KOCTHOMO3I0BOE
KPOBETBOpPEHHE, Mpenapara JOKHO OBITh MPEKPAIIeHO, M CIEAyeT PaccMOTPETh BOIPOC O

MIPOBEJICHUH NPOLIETyPhl YCKOPEHHOTO BBIBEEHUS TepUDIYHOMUIA.

KOD!CHblepeaKl/;uu
COO6I_I_IaJ'IOCL 0 CJIydasx pasBUTUA CCPHBE3HBIX KOXKHBIX peammﬁ, nHorzaa C JICTaJIbHbIM HCXOA0M,

BKJIFOYas pa3sBUTUC CUHApOMaA CTHBGHC&-I[)KOHCOH&, TOKCHYCCKOT'O SIMMACPMAIIBHOTO HCKPOJIN3a
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“MEPTHOMY OTYETY

(DRESS-cunapom).

Ecnu Bo3HMKaeT OJ03pEHHE, YTO HAOII0JaeMbIe CO CTOPOHBI KOYKHU M/MITH CIM3UCTHIX 000JI0UeK
peakiuu (S3BEHHBI CTOMATUT) MPUHUMAIOT XapaKTEp TSDKEIbIX I'€HEPATM30BAHHBIX KOXKHBIX
peakiuii (cungpoma CtuBeHca-/[KOHCOHA, TOKCHMYECKOTO AHHUAEPMAIBHOIO HEKpOJiIu3a —
cunapoma Jlaiienna, JeKapcTBEHHO-00YCIOBICHHON PEaKIMK C Y03MHO(DUINEH U CUCTEMHBIMU
cumnromamu — DRESS-cunzapoma), neuenue TepupayHOMHIOM U JIOOBIMH  JIPYTHMH
npernapaTamMu, NOTEHLIUAIbHO BI3BIBAIOIIMMHU MOIOOHbBIE PEaKIUH, TOJKHO OBITh MPEKPAIICHO;
clelyeT HEMEAJIEHHO HayaTh MPOLEAYypY YCKOPEHHOro BbiBeAeHUS TepudiayHomuaa. B Takux
CITy4asiX TAIUEHTHI HE TOJKHBI BO30OOHOBIIATH JICYCHHE TEPUPIYHOMUIOM (CM. pasnen 4.3).

Bo Bpems Tepanuu TepuIIyHOMUAOM COOOIIANIOCh O CIIydasX pa3BUTHUS MCOpHasa (B TOM YUCIIE
MyCTYJIE3HOTO TICOprasa) U OOOCTPEHHS yXKe MMEIoIIerocs rncopua3a. Ha oCHOBaHWU OLIEHKHU
3a00NieBaHUsl U aHaAMHe3a MalleHTa MOKET ObITh PACCMOTPEH BOMPOC O MPEKpallleHUuHU MpruemMa

TepI/I(l)JIYHOMI/II[a HJIM HA4YaJIC IPOUCAYPhI €TI0 YCKOPCHHOI'O BBIBCACHUS.

Tepughepuueckan neviponamus

Y nauMeHTOB, NPUHUMABIIUX TepudIyHOMUZ, HAOMIOJANUCh ciaydau mepudeprueckon
Heiponatun. [locne mpekpaiieHuss npueMa mpernapara COCTOSIHUE OOJBIIMHCTBA MAallMEHTOB
yay4miajgock. TeM He MeHee, OTMeJalach 3HA4YWTeIbHAas BapuaOEIbHOCTh HCXOAA
nepudepuyecKoil HEHPOIaTuM, TO €CTh Y HEKOTOPBIX MAIMEeHTOB HEMPOTIATHsI pa3perniach, a y
YacTU NALMEHTOB UHTCHCUBHOCTh CUMIITOMOB HE MEHsulach. Eciny y mauueHnTta, NpuHUMaBLIETO
npenapatr TEPUOIIYHOMU/I-XUMPAP, nuarnHoctupoBaHa nepudepudeckas HeWpomnaTus,
ClenyeT pacCMOTPETh BOIMpOC O TpekpameHnn mpuema mnpemnapata TEPUDIITYHOMU/I-

XUMPAP u npoBeneHue npoueaypsl yCKOPEHHOTO BbIBEIEHUS TepUDIyHOMUIA.

Bakyunayus

JIBa KIMHHUYECKUX MCCIEAOBAHMA TIOKAa3alM, YTO BaKIMHALMA HWHAKTUBHUPOBAHHBIM
HEOAHTUTeHOM (TepBas BaKIMHALMA) WIM TOBTOPHBIM aHTUTE€HOM (pEeBaKUUHAIUSA) WU
CEHCUOUIM3UPYIOLUM aHTUT€HOM (CTUMYJIALNSA) OblIM O€30MacHbIMH M 3(P(GEKTUBHBIMU BO
BpeMs JieueHus: TepudiayHoMuaoM. IIpumMeHeHue KHUBBIX OCIa0JIEHHBIX BAaKIMH MOXET OBITh

CBA3aHO C pPUCKOM I/IH(I)I/ILII/IpOBaHI/IH " TTO3TOMY €T0 CICAYCT n30eraTh.

Hmmynocynpeccuenas u uMMyHOMOOYIUPYIOWas mepanus

[Tockonpky seQuyHOMH]J SBISETCS HCXOJHBIM COEIMHEHUEM Juid  TepuIyHOMH]A,
OJTHOBPEMEHHBIN IpreM Tepu(IyHOMH A ¢ T1e()IYHOMUIOM HE PEKOMEHI0BaH.

OnHOBpeMEHHOE  MpHUMEHEHHE  TEepU(IyHOMHJA €  AHTHHEOIUIACTMYECKHMMM  HIIU

MMMYHOCYIIPECCUBHBIMH ITpenapaTamu, IPUMEHSIEMBIMH JUISI JICYEHUS PACCESTHHOTO CKJIEp03a, He
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OJTHOBPEMEHHO C MHTep(epoHOM OeTa WM ¢ riIaTupaMepa areTaToM Ha MPOTSHKEHUH 10 OJJHOTO
roJia, He BBISIBUIIM POOIIEeM ¢ 6e301macHOCThI0. be3onacHoCTh 3Tol KOMOMHAIIUY IPU UTUTEIIEHOM

MMpUEME JIA JICYHCHUS PACCEAIHHOI'O CKIICPO3a HC M3y4dallach.

Ilepexoo na npenapam TEPUDJIVHOMU-XUMPAP unu ¢ npenapama TEPUDPJIYHOMU]]-
XUMPAP

Ha ocHOBaHMM KJIMHUYECKUX JAHHBIX, OTHOCSAIIMXCS K OJHOBPEMEHHOMY IPUMEHECHUIO
TepudayHOMuaa ¢ MHTEpPEepoHOM OeTa WM C IJIaTupaMepa aleTaToM, MOXKHO CKa3aTh, YTO HET
HUKAKOM HE0OXOIMMOCTH B IEPUOJIE OXKHUJAHUS IIPU Haydajue Tepanuu TepuIyHOMUAOM IOCiie
uHTEepdepoHa OeTa Wiy riaTupamepa arerara, Wi pyu Hayalle Tepanui HHTeppepoHoM Oerta nim
rIIaTHpamMepa aleTaToM Iociie Tepanuu TepuIyHOMUIOM.

B cBs3M ¢ AnuTENBHBIM NEPUOJIOM IOJYBBIBEICHUS HaTaau3yMaba OJHOBPEMEHHAs CUCTEMHAas
9KCIIO3ULUSA, U, CIEA0BATEIbHO, OJHOBPEMEHHOE BO3/IEMCTBHE HA UMMYHHYIO CHCTEMY MOXKET
MpoU30UTH B ciiydae Havana tepanuu npenapatoMm TEPUOJITYHOMUI-XMMPAP B teuenue 2—
3 MecsmeB mocine MpeKpanieHus npueMa Haraiamsymada. [losTomy ciemyer coOmomaTs Mepbl
MPEeIOCTOPOKHOCTH TpU TMepexoje ¢ Tepanuu Haraiauzymabom Ha TEPUDJIIYHOMMU/I-
XUMPAP.

C yyeroMm mepuojaa TOJyBbIBeIeHHUS (PUHTOIMMONa HEOOXOauM 6-HeNeNbHBId MHTEpBall 0e3
Tepanuu A SJIUMHUHALMM U3 OpraHu3Ma IupKyiaupyrommx BemecTB. Ot 1 go 2 mecsues
HEOO0X0MMO JJIsi BO3BpAIEHUS KOJMYECTBA JMM(OIMTOB K HOpPME IOCie IpeKpalleHus
npuMeHeHus Quuroaumonaa. Hauano nedenus npenaparom TEPUDOIIYHOMUI-XUMPAP B
TEYEHUE OTOT0 BPEMEHHOIO HWHTEpBala MOXKET IPHUBECTH K OJHOBPEMEHHOM CHCTEMHOU
AKCMO3UIUU (UHTOIMMOJA U Tepu@IyHOMHUZA. ODTO MOXKET HPUBOIUTH K aJIUTHUBHOMY
BO3/CUCTBUIO HAa UMMYHHYIO cuctemy. [ToaToMmy ciegyeT coOmonaTh Mepbl IPEeAOCTOPOKHOCTH
opu mepexone C Tepanuu (uHronmuMonoM Ha Tepanuio npenapatom TEPUOIIYHOMMU/I-
XUMPAP.

VY manMeHToB ¢ pacCesHHBIM CKIEPO30M MeJMaHa Mepro/ia MoIyBbIBEICHNUS U3 opranusma (ti2)
Obuta mpubim3uTeNnbHO 19 nHel Ha GoHe mpuema MOBTOPHBIX J03 Ipenapara B go3e 14 mr. Eciau
IPUHATO pelleHue O mnpekpameHun sedenus npenaparoM TEPUOIIYHOMU/-XVIMPAP B
TE€YeHHEe S MepHOJOB IMOJyBbIBEIEHUS (MPUOIU3UTENBHO 3,5 Mecsla, XOTS Yy HEKOTOPBIX
MAlMEHTOB MOXET OBbITh U JOJIbLIE) Hayallo JAPYrol Tepamnuu NpPUBENET K OJHOBPEMEHHOMN
cucteMHol skcniozuiuu ¢ npenapatoM TEPU®OITYHOMU/[-XUMPAP. 910 MoKeT mpUBECTH K
aJTUTUBHOMY BO3JIEHICTBHIO HA HIMMYHHYIO CUCTEMY, UYTO TpeOyeT 00s3aTelbHOr0 COOII0AeHUS

Mep IPeIOCTOPOKHOCTH.
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Jlakmo3sa

DTOT JEKapCTBEHHBIM mpemnapar COACPKUT JaKkTo3bl MoHoruapar. [lanmeHntam ¢ penko
BCTPEYAIOIICICS HACIICICTBEHHOM HEMTEPEHOCHMOCTBIO TajlaKTO3bl, 1S(OUIIMTOM JIAKTa3bl JIOTIapen
WM TJIOKO30-TaJaKTO3HOW MajibaOcopOIMeld He cieayeT NMPUHUMATh STOT JIEKapCTBEHHBIN

npemnapar.

4.5. B3amMmopeiicTBMe ¢ JPYTMMH JIEKAPCTBEHHBIMH INpenapaTamMM M JApyrue BH/bI

B3aNMOJAEHCTBUSA

BzanmoeicTBHS, CBI3aHHBIC ¢ BO3JCHCTBHEM JPYIMX JICKAPCTBECHHBEIX INpenapaToB Ha

hapMaKOKMHETUKY TepUQIYHOMUIA

['maBHBIl myTh OMOTpaHchopManmu TepU(IYHOMUAA — TUAPOIU3; BTOPOCTETICHHBIA MyTh —
OKHCJICHHE, C MUHUMAJIbHBIM y4acTHeM B HeM n3odepmeHToB nutoxpoma cucreMsl P450 (CYP)

u HSOQ)CpMeHTOB MOHOAMHUHOKCHAA3bI, COACPIKAIIUX q)HaBI/IH.

