COOTBETCTBYET JKCNEPTHOMY OTYETY
 0129.08.2023 N 16657
OBILAS XAPAKTEPUCTHKA JEKAPCTBEHHOFO TIPEHAPATA 1001)

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI'O ITPETTAPATA

Tepudnynomun Kanon, 14 mr, TabieTKH, TOKPBITHIE TNICHOYHOM 000JIOYKOM

2. KAUYECTBEHHBIN M KOJJMYECTBEHHbBII COCTAB
JleficTBytOIIIEE BEHIECTBO: TEPUPITYHOMUT
Kaxxnas tabnerka comepxut 14 mr tepudirynomuga
BcenomoratenbHble  BellecTBa, HajdWM4KMe KOTOPBIX HAI0 YYUTHIBaTh B  COCTaBe

JIEKapCTBEHHOI'0 Iperapara: JakTo3a, KpacUTes b COTHEYHBIN 3aKaT >KeNThId (cM. pazaen 4.4.)

ITonubIit MNEPCUCHDb BCIIOMOTI'aTCIIbHBIX BCIICCTB IIPUBCACH B Pa3aciic 6.1.

3. JIEKAPCTBEHHAS ®OPMA
TabneTku, MOKPHITHIE MIICHOYHOM 000T0YKOM.
TabneTku Kpyribie, TBOSIKOBBITYKJIbIE, TOKPHITHIE TNIEHOYHON 000JI0YKOI CUHETO 1IBETA.

Ha nonepeunom paspese s1po modytu 6enoro mnsera.

4. KJIMHUYECKHUE JAHHBIE
41. Iloxa3zaHusl K IPMMEHEHUIO

[Tpenapat Tepudmynomua Kanon nokasan 1j1si JISYeHHUsT B3POCIBIX B Bo3pacTe OT 18 net
TSI JICUEHUS MTAlIMeHTOB C PEIUANBUPYIOIIC-PEMUATTUPYIOIIUM paccestHHBIM ckiiepo3oM (PPPC).
4.2. Pe:xxuM no3upoBanus M c1ocod NpUMeHEeHUs

PexxuM 103upoBanus

PexomennoBanHnas go3a npemnapara Tepudmynomun Kanon cocrasmsier mo 14 mr 1 pa3 B

CYTKH.

Oco0ble TPVIIILI TAIMEHTOB

Tlayuenmul noscunoco 6ospacma

[Tpenapar Tepudnynomun Kanon HeoOXoauMo Ha3zHA4YaTh C OCTOPOYKHOCTHIO B CBS3H C
HEJOCTAaTOYHBIM KOJHYECTBOM JAHHBIX 00 J(PQPEeKTUBHOCTH U OE30MaCHOCTH B JaHHOM
BO3pPACTHOM I'pyIIIIE.

Tayuenmoi ¢ HapyweHuem QyHKyuy novex

I manreHToB ¢ MOYEYHON HEJOCTATOYHOCTBIO JIETKOW, CPEHEN MIIM TSXKEJION CTENCHH,
HE HaXOJSIIUXCS Ha TeMOANANIN3€e, KOPPEKIIUU J03bI He TpeOyeTcs.

ITareHTB ¢ MOYEUHOM HEOOCTATOYHOCTBIO TSKENIONM CTENeHU, HaxoJsdlIuecs Ha
reMoauanu3e, He MPUHUMAIU YYacTUs B KIMHUYECKUX UCCICIOBAHMSIX. Tepu(IyHOMUT

IMPOTHUBOIIOKA3aH JTaHHOM KaTCrop1u nanucHTOB.
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Tayuenmoi ¢ Hapywenuem yHKkyuu neyekit

J1J1s aIMeHTOB C JISTKUM HJIM YMEPEHHBIM HapyIIeHUEM (QYHKIIUU IEYCHU KOPPEKIIHS T03bI
He TpeOyeTcsl.

[Mpenapat Tepudaynomun KaHOH MpOTHBOMNOKA3aH MAIMEHTaM C TSDKEJIBIM HApYIICHUEM
(GYHKIIMH TICYCHH.

eTH

[Mpenapat Tepudaynomun KaHoH IpOTHBOINIOKA3aH y JIETEH U MOAPOCTKOB B BO3paCTe JI0
18 ner.

besonacHocTh 1 3 pekTuBHOCTH TepUGITYHOMIIA Y A€TEH U MOJIPOCTKOB B Bo3pacTe 10 18
JIeT HE YCTaHOBJICHA.

Cnoco6 IOPUMCHCHUA

Bnytps.

TaOnerku cieyeT MpUHUMATh LIEJMKOM, 3allMBast BOJIOM, HE3aBUCUMO OT IpHEMa IHILH.
4.3. TIpoTHBOMOKA3aHMSA
. ['unepuyBCcTBUTENFHOCTE K TepU(DIYHOMUAY, JEQIyHOMHIY WIM K JIHOOOMYy WH3

BCIIOMOTATEJIbHBIX BEIIECTB, MEPEUNCICHHBIX B pasjene 6.1.

. Tspxenast medeHoYHast HeO0CTaTouHOCTh (Kiace C no mkane Yaitna-I1s10).

. Tsokenblii UMMYHOIE(UIIUT, HANpPUMEp, CHHAPOM MHPHOOPETEHHOTO0 WMMYHOICPHIINTA
(CITN ).

. Tskxenoe HapylleHHE KOCTHOMO3TOBOIO KpPOBETBOPEHMS WM KIWHUYECKH 3HaduMas

aHeMUs, JICHKOTICHUSI, HEUTPOTICHUS WJIH TPOMOOIIUTOTICHHUS.
. Tsokenass moueyHass  HEJOCTaTOYHOCTh, TpeOYIoIIass TMPOBEACHUS  TIeMOJHalIn3a
(HEMOCTAaTOYHOCTh KIIMHUYECKOTO OIMBITa IPUMEHEHHS).
. Tsxenple akTUBHBIE MHPEKIIMH IO MOMEHTA BBI3JIOPOBJICHHS OT HUX.
. Tspxenast runonpoTenHeMus (Hapumep, Mpu HehPOTUUECKOM CUHIIPOME).
4.4. OcoOble yka3aHHsl M MepPbl PEIOCTOPOKHOCTH NPH NMPUMEHEHU U
Jleyenue MOMKHO TMPOBOAMTHCS TOJ HAOMIOJEHHEM Bpaya, MMEIOIIETO OMBIT JICYCHUS
MALMEHTOB C PACCEIHHBIM CKIIEPO30M.
MoHUTOpUHT
Jlo Hayana JiedeHus ciaeayeT MPOBECTU CIEAYIOLINE UCCIIEA0BAHNUS:
*  HU3MEpPEHUE apTEPUAIBHOTO JABIICHUS;
*  OmpeneieHHe aKTUBHOCTHU allaHnHaMuHOTpaHcdepassl (AJIT);
e 0o0mMii aHAIKU3 KPOBHU C TIOJICUETOM JICHKOIIUTAPHOU (POPMYIIBI U OTIpeie]ICHUEM KOJTUYeCTBa
TPOMOOLIUTOB B TiepuepruIecKoil KPOBH.

Bo epemsa neuenuss mepughnyHomuoom cnedyem pecyiapHO KOHMPOIUPOSAMb Cledyioujue
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napamempui:

*  apTepuaibHOE JABJICHUE;

* aktuBHOocTh AJIT. Cnemyer ompenensiTh aKTMBHOCTh (DEPMEHTOB TEYCHH KaKIble 2
HEJIeNU B TeUEHHUE MEePBLIX O MECSIEeB Tepanuy U Kakple 8 HeJleNb [0ocIie 3TOro Meprojia Uiy Ha
OCHOBaHUU KIMHUYECKUX MPU3HAKOB U CUMIITOMOB, TaKUX KaK HeOOBsSCHUMAs TOIIHOTA, PBOTA,
00J1b B )KUBOTE, MOBBILICHHAS] YTOMIISIEMOCTh, aHOPEKCHS WJTH JKEITyXa U/WIN MOTEMHEHUE MOYH.
ITpu yposusix AJIT B 2-3 pasa Bbime BepxHed rpanuibl HopMbel (BI'H) MoHuTOpuHT ciemyer
MIPOBOJAUTD €KEHEIEIbHO;

* B CJydYae MOSIBJICHUS HOBBIX CUMIITOMOB U NPU3HAKOB (Hampumep, HHPEKIUN) BO BpeMs
Jie4eHus1 He0OXO0JMMO BBIMOJIHUTH OOIIUI aHaJIN3 KPOBH € TIOJICUETOM JICHKOIIUTapHOU (HOPMYIIbI
U OTIpe/ieTICHUEM KOJIMYEeCTBAa TPOMOOLIUTOB B Mepu(epruiecKoil KPOBH.

IIponienypa yCKOPEHHOT'O BLIBEJACHHUS TeDI/Id)J'IVHOMI/II[a K3 Opra"HusmMa

TepuduryHomMux MeJUIEHHO BBIBOJUTCS U3 IUIa3Mbl: KOHIIEHTPALUHU B IUIa3M€ JOCTUTAlOT
3nayennid Hke 0,02 Mr/n B cpeHeM 3a 8§ MecsIeB, XOTS U3-3a HHINBUIYaJIbHBIX OTKIOHCHUH B
IIPOLIECCE BBIBEICHUS JIEKAPCTBEHHBIX BEIIECTB BHIBEACHUE MOXKET JJIUTHCS 10 2-X JIET.

BriBenienne mnpenapara MOKHO YCKOPUTb C IIOMOIIBIO IPOLEAYPbl YCKOPEHHOIO
BBIBEJICHHSI TepU(ITYHOMUIA, OMUCAHHON B pasferne 5.2., NpUBOAAILICH K CHIDKCHHIO Oojiee ueM
Ha 98% KoHIIEHTpaK Tepru(IIyHOMHIA B IJIa3Me KPOBH.

IleueHouHas HEAOCTATOYHOCTD

VY nanueHToB ¢ NEYEHOUYHOM HETOCTaTOYHOCTBHIO JIETKOM MJIM CPEIHEN CTENEHU TKECTH
KOppEKIIUs 103bl HE TpedyeTcsl.

Tepudmynomug MPOTUBOIIOKA3aH MayeHTaM c TSKEIION MeYEHOYHOU
HEJ0OCTATOYHOCTBIO.

VY nanueHToB, NPUHUMABIIUX TepU(IyHOMUA, HAOIIOAATOCH MOBBIIMIEHUE aKTUBHOCTH
¢depmenToB neyeHu. [loBeimenus aktuBHOCTH AJIT B OCHOBHOM OTMEUaJINCh B TEUEHUE TIEPBBIX
6 MecsleB JieueHus. B monoBHHE ciydaeB MoOKas3aTeld BEPHYIUCh K HOpMe 0e3 OTMEHBI
npenapara. B KIIMHUYeCKUX MCCIeIOBAHUAX MPUMEHEHHE Tepu(IyHOMUIa IPEKpaIanoch, €Ciu
nossimieHre akTuBHOCTH AJIT nBaxas! npessimano BI'H B 3 pa3a. AKTUBHOCTb TpaHCaMUHa3 B
CBIBOPOTKE KPOBHU BO3BpaIlaJIach K HOPME B TeUEHHE, TPUOIU3UTENBHO, 2 MECSIIEB IIOCIE OTMEHbI
TepudIyHOMUAA.

Cnenyer KOHTpPOJIMPOBATH IIOKA3aTeNM AKTMBHOCTM TpPaHCAMUHA3 U KOHLEHTpALUU
OunupyOuHa B CBIBOPOTKE KPOBH B T€UEHHE 6 MECSIEB /10 Havajia JeYeHHs TepUu(IyHOMUIOM.
AxtuBHOCTh AJIT crnenyer onpenenars Kaxkaple 2 HEJENNU B TEUEHHE 6 MECALEB OC/IEe Hadaja
npuMeHeHus TepudiayHomMuaa. Bornpoc o MOHUTOpUHTE MoKa3aTenedl (QyHKIMM MEYEHHU TaKkKe

ClIeZlyeT paccMaTpuBaTh, Korja npenapat Tepudnynomua KaHoH npuMeHsIeTCst OJJHOBPEMEHHO C
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IPYTMMH TOTEHIIMAIhHO TEMaTOTOKCHYHBIMH ‘HpeHapatamMi—Bonpoc—o0—oTMeHe—HpeHapata
Tepudnynomun Kanon cienyer paccMarpuBaTh MpPU MOATBEP)KICHUU TOBBIIICHUS aKTUBHOCTH
TpaHCaMHHAa3 B CBIBOPOTKE KpOBH, Oojiee 4eM B Tpu pasza npesbimaromem BI'H. Cnemyer
MOHHUTOPHUPOBATh AKTUBHOCTh TPAaHCAMHMHA3 U KOHIIEHTPALIUIO OMIMPYOHHA B CBIBOPOTKE KPOBU
Ha (oHe Tepamuu npenaparom Tepudmaynomus KanoH, 0cOOEHHO y MalMEHTOB, Y KOTOPBIX
pa3BUBAIOTCSI TAaKUE CUMIOTOMBI, YKa3bIBAaIOIIME Ha HapylleHHe (QYHKIUH TeYeHHU, Kak
HEOOBsICHUMAs TOIIHOTA, PBOTA, OOJNM B J>KUBOTE, MOBBIIMICHHAs YTOMIISIEMOCTb, aHOPEKCHS,
JKENTyXa W/Hin noteMHeHue mMouu. [Ipu momo3peHny Ha HaJIM4YWe CBSI3U MEXKAY HapyIICHUEM
GyHKIMY [T€YeHH U IpPUMEHEHUEM TepU(IyHOMHIa HEOOXOAUMO TOCPOYHO MPEKPATUTh MIPHEM
mpernapaTta U HadyaTh MPOLENypy YCKOPEHHOTO BbiBeleHUs TepudiyHoMuaa (cM. pazzaen 5.2), a
TaK)Ke MPOBOAUTDH €KEHEAETbHBII MOHUTOPUHT aKTUBHOCTU NIEYEHOYHBIX (DEPMEHTOB BILIOTH J10
ux HopMmanu3auud. Ecnu pa3BuTHe MEYEHOYHOW HEJOCTATOYHOCTH BCJEACTBHE IpHEMa
TepuQIyHOMHUA IPU3HAHO MAaJOBEPOSITHBIM, TaK KaK ObLia BBISBICHA Apyras MpUUMHA, MOXKHO
paccMaTpuBaTh BO300OHOBJICHHE Tepamuu TEPUPIYHOMUAOM C €XKCHEICIbHBIM KOHTPOJIEM
nokasarenei QyHKIIUY TICUYSHU JI0 MX HOpMaTH3aIuu.