Mownvle undykmopul uzogepmenmos yumoxpoma P450 (CYP) u mpancnopmepos

OnHOBpEeMEHHOE eXeTHEBHOE TpUMeHeHne pudamnunrHa (MHaykTopa nzopepmentoB CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP3A) B no3e 600 mr 1 pa3 B cyTku B TeueHue 22 qHeEi, a Tak
K€ TpueM HHAYKTopa AJ(PQIIOKCHBIX MepeHocunkoB P-rmukonporenna (P-gp) u  OGenka
PE3UCTEHTHOCTH K paky wmojouHoi kene3sl (BCRP) m Ttepudurynomupa (paszoBas 103a,
cocrapisitomas 70 Mr) NPUBOAWIN K CHIDKEHUIO CHUCTEMHOW SKCIIO3HIHUHA TEePUPIYHOMHUIA
npubnm3utensHo Ha 40 %. Bo Bpems nedenust TepuQIyHOMUIOM pPHUPAMOUINH U JAPYTUE
u3BecTHbIe MHAYKTOPBI CYP 1 mepeHocunkoB OeNKoB, Takue Kak kapbamazenuH, penodbapouran,

(denuTorH U 3Bepo00il MPOIBIPSBIECHHBIN CIEyeT Ha3HAYaTh C OCTOPOKHOCTBIO.

Konecmupamun unu akmusupoeannbwiii Y206

He pexomeHIOBaH OJHOBPEMEHHBIN mpueM TepupIyHOMHIA M KOJIECTUPAMUHA WIU
AKTUBUPOBAHHOTO VYIJIsI, MOCKOJBKY 9TO BeleT K ObICTPOMY U CYIIECTBEHHOMY YMEHBIICHHIO
KOHIEHTpaluu TepudayHoMuaa B Mj1a3Me KPOBH, 3a UCKIIOYEHHUEM CIIy4aeB, KOraa HE00X0AUMO
YCKOpPEeHHOE€ BhIBeACHHUE TepudiyHomuaa. CuuTaercs, 4TO MEXaHU3M YCKOPEHHOTO BBIBEICHUS
OOyCIIOBJIEH TpEpHIBAHWEM TMEYEHOYHO-KUIICUHON PeUUpKyISuu TepuIyHOMUIA H/WIN

JKCITYAOYHO-KUIICYHBIM JHATIN30M TepI/I(I)J'IYHOMI/I,Z[a.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

JICKAPCTBCHHBIX IIPCIIapaTOB

Bosoeticmsue mepughnynomuoa na cyocmpamor CYP2C8

beiio ormedeno ypenmuuenue cpenHero 3Ha4eHUS Cmax U AUC mis penarnunampa (1,7- u
2,4-KkpaTHOE, COOTBETCTBEHHO) IIOCJIE MHOTOKPATHOTO IMpHeMa 03 TepU(IyHOMUIA, 4YTO
MO3BOJISIET TPEATONIOKUTH, YTO TePUPIYHOMU SBIsIeTCs HHruOuTOpoM n3zodpepmenta CYP2C8
invivo. lloaTomy Ha ¢oHe mnpuema Tepu(IyHOMHIA JIEKAPCTBEHHBIC  IPENapaThl,
MeTrabonu3upyromuecss ¢ mnoMomisio u3odpepmenta CYP2CS8, Takue Kak penariuHu,

MAaKJIIUTAKCEII, ITMOITIMTAa30H UJIKM POCUTIIMNTA30H, CICAYET IIPUMCHATE C OCTOPOKHOCTBIO.

Bo3zoeticmeue mepugiynomuda na nepopanvbHbie KOHMPAYenmugsl

Ha ¢one mHOTOKpaTHOTO TMpHEeMa 1103 TepupIyHOMHUAA OBLIO OTMEUEHO YBEIWYCHUE CPEIHUX
3HaueHUHN Ciax 1 AUCo-24 11 sTuHMIACTpaauona (1,58- u 1,54-kpatHoe, coorBeTcTBEHHO) U Cnax
u AUCy-24 neBonoprectpena (1,33- u 1,41-kpaTHoe, COOTBETCTBEHHO). XOTSl HE OXKHUAAETCS, YTO
B3aUMOJIeHiCTBHE ¢ TepU(DIYHOMHUIOM OKAXKET HEOIAronpusITHOE BO3AeHCTBHE HA () (HEKTUBHOCTh
NEPOPAIbHBIX KOHTPALENTUBOB, CIEAYET €ro Yy4YUThIBaTb IPU BHIOOPE U KOPPEKLUHU 103

MNEPOPAJIbHBIX KOHTPALICTITUBOB IIPHU UX KOM6I/IH8.I_[I/II/I C TepI/I(i)JIYHOMI/II[OM.

Bosoeticmsue mepughnynomuoa na cyocmpam uzogpepmernma CYPIA2

[Ipuem MOBTOPHBIX 1103 TepuduIyHOMHUAA CHUXAN cpeaHue 3HaueHUs Cmax 1 AUC kodewnna
(cyoctpata m3odepmenta CYP1A2) wa 18 % wu 55 %, COOTBETCTBEHHO, YTO TIO3BOJISIET
NPEINON0XKUTh, YTO TepUPIYHOMUJ in Vivo SBIsSETCS CIabbIM HHIYKTOPOM H30(pepMeHTa
CYPIA2. B cBsi3u ¢ 3TUM JIEKapCTBEHHBIE INpernaparbl, METa0OIM3UPYIOIINUECS C TMOMOIIbIO
nzopepmenta CYP1A2 (takue, Kak 1yJTOKCETHH, aJJOCETPOH, TEOQUIUIMH U TU3AHUAMH), CIIEAyeT
IPUMEHSTh C OCTOPOXKHOCTBHIO BO BpEMS JICUCHHsSI TEPUPIYHOMHUIOM, ITOCKOIBKY 3TO MOXET

MMPUBCCTU K CHUKCHUIO B(b(peKTI/IBHOCTI/I OTUX IIPLCIIapaToOB.

Bosoeticmsue mepughnynomuoa na sapgpapun

[IpyeM MOBTOpPHBIX 403 TepUPIYHOMUJA HE OKas3blBaJl BIMSHHUS Ha (DapMaKOKHHETUKY
S-BapdapuHa, 4TO CBUIETENBCTBYET O TOM, YTO TEPUDIYHOMH] HE SBISETCS NHTHOUTOPOM WITH
unayktopom m3odepmenta CYP2C9. Tem He MeHee, ObUI0O OTMEUEHO yMeHbIIeHue Ha 25 %
nukoBoro MexayHapogHoro Hopmanuzoannoro OtHomenus (MHO) mpu opgHOBpeMEeHHOM
npUMeHeHun TepudiayHomMuaa u BapdapuHa, 10 CPaBHEHHUIO C MOHOTepamnueil BaphapHHOM.
[ToaTromMy mpu OAHOBPEMEHHOM NpHUMEHEHUHU BapdapuHa U TepUQIyHOMHUIA PEKOMEHIYETCS

TIIATCIBHOC Ha6J'IIOI[eHI/IC 3a MMaluCHTOM U MOHHUTOPHUHT MHO.
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Ha ¢one xypcoBoro mpuema tepudaynomuna Hadmonaercs ypenndeHne Cmax 1 AUC (1,43- u
1,54-xpaTHOE, COOTBETCTBEHHO) Le(aKiIopa, YTO CBUIACTEILCTBYET B IOJIb3Y TOTO, YTO N ViVo
tepudaynomun siBisgercst uHruouropom I1OA3. TloatoMy ciiemyeT coOI0aaTh OCTOPOKHOCTD
IIpY OJIHOBPEMEHHOM NpUMEHEeHUH Tepudaynomusa u cyocrparos [IOA3, Takux kak nedaxiop,
OCH3WINCHULIMIUINH, [UIPO(IOKCAIINH, HHIOMETAINH, KeTOnpodeH, GypoceMu, HUMETUINH,

MCTOTPCKCAT U 3UJOBY/IUH.

Brusuue mepugnynomuoa na cyocmpamovr BCRP u/unu mpancnopmupyrowue opearudecKue
anuonwvl noaunenmuovt Bl u B3 (OATP1B1/B3)

Ha ¢done MHOTOKpaTHOrO TpHeMa J03 TepudIyHOMHIa HAOIIOAANOCh YBEIHMUYEHUE CPEIHHUX
3Ha4eHUN Cmax 1 AUC (2,64- u 2,51-kpaTHOE, COOTBETCTBEHHO) po3yBacTaTuHa. OJIHaKO HE
Ha0JI0/1A7I0Ch 3aMETHOTO BIUSHUS JAHHOTO YBEJIMYEHUS CUCTEMHON IKCIO3UIMH PO3yBacTaTHHA
B Iu1a3Me KpoBu Ha akTuBHOCTh ' MI'-KOA penykrasel. Pekomennyercs 50 % cHuxeHHe 103bl
po3yBacTaTHHa IIPH €T0 OJTHOBPEMEHHOM ipueme ¢ Tepudaynomuaom. [pyrue cyoctparst BCRP
(Takwe Kak METOTpEeKcaT, TONOTeKaH, cyib(dacana3suH, NayHOPYOWIIMH, TOKCOPYOWIIMH) H
cyoctpatel cemerictBa OATP, oco6enno wunrubutopel ['MI-KoA penykrassl (Takue Kak
CUMBAcCTaTHH, AaTOpPBAaCTAaTUH, I[IPAaBACTATUH, METOTPEKCAT, HATEIJIMHUJ, pEelNariuHu,
pudaMIUIuH) OJHOBPEMEHHO C TEPUPIYHOMHJIOM CJICAYeT MPHUMEHSTh C OCTOPOYKHOCTBIO.
[TaniueHTHl AOMKHBI HAXOAUTHCS TOJ TIIATEIBHBIM HAONIOJCHHUEM Ha MPEIMET MOSBICHUS
MPU3HAKOB ¥ CUMIITOMOB IOBBIILICHUS] CHCTEMHOM 3KCIO3ULIUMHU 3TUX JIEKAPCTBEHHBIX [IPENapaTos,

H, 1Ipu HeO6XOI[I/IMOCTI/I, CICAYCT paCCMOTPETH BOIIPOC O CHUIKCHUHN UX HO3.

Bruanue mepugnynomuoa na cyocmpamsit uzogpepmenmos CYP2B6, CYP3A4, CYP2C9, CYP2C19
u CYP2D6

[Tpuem TepuduiyHOMHIa HE OKa3bIBaJl BIMSIHUSA Ha (apMaKOKMHETHKY OymponuoHa (cyOcTpara
uzopepmenta CYP2B6), mupazonmama (cybctpara wuszopepmenta CYP3A), S-Bapdapuna
(cyoctpara m3odepmenta CYP2C9), omemnpazona (cyoctpara uzodpepmenta CYP2C19) u
MetonpoJona (cyocrpara uzopepmenta CYP2D6).

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb U JIAKTANMS

bepemeHnHoCTL

B HacTosmiee BpeMs HMeEIOTCS OTpaHHYEHHBbIE JaHHbIE O MPUMEHEHWU TepudiayHomuaa y
OepeMeHHBIX EHIIMH. B HccregoBaHMAX y JKUBOTHBIX Ipenapar OKas3blBal TOKCHUYECKOE

NeiicTBUE Ha PENPOAYKTUBHYIO (DYHKIIMIO.
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Tepu(IyHOMUI MOKET BBI3HIBATH Cepbe3HHe BPOKICHHbIE ~IOPORIT. PAssATH P ero

“MEPTHOMY OTYETY

OPUMEHEHUH BO BpeMsi OEpeMEHHOCTH, II0TOMY MpHMEHEHHe TepudiIyHOMHIa TpU
OepeMeHHOCTH IPOTUBOIOKA3aHO.

JlocTynHble KIMHUYECKHE JAaHHBIE U3 PEECTPOB OEPEMEHHOCTH, KIMHUYECKUX HCCIICAOBAHUM,
ciydaeB (apMakoHaJq30pa MU ONyOJMKOBAHHOM Hay4dHOH JMTepaTypbl KpailHe OrpaHUYEHBI,
[I03TOMY HE IO3BOJIIIOT CJEJaThb KAaKUE-IMOO OIpE/EICHHbIE BBIBOJABI, HO 3TH JaHHbIE HE
YKa3bIBAIOT HA YBEJIMYEHHE YKCIIa CIIy4aeB BPOXKICHHBIX IIOPOKOB Pa3BUTHUS WUJIM BBIKUIBILIEH B
CBSI3U C HENIPEeJHAMEPEHHBIM BO3/EHCTBHEM TepU(IyHOMHIA B HaYajle IEPBOr0 TpUMeECTpa Ipu
HOCJEIYIOEM  IPOBEJCHUM  MPOLENyphl  YCKOPEHHOIO  BBIBEAEHUS  TepUIyHOMUA.
OTCYTCTBYIOT KIMHMYECKHE JaHHBIC, Kacaroluecs: 0ojee Mo3qHero BO3JICHCTBUA mpernapaTa B
NEPBOM TpUMECTpe OEpPEeMEHHOCTH WUJIH MO3/IHEE.