Kpome ciywyas pa3BuTHSL OCTpOro remaTUTa B XOJI€ MPOBEICHUS KIMHUYECKHUX
UCCIICIOBAaHMIA, TIPU MTPOBEACHUH TOCTPETUCTPALMOHHOTO MUCCIICAOBAHMS HAOIIOAINCEH CITydau
JIEKapCTBEHHOI'O IOPAXKEHMs IE€YeHM (MHOTAA JKU3HEYTPOXKAIOUIME), 4acTO B COYETAHUU
TepudIyHOMHU 1A C APYTHUMU T€NaTOTOKCUUECKUMU JICKAPCTBEHHBIMU CPEJICTBAMH.

3moynorpediieHre aIKOorojeM

Tepudnynomun Kanon HeoOXoauMO Ha3HayaTh C OCTOPOXKHOCTBIO TAIlUEHTaM,
3JI0YTIOTPEOJISIONIIM aJIKOTOJIEM.

T'unonporenneMus

[Tockonbky TepuGiayHOMHI B BBICOKOM CTENEHU CBSI3bIBAaeTCS ¢ OelKaMu KpOBHU, B
OCHOBHOM C allbOyMHHaMH{, KOHIIEHTpalMsl HECBA3aHHOIO TepU(IYHOMHJA B IJIa3M€ MOXKET
MOBBIINIATECS Y MALMEHTOB C TUIONPOTEMHEMHUEH, HallpUMep, MPH HEPPOTUYECKOM CHHAPOME.
Tepudnynomua He cienyeT Ha3HayaTh MAUEHTaM C BBIPAXKEHHOW TMITONPOTEHHEMHUEH.

ApTepuanbHOE JaBICHHE

Ha ¢one mpumenenus tepudayHoMuga MOXKET MOBBIIIATHCS apTepUaTbHOE JaBIICHUE.
HeobxomuMo  KOHTpONMHMpOBAaTh  apTepHAIbHOE  JaBJICHHWE Teped  HavajaoM  JICYCHHS
TepU(IYHOMUIOM, U TIEPUOJIUYECKH BO BpeMs JiedueHHs. B ciyuyae MOBBIICHUS apTepHAbLHOTO
JaBJICHUS] HEOOXOUMO TPOBOJIUTH COOTBETCTBYIOIYIO aHTUTUIIEPTEH3UBHYIO TEPAIUIO 10 U BO
BpeMs JIeUeHHsI TePUPITYHOMHIOM.

HUudexumn

YV MalKueHTOB C TSHKEIBIMU aKTHBHBIMHU I/IH(I)GKL[I/IHMI/I HaydaJio JICUCHUA TCpI/I(i)J'Iy'HOMI/IILOM
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HE00XO0IMMO OTIIOKHTD 0 TIOJTHOTO BBI3JJOPOBIIeHHS:

B nutane60-KoHTpoIMpyeMbIX UCCIIE0BAaHUSAX IPpU IpuéMe Tepu(IyHOMU/1a OBBILICHUS
YacTOThl TsKeNbIX MH(pekuuil He Habmoxanock. OJHAKO, C y4€TOM MMMYHOMOIYJIUPYIOILEro
s¢¢exra npenapara Tepudurynomu KaHoH, B ciydae pa3BUTUS y ALIMEHTA TSHKEION MHeKun
HEOO0XOMMO PaccCMOTPeTh HEOOXOAMMOCTb IPEKpallleHHUs JIEYCHUs MpernapaToM, U Iepen
BO300HOBJICHMEM TEPAIIUU HEOOXOAUMO OLEHUTh BO3MOXKHbIE PEUMYILECTBA U PUCKU. B cBs3n
C JJIUTENbHBIM IEPUOJIOM ITOJIYBBIBEACHUS ITpenapaTa Heo0X0AUMO PacCMOTPETh HE00X0AUMOCTh
IPOBE/ICHUS NPOLEAYPbl YCKOPEHHOT'O BbIBEIEHUS TePU(IYHOMHIA C IOMOIBIO KOJIECTUpaMHUHA
WIM aKTUBUPOBAHHOTO YTJIS.

[TauuenTs!, npunumaromue npenapat Tepudaynomun KaHOH, NOKHBI HEMEAJIECHHO
cooOuiare o cumnromax MH(pekuuit Bpady. [lanimenTaM ¢ akTUBHBIMU OCTPBIMHU U XPOHUYECKUMU
UHQEKIUAMH HE clellyeT HauMHaTh jedeHue npenaparoM Tepudaynomun Kanon no mosiHoro
uzneuenus. Ilpuem npenapara Tepudaynomuy KaHoH He pexkoMeHAyeTcs HpU TSDKEIOM
UMMYHOJE(QHIINTE, HAPYIIEHUSIX CO CTOPOHBI KOCTHOTO MO3ra WM TIPU  TSDKEIBIX
HEKOHTPOJIHUPYEMBIX HH(EKIIUSAX.

bezonmacHocte mpenapara Tepudmyromun KaHoH y ManueHTOB C JIATEHTHOW (OpMOi
TyOepkyne3a Heu3BecTHa. CKpUHHHT Ha TyOepKyné3 B KIMHUYECKHX HCCIECIOBAHHAX
CUCTEMATUYECKU He npoBoauics. [lanuenTam, UMEOIMM HOJOKUTENbHBIN TECT HA TyOEpKyJie3
IIpY CKpUHUHTE, Iepe] HadasioM npuéma npenapara Tepudaynomun Kanon Heo6XoaumMo mpoitu
COOTBETCTBYIOIIIEE JICUCHUE.

HaDVHIeHI/ISI d)VHKIH/II/I JIETKUX

B knamHWYeckuMx uccienoBaHUAX TepudIyHOMHIA HE HAOMI0MAIoCh  CIIydaeB
WHTEPCTUIIMAIBHBIX JIETOYHBIX HapymeHuid. I[lpm mocTperucTpallmuoOHHOM TPUMEHEHUHU
TepudayHOMHU1a, HAOIIONATOCh Pa3BUTHE HHTEPCTUIIMAIBHBIX OOJIE3HEH JIErKUX, BKIIOYAs
OCTPBIM UHTEPCTULIMATBHBIN THEBMOHMUT.

Bo Bpemst nedenus nepayHOMUIOM, aKTUBHBIM METaOOIMTOM KOTOPOTO SIBISETCS
TepUQIYHOMHU, COOOIIANOCh O Pa3BUTUU MHTEPCTHIMAIBHBIX OOJe3HEH JeTKux, 000CTpeHUU
paHee CYIIECTBOBABIIMX HHTEPCTUIMAIBHBIX OoNie3Hel nerkux. MHTepcTuimanbHble 00JIe3HU
JIETKMX MOTYT Pa3BUBATbCS OCTPO B JIFOOOE BpeMsi B TEUEHHUE JICUCHUS U MMETh pa3lndyHbIe
KIIMHUYECKHe TposiBieHus. VIHTepcTHIManbHbie OO0JIE3HH JIETKUX MOTYT TPUBOAUTH K
JeTaNnbHOMY MCXOAy. Pa3BUTHE HOBBIX WM YXYAIICHHE CYIIECTBYIOUIUX JETOYHBIX CUMITOMOB,
TaKUX KaK Kallelb W OJIBIIIKA, COYETAIOIINUXCS C IMXOPAAKON WK 0e3 TUXOPaIKU, MOKET OBITh
MPUYMHON JIJIS TPEKPAIeHUs Teparuu U JUIsl JadbHEHIIero COOTBETCTBYIOLIETO OOCIIETIOBAHUS
nanueHTa. B ciydae HeoOX0IUMOCTH OTMEHBI IIperapaTa CielyeT pacCMOTPETh BOIIPOC O Haydase

IpoIelypbl YCKOPEHHOTO BhIBEICHHS TepudIyHoMua (cM. pasnen 5.2).
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T'emaronornueckue 3bhdhEKTE

B mnnane6o-KOHTpOIMpPYEMBIX HCCIEIOBAaHUSAX HaONI0AaI0Ch YMEHBIICHHE CPEIHEro
KOJIMYECTBA JIEMKOLMTOB B KPOBH MPUOIMU3UTENbHO Ha 15 % oT MCXO0AHOro ypoBHS (TJIaBHBIM
o0pazoM, HEHUTPODHWIBHBIX JECHKOIUTOB H JUMQOIUMTOB) W KOJHMYECTBA TPOMOOITUTOB
npubnusutensHo Ha 10 %. [lepen navanom tepanuu npemnapatoM Tepudmynomun Kanon u Bo
BpeMsl JICUE€HUs HEOOXOAMMO TMPOBOJAUTH KIWHUYECKUN aHaiu3 KpOBU C OIpeaeieHHEM
JeikonuTapHoi GopMysbl U KOJMYECTBa TPOMOOLMTOB B mepudepuueckoil kpoBu. Ha ¢one
Tepanuu npenapatoM Tepudnynomun KanoH He0oOX0IUMO MPOBOAMTH JIOTOTHUTEIbHBIN
MOHHUTOPHHT IPU MOSBICHUN KJIMHUYECKUX CUMIITOMOB U IPU3HAKOB, YKA3bIBAIOLIUX HA HAJTHUHE
HH(}EKIuu.

VY manuMeHToB ¢ CyHIECTBYIOIIEH aHeMHel, JIeHKONeHUuel n/ui TpOMOOLIUTONCHHEH, a
TaKKe y MalMeHTOB ¢ HAPYIICHUSIMH KOCTHOMO3TOBOTO KPOBETBOPEHUS MIIH UMEIOIIUX BBICOKHUI
PHUCK TOJAaBJICHHUS KOCTHOMO3IOBOT'O KPOBETBOPEHMS, UMEETCS MOBBIMICHHBIH PUCK Pa3BUTHUS
reMaToJIOTMYECKUX HApYyIMICHUH mnpu mnpuMeHeHun TepudayHomuga. B ciiydgae pa3BuTHS
YKa3aHHBIX HEXENIATeIbHBIX PEaKIM [Jii YMEHbBIICHHS KOHIEHTpaluu TepudIyHOMUIa B
ma3Me KPOBU HEOOXOAMMO PAacCCMOTPETh BOIMPOC O MPUMEHEHUHU MPOILEAYypbl YCKOPEHHOTO
BBIBE/ICHUS TEPUPITYHOMHU/IA.

B cayuasx BeIpaX€HHBIX T€MaTOJOTMYECKHX HAPYIIEHUH, BKIIOYas MaHIUTONCHUIO,
npuMeHeHne npenapara Tepudmynomun KaHoH uW  mr000ro  JIpyroro  TMOJABIISIFOIIETO
KOCTHOMO3TOBO€ KPOBETBOPEHHUE TIpernapara JOIKHO ObITh MPEKPAIEHO, U CIEAYET pACCMOTPETh
BOIIPOC O TIPOBEICHUH MPOIEAYPHl YCKOPEHHOTO BhIBEJCHUS TEPUDIYHOMHU/IA.

KoxHbIe peakninu

CooOmranock 0 ciiydasx pa3BUTHS CEPhE3HBIX KOJKHBIX peaklUid, HHOTJA C JEeTaJbHBIM
MCXO0JIOM, BKIIOYasi pa3BuTHe cuHIpoma CTuBeHca-/[)KOHCOHA, TOKCHYECKOTO SMHUAEPMATHHOTO
HEKpOJIN3a W JIEKAPCTBEHHO-OOYCIIOBIICHHON peakuu ¢ DO3MHOPHINEH W CHUCTEMHBIMHU
cumntomamu (DRESS- cunapom).

Ecnu Bo3HHMKaeT mojo3peHne, 4to HaOlroaeMble CO CTOPOHBI KOXKHM W/WIIM CIM3UCTBIX
000JI0YEeK peaKIMU (S3BEHHBIH CTOMATUT) MPUHUMAIOT XapaKTep TSXKENBIX T'e€HEePaTU30BAHHBIX
KOXKHBIX peakuuii (cunapoma CtuBeHca-J[P>KOHCOHA, TOKCHUECKOTO 3IUAEPMaIbHOIO HEKPOJIU3a
- cunapoma Jlaifemia, ekapcTBEHHO-00YCIOBIEHHON PEaKIMU ¢ Y03MHOPHINEH U CUCTEMHBIMU
cumnromamu — DRESS-cunapoma), neuenue TepupIyHOMHIOM U JIOOBIMH  JIpPYTUMHU
npenapaTamu, MOTEHIIUAIBHO BBI3BIBAIOIIMMH MOJOOHBIE PEAKIMH, TOJKHO OBITh MPEKPALICHO;
clieZlyeT HEeMEeIUICHHO HauaTh MPOLEAYypY YCKOPEHHOTO BbIBeleHUsS TepupiayHoMuaa. B takux
CIIyJasiX TAI[UEHTHI He TOJKHBI BO30OOHOBIIATH JIedeHHE TepUPIYHOMUIOM (cM paznen 4.3).

Bo Bpems Tepanuu TepudryHOMHIOM COOOIIAIOCH O CIIyYasx pa3BUTHUS IIcOpHas3a (B TOM

6



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 29.08.2023 N= 16657
(NOCNEOCBATENBHOCTE 0001)

quCciIe MyCTYJE3HOro Icoprasza) U OO0OCTPEHH
OLICHKH 3a00JIeBaHMs M aHAMHE3a MallUeHTa MOXKET ObITh PacCMOTPEH BOMPOC O MPEKpalICHUH
npuema TepudIyHOMuUIa UK Hayase MpoLeayphl €ro yCKOPEHHOTO BBIBEACHHUS.

[lepudepuueckast HelpomaTus

VY nanuMeHToB, NPUHUMABIIMX TepUIYHOMU, HAOIIOJAIUCh Cilydyau nepudepuyeckon
Heiponatun. Ilocne mpekpamieHus npuéma mpenapara COCTOSHUE OOJBIIMHCTBA IMAIMEHTOB
yaydimajgock. TemM He MeHee, OTMeYajach 3HauMuTelbHas BapuabelIbHOCTb HCXOJa
nepugepuyeckoil HeilpornaTuu, T.e. Y HEKOTOPbIX MAIEHTOB HeWpomaTHus pa3peliniach, a y
YacTU MalMEeHTOB MHTEHCUBHOCTh CUMIITOMOB HE MeHsu1ach. Eciy y manueHnTta, IpUHUMAaBILEro
npenapat Tepudaynomuy Kanon, auarHoctupoBaHa mnepudepudeckas HeponaTtusi, cienyer
paccMOTpeTh BOIIPOC O MpekpaiieHnu npuéma npenapata Tepudaynomun Kanon u nposenenue
IpoLeypbl YCKOPEHHOTO BbIBEICHHS TepUDIyHOMHUA.