[IpocniekTrBHBIE AaHHbIE (M3 KIMHUYECKUX HCCIEAO0BAaHMM M MOCTPErMCTPALIMOHHBIX OTYETOB)
s 6omee 150 cimyyaeB OepeMEHHOCTH Y AILIMEHTOB, KOTOPBIE [TOy4alu TepudIyHOMuU, u 6osee
300 cirygaeB OEpeMEHHOCTH Yy MAIIMEHTOB, KOTOPHIEC MOIyYain JIehIyHOMU, He TIOATBEPIKIAIOT
MOBBILICHHYIO YaCTOTY CIy4YaeB BPOKJICHHBIX IOPOKOB PAa3BUTHSI WIIM BBIKHIBIILIEH 11OCIIE IpUEMa
Tepu(IyHOMHUAA B PaHHEM IIEPBOM TPHUMECTpPE IPH MOCIEAYIOUIEM MPOBEIECHUH MIPOLETypbl
YCKOPEHHOro BbIBeJleHUs TepudiayHomuaa. He HaOmronanoch 3aKOHOMEPHOCTH Pa3BUTHSA
OCHOBHBIX BPOXKJICHHBIX ITOPOKOB pa3BUTHUs Yy yesioBeKka. OrpaHUuYEHHBbIE JJaHHbIE BKJIIOYAIOT B
ce0s1 HEOCTATOYHOE KOJIMYECTBO 3apPETUCTPHPOBAHHBIX CIIydaeB OEPEMEHHOCTH, HEOOJBIIYIO
IPOIOJKUTEIBHOCTh BO3/IEHCTBHSI JIEKAPCTBEHHOIO Mpernapara B Cilydae 3aperucTpUpOBaHHON
OEpeMEHHOCTH, HEMNOJHOE IMPEJOCTaBIECHUE JaHHBIX M HECIIOCOOHOCTh KOHTPOJIUPOBAThH
UcKaxatone (QaxkTopel (TakMue KaKk OCHOBHOE 3a0ojieBaHME MaTepu U IPHUMEHEHHue
COITYTCTBYIOILIMX JIEKAPCTBEHHBIX MPENapaToB).

JKeHIMHBI  AETOPOJHOIO  BO3pacTa JIOJDKHBI  MCIIOJB30BaTh 3()(EKTUBHBIE CpPEICTBA
KOHTpAIeTLUU BO BpeMs U IOCIIe TePaIny, OKa KOHIEHTpalus TepruQIyHOMH/Ia B TJIa3Me KPOBH
npesbiiiaet 0,02 mr/n. B TeyeHne ykazaHHOTrO Neproja BPEMEHHU KEHIUHBI TOJIKHBI 00CYK1aTh
CO CBOMM JIEHAIlMM BpadyoM JH0ObIE BOINPOCHI, CBA3aHHBIE C MPEKpAIEHUEM NPUMEHEHUs WU
WU3MEHEHHUS CPEJICTB KOHTPALIEIIIIUH.

B cnyuae 3anepxku MeHcTpyanuu Ha ¢one npuema npenapara TEPUDITYHOMUJ-XMMPAP
HEO0OXOAMMO CpPOYHO MH(POPMHUPOBATH 00 ATOM Bpada M BBHIMIOJHUTH TECT HA OEpEeMEHHOCTh. B
Clly4ae TOJOKUTENBHOIO pe3ylbTaTa Bpad JOJDKEH OOCYIUTh C MAallMeHTKOW BCE PHCKH,
CBSI3aHHBIE C MpPHMEHEHHEM IIpernapara BO BpeMsi OEpeMEHHOCTH, MPOBEPUTH OCTATOUYHYIO
KOHIIEHTpauuio TepuduyHomuna. B ciaydae ecnum koHuenTpamust mnpesbimaer 0,02 mr/m,
PEKOMEHIyeTCsl MPOBECTH MPOIENYypYy YCKOPEHHOIO BbIBeAeHHs TepudiayHomuaa. BozmoxHo,

OBICTPOE CHIDKEHHWE KOHIEHTpauuu TepuiIyHOMHIa TIyTeM MPOBEACHUS MPOLEAYpPbI
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YCKOPEHHOTO BBIBEICHHS Tpenapara NpH mefBoil satb Pl ARGy sED (bR A Ve

CHU3HUTH PUCKU JJIA IJI0/1A.

Kenmunam, npunumaromuM npenapar TEPUOIYHOMUA-XVUMPAP u nnanupyroomum
OEpEeMEHHOCTD, CIIeAYET PEKOMEHI0BATh MPEKPATUTh MIPUEM TMperapaTa | MPOBECTH MPOLEIYPY
YCKOPEHHOTO  BBIBEACHHS TepuduiyHoMuaa [Isi  OBICTPOrO CHIDKCHMsI  KOHIICHTPAIUH
TepudayHoMuaa B 1uiazme kposu Hiwke 0,02 mr/m.

[Tpouienypsl YCKOpPEHHOTO BBIBeACHHUs TepuduIyHOMHIa omucanbl B pasnene 5.2. Ilocme
MIPOBEICHUS TTPOLIEIYPhl YCKOPEHHOT'O BBIBEACHUS IIperapara BRIMOIHSIOT JIBa OTJASIBHBIX TECTa
C MHTEpBAJIOM HEe MeHee 14 aHel u nepruo oM oxuaanus 1,5 mecsiia Mex 1y epBbIM BbISIBICHUEM
B TU1a3Me KoHueHTparuu Huke 0,02 MI/1 1 MOMEHTOM OIIOZ0TBOPEHHS.

Konectupamuu v akTHBUPOBAHHBIN yroJib MOTYT OKa3bIBAaTh BIUSIHUE HA BCAChIBAHUE SCTPOTECHOB
U TPOTEeCTareHoOB, IOSTOMY HEJNb3sl TapaHTUPOBATh HAJCKHYIO KOHTPALECHIUIO OpaTbHBIMU
KOHTpALIETITUBAMHU BO BpPEeMs MPOLIETypbl YCKOPEHHOTO BBIBEACHUS TePUPIYHOMHU A C TIOMOIIBIO
KOJIECTUpAMHHA WM aKTUBUPOBAHHOTO yIisi. PekoMmeHmyeTcss MCIonb30BaTh albTePHATUBHBIC
METO/Ibl KOHTPAIEIIIUH.

Ecnu mpouenypa yCKOPEeHHOTO BbIBEACHUS TepUGIYHOMHIA HE MPOBOAUTCS, KOHIICHTpAIUS
TepuQIyHOMHU A B TUIa3Me KPOBU MOKeT mpeBbimath (0,02 Mr/i1 B cpeiHeM B TeUeHHE § MECSIICB,
OJ/IHAKO HEKOTOPHIM IMAIIMEHTKAM MOXET MOTPeO0BATHCA 10 2 JIET JIs IOCTHKEHUS KOHIICHTPALUU
B riazme Hioke 0,02 mr/n. [losToMy ciieyetr u3MepHuTh KOHIICHTpAIHO Tepu(IyHOMUAA B TIa3Me
KpOBH, TMpEeXAC 4YeM IUIAHHUPOBaTh OepeMeHHOCTh. Ilociie BBISBICHUS KOHIICHTPALUU
TepuduyHoMuaa B maazme Hike 0,02 Mr/i1 HeoOX0IMMO U3MEPUTH KOHIIEHTPAIIMIO B IJIa3Me ellle
pa3 He MeHee ueM uepe3 14 aneit. Eciu o0a 3HaueHHs KOHIIEHTpaluu B Tuiazme Hike 0,02 mr/m,

9TO O3HAYACT, YTO PUCK IJIA TJI0JAa OTCYTCTBYCT.

Ilpumenenue y mysxrcuun
Puck smOpuogeranbHOH TOKCUYHOCTH, CBA3aHHOW C JEeYeHHEM TepU(IYHOMUIOM MYXKYHHBI,

CUHTACTCA HU3KHUM.

JlakTarms

HccnenoBanus Ha )KMBOTHBIX MPOJEMOHCTPHUPOBAIH, YTO TePUGIYHOMHU] MOMAIaeT B TPYAHOE
MoIoKko0. HensBecTHo, monagaet i Tepu¢IyHOMU B TPYTHOE MOJIOKO Y )KEHIIIKH.

B cBsi3u ¢ Tem, uTO MHOTHE JIEKAPCTBEHHBIE TIPENapaThl MOMAAa0T B TPYJHOE MOJIOKO, a TAKXKE B
CBSI3U C BEPOSATHOCTHIO PA3BUTHSI y TPYAHBIX JETEH CEPhE3HBIX HEXKENATEeIbHBIX PEaKIIHi,
CBSI3aHHBIX C JICHCTBUEM TEpH(IYHOMHU[A, CICAYET MPHUHSITH PEIICHUE WM O MPeKpalleHUuu
TPYAHOTO BCKapMIIMBaHUs, WU O MPEKPAIleHUH MpUeMa MpernapaTa, yauTbiBas HE00X0UMOCTh

€T0 MMpucMma Jis1 MaTCpu.
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DepTUILHOCTE

PesynbTarthl HWccnenoBaHW Ha JKUBOTHBIX HE TPOACMOHCTPUPOBAIM KaKOTO-THOO BIIHMSHUS
TepuduiyHoMuaa Ha (EpPTHIBHOCTh. XOTS OTCYTCTBYIOT COOTBETCTBYIOIIWE IaHHBIC ISt

YCJI0BCKa, BO3HCﬁCTBHC Ha MYXXCKYIO U )KCHCKYIO (bepTI/IJ'II)HOCTB CUHUTACTCA MAJIOBEPOATHBIM.

4.7. BausiHue Ha CMOCOOHOCTH YNPABJATH TPAHCIOPTHBLIMH CPeACTBAMH M PadoTaTrh ¢
MeXaHU3MaMH

[Tpenapatr TEPUDOIIYHOMU/I-XMIMPAP He oka3blBaeT WIM OKa3blBae€T HE3HAUYUTEIbHOE
BJIMSTHUE HA CIOCOOHOCTH YIPaBJISITh aBTOMOOWJIEM WJIM MOJb30BaThCs MexaHusmamu. OmHaKo
IpU BO3HUKHOBEHHUU HEXKEJIATENbHBIX SBJICHUN CO CTOPOHBI HEPBHOW CHCTEMBI, HaIllpUMep
TOJIOBOKPY)KEHHUS, CIEAYET BO3JAEPKATbCA OT YIPABICHHUS TPAHCIOPTHBIMHU CpPEJICTBAMHU U

33,H51THI7[ I[pyrI/IMI/I IIOTCHIOHUAJIBHO OIIaCHBIMHU BHUJIAMHU NCATCIIBHOCTHU.
4.8. HexkennaTeibHbIE peakunuu

Pesrome HDOd)I/IJ'ISI 0€30IaCHOCTH HEXKEIATEIbHBIX peaKImi

B o0mieit c1oXHOCTH B KIMHMYECKHX HCCIEOBAHUSAX TEPUQPIYHOMHIA MPHHUMAINA Y4acTHE
2267 marmenToB (1155 nmanueHTOB NpUHUMAIIU €KETHEBHYIO 103y 7 MT, a 1112 marmeHToB — 103y
14 mr). B uyetslpex mane0o-koHTponupyembix uccienoBanusx (1045 u 1002 manuenTta B
rpynnax 7 mr u 14 mr tepudiyHoMua, COOTBETCTBEHHO) U OJHOM HCCIIEOBAHUU C aKTUBHBIM
npenapatoM cpaBHeHUs (o 110 mamueHTOB B KaXAOH Tpymme JIeYeHUs TepUPIYHOMHUIOM)
CpelHss MPOJOJDKUTEIBHOCTh NPUMEHEHUs Ipenapara y MalUueHTOB C PEeLUIUBUPYIOIIUM
paccessHHBIM ckiiepo3oM (PPC) cocraBuna okosno 672 nueit. TepudayHoMua sBIsieTCs OCHOBHBIM
MmetabonautoM JedinyHomuaa. HHbpopmauus o mnpodune OezomacHocTH jedayHomMHuaa y
NAlMEHTOB C PEBMATOMIHBIM MM TICOPHUATUYECKUM ApPTPUTOM MOXKET OBbITh MPUMEHMMa K
TepUPIYHOMUY, TPUHUMAEMOMY MallUEHTAMH C PACCESIHHBIM CKJIEPO30M.