Bakuunanus

JIBa KJIMHHMYECKUX HCCIIEIOBAaHMUS IOKa3ajld, YTO BaKUMHALUMU HHAKTUBUPOBAHHBIM
HEOAHTUI'eHOM (TiepBas BaKIMHALMA) WIA IOBTOPHBIM aHTUIE€HOM (pEeBaKLUHALUSA) WU
CEHCUOMJIM3UPYIOIIMM aHTHUTEHOM (CTUMYJSAIMs) ObutM Oe30macHbIMH M 3(PPEKTHUBHBIMH BO
BpeMs JieueHUs: TepuryHOMUAOM. lIpuMeHeHne KHUBBIX OCIA0JICHHBIX BaKIMH MOXKET OBITh
CBSI3aHO C PUCKOM MH(UIIMPOBAHUS U TIOTOMY €T0 CIEIyeT H30erarTh.

HMMyHOCYIIpECCHBHASL 1 UMMYHOMOIYIUPVYIOMIAST Tepans

[Tockonbky nedayHOMHA SBISETCS UCXOAHBIM COEAMHEHHUEM JUIsl TepuQIyHOMHUJA,
OJIHOBPEMEHHBIH NpuéM TepudayHomMuaa ¢ ieIyHOMUAOM HE pEKOMEH0BaH.

OpnHoBpeMEHHOE NpUMEHEHHE TepuayHoOMUZa C AHTUHEOIJIACTUYECKUMHU WM
MMMYHOCYTIPECCUBHBIMU IIpETIapaTaMu, IPUMEHSIEMbIMH JUIsl JICUEHUSI PACCEIHHOTO CKIIEpO3a, He
uzydangocb. MccnenoBanus 1o 0€30MaCHOCTH, B KOTOPBIX TEepUGIYHOMH]I TNPUHUMAIICA
OJIHOBPEMEHHO C MHTep(EepOHOM OeTa UM C IIaTUpaMepa aleTaToM Ha MPOTSHKEHUH 10 OJJHOTO
rojia, He BBIIBHIIN MTPO0JIeM ¢ 6e3011acHOCThI0. be3onacHocTh 3Toi KOMOMHAIIMY TP JJTUTETEHOM
npuéMe Ul JIEUYEHUs] PACCEIHHOTO CKIIEP03a HE U3y4alach.

Ilepexod Ha mpenapart TCDI/Id)JIVHOMI/I,[[ KanoH uau ¢ mpenapara TCDI/Id)JIVHOMI/I,Z[ Kanon

Ha ocHOBaHMM KIIMHUYECKUX JaHHBIX, OTHOCAIIUXCS K OJJHOBPEMEHHOMY IIPUMEHEHHUIO
TepudayHOMuUaa ¢ HHTEpPEepoHOM OeTa WK ¢ IIIaTUpamepa aleTaToM, MOXKHO CKa3aTh, YTO HET
HUKAKOM HE0OXOAMMOCTH B MEPUOIE OXKHUJIAHHS MIPU Hayale Tepanuu TepuIyHOMHIOM Mocie
uHTepdepoHa OeTa 1M raTupamepa alerara, Ui Ipy Hadajie Tepanuu uHTepdeponom 6eta uiu
rylaTHpamMepa aleTaToM Mocie Tepanuu TepudIyHOMUIOM.

B cBs3u ¢ AnuTEenpHBIM NEPUOAOM IOJYBBIBEACHUS HaTalnzymalda OJHOBpPEMEHHAs

CUCTCMHAA DOJKCIIO3ULusA, H, CJICAOBATCIBHO, OJHOBPCMCHHOC BO3JCHCTBUE Ha HMMYHHYIO

7




COOTBETCTBYET 2KCNEPTHOMY OTYETY
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(NOCNEOCBATENEHOCTE 00071)

CHCTEMy MOKET MPOU30IMTH B Clyuae Hayaja fepamun-HpenapatoM—TepHpayHOMEA KaHoH B
TedyeHue 2-3 MecsLeB Mocie npeKpaileHus npuéMa Haranuzymada. [lostomy cnenyer cobmonaTh
MepbI PEJOCTOPOKHOCTH MPU TIepexo/ie ¢ Tepanuu Hatanuzymabom Ha Tepudaynomua Kanown.

C yderoMm nepuojia NOJyBbIBEACHUS (PUHTOIMMOAA HEOOX0IUM 6-HENeNbHBIN HHTEpPBaI
0e3 Tepanuu A SIUMHUHALIMM M3 OpraHu3Ma HUpKyIupyoomux BemiectB. Ot 1 g0 2 Mmecsies
HEOOXOIUMO JUIsi BO3BpAIICHUS KOJMYECTBA JHUM(OIUTOB K HOPME IMOCHE MpeKpalieHUs
npuMmeHenus ¢unroiaumona. Havano neuenus mpemnapatom Tepudaynomun Kanon B TeueHue
3TOr0 BPEMEHHOI'O0 HMHTEpBaja MOXET NPHUBECTH K OJHOBPEMEHHOM CHCTEMHOW 3KCIO3UMLINU
buHroIMMOAa U TEepUQIYHOMUA. DTO MOKET MPUBOJUTH K aJJUTUBHOMY BO3JICHCTBUIO Ha
UMMYHHYIO cucteMmy. [loaToMy ciemyeT cobioiaTh Mephbl MPEAOCTOPOKHOCTH MIPH MEPEXO/Ie C
Tepanuu GUHTOTUMOJIOM Ha Tepamnuio npenaparom Tepudmynomun Kanon.

VY nanueHToB ¢ paccesHHbIM CKJIEPO30M MeAraHa epruoa NOIyBbIBEACHUS U3 OPraHU3Ma
(t127) ObLTa ipHOIM3KHTENBLHO 19 aHEl Ha GoHE MpHeMa MOBTOPHBIX 103 Iperapara B 103€ 14 mr.
Eciu npuHsATO penieHne o mpekpaiieHunn jeueHus npemapatoM Tepudaynomua KaHoH B TeueHue
5 mepuoI0B MOJTYBBIBEICHUS (TPUOIM3UTENBHO 3,5 MECsIIa, XOTS1 Y HEKOTOPBIX MAIlIEHTOB MOXKET
OBITH U JIOJIBIIIE) HAYAJIO IPYTOM Tepanuu MPUBEAET K OJTHOBPEMEHHON CUCTEMHOM SKCIIO3UIIUHU C
npemapatoM Tepudaynomua KanoH. DTo MOXeT NMpHUBECTH K aJJIUTUBHOMY BO3ACHCTBHUIO Ha
UMMYHHYIO CHCTEMY, 4TO TpeOyeT 0053aTeIbHOTO COOTIOICHHSI MEpP MPEIOCTOPOKHOCTH.

BcnomorarennHble BelecTBa

JaHHblii TpenapaT COAEPKUT JakTo3y. I[lammeHTamM C  peako BCTpEedarolIEncs
HACJIEICTBEHHOW HENEPEHOCUMOCTBIO TalaKTO3bl, AE(PUIIMTOM JIaKTa3bl JOMApe WU TIIIOKO30-
raJlaKTO3HOM MaabaObCopOIMeEl He ClieIyeT MPUHUMATH 3TOT IIpenapar.

JlaHHBII npenapar COAEPKUT KPacUTENb COJHEYHBIM 3aKAT KENThIM, KOTOPBIM MOKET
BbI3bIBaTh AJUIEPIUYECKUE PEAKIIUH.

45. B3aumoneiicTBHe ¢ JAPYIMMM JIEKAPCTBEHHBIMH NpenapaTamMM M [pyrue BHAbI
B3aMMO/EHCTBHUA

BzauMonencTBus, CBS3aHHBIE C BO3JIEMCTBHEM JPYIHMX JEKAPCTBEHHBIX CPEJACTB Ha

d)aDMaI(OKI/IHCTI/IKV TCDI/Id)JIVHOMI/IH a.

I'maBHBIN MyTh OMOTpaHchOpMauy TEPUPIYHOMHIA — THUAPOJIN3; BTOPOCTETIEHHBIN My Th
— OKHCJIEHUE, C MUHHUMAJILHBIM y4acTHEeM B HeM n3odepmeHToB ruroxpoma cucremsl P450 (CYP)

¥ N30epPMEHTOB MOHOAMHHOKCH/IA3bl, COAEpPKAIMUX (IIaBUH.
Mownvie unoykmopor uzogpepmenmos yumoxpoma P450 (CYP) u mpancnopmepos:

OJTHOBPEMEHHOE €XeIHEBHOE MTpUMEHEeHHe pudamnuiuHa (MHayKTopa nzopepmento CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP3A) B no3e 600 Mr ouH pa3 B CyTKH B TeYeHHUe 22 JTHEH, a

TaKKe TpUeM HUHIyKTOpa 3((IIIOKCHBIX TMepeHOCUYnKoB P-rmukomporenHa (P-gp) u Oenka
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PE3UCTEHTHOCTH K PAaKy MOJIOYHOU JKeJIe3bl (BCRF55-|'%:-}%%mlﬁy'%&%%ﬂﬁosa,

cocrapmsitomasi 70 Mr) OPUBOIMIM K CHUKCHHIO CHUCTEMHOW JKCHO3MIMH Tepu(IyHOMUIA
npubmm3utenbHo HAa 40 %. Bo Bpewms yieueHUsS TepuIyHOMUIOM pUDAMIUIMH U JIPYTHE
n3BecTHbIe UHAYKTOPHI CYP 1 mepeHocunkoB OeNKOB, Takue Kak kapOamasenuH, peHodapouTal,
(deruTorH U 3BepoO0i MPOIBIPSIBICHHBIN CIIEAYEeT HA3HAYATh C OCTOPOIKHOCTHIO.

Konecmupamun unu akmusuposanuwiii y2ois

He pexomeHmoBaH ONHOBPEMEHHBIH MpUEM TEpHQPIYHOMHUIA U KOJECTHpAMUHA WIIH
AKTUBUPOBAHHOTO YIJIS, MOCKOJBKY 3TO BEAET K OBICTPOMY M CYIIECTBEHHOMY YMCHBIICHHIO
KOHIICHTPalluU TepU(IyHOMH/IA B IIa3Me KPOBH, 32 UCKITFOYEHUEM CITy4aeB, KOTaa HE0OX0AUMO
YCKOpEHHOE BbIBeJIcHUE TepudayHomuaa. CuyuTaeTcs, 4TO MEXaHH3M YCKOPEHHOTO BBIBEICHUS
OOYCIIOBJICH TPEPHIBAHUEM TICUCHOYHO-KUIIICYHOW PEIUPKYISIUN  TepUPIYHOMHIA /WK
KEIyTOYHO-KUIIICYHBIM THATA30M TePU(IyHOMHIA.

BzanMoiericTBHA, CBsI3aHHBIE C BIUSIHUEM TCDI/Id)J'IVHOMI/II[a Ha d)aDMaKOKI/IHCTI/IKV APYIux

JCKApPCTBCHHLBIX CPCACTB

Bosoeticmsue mepughnynomuoa na cyocmpamor CYP2C8
bruio oTMeueHo yBenuueHue cpeaHero 3HaueHust Cmax ¥ TUIOIIATU O] KPUBOM «KOHIICHTPAIUS-
BpeMst» (AUC) ms penarimunauga (1,7- u 2,4- KpaTHOE, COOTBETCTBEHHO) IIOCJIE MHOTOKPATHOTIO
npreMa 103 Tepu(IyHOMHUIA, YTO MO3BOJSET MPEATOIOKUTh, YTO TCPUDIYHOMUJ SBISCTCS
uaruouropom usodepmenta CYP2C8 in vivo. I[Tostmy Ha ¢oHe npuema Tepu(IyHOMHIA
JIEKapCTBEHHBIE CPEJICTBA, MeTabomu3upytoirecs ¢ momouisio nzopepmenta CYP2C8, takue kak
pemariavHuA, TMaKIWTaKced, MHOMIMTA30H WU PO3UTIUTA30H, CIEAyeT TMPUMEHSITh C
OCTOPOYKHOCTBIO.

Bosoeiicmsue mepughnynomuoa na nepopanvhvie Konmpayenmueol
Ha ¢one MHOTOKpaTHOTO MpHema 103 TepuQIyHOMUIA OBIIO OTMEUEHO YBEIHUEHHUE CPEIHUX
3HaueHut Cmax u AUCo.24 1iia stunmiectpaauona (1,58- u 1,54-kpatHoe, COOTBETCTBEHHO) U
Cmax u AUC.24 teBonorpectpena (1,33- u 1,41-kpaTHOe, COOTBETCTBEHHO). XOTS HE 0XKHIaeTC,
YTO B3aUMOJICHCTBHE C TEPUQPIYHOMHUIOM OKKET HEOJIAaroNpUsATHOS BO3JICHCTBHE Ha
3¢ (HEeKTUBHOCTh TEpPOPATbHBIX KOHTPAICNITUBOB, CIEAyeT €ro YYHUThIBATh MpPU BBIOOpE H
KOPPEKIIHUHU 7103 IEPOPATBHBIX KOHTPALCTITUBOB MIPHU UX KOMOWHAIH C TEPUPIYHOMHUIOM.

Boszoeticmsue mepugaynomuoa na cyocmpam uzogpepmenma CYPI1A2
[Tprem mOBTOPHBIX 103 TepudIyHOMHUAA CHIKan cpeaaue 3HadeHuss Cmax m AUC kodenna
(cyoctpata m3odepmenta CYP1A2) na 18 % u 55 %, COOTBETCTBEHHO, UTO IO3BOJISET
NPENONI0KHUTh, YTO TepuIyHOMHUA IN VIVO sBiiseTcss ciaabbiM WHAYKTOPOM H30(epMEeHTa
CYPIA2. B cBsi3u ¢ ATHUM JIGKaPCTBEHHBIC TMpernapaThl, META0OJU3UPYIOMHUECS C MOMOIIBIO

uzopepmenta CYP1A2 (Takue, Kak TyJOKCETHH, alOCETPOH, TeOMUIINH U TU3aHUIMH), CJIeAYyeT
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MPUMEHSTh C OCTOPOXKHOCTHIO BO BpeMS JICUGHMUSI Teﬁﬁﬁ;hﬁ%%%;gg&(ﬁﬁﬁ;}- 316 Udxer

NPUBECTH K CHIXKEHUIO 3(p(PEeKTUBHOCTH ATUX MPETapaToB.