AHanu3 o0BbEIMHEHHBIX JaHHBIX IUIALE00-KOHTPOJIUPYEMbIX HCCIEI0BaHUM OCHOBBIBAICA Ha
omnbITe mpuMeHeHus TepuduyHomuaa 1 pa3 B cytku 2047 nanueHTaMH € pelUAWBUPYIOIIUMU
dbopMaMu paccesHHOro Ckjiepo3a. Y MalUEeHTOB, MOJIYYalOUUX TEpanuio TepudIyHOMHUAOM,
HauboJee YacTo CoO0IIAI0Ch O CIAEAYIOUINX HEXeJIaTeNbHbIX PEaKLUsIX: TOJIOBHAs 001b, Tuapes,
nosbleHne aktuBHocTd AJIT, TomHoTa u anonenus. OObIYHO TOJI0OBHAsE 60I1b, AUAPEs, TOIIHOTA
U ajorenus ObUIM JIETKOW WM YMEPEHHOH CTENeHM TSKECTH, MNPEXOAAUIMMU U PEIKO
MPUBOISAIINMHU K MPEKPAIIECHUIO JICUECHUS.

Huxe npuBeieHbl HEXXeaTelIbHbIE PEaKIMH, Pa3BUBAIOLIUECS ITPH IPUMEHEHUN TepudIyHOMHIa
B 103¢ 7 MT 1 14 MT 1 BO3HUKaBIIKE ¢ 9acToTol >1 % u Ha >1 % yare, yeM npu npueme miamedo,
B XOJI¢ IJ1a1e00-KOHTPOIMPYEMBIX UCCleoBaHUi. YacToTy onpeaesnsui ciaenyromuM oopa3om:

oueHb gacTo (>1/10), gacto (>1/100 u <1/10), Hewacro (>1/1000 u <1/100), penko (>1/10000 u
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<1/1000), ouens pesko (<1/10000), wactora HewtpecTHa (Pt Hat oy Betheudettoth o

MMEIOLIUMCS TaHHBIM HE IIPEJICTaBIISIETCS BOZMOXKHBIM).

Hngpexyuu u uneazuu

Yacmo: rpuni, UHOEKIMN BEPXHUX AbIXAaTEIbHBIX MyTeH, MHPEKUNH MOYEBBIBOAAIIUX MyTEH,
OpOHXUT, CHUHYCUT, (ApUHTHUT, LUCTUT, BHUPYCHBIA TacCTPOIHTEPUT, TIeprec IMOJIOCTH pTa,
UH(EKIH 3y00B, JAPUHTUT, MUKO3 KOKHU CTOTI.

Heuacmo: tsoxenbie MHPEKINH, BKIIOYAask CETICUC?.

Hapywenus co cmoponst Kpou u 1umpamuieckoii cucmemol

Yacmo. HENTPOIICHHS®, aHEMHS.

Heyacmo: TpOMOOIUTONIEHNS JIETKOH CTENeHN TxecTH (TpoMoormTsl <100%x10%/1).
Hapywenusa co cmoponst UMMYHHOU cUcmembl

Yacmo: annepruyeckue peakiuy JerKoi CTeTIeHU TAKECTH.

Heyacmo: peakuuu TUNEPYyBCTBUTEIHHOCTH (HEMEUIGHHOTO THIIAa M 3aMEUICHHOTO THIIA),
BKJTIOYAst aHAPHMIIAKCUIO ¥ aHTHOHEBPOTUYECKHH oTeK (oTek KBuHKE).

Hapywenusa co cmoponst memaooau3ma u numanus

Heuwacmo: muconnnaeMus.

Ilcuxuueckue napywienusn

Yacmo: TpeBora.

Hapywenusa co cmoponwl HepeHOIL cucmemul

Ouyenb wacmo: TOJIOBHAS 0OIb.

Yacmo: napecresusl, MOSICHUYHO-KPECTLOBBIA PaJlKYJINT, 3alIICTHBIM TYHHEJIbHBIN CUHAPOM.
Heuacmo: runepecte3us, HEBpalTusl, nepudepruyeckas HeliponaTusi.

Hapywenusa co cmoponwl cepoya
Yacmo: ydanieHHoe cep/ieOueHue.
Hapywenusa co cmoponwt cocyoos
Yacmo: apTepraibHas THIEPTEH3HS'.

Hapywenusa co cmoponst 0bixamenvHoll cucmemsl, 0p2anoe ZPyOHoIl KI1emKu u cpedocnenus
Heuacmo: naTepcTUIMaNbHAas O0E3Hb JETKUX.

Yacmoma HeuzsecmHa: IeTOYHAS TUTIEPTECH3USL.

Kenyoouno-kuwieunvie napyuienus

Ouenv wacmo: auapesi, TOIIHOTA.

Yacmo: 0o B )KUBOTE, pBOTA, 3yOHas 0OJIb.

Heuacmo: naukpeatut’, cToMaTHT (ahTO3HBIN MM A3BEHHBIIT), KOJIHT.

Hapywenus co cmoponst nedyenu u j#cenueevléo00ausux nymeil

Ouenpb uacmo: TMOBBIIIEHHEe akTUBHOCTH AJITY.
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Yacmo: TOBHIICHWe aKTHBHOCTH TaMmairmyTamiipamchepast | (UPTYES [osetrémme

aKTUBHOCTH acmapTaraMuHoTpancdepassl (ACT)P.

Peoxo: ocTpblii TemaTur.

Yacmoma Heuzgecmua. ekapcTBeHHOE nmopaxkeHue neuenu (JIITIT).

Hapywenusa co cmoponul Kodcu u NOOKOHCHbIX MKAHell

Ouenv wacmo: anoneuus.

Yacmo: Cplllb, YTPU.

Heuacmo: 3aboneBaHusi HOrTeHd, mcopua3 (B TOM 4HCIE MYCTYJIE3HBIA IcOpuUa3 U ICOopHUa3s
HOTTei)™°, TshKemble KOXKHBIE PEaKIHH, BKIIOUYAs TOKCHUECKHH SIHAEPMAbHBIH HEKpOIH3 M
cuaapom CtuBeHca-/[)koHCOHA?, JIEKapCTBEHHO OOYCIOBIIEHHAs pPEaKIHs C 303MHOMWINCH WU
cucteMHbiMu cuMminitomamu (DRESS-cunapom)?.

Hapywenusa co cmoponst MbluieuHoil, CKeJ1emHoll U COeOUHUMEIbHOU MKAHU

Yacmo: MBIILIEYHO-CKENETHAS 00Jb, MUAIITHS, apTParusl.

Hapywenua co cmoponsl noueK u mouesvléo00auux nymeil

Yacmo: noymakuypusi.

Hapywenue co cmoponsl penpoOyKmueHoll Cucmemovl U MOJIOYHBIX JHcee3

Yacmo: MeHOpparus.

Obwue napywienus u peakyuu é mecme 66e0eHuUs

Yacmo: 00116, aCTEHUA®.

Jlabopamopuvie u uncmpymenmansvHvle OaHHblE

Yacmo: CHUKEHHE Macchl Teja, yMeEHbIIEHHE KONMYEeCTBa HeHTpoduios®, yMeHbIeHHE
KOJIMYECTBA JICUKOIIUTOB B KPOBH, TIOBBIIIIEHHBIN YPOBEHb KpeaTHH(POCPOKHNHA3HI B KPOBHU.
Tpaeémol, unmoKkcuKayuu u 0CA0HCHEHUA RPOUEOyp

Heuacmo: noctTpaBMaTH4eckast 00Ib.

® — cM. moapazaen «Onucanue OTACTbLHBIX HeXKENATeTLHBIX PEAKITH;

® —cm. pasnen 4.4.

Onucanue OTACIBHBIX HEXCIIATCIbHBIX DeaKHI/Iﬁ

Anoneyus

Anormnenus OblTa OMKMCaHa, KaK UICTOHYEHHE BOJIOC, CHIDKEHHE TUIOTHOCTH BOJIOCSHOTO TTOKPOBA,
moTepsi BOJIOC, CBSI3aHHAsh WJIM HE CBSI3aHHAs C W3MEHEHUsSMU B TeKcType Bojoc y 13,9 %
MalKeHTOB, MPUHUMABIUX TepudiyHomua B no3e 14 mr mo cpaBHeHuto ¢ 5,1 % mammeHToB,
npuHUMaBIIMX 1Uiane6o. bomipmas wacte ciydaeB Obuta ommcaHa kak Auddy3Hoe wim
reHepaIn30BaHHOE TMOPAKEHHUE BCEro cKaibna (0e3 MogHOW moTepu BoJioc). B GoybmMHCTBE
CIy4aeB JaHHas HEXenaTelbHas peakius OTMeyalach B TeUeHHE MEepBBIX 6 MecsAleB, C e€e

CIOHTaHHBIM paspenienueM y 121 u3 139 (87,1 %) mauuenTos. B rpynne Tepudaynomuaa 1,3 %
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AIMEHTOB NPEKPATUIIH JIEYCHHE B CBA3H C PA3BHTHEM artOHetmiTo-epaBHeio & 0,1 Y8 rpyrime

iareoo.

Heoicenamenvnvie peakyuu co cmopouvl neuenu (OanHvle u3 niayedo-KOHMpOIUPYeMbIX
uccnedosanuil)

B rpymnmax mnauueHTOB, NOJy4aBIIMX TEpU(PIYHOMMJ, IO CPAaBHEHUIO C Iulanebo yarile
Habmronanock yBennueHue aktuBHocTu AJIT menee mwnu paBaoe 3 BI'H (tabmuua 1). IIporent
NaIMEHTOB, Y KOTOPBIX oTMevanoch nosbimenne AJIT Beime 3 BI'H, 6b11 conoctaBuM B 06enx
rpynmnax. Takoe noseimieHne akTUBHOCTH AJIT oTmedanocs B OCHOBHOM B IEpBbIE 6 MECSLEB
neuenus. Ilocne nmpekpalieHus gedeHus: akTuBHOCTh pepmenTa AJIT Bo3Bpalanace K HOpMe.
Bpewmst 1o Hopmanuzanuu aktuBHOCTH Gepmenta AJIT BapbUpOBaio OT HECKOJIBKUX MECSIIEB J10

HCCKOJIBKHX JICT.

Tabmuna 1. M3menenune aktuBHoctd AJIT B mpoBedeHHBIX IUIANEO0-KOHTPOIUPYEMBIX

HCCJICTOBAHUSIX.
HoBbimenne akTuBHOCTH AJIT — [onyisinusi ManueHTOB B I1a1e00-KOHTPOJIUPYEMBbIX
HCCJIeIOBAHNSIX, B KOTOPOii OIIeHUBAJIACH 0€30MaCHOCTh

[Tnane6o Tepudmynomun 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 BI'H 4/994 (0,4 %) 3/999 (0,3 %)

2;3;;65?32 g OO 5/994 (0,5 %) 3/999 (0,3 %)

Taxxe npu MNOCTPCTUCTPALIMOHHOM HPUMCHCHUU TepI/I(bJ'IYHOMI/II[a OTMCHAJIINCh  ClIy4daunu

JICKAPCTBCHHOT'O IMOPAKCHUA IICYCHH.

Brusanue na apmepuanvhoe dasnenue (Oanuvle u3 niayeb0-KOHmMpOIUPYeMblX UCCIe008aHU)

— lloBbllIeHHE CHUCTOJIMYECKOTO apTepuanbHOro namieHust Boime 140 mm pr.ct. y 19,9 %
MAUEHTOB, IPUHUMABIINX €XeIHEBHO TepudayHomMua B 103€ 14 mr, B cpaBHeHuH ¢ 15,5 %
IpU pueme mianeodo.

— lloBbllIeHHE CHCTOIMYECKOrO apTEPHAIBHOrO naasieHus Bbime 160 mmpr.cr. y 3,8 %
NAIMEeHTOB, MPUHUMABIIUX €XeIHEBHO Tepu(yHoMua B fo3e 14 mr B cpaBHeHHH ¢ 2,0 %
IpU Iprueme 1aneodo.

— IloBbllleHHE NHUACTOIUYECKOrO apTepuanbHOro AapieHus Boime 90 mm pr.cr. y 21,4 %
MAIMEeHTOB, IPUHUMABIIUX €XeJAHEBHO TepudayHomMus B 103e 14 mr, B cpaBHeHuu ¢ 13,6 %

IIpH NpueMe mianeoo.
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Hnghexyuu

B mnare60-KoHTpOIMPYEMBIX UCCIICIOBAHUSIX B Tpymie TepudayHomuaa 14 Mr He HaOIIOAaIOCh
YBEJIMUEHUST KOJIMYECTBA CIy4aeB TsDKENbIX MHGpekuui (2,7 % npotus 2 % B rpynmne mianeoo).
Tsokenple onmopTyHUCTHYECKUE HHGPEKIUU (MHGEKIHUU, BbI3bIBAEMBIE YCIOBHO-NATOTCHHBIMU
MUKpPOOpraHu3MamMu) pa3BuBaiuch B 0,2 % citydaeB B KaXJ10i U3 TPYIIIL.