Boszoeticmseue mepughiynomuoa na sappapun
[TpueM NOBTOpHBIX 103 TepUGIyHOMHA HE OKa3blBaJ BIUSHHUS Ha (PAapMAKOKMHETHKY S-
Bap(apuHa, YTO CBUAETENBCTBYET O TOM, YTO TEPU(DIYHOMUJ HE SBISAETCS MHIMOMTOPOM HIIU
unaykropom m3opepmenta CYP2C9. Tem He MeHee, OblI0O OTMEUEHO yMeHbIIeHHE Ha 25 %
nukoBoro MesxayHapogHoro HopmanuzoBanHoro Otnomenuss (MHO) npu oxHOBpeMEHHOM
OpUMEHeHUH TepudiayHoMHuia U BapdapHHa, 110 CPaBHEHUIO C MOHOTepanueil BappapuHOM.
[TosToMy npu OJHOBPEMEHHOM NIpHUMEHEHHMH BapdapuHa U TepUPIYHOMHUAA PEKOMEHIyeTCs
THIATEJIbHOE Ha0JI0IeHuE 3a nanueHToM 1 MoHuTopuar MHO.

Bruanue mepugiynomuoa na cybcmpamovl nepeHOCHUKO8 OpeaHudeckKux aHuoHos 3
(I1043)

Ha ¢one kypcoBoro npuema tepudiaynomuaa Hadbmonaercs yBenunuenne Cmax u AUC
(1,43 u 1,54- xpaTHOE, COOTBETCTBCHHO) IIe(haKIOpa, YTO CBHACTSIBCTBYET B MOJIB3Y TOTO, UTO iN
vivo tepudmynomuy siBisercs wuHruouropom I[1OA3. Tlostomy ciemyer coOI0aaTh
OCTOPOKHOCTh IIPU OJTHOBPEMEHHOM NpUMeHeHUH Tepudaynomuaa u cyocrparos IIOA3, takux
Kak 1edakiop, OEH3UINEHUIWINH, TUIPO(IOKCallMH, MHIOMETAIMH, KeTonpodeH, pypocemMu,
IUMETUIMH, METOTPEKCAT U 3UAOBYIUH.

Brusnue mepugaynomuoa na cyocmpamert BCRP  w/unu  mpancnopmupyrowue
opeaHudeckue anuoHvl nonunenmuowvt Bl u B3 (OATP1B1/B3)

Ha ¢one MHoOrokpatHoro mpueMa 103 Tepu(payHOMHIa HaOI0AAIOCh YBEIHMYEHUE
cpenaux 3HaueHuit Cmax m AUC (2,64 u 2,51-kpaTtHoe, COOTBETCTBEHHO) pO3yBacTaTHHA.
OpHako He HaOIIOJAIOCh 3aMETHOTO BIHSIHHUSA JAHHOTO YBEJIWYCHUS CUCTEMHOW SKCIO3HIINU
po3yBacTaTuHa B IJ1a3Me KpoBHM Ha akTuBHOCTh I'MI-KOA penykra3el. Pexomennyercs 50 %
CHIDKEHHE J103bl pO3yBacTaTHHA IIPU €r0 OJHOBPEMEHHOM INpueMe ¢ TepudayHomusioM. [pyrue
cyocrparet BCRP (Takme Kak MeETOTpeKcaT, TONOTEKaH, cyiabdacaia3uH, NayHOPYOWIIHH,
nokcopyourun) u cyoctparsl cemeiictBa OATP, ocobenno nnrnbutopsr ' MI'-KoA pemykTass
(Takue KaKk CMMBAacTaTHH, aTOPBACTaTHH, PAaBaCTaTUH, METOTPEKCAT, HATETJIMHUI, PeTIarIuHI]L,
pU(aMIIUIIIH) OAHOBPEMEHHO C TEPU(PIYHOMHUIOM CIEIyeT NPUMEHSATh C OCTOPOXKHOCTBIO.
[TareHTHI TOJDKHBI HAaXOAWTHCS IMOJ TINATEIBHBIM HAOIIOJCHUEM Ha TIPEJIMET TOSBICHUS
NPU3HAKOB ¥ CHMITTOMOB TTOBBIIICHHUS] CHCTEMHOM SKCIO3HIINN ITUX JICKAPCTBEHHBIX CPEICTB, H,

npu HCO6XOI[I/IMOCTI/I, CJICOAYCT paCCMOTPETH BOIIPOC O CHUIKCHUU UX H03.

Brusinue mepughnynomuoa na cyocmpamor usogpepmenmos CYP2B6, CYP3A, CYP2C9,
CYP2C19 u CYP2D6

[Tpuem TepuduyHOMUIa HE OKa3blBal BIUSHUSA Ha (PapMakOKMHETUKY OymponmuoHa
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"y

(MOCNENOBATENBHOCTE O

(cyoctpara m3odepmenta CYP2B6), munasdaama—(eyoerpara—usopepmenta—GCYR3A),

Bapdapuna (cyocrpara wusodepmenta CYP2C9), omempaszona (cydcrpara wusodepmeHTra
CYP2C19) u meronpoioia (cyocrpara uzodpepmerra CYP2D6).
4.6. @epTHIBHOCTH, 0EPEMEHHOCTDH U JAKTALMS

bepeMeHHOCTB

B Hacrosiee BpeMsi UMEIOTCSI OTPAaHUYCHHBIC JAHHBIC O IPUMEHEHUH TePU(IyHOMHIA Y
OCpeMEHHBIX JKCHIIMH. B HcClieZoBaHUSX y JKMBOTHBIX IpENapar OKa3biBall TOKCHYECKOE
NIeCTBUE HA PEIIPOAYKTUBHYIO (DYHKIIHIO.

TepuduryHOMUI MOXKET BBI3BIBATh CEPhE3HBIC BPOXKICHHBIC MOPOKH PA3BHTHUS TPH €ro
NPUMEHEHHH BO BpeMsi OCPEMEHHOCTH, ITI0TOMY MpHMEHEHHE TepudiIyHOMHIa TIpU
OEpEeMEHHOCTH MPOTHUBOIIOKA3aHO.

JlocTynHble KIMHUYECKUE JIaHHBIE U3 PEeCTPOB OEPEeMEHHOCTH, KJIMHUYECKUX
UCCIICIOBaHMI, CIy4aeB (apMaKOHaI30pa W OMYOJMKOBAHHON HAYYHOH JIMTEpaTypbl KpaiHe
OTPaHHWYCHBI, TIOOTOMY HE IO3BOJISIFOT CJENIaTh KaKHe-THOO OMNpPEEICHHBIC BBIBOJIBI, HO ITH
JaHHBIC HE YKA3bIBAIOT HA YBEJIMYCHUE YHCIA CIIYYaeB BPOXKICHHBIX MOPOKOB Pa3BUTHS WU
BBIKUIBIIICH B CBSI3W C HEMPEIHAMEPEHHBIM BO3JCHCTBHEM TepUGIYHOMHIA B Hadaje IMePBOTO
TpUMECTpa TMPHU  TOCICAYIONIEM IMPOBEICHUU  NPOIEAYPHl  YCKOPCHHOTO  BBIBEICHUS
tepuayHomuaa. OTCYTCTBYIOT KIMHHYECKHE JIaHHBIE, Kacaromuecss 0ojiee IMO3AHEro
BO3/ICUCTBUS Mpemapara B IEpBOM TPUMECTpe OEpeMEHHOCTH HITH MO3/HEE.

[IpocriekTuBHBIE NaHHBIE (M3 KIMHAYECKUX WCCIEAOBAHUNW M TOCTPETUCTPAIIMOHHBIX
oTueTtoB) s Oonee 150 ciydaeB OEpeMEHHOCTH Yy TAIMEHTOB, KOTOPBIC TMOITyYaIn
tepudaynomun, u Oosnee 300 crmydyaeB OEpEeMEHHOCTH Yy TMAIlMEHTOB, KOTOPBIC MOJyYald
NeQUIyHOMH]I, HE TIOJATBEPKIAIOT TMOBBINICHHYIO YacTOTy CIIY4aeB BPOXJJICHHBIX ITOPOKOB
Pa3BHUTHS WM BBIKUIBIIICH TOCE MprueMa Tepu(IyHOMUAA B paHHEM TIEPBOM TPUMECTPE TPHU
MOCIICAYIONIEM TPOBEICHUN TIPOIEAYPHl YCKOPEHHOTO BbIBeIeHUs TepudmyHomuaa. He
HAOMI0IaIOCh  3aKOHOMEPHOCTH Pa3BUTHS OCHOBHBIX BpOXKIEHHBIX IOPOKOB pa3BUTHS Y
yenoBeka. OrpaHWyeHHBbIE JaHHbIE BKJIIOYAIOT B ce0sf HEJOCTaTOYHOE KOJHMYECTBO
3apEruCTPUPOBAHHBIX CIy4yaeB O0EPEeMEHHOCTH, HEOOIBINYIO MPOIOJIKUTENLHOCTh BO3IEHCTBUS
JICKapCTBEHHOTO TIperapara B Cily4dae 3aperUCTPUPOBAHHON OEpeMEHHOCTH, HEMOIHOe
MPEIOCTaBIIEHUE JTAHHBIX U HECTIOCOOHOCTh KOHTPOJIMPOBATH HCKAXKAIOIINE (PaKTOPHI (TaKue Kak
OCHOBHO€ 3200JIeBaHIe MaTePH U IPUMEHEHHE COMMYTCTBYIONIUX JIEKAPCTBEHHBIX CPEICTB).

JKeHIMHBI ETOPOHOTO BO3pacTa JOJDKHBI HCHONB30BaTh 3()PEeKTUBHBIE CpEACTBA
KOHTPAILICTIIIUU BO BpEMs U TIOCTIe TepaIliu, OKa KOHIIEHTpalKs TeprUIyHOMH/IA B TUTa3Me KPOBH
npesbimaet 0,02 mr/m.

B teueHue YKa3aHHOro mnepuozia BPEMCHH KCHIIHWHBI JOJIKHBI 06cy>1<,uaTL CO CBOMM
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

JeyalyuM BpavuoM JIH0ObIE BOIPOCHI, CBA3aHHBIC-6-HpekpatieHHeM HpHMeHeHH Wi H3MeHeHH s
CPEeACTB KOHTpALENLIUH.

B cnydae 3agep:xku MeHCTpyauuu Ha (oHe npuema npenapata Tepudaynomun Kanon
HE00X0MMO CPOYHO MH(POPMUPOBATH 00 3TOM Bpaya U BBINOJHUTH TECT HA OepeMeHHOCTh. B
cilyyae MOJIOXKHUTEIBHOIO pe3yibTaTa Bpad [OJDKEH OOCYyIUTh C MAlMEHTKOM BCE pHUCKH,
CBSI3aHHBIE C IPUMEHEHHEM IIpernapara BO BpeMs OEpeMEHHOCTH, NPOBEPUTH OCTATOUYHYIO
KOHIIEHTpauuio TepuduyHomuaa. B ciydae ecnum KoHueHTpauus npesblmaer 0,02 mr/m,
pPEKOMEHyeTCs MIPOBECTH IMPOLEAYpPY YCKOPEHHOIO BbIBEJEHUs TepupiayHomuaa. BozmoxkHo,
ObICTpOE CHMXKEHME KOHLEHTpaluuu TepuIyHOMUAA IIyTeM MpPOBEACHUS MPOLELYpPbI
YCKOPEHHOT'0 BBIBE/ICHUS IpernapaTra IpU HEpBOH 3alepiKKe MEHCTPYaJbHOIO LKA MOMKET
CHHU3UTb PUCKH VIS IUIOJIA.

XKenmumnam, npunuMarommm npenapar Tepudaynomun KanoH u  miiaHupyrommm
OepeMEeHHOCTb, CIelyeT peKOMEH/I0BaTh MPEKPAaTUTh IPUEM IMpernapara U IPOBECTU MPOLELYPY
YCKOPEHHOTO0  BBIBEACHMSI Tepu@iyHOMUAA Uid OBICTPOIO CHUKEHHMS KOHLEHTpPaLUu
TepudayHOMuaa B TuiazMe Kposu Hiwke 0,02 mr/m.

[Tponierypsl yCKOPEHHOTO BBIBeNEHUS Tepu]iIyHOMHIa onucaHbl B pazzaene 5.2. Iocne
IIPOBEJCHUS IPOLEAYPbl YCKOPEHHOI'O BHIBEJICHUS IperiapaTa BhIIOJHSIOT JBA OTJEIbHBIX TECTa
C MHTEpBaJIOM He MeHee 14 nHel u nepruoaoM oxuanus 1,5 Mecsiia Mex1y epBbIM BbISIBICHUEM
B mazMe KoHmeHtpauuu Humxe 0,02 Mr/m m mMoMeHTOM orutonoTrBopenus. Konectupamun u
aKTHBHUPOBAHHBIN YTOJIb MOT'YT OKa3bIBaTh BIMSHNE Ha BCACBIBAHUE ICTPOTE€HOB U MPOTeCTareHoBs,
M03TOMY HEJb3s FapaHTUPOBAaTh HANEKHYIO KOHTPALEHIUI0 OpajJbHBIMU KOHTpPALENTUBAMHU BO
BpeMsl MPOLIETyphl YCKOPEHHOTO BBIBEACHUS TEPUPIYHOMHUIA C TIOMOIIBIO KOJECTUPaMUHA WU
aKTHBHUPOBAHHOIO YIJisl. PekoMeHayeTcs HCIOIb30BaTh albTePHATUBHBIE METOAbI KOHTPALIECTILIHH.