[Tpr MOCTMApKETHHTOBOM MPUMEHEHHH HAOIONANKNCh TsOKEIble MHPEKINUU, BKIIOYAsl CETICHC,

nHoraa C J€TaJlbHbIM UCXOA0M.

T'emamonocuueckue 3¢hghexmuol

B mrane0o-KOHTpONIMPYeMBbIX —HCCIIEOBaHUSX Ha (OHE TPUMEHEHHUs TepuIyHOMU 1A
HAOJI0/IATIOCh YMEPEHHOE YMEHBIICHHE KOJIMYECTBA JIEHKOIUTOB B Tepudepudeckoil KpoBU
(<15 % oOoT WCXOAHOTO YpPOBHS, B OCHOBHOM YMEHBIIICHHE KOJIWYECTBA HEUTPOPHIOB U
auMdonuToB). B To ke BpeMs y HEKOTOPBIX IMAlMEHTOB OTMEUYAIOCh Oo0Jiee BBIPAKCHHOE
YMEHBIIICHUE KOJUYECTBA JICHKONUTOB. JlaHHAs HexelaTelbHasi peakiiys BOZHUKAIA B TCUCHHUE
nepBbIX 6 Hemenb. 3areM Ha (DOHE MPOAOIDKAIOMIETOCS JICYCHHS KOJIWYECTBO JICHKOLWTOB B
nepudeprudeckoil KPOBU CTAOMIM3UPOBAIOCh HA CHIDKEHHOM ypoBHE (<15 % yMeHbIIeHHEe OT
UCXOJIHOTO YPOBHs1). BiivsiHMe Ha CHIYKEHHE KOJTMUECTBA D)PUTPOIIMTOB B IEPUPEPUICCKOIT KPOBH
(<2%) wm xommuectBa TpomOouuTOB B mepudepudeckoir kpoBu (<10 %) Obul0 MeHee

BBIPAKCHHBIM.

Tepughepuueckan neviponamus

[Tepudepuyeckas Heliponatus (MOIMHEUPONATUN U MOHOHEHPONATHH (TYHHEIbHBIN 3aMsICTHBIN
CHHJIpOM) pa3BUBAIMCH Yallle B IPYIMIE MAUEHTOB, IPUHUMABIINX TEPUPIyHOMH] B f03€ 14 Mr
[0 CPAaBHEHHUIO C TPYNION MalMEeHTOB, NPUHHMABIINX IUIALE00 B MIIALE00-KOHTPOIUPYEMBIX
UCCIIeIOBaHMUSIX. B OCHOBHBIX IIane00-KOHTPOJIUPYEMBIX HCCIEA0BAHUAX IepudepuyecKas
NOJMHEHpONaTHsl, MOATBEPKACHHAS UCCIIE0OBAaHUSIMHU HEPBHOW NMPOBOANMOCTH, ObLIa OTMEUYEHA
y 1,9 % nauuenToB (17 u3 898 nanuenTtos) B rpymne Tepudaynomuaa 14 mr B cpaBaenuu ¢ 0,4 %
nanueHToB (4 u3 898 maumenToB) B rpymmne mianebo. Y 5 manueHToB ¢ mnepudepuueckoi
HeliponaTHel, MpUHUMaBIINX TePUPIYHOMU] B 103€ 14 Mr, ObLIO MpeKpalieHo jeueHue; y 4 u3

HUX COO6H.I8.J'IOCL BBI3JOPOBJICHUH ITOCJIC IPCKPAIICHUA JICUCHU .

Hobpokauecmeennvie, 310KauecmeeHHvle U HEYMOUYHEHHblE HOBO0OPA308aHUSA (BKIIOYAS KUCTbL U
noaunsl)

B ximuHWYeckwx wuccleAoBaHUAX Ha (oHe mpuema TepudiIyHOMUIa He 3a(UKCHPOBAHO
MOBBIIICHUSI PUCKA BO3HUKHOBEHHUS 3JI0KAQUECTBEHHBIX OIMyXoJied. PUCK BO3HUKHOBEHUS

3JI0Ka4YCCTBCHHBIX OHYXOHCﬁ, a UMCHHO J'II/IM(I)OHpOJ'II/I(I)CpaTI/IBHBIX 3a60J’IeBaHHﬁ, YBCINYHBACTCA
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cuctemy (knacc-3¢dexr).

Taoicenvie Kodichble peakyuu

Bo BpeMs mnocTperucTpalliOHHOTO TNPUMEHEHHs TepUGIYHOMHA COOOIIANIOCh O CIIydasx
pa3BUTHS CEPHE3HBIX KOXKHBIX PEaKIHil, BKIIOYas TOKCHUECKUU SIUJepMaibHBIA HEKPOJIU3,
curapom CruBeHca-/[>KOHCOHA, JIEKapCTBEHHO-O0YCIOBICHHYIO PEAKIMI0 C HO3MHOPHUINEH H

cucteMHbiMu cuMminitomamu (DRESS-cunapom).

Acmenus
B xome mnanebo-KOHTPOIMPYEMBIX HCCIICIOBAaHMM B Tpymmax MPUMEHEHHs Iu1aneoo,
TepuduiyHoMuaa B A03¢ 7 Mr u TepudayHoMHaa B 03¢ 14 Mr yacToTa pa3BUTHUS ACTCHHH

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

Ilcopuas
B miane6o-KOHTpOIMpYyeMbIX HMCCIEIOBAHUSAX YacTOTa pa3BUTHs rcopuasza coctasisia 0,3 %,
0,3% u 0,4 % B rpynne mianebo, rpymnmne tepuduyHomuaa 7 Mr u tepuduyHomuaa 14 mr

COOTBETCTBCHHO.

Kenyoouno-kuweunwvle paccmpoiicmea

B nmoctperucrpallMOHHOM TNiepuoJe NPUMEHEHUs Tepu(IyHOMHUAA Yy B3POCIBIX HEYaCTO
cO00LIANIOCh O MAHKpPEaTUTe, BKIIIOYAsl CIydad HEKPOTU3UPYIOLIErO MAaHKPEaTUTa U IICEBJIOKUCT
MOJKEIYI0YHOH *kele3bl. [laHkpeaTnueckue sBJIEHUS MOTYT BO3HUKHYTh B JIFOOONH MOMEHT BO
BpeMs JIEYEHUs TEepUPIYHOMHJIOM, YTO MOXET NPUBECTH K TOCHHUTAIM3ALUU W/UIH

HE00XO0/IMMOCTH KOPPEKTUPYIOILEH Tepanuu.

Coo011eHne 0 moI03pEBAEMBIX HEXKEIATEIBHBIX DEAKIIHIX

BaxHo coo0mare O TNOA03pEBAEMBIX HEKEJIATEIbHBIX PEAKIUAX I0CIE PErucCTpaliu
nekapctBeHHoro mpenapara TEPUDJIYHOMUI-XUMPAP ¢ uensto  obecrieueHHs
HEINPEPBIBHOIO MOHUTOPHUHIA COOTHOIIEHUS «IIOJIb3a — PHUCK» JIEKAPCTBEHHOIO IIpermapara.
MeaunHCKUM ~ pabOTHHKaM  pEKOMEHAYeTCsl  cooOlmaTh O  JH0OBIX  IOJ03PEBAEMBIX
HEXENATENbHBIX PEaKkIMsIX JIEKapCTBEHHOIO IIpernapara 4Yepe3 HAMOHAIBHBIE CHCTEMBI
COOOIIEHNsI O HEeXeNaTelIbHbIX PEaKLHUAX roCyJapCTB-wIeHOB EBpasuilckoro 3KOHOMHYECKOTO

COrO3a.

YIIOTHOMOYEHHBIN Opras:

®denepanpHas cayx0a mo Haa30py B cdepe 3apaBooxpanenus (Poczapasraaazop)
Crtpana: Poccuiickas @enepanus

Anpec: 109012, r. MockBa, CraBsiHCKasl TUIOIIaab, 1. 4, cTp. 1

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

OnexTpoHHas noyra: pharm@roszdravnadzor.gov.ru
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4.9. Ilepeno3npoBka

He pekomenayercst Ha3HaueHUE MIpernapaTa B 103aX, MPEBBIIAIOIINX yKa3aHHbIe B pa3zene 4.2.

CumMnromsl

WNudopmanuu o nepeao3npoBKe WM OTPABICHUH TEPUQPIYHOMHIOM Yy YEJIOBEKa HET. 370POBbIC
JOOPOBOJIBIBI TPUHUMATH TepUIIyHOMHIT B J03¢ 70 MI' eXelHEeBHO B TedeHue 14 nueil.
Habmiomaemble  HeenaTelbHBIE  pEaKIUM  COOTBETCTBOBANM  MPOQWII0  0e30MacHOCTH

Tepu(IIyHOMHU/A IPU IpUeMe NallUeHTaMU C PACCESHHBIM CKJIEPO30M.

JleueHue

B cnyuae 3Haunmmoll TEepeO3UMPOBKM WM OTpaBICHUS Il YCKOPEHHOTO BBIBEICHHS
TepudIyHOMHU 1A PEKOMEHIYEeTCs TIPUEM KOJIECTUPAMUHA UM aKTUBUPOBAHHOTO YTJIA.
PexoMen0BaHHON TpoLIeAypOl SIBJISETCS MPUEM KoJecTUpaMuHa B J103¢ 8T 3 pa3a B CYTKH B
teueHue |1 gHed, B ciydyae IUIOXOM IEPEHOCUMOCTH 3TOM J03bl, MOXXHO CHHU3UTH 03y
KoJecTupamMuHa 110 4T 3 paza B Cyrku. B kauecTBe ajnbTEpHATHBHOTO BapHaHTa MOXKHO

OpUHUMATH 110 50 I aKTUBUPOBAHHOTO YISl Kaxkable 12 4 Ha npoTspkeHuu 11 gHei.

5. PAPMAKOJIOTMTYECKUE CBOMCTBA
5.1. ®apmakoauHaMH4YeCKHe CBOMCTBA

(I)apMaKOTepaneBaneCKaﬂ rpymnmna: I/IMMyHOI[ereCCB,HTI)I; CCIICKTUBHBIC
HMMYHOJACIIPECCAHTHI.

Kon ATX: LO4AA31

MexaHHN3M AeUCTBUS

Tepudaynomug - MMMYHOMO1YJIMP YOI/ JIEKApCTBEHHBIN npemnapar c
IPOTUBOBOCTIAJIUTENIbHBIMA ~ CBOMCTBAaMH, CEJIEKTUBHO M  OOpaTUMO  MHTMOMPYIOLIUI
MHUTOXOHAPHATIBHBIN (epMeHT auruapoopotaraeruaporenasy (AI'O-II), koTopslii HeoOXxoauM
JUIS CUHTE3a MUpUMUANHA de novo. TakuMm o6pazom, TepudayHoMu] OJI0KUpYET NpoarQeparuio
CTUMYJIMPOBAHHBIX JUMQOLUTOB, A KOTOPHIX HEOOXOIUM CHUHTE3 NUPUMHIUHA de novo.
TouHBIll MEXaHH3M, C TOMOILBIO KOTOPOTO TEPUGIYHOMH]I OKa3bIBAa€T CBOE TEPaleBTHUECKOE
JNEICTBUE MpPU PACCEIHHOM CKJIEPO3€, M3Yy4EH HE IOJIHOCTBIO, HO OH MOXET BKJIOYATh
YMEHBIICHNE YHCIa aKTUBHPOBAHHBIX JUM(OIMTOB B LeHTpasbHOM HepBHOM cucteme (LIHC).
Bo3moxxHO, 4YTO TepuIyHOMHJ YMEHbBIIAET YHUCIO MepUPEpUYECKUX aKTUBUPOBAHHBIX

TUMGOLMTOB, KOTOpbIe MOT'yT Murpuposats B [THC.
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Bausanue na xonuvecmeo uMMyHHbIX K1€MOK 8 KPOSU

BnusHre Ha KOJNMYECTBO MMMYHHBIX KIETOK B KPOBH: B XOJ€ IUIANE00-KOHTPOIUPYEMBIX
UCCIIeIOBaHMM NpreM TepuduyHoMuaa B 103¢ 14 Mr 1 pa3 B CyTKHM IPUBOIIII K HE3HAYUTEITLHOMY
CHI)KEHMIO CpEJIHEro Kojn4ecTBa JUM(OUUTOB B mepudepuyeckoid KpoBH (MEHee 4eM Ha
0,3x10%/1), KoTopoe HAOMIOAANTOCH B TEUYEHHE IEPBBIX 3 MECALEB JICUEHHsS, MOCIE Yero
KOJIMYECTBO JUMGOLHUTOB B mepudepudeckoil KpoBU CTAOMIM3UPOBAIOCH HA JOCTHUTHYTOM
YPOBHE M COXPAHAIOCh HA 3TOM YPOBHE JJO OKOHUAHUS JICUEHUSI.

B KIMHMYECKOM WCCIIEZIOBaHUM, y TMALMEHTOB, IOJIYYaBIIMX JIEYCHUE TEPUQPIyHOMHIIOM,
COXPaHSUINCh a/ICKBaTHbIE UMMYHHbIE PEAKLIUU Ha CE30HHYIO IPOTUBOTPUIIIO3HYIO BaKIIMHALIHIO,
YTO COOTBETCTBOBAJIO MOJJAECPKAHUIO PEAaKIMM aKTUBHOM MMMyHu3alnuu. llanueHtsl B oOenx
rpynnax mnpuema TtepuduyHomunaa (7 Mr U 14 Mr B CyTKH) MOCJ€ BaKIMHAIIMU JOCTUTAIIN
CEPOIPOTEKTUBHBIX TUTPOB AHTUTEIL: TIOCIIE BakMHAIMK OoJiee 90 % manueHToB JOCTUTIIN TUTPA
antuten >40 x mrammam HIN1 u B. Jlnsg mramma H3N2, tutpst anTuTen >40 ObUIM JOCTUTHYTHI
y >90 % manueHToB B rpymnie npuma TepudIyHoMua B 03€ 7 MT B CYTKHU, Uy 77 % NallMeHToB
B IpyImre npuema TepudryHoMuia B 103€ 14 Mr B CyTKH.

B gpyrom  paHAOMU3MpOBaHHOM,  JIBOMHOM  CJIEIOM,  IUIale00-KOHTPOJIUPYEMOM
(apMakoIMHAMHYECKOM HCCIIEJOBAHUH, TIPOBEIEHHOM Y 37I0POBBIX JTOOPOBOJIBIIEB, ObLT H3yUeH
MMMYHHBII OTBET Ha BBe/ICHUE MHAKTUBUPOBAHHOMN BaKIIMHBI IPOTUB OElICHCTBA (HEOAHTUTECHA).
[To oxOHYAaHMU CXEMbl BaKLIMHAIUU TEOMETPUYECKHE CpPEIHHE 3HAUCHHUS TUTPOB aHTHUTEN K
aHTHpaOMYecKOol BaklMHE (BaKLIMHE IPOTUB OCLIEHCTBA) B rpymnne TepudIyHoMu1a ObLIN HUXKE,
YyeM B TIpymne Imianedo, AOCTUTas MOCTBAKLIHMHAIBHOIO JI€4eOHOTrO0 COOTHOUIEHMSI 3HA4YEeHUMN
TUTPOB AHTUTEJ B TpyIIe TepuIyHOMUAa MpoTUB rpymisl mwianedo (90 % [N), cocrapistomiero
0,53 (0,35; 0,81). Ognako y Bcex MOOpPOBOJNBIEB TUTPHI AHTUPAOUYECKHX AHTHUTEN IOCIHe
BakMHauuu 61y Bhie 0,5 ME/mi (TuTpa, SBIISIONIErocss MOPOTrOBbIM 7Sl ceponpoTekuun). B
TOM JK€ MCCIEJA0BaHUU, y JA0OpOBOJIBLEB, IOJYYaBIIUX TEPUDPIYHOMUA, CIOCOOHOCTH K
HPOSIBICHUIO KOXKHBIX PEAKIUH THIEpYYBCTBUTEIBLHOCTH 3aMEJIEHHOTO THUIIA HAa TOBTOPHOE
BBEJICHUE TAaKMX AaHTUTEHOB, Kak aHTureHsl Candida albicans, Trichophyton wnu o4MIIEHHBIN
nepuBaTt (Tpou3BOAHOE) OeJIKa TYOepKYyJINHA, HE OTINYAIACh OT TAKOBOU y TOOPOBOJIBIIEB TPYIIITHI

rwiane0o.

Brusanue na unmepean QT
B xone mnamne60-KOHTPOIUPYEMOTO HCCIIEOBAHMS, TPOBEACHHOTO C YYacTHEM 3J0POBBIX
TOOpPOBOJIBIIEB, TEPUGDIYHOMHU]T MPU CPETHUX KOHIIEHTPAIMSX B PABHOBECHOM COCTOSIHHMHM HE

MoKa3ay Kakoro-imbo mnoteHiumana qis yamuaenns narepsana QTcF mo cpaBHennio ¢ miane6o:
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BepxHel rpanuuei 90 %-ro 10BEpUTEIBLHOIO MHTEpBaia, paBHON 6,45 Mc. Ilpu aTOM HM OJHO
3nayenne QTcF ne 6bpu10 >480 McC, M1 HM OHO M3MEHEHHE JTUTEIFHOCTH 3TOTO MHTEpBaja HE

ob110 >60 MC 1O CpaBHCHHIO C HCXOAHBIM 3HAYCHHUEM.

Bausnue na ¢pynkyuro noveunvix kaHauvyes

B xoxe mumane6o-kKoHTpoIHpyeMbIX —uccienaoBanuii  HabOmogamoch 20-30 %  cHUXKCHHE
KOHIIGHTPAllMd MOYEBOM KHCIOTHI B CHIBOPOTKE KpPOBM Yy TAIMEHTOB, MPUHUMABIINX
Tepu(IYHOMU], IO CPAaBHEHUIO C Tpymmoil mianebdo. Cpennee cHukeHUe coaepkanus pocopa
B CHIBOPOTKE cocTaBuio okosio 10—-15 % B rpymnmne tepuduyHOMUIa IO CPaBHEHUIO C TPYIION
rane6o. Takue 3(PpQeKTsl CUUTAIOTCS CBA3AHHBIMU C YBEIWYCHHEM IOYCYHOW KaHAIBIIEBOU

9KCKpPCUUHU U HC CBA3aHbI C USMCHCHUSMU B q)YHKI_[I/II/I IIOYCYHBIX KJIY60‘-IKOB.

Kinuanueckas 3¢ dekTUBHOCTL U 0€30IIaCHOCTE

OddextuBHocTh TepudayHOMHAA ObUla MPOJAEMOHCTPUPOBAHA B XOJIE HCCIEIOBAaHUM
EFC6049/TEMSO u TOWER, xotopble OBLIM IOCBSIIEHBI OLIEHKE EXKEAHEBHOTO IpHEMa
tepuduiyHoMuaa B o3¢ 7 Mr u 14 mr y nanuentos ¢ PPC.

B nenom 1088 nmanuentoB ¢ PPC Obutn pangomusupoBansl B ucciaegopanue TEMSO nis nmpuema
B Teyenue 108 nexens tepuduynomuaa B qo3e 7 mr (n=366) wiu 14 mr (n=359), unu npuema
miane6o (n=363). Bce manueHTsl UMENU YCTAaHOBJICHHBIM JUArHO3 PacCesHHOIO CKJeposa (Ha
ocHoBaHuu kputepueB Mak/lonanpna (2001)), peunummuBupyroniee TeueHHEe C WIH 0e€3
MPOTrPECCUPOBAHMS; TALMEHThl MEPEeHECIn, KaK MUHUMYM, | peuuaMB B TEYEHHE Troja,
NpEAIIECTBYIOIIETO  HCCIEAOBAaHUIO WM, Kak MHUHUMYM, 2 peuuauBa 3a 2 roja,
MPEIECTBYIOLUX UCCIIeI0BaHuUIO. [Ipy BKIIIOUEHUH B HCCIIEI0BaHUE MAIMEHTHI UMEIH CPEeIHUN
6aim mo Pacmmpennoi mikane omnenku muBanmausaimu (EDSS — Expanded Disability Status
Scale) cocraBnsin <5,5. CpeaHuii BO3pacT U3yyaeMoil TpyIIbl MAUEHTOB cocTaBisil 37,9 ner.
BoNbIIMHCTBO MAIMEHTOB MMENU PEMUTTHPYIOIIYI0 ¢opMy paccesHHoro ckiepo3a (91,5 %),
TaK)ke OBbLIM IPECTAaBJIECHbI NOJAIPYNIbI NAMEHTOB C BTOPUUYHBIM MHporpeccupyromum (4,7 %)
WIN TIPOrPECCUPYIONIE-PEIUANBUPYIOMUM  paccesHHbIM  ckiepozoM (3,9 %). Cpennee
KOJINYECTBO 00OCTPEeHM B T€UEHME T0/la Tepe/l BKIOYEHHEM B MCCIIEOBaHUE COCTaBIsUIO 1,4,
P ATOM HCXOJHO Y 36,2 % manueHToB ObUIM OYary, HaKaruIMBAIOIINEe KOHTPACTHOE BEIIECTBO
ragonuauid. Cpemnmii 6amn mo mkane EDSS Ha MOMEHT BKIIOYEHHMS] B HCCIICIOBAHUE
coctaBisut 2,50. CpenHsisi MPOJOKUTEIBHOCTh 3a00JIEBaHUSI ¢ MOMEHTA TIOSIBJICHHS TIEPBBIX
cumMnToMoB Obuia 8,7 meT. bonbmuHCTBO marnueHToB (73 %) HE NPHHUMANIO MpPErnapaTos,
U3MEHSIOMUX TeueHue paccesHHoro ckieposa (IIMTPC) B Teuenue 2-x net nepen BKIIOUYESHHEM

B HcceoBaHue. Pe3ynbTaThl Hccaea0BaHus IPEICTABIICHBI B TAOIHIIE 2.
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AHanu3 OTAAJNEHHBIX PE3yJbTAaTOB, MOJIy4YeH

kmuHU4eckoro wuccinenoBanuss TEMSO (menuana oOmieid MpoOJOIKUTETFHOCTH —JICUCHUS
cocTaBuiia TPHOIU3UTENBHO 5 JIET, MaKCUMaJbHAS TMPOJOJDKUTEIBHOCTh JICUCHUS COCTaBHIIA
npuOIM3UTENBHO 8,5 IeT) HEe BBISIBIJI HOBBIX WM HEOXHUJAAHHBIX JAHHBIX MO 0€30MacHOCTU
mpernapara.

B uenom 1169 natmentoB ¢ PPC Opumn Bkmouensl B uccnenoBanne TOWER nmns mpuema
tepuayHomuaa B go3e 7 mr (n=408) wmm 14 mr (n=372), wim npuema mianedo (n=389).
JlnurenbHOCTh JieueHus: coctaBuiia 48 Helenb Mociie BKIIIOUEHUS MOCIEAHEro manueHra. Bee
MAIMEHTHl UMETU YCTaHOBJICHHBIA MAarHo3 pPacCcesHHOTO CKiiepo3a (Ha OCHOBAHUU KPUTEPHUEB
Mak/lonansaa (2001)), penuauBupyromiee TedeHue ¢ Wik 0e3 MPOrpeccuu, U MEepPeHecln, KaK
MUHHUMYM, | peruauB B T€YEHUE rojia, MPEAIIECTBYIONIEIO UCCISI0BAHUIO, W, KAK MUHHUMYM,
2 peruauBa 3a 2 rofa nepen uccienoBanuem. [pu BkitoueHUH B HCCle0BaHUE MAIMEHTHI UMENN
6amn o Pacmmpennoit EDSS, cocrapnsromuit <5,5. Cpeanuii Bo3pacT HCCIEAYEMOM TPYIIIbI
nanueHToB coctaBisul 37,9 ner. bonpmmucTBo marmuentoB umenu PPPC (97,5 %), Ho Obuin
MOATPYIIBI MAIMEHTOB C BTOpUYHO-TIporpeccupyromum (0,8 %) uam mporpeccupyroiie-
PELUAUBUPYIOIIUM paccesHHBIM ckepo3oM (1,7 %). Cpeanee KOIUYECTBO PELIUIUBOB B TEUCHUE
rojia mepej] BKIOYSHHEM B hccienoBanue coctaisuio 1,4. Meauana 6amnos EDSS y nanuentos
Ha MOMEHT BKJIIOYEHHS B wucciefoBaHue coctarisuia 2,50. CpemHsis MNpOAOIHKUTEIBHOCTD
3a00JI€BaHUsI C MOMEHTa IMOSBIICHUSI TEPBBIX CHMIITOMOB COCTaBiisIa 8 JIeT. BONBIIMHCTBO
nanueHToB (67,2 %) He mpUHUMAJIO IPerapaToB, H3MEHSIOINX TeueHue 3a00IeBaHMsl, B TEUCHUE
2-x JeT mepea BKIIOYEHHEM B HccliefoBaHME. Pe3ynbTaThl MCCIEIOBAaHHs TMPEICTaBICHBI B
tabnuue 2.