Ecin mnponenypa YCKOPEHHOTO BbIBEJCHHS TepuayHOMUAA HE  IPOBOAMTCA,
KOHIIEHTpalus TepudiyHoMuaa B TjIa3Me KpoBH MoskeT mpesbimath 0,02 mr/m B cpenHeMm B
TE€YEeHUE § MECSIEB, OAHAKO HEKOTOPBIM MAallMEHTKaM MOXeT MOTpeOoBaThCs 10 2 JeT Ui
JOCTIDKEHUS] KOHLeHTpanuu B 1nazme Hwke 0,02 wmr/n. IlosTomy crienyer U3MEpUTh
KOHIIGHTPaLUIO Tepu(IyHOMHIAa B IUIa3Me KPOBH, MpPEXAE 4YeM IUIAaHHUPOBATh OEPEMEHHOCTb.
[Tocne BbIsBIEHUS KOHIEHTpauuu TepuduyHomuaa B miasme Huwxke 0,02 mr/m HeoOXoaumo
U3MEPUTH KOHIIEHTPALIMIO B IUIa3Me ellle pa3 He MeHee ueM uepe3 14 aueid. Eciu 06a 3HaueHus
KOHIIEHTpaluu B mia3me Huke 0,02 Mr/i, 3To 03Ha4aeT, YTO PUCK AJIS TII0J1a OTCYTCTBYET.

Ilpumenenue y mysrcuun

Puck smOpuoderanbHOW TOKCHYHOCTH, CBSI3aHHOM C JieueHUEM Tepu(IyHOMUIOM

MYKYHUHBI, YUATACTCA HU3KUM.

JlakTanus
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(MOCNEOOBATENBHOCTE 0001)

HccnenoBanusi Ha KUBOTHBIX IPOJICMOHETPHPOBaTH,—IFO—TepHPAYHOMIA HOHAARST B
rpyaHoe Mojoko. HemsBectHo, monanaet Jivd Tepu(pIyHOMU B TPYAHOE MOJIOKO Y SKEHIIUH.

B cBsi3u ¢ TeM, 4TO MHOTHE JIEKApCTBEHHBIE MPEnaparthl MOMagaloT B IPYJHOE MOJIOKO, a
TaK>Ke B CBS3H C BEPOATHOCTHIO PA3BUTHUSA Y IPYAHBIX JETEH Cepbe3HbIX HEXKETATeNbHBIX peaKlni,
CBS3aHHBIX C JIEHCTBUEM TEpU(IYHOMHU[A, CIEIYyeT NPUHATH PEUICHHE WIM O MpPeKpalleHUH
TPYAHOTrO BCKapMJIMBaHUs, UJIU O MPEKpalllEeHUH MpueMa Ipernapara, yYuTbiBas HEOOXOAUMOCTh
ero npuemMa JJis MaTepu.

DepTUILHOCTE

Pe3ynbpTaThl uCClenOBaHMM Ha J>KMBOTHBIX HE IMPOJEMOHCTPUPOBAIN Kakoro-auoo
BIIMSIHUA TepUGIIyHOMH1a HA (PEePTUIIBHOCTh. XOTS OTCYTCTBYIOT COOTBETCTBYIOILIME AAHHBIE TS
4eJI0BEKa, BO3/IEHCTBHE HA MY)KCKYIO M KEHCKYIO (DepTUIIbHOCTD CUUTACTCS MAJIOBEPOSITHBIM.
4.7. BiusiHMe HA CIOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHM CpPeACTBAMH H padoTaTh ¢
MeXaHHU3MaMH

[Ipenapar Tepudaynomua KaHoH He OKa3bpIBaeT WM OKa3biBaeT ciaboe BIMSHUE HA
CIIOCOOHOCTH  YNpPaBJIATh ABTOMOOWJIEM MWJIM II0JIb30BaTbcsd MeXaHu3MaMu. OJHaKko mpu
BO3HMKHOBEHHH HEKEIATENIbHBIX SIBJICHUW CO CTOPOHBI HEPBHOM CHUCTEMBI, HalpuMep,
TOJIOBOKPY/KEHHMSI, CIEAYET BO3JEPKATbCA OT YIPABICHUS TPAHCHOPTHBIMU CpPEICTBAMH U
3aHATUN JPYTMMH OTEHIIMAIBHO ONIACHBIMHU BUJAMU JACSITEIBHOCTH.

4.8. HexkesiaTeJibHbIE peaKIMU

PesroMme HexxenaTeabHBIX PEAKIINT

B oOmeil cinoXHOCTH B KJIMHUYECKUX HCCIENOBAHMIX TepU(IyHOMHAA HPUHUMAIH
yuactue 2267 mamuentoB (1155 mauueHTOB mpUHMMAanu eXelHEBHyr 103y 7 wmr, a 1112
NAUEHTOB - 103y 14 Mr). B ueThipex miane6o-koHTponupyeMbix ucciaeaoBanusax (1045 u 1002
nanueHTa B rpymnmnax 7 Mr u 14 mr tepudiayHoMuaa, COOTBETCTBEHHO) U OJHOM HCCIIEIOBAaHUU C
aKTUBHBIM TpernaparoM cpaBHeHHMs (1o 110 manMeHToB B KaXIOW TIpynne JIeYeHUs
Tepu(IYHOMUAOM) CpEAHAS MPOJOKUTENBHOCTh NPUMEHEHHUs Ipernapara y IalueHTOB ¢
peUAUBUPYIOMUM paccesHHbIM ckiepo3oM (PPC) cocraBuna okono 672 nHe.

Tepudnynomun sBisieTcs OCHOBHBIM MeTabonutoM JedaynHomuna. Mudopmamus o
npodmie 6e30macHOCTH Je(ayHOMHIa Y MAlMEHTOB C PEBMATOMIHBIM HIIM TICOPUATHYECKUM
apTPUTOM MOXKET OBITh NpPUMEHHMa K TEepU(PIyHOMHIY, NPUHUMAEMOMY MAIUEHTAMH C
pacCestHHBIM CKJIEPO30M.

AHanu3  OOBEOMHEHHBIX  JAHHBIX  IJ1ale00-KOHTPOJIMPYEMBIX  HCCII€AOBAaHHM
OCHOBBIBAJICS Ha ONbITE NMPUMEHEHHUs TepudayHOMuIa onuH pa3 B JeHb 2047 manueHTamu c
pPEeLUIUBUPYIOIIUMHE (hOpMaMH pacCEeSHHOTO CKJepo3a. Y MalMeHTOB, MOJyYaroIuX TEPaIuio

TCpI/I(I)J'IYHOMI/IILOM, HanOoJee YacTo COO6IJ.I€LHOCB CICAYIOMUX O HCKCIATCIBbHBIX PCAKIUAX!

13



COOTBETCTBYET 2KCNEPTHOMY OTYETY
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roJIoOBHAasI 0OJb, TUapesi, MOBLIIICHNE aKTUBHOCTH-AH T ForoTa H-atone - O0bIHI0-FOFAOBHAsM
0onb, nauapesi, TOIIHOTa M ajomneuus ObUIM JIETKOM WM yMEpPEHHOW CTENeHH TSHKECTH,
MPEXOAAIIUMHI U PEAKO MPUBOIALUIMME K MPEKPALICHUIO JICUCHHUS.

Huxe mnpuBeneHbl HeXeNaTeNbHBIE pEaKIUU, pPa3BUBAIOIIMECS TMPU MPUMEHEHHH
TepudyHOMHUIa B 1o3e 7 Mr 1 14 Mr 1 Bo3HHKaBIIMe ¢ yacToToit >1 % u Ha >1 % yaiie, yem npu
npueMe Iuianebo, B XojAe I1ane00-KOHTPOIUPYEMbIX HcciaenoBaHuil. YacToTy omnpeaensiu
cienyomuM oOpazoM: odeHb dacto (>1/10), gacto (>1/100 u <1/10), mewacto (>1/1 000 u
<1/100), peako (>1/10 000 u <1/1 000), ouensr pemko (<1/10 000), yacToTa HEH3BECTHA
(ompenenuTh 4acTOTY BCTPEUAEMOCTH 110 UMEIOIUMCS JAaHHBIM HE MPECTABIISETCS BO3MOXKHBIM).

Unghexyuu u umeazuu: 4acto — Tpunn, UHGEKUUH BEPXHHUX [bIXATENbHBIX IIyTeH,
MH(GEKIMU MOYEBBIBOJSAIIMX IyTe, OpPOHXUT, CUHYCUT, (DAPUHTUT, LHUCTUT, BUPYCHBIH
TacTPOIHTEPUT, TepIiec MOJIOCTH pTa, HHPEKIUU 3yO0B, JJAPUHTUT, MUKO3 KOXKHU CTOIl; 4YacToTa
HEU3BECTHA — TSKEJbIe HH(EKIUH, BKIIOYAast CETCHUC.

Hapywenusa co cmoponvl kposu u aumghamuyeckoll cucmemvl: 9aCTO — HEHTPOIICHUS,
aHeMHs; HeJacTo: TPOMOOIUTONIEHH)S JIETKOH CTeNeHN TskecTH (TpoMOormTsr <100 « 10%/1).

Hapywenus co cmoponsl ummyHHoU cucmemyl. 4acTo — aJlFIEPrU4eCKUE PEeaKIUU JIETKOU
CTENEHM TSKECTH; YACTOTa HEU3BECTHA - PEAKIIMY IMIIEPUYBCTBUTEIBHOCTH (HEMEJIEHHOTO TUIIA
¥ 3aMEJICHHOTO THIIA), BKJIFOYast aHA(UIIAKCHIO U aHTHOHEBPOTHYECKHI OTEeK (0TeK KBHHKE).

Hapywenus memabonuzma u numanus: 4acToTa HEM3BECTHA — AUCIUIUACMHUSL.

Icuxuueckue napyweHnus: 4acTo — YyBCTBO TPEBOT'H.

Hapywenus co cmoponvl nepénoii cucmemvl: 0O4Y€Hb YaCTO — TOJIOBHAs 00Jb; 4acTo —
napecTesusi, HOSCHUYHO-KPECTIIOBBIN PaJiuKYJINT, 3alSICTHBIA TYHHEJIbHbIN CHUHAPOM; HEYacTO —
TUIIepecTe3usi, HEBpaITusl, nepudeprudeckas Helponarus.

Hapywenus co cmoponul cepoya. 4acto — y4yalieHHOe cepAlieOrneHue.

Hapywenus co cmoponul cocyoos: 4acto — apTepuasbHas TUNepTEH3US.

Hapywenus co cmoponsl OvixamenvHou cucmemvl, 0peaHo8 2pYyOHOU KIemKu U
cpedocmenust: 9acTOTa HEU3BECTHA — MHTEPCTUIHANIbHBIE 3a001€BaHUS TETKHX.

Kenyoouno-kuweynvle napyuienus: O4eHb 4acTO — JHapesi, TOIIHOTA; 4acTo — OO0NM B
AMUTacTPaIbHON 00JacTH, pBOTa, 3yOHAst 0OJb; YaCTOTAa HEU3BECTHA — MAHKPEATUT, CTOMATUT
(adpTo3HBII WK ST3BEHHBIH ), KOJIUT.

Hapywenus co cmopoHul neyenu u dHceniesbi8o0awux nymeti. O4eHb 4acTO — MOBBIILICHUE
aktuBHOCTH AJIT; 4yacTo: moOBbIIEHHME AKTUBHOCTH Tramma-rimortamuiarpancgepassl (I'TT),
MOBBIIIIEHHE aKTUBHOCTU acmapratamuHoTpaHcdepaspl (ACT); yacToTa HEM3BECTHA: OCTPHIMA
renaTuT, JIEKAPCTBEHHOE MOPaKEHUE TIEUCHH.

HapyweHuﬂ CO CMOPOHbL KO CU U NOOKOJNCHBIX MKAHEell: OYeHb YacTO — ajionenus; 4acro.
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ChlIIb, aKHE (YIPEBbIE BBICHIIIAHMS); HEUACTO —
KOXKHBIE pEeaKlM{, BKIIIOYas SHuiepMaibHbId HeKkpoiu3 wiu cuHiapoM CrtuBeHca-/[>kKOHCOHAa,
JIEKapCTBCHHAsT peakius ¢ d03uHOGMIMedl u cucreMusiMu cuMntomamu (DRESS-cunmpom),
ricopuas (B TOM 4HcIie MyCTYJIE3HbIH Icopras U ncopras HOrTen).

Hapywenus co cmoponvl mbluieunot, ckeiemuou u cOeOUHUMeNbHOl MKAHU: 4acTo —
MBIILIEYHO-CKEJIETHBIE 00N, MUAJITHS, apTPaIrusl.

Hapywenus co cmoponvl nouexk u Mmouegblgooswux mnymei: 4YacTO — TOJUIAKUYpPUS
(yyareHHOE€ MOYEHCITYCKaHHE).

Hapywenus co cmopoHnvl penpoOykmugHOU cucmemsvl U MOJIOYHBIX dicene3: 4acTo —
MeHopparus (0OUIbHBIE MEHCTPYAITUH ).

Obwue HapyweHusi u peakyuu 8 Mmecme 68e0eHUs: 4acTo — 00Ib, aCTCHHUS.

Jlabopamopuvie u uHcmpymeHmanvHvle OaHHble. YACTO — CHUXKEHHE MAacchl Tela,
YMEHbIIIEHUE KOJIMYecTBa HEUTPO(UIOB B nepudepuyecKoil KpoBU, YMEHBIICHHE KOJIHMYECTBA
JCHKOIMTOB B Tiepuepuveckoll KpOBHU, MOBBIIICHHEC aKTUBHOCTH KPEaTWHWH(OCHOKHMHA3HI B
KPOBH.

Tpaemvl, UHMOKCUKAYUU U OCLONCHEHUS NPpOYedYp: HEIACTO — IIOCTTPaBMaTU4IecKast O0JIb.

Omnucanue OTACIBHBIX HCXCIIATCIbHBIX DeaKHI/Iﬁ

Anoneyus

Anonenus Obuta omMcaHa, KaK MCTOHYCHHE BOJIOC, CHMIKCHHE IUIOTHOCTH BOJIOCSHOTO
MIOKPOBA, MOTEPsl BOJIOC, CBSI3aHHAsI WJIM HE CBSI3aHHAsS C M3MEHEHHMSIMHA B TEKCType BOJIOC y
13,9 % nammeHnToB, mMpUHUMABIIMX TepupiayHOMUA B no3e 14 mr mo cpaBHenuto ¢ 5,1 %
MalMeHTOB, MPUHUMABIIHX 11a1ie00. bospinas yacTs ciydaeB Obl1a onucana kak auddy3Hoe uiu
reHepaIn30BaHHOE TOPAXEHHUE BCETO CKayibla (0€3 MOJHOW MmoTepu Bosoc). B OonbImmHCTBE
CllydaeB JaHHas HEKeJaTeJbHas Peaklus OTMeYanach B TEUEHHE MEPBBIX 6 MECSIeB, C ee
CHOHTaHHBIM paspemienueM y 121 u3z 139 (87,1 %) nanuentos. B rpynne tepudnynomuna 1,3 %
NalMEeHTOB MPEKPATUIIN JICUEHHUE B CBSA3M C pa3BUTHEM asonenuu mno cpasHeHuo ¢ 0,1 % B rpymnmne
iane6o.