Tabnuna 2. I'maBHble pe3yabTaThl (s YTBEpXKIEHHOM [103bl, mnomynsiuus [TT-manueHTsl,
HavyaBIITUE JICUCHUE).

HccaenoBanne TEMSO HccaenoBanne TOWER
Tepuduynomun IMaue6o Tepudaynomun Mane6o
14 mr 14 mr
KonnyecTBO manueuToB 358 363 370 388
Kiannndeckne Mcxoabl
CpeI{Hel‘OILE)BaH yacTrora 0.37 0,54 0.32 0.50
o0ocTpeHmi

A6C0ﬂf0mH0€ CHUDICEHUE
pucka (A os0,)

0,17 (-0,26; —0,08)***

0,18 (~0,27; —0,09) %

[IponeHT manuenToB 6e3
PELUINBOB 110 COCTOSHUIO Ha
108 Hegemto

56,5 %

45,6 %

57,1 %

46,8 %

OmmnocumenbHulii puck

(AHys0,)

0,72 (0,58; 0,89)**

0,63 (0,50; 0,79)****

HpOLICHT MNAalnUCHTOB, Y

20,2 %

27,3 %

15,8 %

19,7 %
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KOTOPBIX UMECJIIO MECTO

yCTOWUYNBOE (B TCUCHUE
12 Henenn)
MIPOTPECCUPOBAHUE
WHBAJIMTU3AIHAH 110
cocrosiHmO Ha 108 Hememnro
OmHouweHnue puckoa,
paccuumantoe Ha 0CHoge
KPUBHIX BbIJICUBAHUSL 0,70 (0,51; 0,97)* 0,68 (0,47; 1,00)*
Kannana-Meiiepa ({Hys.,) no
cocrostamio Ha 108 Hememo
[IporneHT manueHToB, y
KOTOPBIX HMEJIO MECTO
ycTOHYHBOE (B TEUCHHE
24 Henenn) 13,8 % 18,7 % 11,7 % 11,9 %
MIPOTPECCUPOBAHUC
WHBAJIMIU3AIHAH 110
coctosauio Ha 108 Hegeno
OmHouenue puckoa,
PACCYUMAHHOE HA OCHO8e
KPUBBIX BbINHCUBAHUSL
Kannana-Meiiepa (/{1 ys.,)
Koneunsbie Toukn MPT (MarHMTHO-pe30HAHCHAsA TOMOTrpadusi)
Usmenenne BOD,exes 10" 0,72 | 2,21
H3menenus omnocumenvro 67 Ok
niayebo
CpenHee KOJIMYeCTBO 0Yaros,
HakarjuBaromux I
(ramonuHMIA) HA
ckaHorpamme K 108 Henene
H3menenus omnocumenvro
naayebo ([{Hys o)
KonngecTBO OTAETBHBIX
AKTHUBHBIX OYaroB Ha 0,75 2,46
CKaHOTPaMMe
H3menenus omnocumenvho
naayebo ([ os +)
[Mpumeuanwus: **** — p <0,0001, *** —p <0,001, ** —p <0,01, * — p <0,05 B cpaBHEHUHU C I11a1Ie00;

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

0,38 1,18

He onpenensnock
—0,80 (—1,20; —0,39)****

69 % (59 %, 77 Yo)****

'~ BOD: 06mmwuii 06bem ouaros B Mit (T2 u runionnTeHcuBHbIX T1).

Dhpexmusrnocmo y nayueHmos ¢ blCOKOU AKMUEHOCMbIO 3a001€8aHUSA

B uccnenoanuun TEMSO B moxrpyrmmne manueHTOB € BBICOKOH aKTUBHOCTBIO 3a00JI€BaHUS
(n=127) mwnaOmogancs yctoWuuBbeld 3¢pdexT Tepanuu TepUPIYHOMUIOM B OTHOILIECHUU
ob6octpenuit PC u ycroitunBoro (B TedueHue 12 Henens) nmporpeccupoBaHus MHBaIUIU3aluu. B
COOTBETCTBUH C IN3afHOM HCCII€IOBAaHMSI BBICOKAs aKTUBHOCTb 3a00JI€BaHUs ONpeAesiach Ipu
HaIMYMKM 2 uiau Oojiee pelIMBOB B TEUEHHME Tojla C BU3yaJdHM3alMeld OHOro Wiau Oolee
HaKaruIMBAIOMUX TagoauHui ogaroB Ha MPT romoBHoro mo3sra. [lomoOHbIN aHaU3 TOATPYII B
uccienoBaann TOWER He npoBoawmics, Tak kak He ObUT0 TTosTy4eHO JaHHBIX MPT.
OTCyTCTBYIOT JaHHBIE O MAI[MEHTaX, HE OTBEYAIOIIUX Ha MOJHBIN U aIeKBaTHBIN Kypc JeueHus (B

CpCaAHEM 1 roa Tepam/m) 6eTa-I/IHTCp(I)CpOHOM, H UMCIOINX KaK MUHUMYM 1 peuuInB B TCUCHHUC
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IpebIAYyIIEro roja Ha GoHe Tepanuu, U Kak MUHUMYM 9. E’}L}ﬂmé&%gﬁﬁk%qgfbﬂ HAMPT

TOJIOBHOI'O MO3ra WX, KaK MUHMMYM, | odar, HakarulMBaroIUK raJloIMHNAN, WIK O NAllUeHTax, y
KOTOPBIX YaCTOTa BO3HUKHOBEHHS OOOCTPEHUI HE M3MEHMJIACh WM YMEHBIIWIACH B TEUCHUE
MPEIbIIYILIEro rojia Py CPaBHEHUH C TIPEIbITYIIUMU 2 TOJIaMU.

Kmunanueckoe uccnenoBanne TOPIC Obuto MBOMHBIM CHENBIM, IUIAE00 KOHTPOJIUPYEMBIM,
UCCIIEJOBAaHMEM, B XOJA€ KOTOpPOro OLIEHMBAJM INpUHUMaemble | pa3 B CYTKH J03bl
tepuduryHomuna 7 Mr u 14 mr B Tedenue 108 Hemenb manueHTamMH C MEPBBIM KIMHUYECKUM
JEMUCTUHU3UPYIOIUM 31H3010M (cpearuii Bo3pacT 32,1 jeT). OCHOBHBIM KPUTEPHUEM OICHKH
OBLJIO BpeMsl [0 BTOPOro KIMHMUYECKOro »smu3oja (penuauBa). B oOmiel cloXHOCTH
618 manueHToB OBUIM PAaHAOMH3UPOBAHBI B TPYMIbL, noxydatoume 7 Mr (n=205) wm 14 mr
(n=216) Tepuduynomuaa, wiu mianedo (n=197). Puck BTroporo KIMHHYECKOTO0 000CTpeHHS Ha
npoTskeHun 2 et coctaBun 35,9 % B rpynme tane6o u 24,0 % B rpymnme JedeHus
tepuduyHoMuoM B 103e 14 mr (otHomenue puckos (95 % W) 0,57 (0,38; 0,87), p=0,0087).
Pesynbrarel, monydeHHble B Xoje KiaumHHYeckoro wuccienoBanus TOPIC, noareepauniu
apdexTuBHOCTs Tepuduynomuna npu PPPC (B Tom umcne npu pannem PPPC c¢ mepBbim
KIMHUYECKUM JEeMHUEIMHU3UPYIOIMUM 3mu3010M U MPT-oyaramu pas3nuyHOW JaBHOCTH U
JIOKAJTN3aIIHHN ).

OddextuBHOCTh TepUDIYHOMHUAA CpPaBHUBATU C 3(PPEKTUBHOCTHIO MMOJKOKHOTO BBEICHUS
uHTepdepona Oera-la (B pekOMEHI0OBaHHOU J103€, cocTaBistomeld 44 MKr, 3 pa3a B HE/IENI0) B
pamkax  uccienoBanus ¢ ywyactueM 324 manuentoB  (TENERE).  Munumanbhas
IIPOJOJDKUTENIBHOCTD JIEUEHUs cocTaBwila 48 Henenb; MakcuMmanbHas — 114 venens. Bpemsa no
TepaneBTUYECKON Heynauu (MOATBEPXKACHHBIN PELUIUB WM TOJHOE MpEeKpallleHue JeueHus,
HE3aBHCHMO OT TOTO, YTO MPOU3OILIO B MEPBYIO OUYepeab) ObUIO MEPBUYHON KOHEUHON TOUKOM.
KonnyecTBO manueHToB, OKOHYATENbHO MPEKPATUBLIMX JIeU€HHE, B IpyMmIe Tepu(IyHOMHIA
14 mr coctraBuno 22 u3 111 (19,8 %). Ilpuunnamu Obutn HexenatenbHble siBiueHus (10,8 %),
HepocTaTouHas 3 dexTuBHOCTD (3,6 %), npyrue npuuuHsl (4,5 %) u noreps Ui JanbHEHUIIEro
Haomoenus (0,9 %). KonnuecTBo nanueHToB, OKOHYATEIbHO IPEKPATUBIINX JICYEHHUE, B TPYIIIE
uHtepdpepona Oeta-la coctaBuno 30 uz 104 (28,8 %). IlpuumHamu ObLIM HeXeJaTeNIbHBIE
aprnenust (21,2 %), nHemocrarounas sddexktuBHocTh (1,9 %), apyrue upuuunsl (4,8 %) wu
HEBBINOJIHEHHE ycsioBui mpotokoina (1 %). CtatucTuyecky JOCTOBEPHBIX OTIWYHM MO BIUSHUIO
Ha MEPBUYHYI0 KOHEYHYIO TOUKY MEXAY TepUPIyHOMUIIOM 14 MI/CyTKH U 1/K UHTEp(epoHOM
O6era-la 44 Mr B cyrku He ObUIO BBIABIEHO. [IpOIIEHT mMAnMEeHTOB C MOATBEPKICHHON
TepaneBTHUECKON Heyaauel Kk 96-oi Henene no metony Kamnana-Meliepa coctasui 41,1 % Ha

done tepudayromuna 14 mr o cpaBaenuto ¢ 44,4 % na pone uarepdepona d6era-1a (p=0,5953).
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IIpumenenue y demeii (MOCNEODBA

Knunnueckue nanaple 00 3(h(EeKTUBHOCTH M 0E30MACHOCTH MPUMEHEHHs Tepu(IyHOMUOA Y

JIETEN U OIPOCTKOB B Bo3pacTte 10 18 jeT OTCyTCTBYIOT.

5.2. ®DapmakoKHHEeTHYECKHE CBOMCTBA

AOGcopOuus

buonocrynaocTs npenapata npubmmsutensHo 100 %. Ha dpone kypcoBoro nepopajibHOTO preMa
TepuQIIyHOMUa CpeHEee 3HAUYCHHWE BPEMEHH JOCTMIKEHHUS MAaKCUMAIBHBIX KOHIIEHTPAIUN B
1a3Me KpOBH (tmax) COCTaBISIET OT 1 110 4 4.

[Tuma He oka3bIBaeT KIMHUYECKHA 3HAYUMOTO BIMSIHUS HA apMaKOKHHETUKY TepU(ITYHOMUA.
[Tocne mpuema BHYTpb 7 MT 1 14 MT TepudIyHOMUA €0 CHCTEMHAsI YKCIIO3UITUS YBEIIMYUBACTCS
IPOTOPIMOHATIBEHO JI03€.

Ha ocHOBaHMM  CpeJIHHMX  MPOTHO3UPOBAHHBIX  (PAPMAKOKMHETUYECKUX  MapaMeTpOB,
paccUMTaHHBIX HAa OCHOBAHWW aHAJM3a MOMYJAIUOHHOW (apmakokunetuku (PopPK) c¢
UCTIOJI30BAaHUEM JIAHHBIX O 3J0POBBIX JOOPOBOJIBIAX U MAIIMEHTaX C PACCESTHHBIM CKIIEPO30M,
npu npueme TepuIayHOMHIA HAOMIOAANOCh MENJICHHOE JOCTH)KEHHWE PpPaBHOBECHOU
KOHIEHTpauuu (nmpubnu3urensHo 95 % paBHOBECHOW KOHIIGHTpAIMHM JIOCTHTaeTcsl 4epes
100 nueit (3,5 mecsna)), a mpenanosnaraeMblii KOOQQGUIUEHT HAKOIUICHUS TepudIyHOMUIA MPU
JOCTHKECHUH PAaBHOBECHOW KOHIIEHTPAIIMU COCTABIACT 34 (IIPH OIEHKE IO IUIOMIAIN IO KPUBOM

«xoHneHTpanusi-spems» (AUC)).

Pacnpenenenue

Tepudnynomun B BEICOKOH creneHu (>99 %) cBsizbiBaeTcs ¢ OenKaMHy M1a3Mbl KPOBH, BEPOSATHO,
¢ anbOyMHUHaMH, U, IPEUMYILIECTBEHHO pacrpeaensercs B ia3me. O0beM pacnpeesieHus mocie

OJHOKPATHOTO BHYTPUBEHHOT'O BBEAECHU Mpenapara coctasisger 11 .

BI/IOTDaHC(bODMaHI/IH

TepudnyHomua ymepeHHO MeTaboIM3UpyeTCs U SBISETCS €AMHCTBEHHBIM BEIIECTBOM, KOTOPOE
onpezensercs B IulazMe KpoBU. ['MaBHbIM myreM OuoTpaHchopmanuy s HE3HAYUTEIHHOTO
KOJIMYECTBA METAa0OJUTOB TepU(IYHOMHJIA SBISETCS TUAPOIM3 C OKUCICHHMEM B KauecTBe
BTOPOCTENEHHOI0 MyTH MeTaboiau3Ma. BropocTeneHHble MyTH MeTabonM3Ma BKIIHOYAKOT

OKHCJICHHC, N-aI_ICTI/IJ'II/IpOBaHI/IC 1 KOHBIOI'alluIo C CYJ'IB(I)aTOM.

DIuMHHAIHS

TepudmyHomua BblIenseTCsl Yepe3 KETyJOYHO-KUIIEYHBIH TPakT, B OCHOBHOM, C JKEIYbIO B
HEU3MEHEHHOM BHJI€ U, BO3MOXKHO, IIyTEM MNpsIMOH cekpeunu. B Teuenume 21 nHsA BbIBOAWTCS
60,1 % oT mpuHATON J03bI Mpenapara, IpUYeM depe3 KeTyJOYHO-KUIIEYHBIH TPakT (¢ KajoMm)

37,5 % u uepe3 nouku (c Mouoit) 22,6 %. [Ipu npruMeHeHUN YCKOPEHHO Mpolielyphl BHIBEICHUS
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TepuQIIyHOMUJa C TPUMEHEHHEM KOJIeCTUpaMuHa, z["(!_llllo'fﬁ{;lﬁ'gfsligb;'

OCHOBHOM ¢ KaioMm). llocie OJHOKpaTHOrO BHYTPUBEHHOTO BBEACHUSA OOIIMN KIMPEHC

TepudIyHOMUAA U3 opranusma cocrasiuser 30,5 min/y.

TepuduyHomMus MeUIEHHO BBIBOJUTCS M3 IUIa3Mbl KpOBU. be3 yCKOpeHHOH mporenypsl

BBIBEJICHUSI TEPU(IIYHOMHA JOCTH)KEHHE KOHLEHTpAlUU Tepu(IyHOMHJA B IIa3Me KPOBHU

menee 0,25 Mr/i1 3aHUMaeT B cpeTHEM 6 MECSIIEB, a M3-3a MHAWBUIYAIBHBIX PA3INYUN B KIUPEHCE

TepruIYHOMHUIA OHO MOXKET 3aHATH JI0 2-X JIeT.

BeiBenieHre MokeT ObITh YCKOPEHO € IOMOLIBIO OJJHOM U3 CIEeIYIOLUX IPOLeryp:

— IlpueM BHYTpH KoJiecTMpamMuHa 1O 8T Kaxable 84 B TeueHue 11 gueir. Ecnum mpuem
KoJIeCTUpaMHHa 1O 8T 3 pa3a B CYTKU IJIOXO IEPEHOCUTCS MAlMEHTOM, MOXET ObITh
HCI0JIb30BaHa CXEMa IIpHeMa KoJecTUpaMuHa 110 4 T Kax/ple § u.

— Ilpuem BHyTph 50 I opoIIKa aKTUBUPOBAHHOTO YIJId Kaxkable 12 4 B Teuenue 11 qHeil.

Ecnu kakas-mubo mporenypa yCKOPEHHOTO BBIBEACHUS TepU(DIyHOMHUIA TUIOXO TEPEHOCHTCS

MAIMEHTOM, M €CJIH HET He0OXOAUMOCTH OBICTPOTO CHIDKEHHSI KOHIICHTPALUU TEPUPIYHOMHIA B

IUIa3M€ KPOBH, TO KOJECTUPAMUH M AaKTUBUPOBAHHBIN Yrojib He 00s3aTelIbHO NPUHUMATh

€XKETHEBHO.

Konectupamus u akTUBUPOBAaHHBIN Yrojb MOT'YT OKa3bIBAaTh BIMSIHME HA BCAChIBAHHE AICTPOTEHOB

U TPOTreCTareHOB, IO3TOMY HEJb3sl TapaHTUPOBATH HAJEKHYI0 KOHTPALEHIUI0 OpalbHBIMU

KOHTpAIeNITUBAMH BO BpeMs IIPOLEyphbl YCKOPEHHOT'O BBbIBEAECHUS TEPUPIIYHOMHIA C TIOMOLIbIO

KOJIECTUpAaMHMHA WM aKTUBHUPOBAHHOTO YIiisl. PeKoMeHIyeTcsi MCIob30BaTh albTepPHATUBHBIC

METO/Ibl KOHTPALIETILINH.

[Tpouenypy yCKOpEeHHOIO BbIBeI€HUS TepU(DIyHOMUAA MOKHO TAK)K€ BBIIIOJIHATH B JIF000€ BpeMst

1ocJjIe MPEeKpalleHus Tepanuu npenapaTom.

K xonny 11 nHeit 06e cxembl JieueHHs! YCIIEIHO YCKOPSUIM BhIBEZICHNE TepU(IyHOMHUIa, TPUBOIS

K CHHKEHHIO KOHIIEHTpaluK TepuQIIyHOMHUa B 11a3Me KpoBH Oosiee ueM Ha 98 %.

Ecnu manueHt oTrBeyan Ha JjieueHUe TepU(IyHOMHUAOM, MPUMEHEHHE YCKOPEHHOW MpOLEAYypbl

BBIBE/ICHUS TEPUPIYHOMHUIA MOXKET MPUBECTH K BO3BPAILIEHUIO aKTUBHOCTH 3a00JI€BaHMSL.

[TonoBas MpUHAAICKHOCT, MAIIMEHTHI IOKUIOI0 BO3pacTa

Ha ocHOBaHuM pe3yabTaToB MNONYJSIMOHHOIO aHaidu3a (PApMaKOKMHETHKH Y 370POBBIX
JTOOPOBOJIBIIEB M Y MALIMEHTOB C PACCESHHBIM CKJIEPO30M ObUIO BBISIBJIEHO, HECKOJIBKO MPUYMH
BHYTpeHHell BapralOenbHOCTH (hapMaKOKMHETHYECKHUX IOKa3zaTesei: Bo3pacT, Macca Teja, IoJ,
paca U KOHIIEHTpaLUHU albOyMUHA U OWIMpyOrHa B KpOoBU. TeM He MeHee, UX BIUSHUE OCTAeTCs

OTpaHUYEHHBIM (U3MEHEHUE (papMaKOKMHETHUECKuX mokazateneit <31 %).
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IleuyeHOYHAS HEAOCTATOYHOCTD

[leueHouHass HEAOCTATOYHOCTH JIETKOM WM CpPEIHEM CTENEHM HE OKa3blBACT BIMSHUS Ha
dbapMakoKMHETHKY TepuduryHoMuaa. [109TOMy KOpPpEKIMH JT03bl y MAlMEHTOB C TEYCHOYHOM
HEJIOCTaTOYHOCTBIO JIETKOM M CpelHEed CTerneHu He npeanosaraetcs. PapMaKOKUHETHKA
Tepu(IyHOMHJIA Y MAIMEHTOB C TSDKEJIOH IMEUYEHOYHOW HEIOCTAaTOYHOCTHIO HE H3ydajaach

(cm. paznen 4.3).

TloyeyHas HEAOCTATOUYHOCTD

Tsokenass mouedyHash HEIOCTAaTOYHOCTh HE OKa3blBaeT BIMAHUA Ha (DapMaKOKUHETUKY
tepuduyHomua. [losToMy Koppekuud 036l Yy TAlUMEHTOB C TKEIOW MOYEYHOU

HEJI0OCTaTOYHOCTBIO HE TpeOyeTcsl.

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

S npo tabieTku

JlakT03BI MOHOTHIPAT

Kpaxman kykypy3Hblii

[enmrosio3a Mukpokpucramuimdeckas 102
Kapbokcumeruiakpaxman HaTpHs
I'unpososza

Marnus creapar

[IneHoyHas o6onouka: Busakoat® PC-8P-532 romy6oit

I'mnpomennosa

Turana quokcun (E171)
Tanbk

Makxporon-8000
Wuauroxapmus (E132)

6.2. HecoBMecTHUMOCTH

He npumennmo

6.3. Cpok rognocTu (CpOK XpaHeHHus )

3 ronga

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHEHUH

IIpu Temneparype He Boime 30 °C
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6.5. Xapakrep ¥ coaepkaHue NePBUYHON YIIIKOBKHU

[To 14 TabneTok B KOHTYPHYIO SYEHKOBYIO YIIAaKOBKY M3 KOMOMHHUPOBAaHHOIO Marepuana Ha
OCHOBE (DOJIBI'H ATFOMHUHUEBOH U (POJIBTY AIFOMUHHEBOM MEYaTHOM JTAaKUPOBAHHOM.
[To 2 wiM 6 KOHTYpPHBIX SYEHKOBBIX YIAKOBOK BMECTE C MHCTPYKUHMEH MO MEAUIUHCKOMY

MPUMCHCHHIO ITIOMCIIAIOT B IIAYKY U3 KapTOHA JJIA HOTpe6HTeHBCKOﬁ TapBkl.

6.6. Oco0Oble Mepbl MPEIOCTOPOKHOCTH MNPH  YHUUYTOXXKEHHH  HCIOJIb30BAHHOIO
JIEKAPCTBEHHOr0 mpenapara WM OTX0A0B, TMOJYYEHHbIX TOCJde MNPHUMEHEHUs:
JIEKApCTBEHHOI0 NMpenapara, i Ipyrue MaHUIMYJISIHH C MIPenapaTomM

Bech ocraBmmiicst iekapCTBEHHBIN MpeNapar U OTXO/bI CIICAYET YHUYTOXKUTh B COOTBETCTBHH C

YCTAaHOBJICHHBIMH HAIMOHAJIbHBIM 3aKOHOJATCIILCTBOM Tpe6OBaHI/I$IMI/I.

7. AEPXKATEJIb PETUCTPALIMOHHOI'O YAOCTOBEPEHUS
000 «MUXP», Poccus

141401, MockoBckast 0011., 1.0. XuUMKH, T. XUMKH, yi. PaGouas, 1. 2A, ctp. 1

Ten. dakc: +7 (495) 995-49-41
7.1. IlpencTraBuTeNb IepKATES PETHCTPAIMOHHOTO Y10CTOBEPEHUSI

IIpereH3uu HOTD66I/IT6J'IGI71 HAaITpaBJIATH IO aAPECy.

000 «MUXP», Poccus

141401, MockoBckast 00i1., 1.0. XUMKH, T. XUMKH, yi. Pabouas, 1. 2A, ctp. 1
Ten.: +7 (495) 995-49-41

OnexTpoHHas noyra: ithr@iihr.ru

8. HOMEP PETUCTPAIIMOHHOI'O YIOCTOBEPEHUA

9. TATA NEPBUYHOM PETMCTPAIIMA (IIOATBEPXJIEHUS PETMCTPAIINMN,
INEPEPETUCTPALINN)

JlaTa epBoii perucTpanuu:

10. JATA HEPECMOTPA TEKCTA
OO6mas xapakrepucTtka jJekapctBeHHoro npenapara TEPUOIITYHOMU/I-XUMPAP nocrynna

Ha HMH(OpMaMOHHOM TopTasie EBpa3uiickoro 3KOHOMHUYECKOTO CO0103a B HH(OPMAaLMOHHO-

KOMMYHUKaIMoHHOU cetn «MHTepHET» https://eec.eaeunion.org/.
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