HedcenamenvHule peakyuu co cmoponsl neuenu (OanHvle u3 niayedo-KoOHmpOoaupyemoix

uccnedosanuil)
B rpynmnax manueHTOB, MOJy4YaBIIUX TepUGIYHOMHUI, IO CPAaBHEHHUIO ¢ TUTanebo darre

Habmoanock yBenuuenue aktuBHOcTH AJIT menee wnu pasHoe 3 BI'H (tabmuua 1). Ilponent
NAIMEeHTOB, Y KOTOpbIX oTMeuasock nossienne AJIT Boie 3 BI'H, 6611 conoctaBum B 00enx
rpynnax. Takoe nmoselieHHe akTUBHOCTH AJIT oTMeyaioch B OCHOBHOM B IEPBBIE 6 MECSIIEB
neuenus. [locne mpekparienus yedeHnus akTuBHOCTh pepmenta AJIT Bo3Bpamanace K HOpME.

Bpems 1o Hopmanuzanuu aktuBHOCTH GepmenTa AJIT BapbHpoBaio OT HECKOIBKUX MECALEB JI0
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COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 29.08.2023 N2 16657
HOCKOMLKHX J1CT. (NOCMNENOBATENBHOCTE 0001)

Tabmuua 1. M3menenue aktuBHOcTH AJIT B mpoBeAeHHBIX M1ae00-KOHTPOIUPYEMBIX
HCCJICJOBAHMSX

[Nosbimenue aktuBHOCTH AJIT — Ilomyssiys MaIMEeHTOB B IUIaLe00-KOHTPOIUPYEMBIX
UCCIIEIOBAHMSIX, B KOTOPOH OLIEHHBAJIACh O€30MacCHOCTh
[Tnane6o Tepudnynomun 14
(n=997) mr(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 BTH 16/994 (1,6 %) 9/999 (0,9 %)
>20 BI'H 4/994 (0,4 %) 3/999 (0,3 %)
A?ﬂi;gyggff;g?g” 5/994 (0,5 %) 3/999 (0,3 %)

Taxke Mpu MOCTPETUCTPAIIIOHHOM TMPUMEHEHUH TepH(IyHOMUA OTMEYAITUCHh CIy4au
JIEKapCTBEHHOI'O IOPAKEHUS [IEYEHH.

Brusnue Ha apmepuanvHoe Oagnenue (OanHvle U3 NAAYEOO-KOHMPOIUPYEMBIX
uccnedosanuil)
- [loBbIIEHNE CHUCTOIMYECKOTO apTepuaIbHOro AasieHus Beime 140 mm pt. cT. 'y 19,9 %
NAIMEHTOB, IPUHUMABIIUX €XKEAHEBHO TepudayHomua B 1o3e 14 mr, B cpaBHenuu ¢ 15,5 % npu
npueme 1aneoo.
- [loBbIIEHNE CUCTOJIIMYECKOTO apTepUaIbHOrO JaBieHus Boime 160 mm pT. cT. y 3,8 %
NAMEHTOB, IPUHUMABIINX €XKeJHEBHO TepudiayHomua B no3e 14 Mr B cpaBHeHuu ¢ 2,0 % npu
npuemMe 1ianedo.
- [ToBpIlIEHNE UACTOIMYECKOIO apTepHalbHOr0 JaBieHus Bbiae 90 mm pt. cT. y 21,4 %
NAMEHTOB, IPUHUMABIIUX €XEeAHEBHO TepudayHomua B 1o3e 14 mr, B cpaBHeHuu ¢ 13,6 % npu
npueme 1ianedo.

Ungexyuu

B muane0o-KoHTpoIupyeMbIX HCCIeIOBaHMAX B rpymme TepudayHomuna 14 mr He
Ha0JII01a710Ch YBEIMUEHUS KOJIMYECTBA ClTyyaeB TshKebIX MHpekuuit (2,7 % npotus 2 % B rpyrmie
wiane6o). Tsokenple onmopTyHHCTHYeCKHE HHGEKUUH (MH(EKIHUH, BbI3bIBAEMbIE YCIOBHO-
aTOreHHBIMU MUKpPOOpraHu3MaMi) pa3BuBaiuch B 0,2 % ciyyaeB B KaKI0H U3 TPYIIL.

[Ipy mocTMapKEeTUHIOBOM MPUMEHEHUM HAONIOJNAINCH TsDKENble WHQEKIUH, BKIOYas
CeIICUC, MHOT/A C JIETAIbHBIM UCXOJIOM.

T'emamonocuueckue 3¢ghgpexmoi

B nane0o-KOHTpOIupyeMbIX HCCIeTOBaHUAX Ha (JOHE MPUMEHEHHs TepH(IyHOMHIA
HaOJI01aJI0Ch YMEPEHHOE YMEHBIICHHE KOJIMYECTBA JIEHKOIMTOB B NepUpEepUdecKoil KpoBU

(<15 % oT uCXOAHOrO YpOBHS, B OCHOBHOM YMEHBIICHHE KOJHYECTBA HEUTPO(DUIOB H
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muMdoruToB). B TO ke BpeMms y HEKOTOpbIX—HaHHeHToB—oTMetaoch—0ofee—BbipakeHHoe
YMEHbILIEHUE KOJIMYEeCTBA JIEHKOIUTOB. JlaHHAs HexelaTenbHasl peakius BO3HUKANA B TEUCHUE
nepBeix 6 Henenb. 3areM Ha (hOHE MPOJOJIKAIOIIETOCsS JICUEHUS! KOJIWYECTBO JIEHKOLUTOB B
nepudeprudeckoil KpoBH CTaOMIM3UPOBAIOCh HA CHIKEHHOM ypoBHE (<15 % ymeHbllieHuEe OT
HCXOJIHOTO YPOBHSI). BiusiHre Ha CHUKEHHE KOJIMYECTBA SPUTPOLIUTOB B NepU(epruyecKoil KpoBU
(<2 %) um xomuuectBa TpoMmOOIMTOB B mnepudepuyeckoir kpoBu (<10 %) Obulo MeHee
BBIPAKCHHBIM.

Tepughepuueckan neviponamus

[Tepudepuyeckas Heiponatus (TMOJUHEUPONMATHH W MOHOHEHpONATUM (TYHHEJIbHBIN
3aIsACTHBIM CUHIPOM) pa3BUBAINCH Yallle B IPYyIMIE MAllMEHTOB, MPUHUMABIINX TepUDIyHOMUA
14 Mr mo cpaBHEHUIO C TpPYIION MAlMEeHTOB, NPUHUMABIIMX Iulanebo B IIanedo-
KOHTPOJIMPYEMBIX HUCCIIEOBAaHUSIX. B OCHOBHBIX IMMJIarie00-KOHTPOIUPYEMBIX HCCIEAOBAHUAX
nepudepudeckas NoJMHENponaTHs, MOJITBEPKAEHHAS UCCIIETOBAaHUSIMU HEPBHOU
IPOBOIUMOCTH, OblTa oTMedeHa y 1,9 % mammentoB (17 w3 898 maummeHTOB) B TpymIe
tepuduyHoMuaa 14 mr B cpaBHeHud ¢ 0,4 % nanueHToB (4 u3 898 nanueHToB) B Tpymniie mianeoo.
VY 5 mauueHTOB ¢ nepudeprueckoil HeponaTuel, IPUHUMABIINX TEPUPIyHOMH B 103¢ 14 mr,
OBLIO NpEeKpalleHo JieueHue; y 4 U3 HUX cOO0ILaioch BBI3JOPOBICHUM IMOCJIE MPEKpaAICHUS
JICUYEHUS.

Jobpoxauecmeennvle, 310Kauecmeennbvle U HEYMOYHEHHble HOB000OPA308aHUS (BKIIOUAS
KUcmol U no1unsl)

B xnmHMueckux uccienoBaHusx Ha (oHe nmpuéma tepudiyHomuaa He 3aUKCUPOBAHO
MOBBIIIEHUS] PHCKAa BO3HUKHOBEHHS 3JIOKAUYECTBEHHBIX OMyXoied. PHCK BO3HHKHOBEHUS
3JI0Ka4E€CTBEHHBIX OIyXO0Jel, a MUMEHHO JIuMponponndepaTUBHBIX 3a00I€BaHUM, yBETUUUBACTCS
IpY TIPAMEHEHNH HEKOTOPBIX JIPYTUX JIEKAPCTBEHHBIX MPENapaToB, BIUSIONIMX HA UMMYHHYIO
cucreMy (kmacc-3pdexr).

Taoicenvie KodicHble peakyuu

Bo Bpems nocTperucTpalimoHHOro NpUMeHeH!s TepUIyHOMEIa COOOIIAIOCh O CIIydasx
PasBUTHSI CEPbE3HBIX KOXKHBIX PEAKIMH, BKIIOYAs TOKCHYECKHH SMUAEpPMalbHBIN HEKpPOIU3,
curapom CrtuBeHca-/[>KOHCOHA, JIEKapCTBEHHO-O0YCIIOBIEHHYIO PEAKLUI0 ¢ 303MHOGMINEH U
cucreMHbiMu cuMintoMamu (DRESS-cunapom).

Acmenus

B xozxe muane6o-KOHTPOIUPYEMbIX HCCIEIOBAaHMNA B TpyNIax MpUMEHEHHs Iuianedo,
tepudayHoMuaa B o3¢ 7 Mr u TepudayHomuga B jo3e 14 Mr yacrora pa3BUTHs acTEHUH
coctaBuia 2,0 %, 1,6 % u 2,2 %, COOTBETCTBEHHO.

COO6H.ICHI/IC 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX
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BaxHo cooOmare 0 Moa03peBacMbIX HekeHAaTeHdbHbIX—peakHiax—HocHe—perHeTpatiH
npernapara ¢ IeJIbl0 00eCIeueHUs HePEPHIBHOTO MOHUTOPUHTA COOTHOIICHHSI «I10JIb3a—PUCK)
JIEKapCTBEHHOI'O Mpemnapara. MeIuuHCKUM pabOTHUKAaM PEKOMEHIYeTCsl coo0IaTh O JTOOBIX
MO/103PEBAEMBIX HEXKENATENbHBIX PEaKIUAX JIEKAPCTBEHHOI'O IMpernapaTa 4yepe3 HALMOHAJIbHBIE
CUCTEMbl COOOILEHUSI O HEXKeNaTeJIbHBIX peaklUMsIX TocylapcTB — wieHoB EBpasuiickoro
3KOHOMHYECKOI'O COI03a.

Poccuiickas ®@eoepayus:
®denepanibHas cryx0a 1Mo Haa30py B cdepe 3npaBooxpanenus (Poc3npasuamzop)

Anpec: 109012, r. MockBa, CnaBsiHCKast 1jiomaib, a. 4, ctp. 1
Ten.: +7 (800) 550-99-03

Anpec 3neKTpoHHOM mouThl: pharm@roszdravnadzor.gov.ru
Caiit B UH(POPMALMOHHO-TEIIEKOMMYHUKAITHOHHON cetu «MHTEpHETY!

www.roszdravnadzor.gov.ru

4.9. Tlepeno3upoBka
He pexomenyercst Ha3HaYeHHUE Tpernapara B 103aX, MPEBIAIONINX YKa3aHHbIE B paszene 4.2.
CuMOTOMBI
Wudopmannu o nepepo3upoBKe WM OTPABICHUU TEpUDIYHOMHUIOM Yy UYEIOBEKA HET.
310poBBIE AJOOPOBOJIBIIBI MPUHUMANIA TepUuIyHOMU B 103¢ 70 Mr eXeIHEBHO B TeueHue 14
nHeil. HaOmromaemble HeXenaTeNbHBIE PEAKIMH COOTBETCTBOBAIM MNPOGIII0 O€30MacHOCTH
TepudIyHOMHU 1A TIPU TPUEME MAIIMEHTaAMH C PACCESTHHBIM CKJIEPO30M.

Jleuenue
B ciyyae 3HauMMON mepenoO3UMpOBKM WM OTPABIEHUS I YCKOPEHHOI'O BBIBEICHUS

TepUQIIyHOMHU]a PEKOMEHIYETCs IPUeM KOJIECTUPAMHUHA UM aKTUBUPOBAHHOTO YTJIS.
PekoMeH10BaHHON NpoLEeypol SIBISETCS MPUEM KOJECTUpPaMUHA B 03¢ 8 T' 3 pasa B

CYTKM B TedueHHe |1 nHel, B ciydae II0X0oH NEPEHOCUMOCTH TOW J03bl, MOXKHO CHU3UTH 103y

KojectupamMuHa 70 4 T 3 pa3a B CyTkM. B KkadecTBe anbTepHAaTUBHOIO BapHaHTa MOKHO

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

5. ®APMAKOJIOTTYECKHUE CBOMCTBA

5.1. dapmakoaguHAMHYECKHE CBOIICTBA

®apmMakoTepaneBTUyecKas rpymnmna: IMMyHoIenpeccanThl; CEJIeKTUBHbIE UMMYHOIETPECCAHTHI.

Kox ATX: LOAAA31

Mexanuszm geiicTBus

Tepudnynomun - MMMYHOMOYJIUPYIOIINN JIEKapCTBEHHBIN npenapar C
IPOTHBOBOCHIAJIUTENbHBIMA  CBOMCTBAMHM, CEJIEKTMBHO U  OOpaTUMO  MHTHOUPYIOIIUH
MUTOXOHJIpHANIbHBIN (pepMeHT nuruapooporataeruaporesasy (JAI'O-/I), koTopsiit HeoOXo1uM
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JUTs cuHTe3a nupuMuanHa de novo. Takum oOpdzom, Teﬂmgrm %J‘IJBB'E/%E&HH!&H}O

CTHUMYJIMPOBAHHBIX JIUM(OIUTOB, JJIsI KOTOPBIX HEOOXOIUM CHHTE3 NHpUMHAWHA (e Novo.
To4HBII MEXaHU3M, C MOMOIIBI0 KOTOPOTO TEPH(PIYHOMH] OKA3bIBAET CBOE TEPAIEBTUYECKOE
JIEMCTBUE MPU PACCETHHOM CKJIEpO3€, M3Y4YEH HE IIOJHOCTBIO, HO OH MOXET BKJIOYaTh
YMEHBIIIEHNUE YHCJIa aKTUBUPOBAHHBIX JIMM(OIMTOB B IEHTpaabHOM HepBHOU cucteme (LIHC).
Bo3MoxxHO, uYTO Tepu(IYHOMHUJ YMEHBIIAET YHUCIO MepuepruuecKuX aKTHBHPOBAHHBIX
TUM(OIUTOB, KOTOpBIE MOTYT MurpupoBath B [IHC.

dapmakogngamuyeckue 3P HeKTel

Bausnue na xonuvecmeo uMMYHHBIX K1€MOK 8 KPOSU

BnusiHre Ha KOMMYECTBO MMMYHHBIX KJIETOK B KPOBH: B XOJI€ IUIALE00-KOHTPOIHPYEMBIX
UCCIIeIOBaHU TpueM TtepudiayHomuaa B npo3e 14 Mr oauH pa3 B J€Hb NPUBOJIUT K
HE3HAYUTEIbHOMY CHUXCHHIO CPEIHEro KOJIMYeCTBa JUMQOLUTOB B nepupepruecKoil KpoBU
(Menee yeM Ha 0,3-10%/1), KoTOpoe HAGTIOAANOCH B TEUEHHE MEPBIX 3 MECAIIEB JICUCHHS, TT0CTIE
Yero KOJMYECTBO JTUMQPOLUUTOB B epUPEpUIecKOil KPOBH CTAOMIM3UPOBAIOCH HA IOCTUTHYTOM
YPOBHE U COXPAHSIOCh HAa 3TOM YPOBHE 70 OKOHUAHUS JICUEHUSI.

B kiIMHMYECKOM HUCCIIEIOBaHWM, Y MAIMEHTOB, MOJYYaBIIUX JICYCHUE TepUDIYHOMHUIOM,
COXPAaHSUIUCH a/ICKBAaTHBIE UIMMYHHbBIE PEaKIIMU Ha CE30HHYIO MPOTHUBOTPUIIIIO3HYIO BaKI[UHAIIHIO,
YTO COOTBETCTBOBAJIO TOMJICPKAHUIO PEAKIUM aKTHBHONH MMMyHH3amuu. IlammeHTsr B 00enx
rpynnax npuema tepuduyHomuna (7 mr u 14 mr B CyTKHM) IOcC/i€ BakIMHALWU JOCTUIATIU
CEpONPOTEKTUBHBIX TUTPOB aHTUTEII: ITOCIIE BaKIIMHAIMK 60siee 90 % nmaeHToB JOCTUIIIN TUTPa
antuten >40 k mrammam HiNi u B. Jnsg mramma HsN2, Tutpst antuten >40 ObIIH JOCTUTHYTHI Y
>90 % manMeHToB B rpyrmre npuma TepudryHomMuaa B 103€ 7 MT B CyTKH, Uy 77 % TalueHToB B
rpynme npuema TepupiyHomMuaa B 103€ 14 r B CyTKH.

B gpyrom  paHZOMU3MPOBAaHHOM, JBOHHOM  CJIENIOM,  IUIale00-KOHTPOIUPYEMOM
(bapMakoIMHAMHUYECKOM HCCIIEJOBAHUH, IIPOBEICHHOM Y 370POBBIX JOOPOBOJIBIIEB, ObLIT U3yUeH
UMMYHHBIH OTBET Ha BBEJICHHEC HHAKTHBHUPOBAHHOW BaKIIMHBI IIPOTUB OCIICHCTBA (HEOAHTHTEHA).
[To okOHYaHMM CXEMBbI BaKLIMHAIIUN T€OMETPUUYECKUE CPETHUE TUTPOB AHTUTEN K AHTHPAOUYECKOM
BakLMHE (BaKIMHE MPOTHB OEIIEHCTBAa) B Tpymme TepuQIyHOMHa ObUIM HUXKE, YeM B TpYyIIe
1ane6o, JOCTUrasi MOCTBAKIIMHAIBHOTO JICUeOHOT0 COOTHOIICHUS 3HAUEHUI TUTPOB aHTUTEIN B
rpynne tepudiyHoMua NpoTuB rpynmsl mianedo [90 % U], cocrasustomero 0,53 [0,35, 0,81].
Onnako y Bcex M0OpPOBOJIBIICB TUTPHI AaHTHPAOUTUUYECKUX AHTUTEN TOCIIC BaKIMHAIIMN OBLITH
Beime 0,5 ME/Mn (TuTpa, SBISIOIIErOCs MOPOTOBBIM Uil CepompoTekuuu). B Tom ke
UCCIIEIOBAaHUM, Y J0OpPOBOJIBLIEB, MOMYYaBIIUX TEPUPIYHOMHUJ, CIOCOOHOCTh K MPOSBICHUIO
KOXKHBIX PEaKIUU TUIEepYyBCTBUTEILHOCTH 3aMEJIEHHOTO THUIIa Ha MOBTOPHOE BBEJEHHE TAKUX
aHTureHos, kak anturenbl Candida albicans, Trichophyton wnm ouwmieHHBIi nepuBar
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(mpom3BomHOE) Oenka TyOepKynwHa, HE OTIHYaIach '@ﬂ:'%a}EEBEEi{r'-T;EJBEJSBSELE%QCl%'hnm

iareoo.

Brusanue na unmepean QT

B xozme minane0o-KOHTPOIMPYEMOTO HCCIEAOBAHUS, MPOBEIECHHOTO C YYaCTHEM 30POBBIX
JOOpPOBOJIBIEB, TEPUMPIYHOMU TPU CPETHUX KOHIEHTPALMSAX B PAaBHOBECHOM COCTOSIHUM HE
MOKa3ajl Kakoro-aubo moTeHnuana s yamHaenus uarepBaia QTCF mo cpaBHeHuro ¢ miamnebo:
camoe OOJIBIIIOe CpellHee pa3Inyue MEXIy TepUGIYHOMHIOM M mianedo coctaBuio 3,45 Mc C
BepxHel rpanuneit 90 %-ro n10BepUTENBHOIO UHTEpBaia, paBHOU 6,45 mc. Ilpu 3TOM HU 0/HO
3nauenue QTCF ne Obuto >480 Mc, U HU OHO W3MEHEHHUE JUIUTEIHHOCTH ITOTO WHTEpBalla HE
0b110 >60 MC IO CPaBHEHUIO C UCXOIHBIM 3HAYCHUEM.

Brusanue na ¢pynkyuio noueuHvlx KaHauvyes

B xome mnane60-KOHTPOIUPYEMBIX HccleqoBanuii HaOmoganocsk 20-30 % cHuxeHue
KOHIICHTPAllMd MOYEBOH KHCIOTHI B CBIBOPOTKE KpPOBH Y TMAllMEHTOB, TNPHHUMABIINX
Tepru(IYHOMU, 110 CPaBHEHUIO ¢ Tpymnmnoi mianedo. CpenHee CHIKEHHE conepkanus Gpochopa
B CBIBOPOTKE cocTtaBuiio okoyo 10-15 % B rpynmne tepudiyHOMHIa IO CPABHEHUIO C TPYIIION
wiane6o. Takue 3hPexTsl cUMTAIOTCS CBS3aHHBIMH C YBEIMYEHHEM IMOYEUHOH KaHAbIEBOM
AKCKPELMU U HE CBA3aHBI C U3MEHEHUSIMH B (PYHKIIMH MOYEYHBIX KIYOOUYKOB.

Kinnanueckas 3¢ dekTUBHOCTE U 0€301aCHOCTh

OddextuBHOCTh TepudyHOMHIA ObLIa TPOIAEMOHCTPUpPOBAHA B XOJE HCCIEIOBAHUN
EFC6049/TEMSO u TOWER, koropble ObLIM MOCBSIICHBI OLEHKE EKCIHEBHOTO NpHEeMa
TepudayHoMuaa B fo3e 7 Mr u 14 mr y mauuenton ¢ PPC.

B nenom 1088 manuentos ¢ PPC Obumu pangoMusupoBansl B uccnenaoBanue TEMSO ms
npuema B Teuenue 108 Hemens Tepudynomuaa B go3e 7 mr (n=366) wiu 14 mr (n=359), wiu
npuema miane6o N=363). Bce nanueHTs IMeIH yCTaHOBICHHBIHN HAarHO3 PACCESTHHOTO CKIIEpo3a
(PC) (na ocnoBanuu kpurepueB Max/lonanbna (2001)), penuauBupyroiiee TeueHne ¢ Wi 0e3
MPOTPECCUPOBAHUs; TMAlUEHTHl TMEpPEHEeCIr, KaKk MHHHUMYM, | penuauB B TEYEHHE TOa,
MPEIIIECTBYIOIETO NCCIEIOBAaHUIO WITH, KAK MUHUMYM, 2 PEIUANBA 32 2 TO/1a, IPEAIIECTBYIOIMINX
uccienoBanuo. [Ipy BKIIIOYEHWHM B WCCIEJOBAaHHWE TIANMEHTHl HMMEIH CpPEeTHUH Oayu 1o
Pacmmpennoii mkane orneHkun waBanuausaiuu (EDSS — Expanded Disability Status Scale)
cocraBisn <5,5. CpenHuil BO3pacT M3y4yaeMOW TpyINIbl MAlUEHTOB COCTaBiIsAn 37,9 ner.
BonpmmHCTBO MAIMEHTOB MMETH PEeMUTTHpYIOIIYI0 Gopmy paccesHHoro ckieposa (91,5 %),
Tak)Ke OBUTH MPEACTABIICHBI MTOATPYIIIBI MAIMEHTOB ¢ BTOPHYHBIM Tporpeccupyrommm (4,7 %)
WIH  TIPOTPECCUPYIOIE-PEIUIUBUPYIONINM  paccessHHbIM  ckiepozoM (3,9 %). Cpennee

KOJIMYCCTBO O6OCTpCHPII>i B TCUYCHHC rola nepca BKIOUYCHUCM B UCCIICAOBAHUC COCTABJIAIIO 1,4,

20



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 29.08.2023 N= 16657

IIPU 3TOM UCXOJHO Yy 36,2 % marueHToB ObUIH jouar, ﬁﬂééﬁ‘ﬁiﬁgﬂgﬁﬁ_@ﬁ%@ﬁ{%é géﬁi&mo

rapomuanid. Cpeaauii 6amt no mkane EDSS Ha MOMEHT BKITFOUEHHUS B UCCIIEOBAHUE COCTABIISI
2,50. Cpennsisi IpOJOIKUTEIHHOCTh 3a00JIEBAHMSI C MOMEHTA TOSIBJICHUSI NIEPBBIX CHMIITOMOB
obuta 8,7 nmetr. bonbmumHcTBO manueHToB (73 %) HE MPUHUMANIO MPENapaToB, W3MEHSIOIIUX
teueHue paccesHHoro ckieposa (IIMTPC) B Teuenume 2-X JieT mepen BKIIOYCHHUEM B
uccienoBanye. Pe3ynbrarhl Mcciea0BaHus IPeICTaBIeHbl B TAOIUIE 2.

AHallu3  OTHAJEHHBIX  PE3yIbTaTOB, TOJYYEHHBIX B  XOJIe  JOJITOCPOYHOTO
JIOTIOJTHUTEILHOTO KIIMHNYeckoro ucciaeaopanus 1EMSO (Mennana oGrielt mpoaomKUTeIbHOCTH
JICYEHUsl COCTaBMJA NPUOIM3UTENBHO S5 JeT, MakCUMajbHas MPOAOKUTEIBHOCTh JICUCHUS
cocTaBuUia TPUOIM3UTENLHO 8,5 J1€T) He BBIIBWI HOBBIX WM HEOXKUJAHHBIX JaHHBIX II0
0€30MacHOCTH Ipenapara.

B nenom 1169 nanmenTor ¢ PPC Op11n BkitoueHs! B ucciaeaoBanue TOWER mis npuéma
tepuduyHomMuaa B go3e 7 Mr (n=408) wiu 14 mr (n=372), unu npuema mianedo (n=389).
JnuTenbHOCTh JICUeHHsST cocTaBmiia 48 Helenab MOCiie BKIIOYEHUsS MOCJEIHEro maiueHTa. Bee
MAlMEeHTHl UMEJId YCTAHOBJICEHHBIN JIMAarHO3 PACCETHHOTO CKJIepo3a (Ha OCHOBAaHUU KPUTEPHUEB
Maxknonansaa (2001)), peunauBupytoliee TeUeHUE C UM 0€3 MPOrPecCHy, U MEepPEeHECHd, Kak
MUHUMYM, OJMH pPEIUAWB B TEUEHUE T0Ja, MPEIUISCTBYIOLIETO HCCIEIOBAHHUIO, WM, Kak
MHUHHUMYM, 2 peluIuBa 3a JIBa Toja Iepeia uccieaoBanueM. [Ipu BKIIOYEHUU B UCCIIEIOBAHUE
nanrenTsl uMenu Oamn no Pacmumpennoit EDSS, cocrapmsrommii < 5,5. Cpeanuii Bo3pact
UCCIIETyeMO TpYMIbl MAlMEeHTOB cocTaBisl 37,9 ner. BonbIIMHCTBO MallMEHTOB HMENH
PELUIUBHUPYIOIIE-PEMUTTUPYIOIUN paccessHHBIA ckiepo3 (97,5 %), HO ObUIM TOATPYIIIBI
NAUEHTOB ¢ BTopuyHO-TIporpeccupyromum (0,8 %) mnu nporpeccupyrolie-peluIuBUPYOLIM
paccesHabIM ckiepo3oM (1,7 %). CpeaHee KOTMYECTBO PELUMAMBOB B TEUEHHE TojAa TEpen
BKIIIOUEHUEM B HCClie[loBaHKe cocTaBisio 1,4. Meauana 6amino EDSS y manueHTOB Ha MOMEHT
BKIIIOUEHUSI B HccienoBaHue cocrapisuia 2,50. CpeaHsisi MpOAOJDKUTENBHOCTh 3a00J€BaHUS C
MOMEHTA TOSIBJICHUS MEPBBIX CUMITOMOB cocTaBiisia 8 yieT. bonbmmHcTBO naueHToB (67,2 %)
HE TMPUHUMAJIO TMPENapaToB, U3MEHSIOIINX TEUCHHUE 3a00JICBaHUs, B T€UCHHUE 2-X JIET Mepen
BKIIIOUEHHUEM B HCCIIeIOBaHUE. Pe3ynbTaThl HCCIeIOBAaHUS TPEICTABICHBI B TA0IHIIE 2.

Tabnuua 2. ['maBHbIE pe3ynbTaThl (JUIs yTBepkKAeHHOU 10361, nomymnauus |1 TT-nanuenTst,

HaYaBIITUE JICUCHNE)

HUccnenosanue TEMSO HUccnenosanne TOWER
Tepudaynomung Ilnaunedo Tepudgaynomung Ilnaunedo
14 mr 14 mr
KonnuecTBo nmamnuesTos 358 363 370 388

KiuHnveckue HeXoabl
Cpe/lHeroioBas  4acToTa | 0,37 ‘ 0,54 | 0,32 ’ 0,50
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000CTpeHuii AL

AbcomoTHOE CHIDKEHHE
pricka (95 % JIF) -0,17 (-0,26, -0,08)*** -0,18 (-0,27, -0,09)***

[Ipouent mnaumeHtoB 0e3
PEIUIUBOB 0 COCTOSHUIO 56,5 % 45,6 % 57,1 % 46,8 %
Ha 108 Hememno
OmuocumenvbHbulil puck
(H195%)

[IporneHT manueHToB, y
KOTOPBIX HMEJIO0 MECTO
ycroiiunBoe (B TeueHue 12
HEZIeNb)
MIPOrPECCUPOBAHHUE
MHBaJMIU3AIUU 110
cocrogauro Ha 108
Heelo

Ommuouwenue PUCKO8,
paccuumannoe Ha OCHOGe
KpUeblx BLIDICUBAHUA
Kannana-Meiiepa 0,70 (0,51, 0,97)* 0,68 (0,47, 1,00)*
(dH95%) no cocmosanuio
na 108

Heoeno

IIpoueHT manueHToB, y
KOTOPBIX HMEJIO MECTO
ycToitunBoe (B TedeHne 24
HEJICIIb) 13,8 % 18,7 % 11,7 % 119%
MPOTPECCUPOBAHUE
MHBAIUIU3ALHIH 110
cocrosguuio Ha 108 Hememo
Ommuouwenue PUCKO8,
paccuumannoe Ha OCHOge
KPUBbIX BLIDICUBAH U 0,75 (0,50, 1,11) 0,84 (0,53, 1,33)
Kannana-Meiiepa
(H95%)

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

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

Koneunsbie Touku MPT (MarnuTHo-pe3oHaHcHasi ToMorpadmusi)
Usmenenne BOD Henens 0 72 291
1081 ' '
H3menenus omnocumenvro
niayebo
CpenHee KOIM4ecTBO
0YaroB, HaKaITUBAIOLTUX
I'n (ramonuHMit) Ha
cKaHorpamme K Henesue 108 He onpenensiocs
Hszmenenus omnocumenvHo I
nnayebo([{H95%) 0,80 (-1,20, -0,39)
KonuyecTBO 0TAEIBHBIX
aKTHUBHBIX OYaroB Ha 0,75 2,46
CKaHOTpaMMe

67 9+

0,38 1,18

Hszmenenuss omnocumenvro
niayeoo([{H95%)
[Mpumeuanus: **** —p <0,0001, *** —p <0,001, ** —p <0,01, * — p <0,05 B cpaBHEHUU ¢ Ma1e00;

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

! _ BOD: 06mmit 06bem ouaros B i (T2 u runounteHcuBHIX T1).

22



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 29.08.2023 N= 16657
(NOCNEOCBATENEHOCTE 00071)

Oghdpexmusnocmo y nayueHmos ¢ GblCOKOU-GRMUHGHOECHILIO-3GOOACEAH IS

B nccnenoanuu TEMSO B noarpyrie nmaiueHToOB ¢ BHICOKON aKTUBHOCTHIO 3a00JIeBaH
us (N=127) nabaromascs ycToiunsselii 3¢ dexT Tepanuu TepudIyHOMUIOM B OTHOIIEHHH 000CTP
enuii PC ycroitunBoro (B TeueHue 12 Heenb) NporpeccupoBaHus MHBATHAU3AIMU. B cooTBeTCT
BUU C JM3aHOM HCCII€IOBaHHUS BbICOKAsi aKTUBHOCTH 3a00JI€BaHUs ONPEAEsiach MPU HATUYUU
2 unu 6oee peluIMBOB B TEUCHHE I'0Jla C BU3yalu3aleld 0IHOT0 WK 00jiee HaKaIIuBaKoIUX T
anonuHuid oyaroB Ha MPT romoBHoro mo3ra. [lomo0HbIN aHamu3 moArpymnmn B uccieaoBanuu 1O
WER He npoBoauics, Tak Kak He ObLIO TojydeHo gaHHbix MPT.

OTCYTCTBYIOT JaHHBIE O MAllMEHTaX, HE OTBEUAIOIIUX Ha IMOJIHBIM U aJeKBaTHBIM Kypc
nedeHus (B cpenHeM 1 roj tepanun) 6eta-uHTEpHEPOHOM, U UIMEIOIIHUX KaK MUHUMYM | pennauB
B TEYEHHE MpPEIBIIyIIero rojga Ha (oHe Tepanuu, U Kak MUHUMYM 9 T2-rUnepuHTEHCUBHBIX
ouaroB Ha MPT romoBHoOro Mo3ra uiu, Kak MUHUMYM, | odar, HaKarIMBaIOIIUN TaJOTUHIHI, WK
0 TAIMEeHTaX, Y KOTOPhIX YaCTOTa BOSHUKHOBEHHSI 000CTPEHHI HE M3MEHUIIACh HIIM YMEHbIIINIIACh
B TEYCHHUE MPEIBIIYIIETrO Tojia MPU CPABHEHUH C TIPEABIIYITUMH 2 TOIAMH.

Knuanueckoe  umccinemoBanme TOPIC  Obuto OBOMHBIM - ciembIM,  IUIare0o
KOHTPOJIMPYEMBIM, HCCIIEAOBAHHEM, B XOA€ KOTOPOTO OLIEHWBAIM NMPUHUMAEMbIE OJWH DPa3 B
CYyTKH 1036l TepuduiyHomuga 7 Mr u 14 mr B Tedyenue 108 Hemenb MalMeHTaMH C TICPBBIM
KJIMHUYECKUM JIEMHUEIMHU3UPYIOIUM 31u300M (cpeaHuil Bo3pact 32,1 ner). OCHOBHBIM
KPUTEPHEM OIEHKH OBUIO BpPEMs 10 BTOPOTO KIMHHYECKOTo 3mm30ja (penuauBa). B oOmeit
CIIOKHOCTH 618 MaIMeHToB ObUTH PaHJOMH3UPOBAHBI B TPYIIIILL, TIonyyaromue 7 Mr (N=205) wu
14 mr (n=216) Tepudaynomuaa, wim miaredo (N=197). Puck BToporo KJIMHUYECKOT0 000CTpeHHS
Ha MOpoTsbkeHuu 2 jer coctaBun 35,9 % B rpymnme mnaunedo u 24,0 % B rpymnmne JeyeHUs
tepudayHOMUaIOM B 103€ 14 mr (otHOMmEeHue puckoB: 0,57, 95 % noepurensHbiii uaTEpBat: 0,38-
0,87, p=0,0087). Pe3ymbTarhl, MOJy4YeHHBIE B XOJ¢ KiIMHHYeckoro uccienoBanus 1OPIC,
noareepaniu ¢ dexkruBHocTh Tepudaynomuaa npu PPPC (B Tom uucne npu pannem PPPC c
MEPBBIM KIIMHUYECKUM JEMHUETMHU3UPYIOMNM 311u3010M 1 MPT-odaramu pa3inndHoil JaBHOCTH
Y JIOKAJIU3AIIUHN ).

O¢ddexkTuBHOCTE TepudayHOMHIA CpaBHUBAIA C 3(PPEKTUBHOCTHIO TMOIKOKHOTO
BBeJIeHUs] HHTepdepoHa OeTa-1a (B peKOMEHIOBaHHOM J103€, COCTaBIstoIe 44 MKT, TpU pa3a B
HENeNI0) B paMKkax wuccienoBanus ¢ yuactuem 324 mamuentoB (TENERE). Munumanbhas
MPOJOHKUTENLHOCTD JIUeHUs cocTaBmia 48 Henenb; makcumanbHas — 114 Henens. Bpems mo
TEpaneBTUYECKON Heynauu (MOATBEPXkACHHBIN PElUIUB WM TOJHOE MpEKpalleHue JIeUeHus,
HE3aBUCHMO OT TOTO, YTO MPOU3OIILJIO B MEPBYIO OYEpeIb) ObUIO MEPBUYHON KOHEUHOM TOUYKOM.
KonunuecTBo manueHToB, OKOHYATETFHO MPEKPATUBIIUX JICUEHUE, B TpyIie Tepudaynomuaa 14

mr coctaBuio 22 uz 111 (19,8 %). Ilpuunnamu Obutu HexenarenbHble siBIeHHS (10,8 %),
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HenocTaTouHast 3PPeKTUBHOCTD (3,6 %), Apyrue-HpH-HHHH 0) W HOTEPd ISl JHallbHeHero
Haomoenus (0,9 %). KonnyecTBo maneHToB, OKOHUATENBHO MPEKPATUBIINX JICYCHHE, B TPYIINE
untepdepona Oera-la cocraBuno 30 uz 104 (28,8 %). [IpuunHamu ObUIM HeXelaTEIbHbBIE
seienus (21,2 %), nemocrarounas sddextuBHocth (1,9 %), npyrue npuuussl (4,8 %) u
HEBBINOJIHEeHHE yciioBuil mporokona (1 %). CtaTucTu4ecku TO0CTOBEPHBIX OTIMYUMN MO BIUSIHUIO
Ha MEPBUYHYI0 KOHEUHYIO0 TOUKY MEXIy TepudayHomunoMm 14 Mr/aeHp u 1m/k uHTEpHEpOHOM
Octa-la 44 Mr B CyTku He ObUIO BBISBICHO. [IpOIIEHT NAIMEHTOB C MOATBEPKICHHOM
TepaneBTUUECKON Heymaueh k 96-oi Heaene mo merony Karrana-Meiiepa coctaBun 41,1 % Ha
done Tepudmynomuaa 14 mr no cpaBuenuto c 44,4 % na pone unrepdepona 6era-la (p=0,5953).

Ilpumenenue y oemeti

Knunnueckue nanneie 00 3¢ hekTHBHOCTH U 0€30MaCHOCTH MPUMEHEHUSI TepUBIyHOMHIA
y JIeTeil ¥ MOAPOCTKOB B BO3pacTe /10 18 IeT OTCYyTCTBYIOT.

5.2. dapMakokumHeTHYeCKHe CBOIiCTBa

AOGcopouust

buonocrymHocTs npemapata npubdausutensao 100 %. Ha pone kypcoBoro nepopanbHOTO
npuemMa Tepu(IyHOMHIA CpeIHEe 3HAueHHE BPEMEHH JOCTIDKEHHS MaKCHMAaJIbHBIX
KOHIIEHTpaLUii B Tu1a3Me KpoBH (tmax) coctasiser ot 1 10 4 4.

[luma He oka3pBaeT KIMHUYECKH 3HAYMMOTO BIHMSHHA Ha (PapMaKOKHMHETHKY
TepUPIyHOMHUIA.

[locne nmpuema BHyTpb 7 Mr u 14 Mr tepudayHOMHIA €ro CUCTEMHAsl SKCIO3MIIMS
YBEJIMYUBAETCS MPONOPIMOHATIBHO J03€.

Ha ocHOBaHuM cpemHNX TPOTHO3HPOBAHHBIX (PAPMAKOKHMHETHYECKUX MapaMeTpOB,
paccuMTaHHBIX HAa OCHOBAaHUM aHaiM3a MonyasuuoHHON (apmakokunetuku (PopPK) c
MCIIOJIb30BaHUEM JAaHHBIX O 3/I0POBBIX JOOPOBOJIbLIAX M MAllMEHTaX C PAacCESIHHBIM CKIIEPO30M,
npu npueme TepudIyHOMHAA HaONIOAANOCh MEIJIEHHOE JOCTH)KEHHE PaBHOBECHOM
KOHIEHTpauuu (mpubnusutensHo 95 % paBHOBECHOW KOHIEHTpamuu gocturaetcs uepe3 100
nHen (3,5 mecsna)), a mpeanosaraeMblii Ko3dduimeHT HakomiaeHus TepudiyHOMHUAA TpU
JIOCTH)KEHUH PaBHOBECHOM KOHIIEHTpaluu coctariseT 34 (mpu onenke o AUC).

Pacrnpenenenue

Tepudnynomun B Beicokol creneHu (>99 %) cs3biBaeTcs ¢ OeslKaMu IJIa3Mbl KPOBH,
BEPOSTHO, C albOyMHHaMH, U, TNPEUMYIIECTBEHHO pacrpenensercs B 1miazMe. OObem
pacnpezeneHus nociae OJHOKPaTHOTO BHYTPUBEHHOIO BBEJIEHUS Ipernapara coctasiuseT 11 1.

Buorpancdopmarust

TepI/I(I).HYHOMI/I)I YMCPEHHO MeTa60J’II/ISI/IpyeTC$I n ABIACTCA €CAMHCTBCHHBIM BCIICCTBOM,

KOTOPOC OIpCACIEICTCS B IJIa3ME€  KPOBHU. I'maBHBIM myTeM 6I/IOTpaHC(I)OpMaI_II/II/I JUIA
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HE3HAYUTENIFHOTO KOJIMYECTBA META00IUTOB TCPHGpFyHOMHIAAABIIETEH FHAPOAHI-€-OKHECTACHHEM
B KauecTBe BTOPOCTENEHHOIO IyTH MeTabonu3ma. BropocreneHHsle myTd MeTaboiau3Mma
BKJIIOYAIOT OKHUCcIeHHe, N-aleTmiinpoBaHue U KOHBIOTALUIO € CYJIb()aTOM.

DJIMMUHALNS

TepuduyHomua BeLAEISETCA YEPE3 KEITYA0UHO-KUILIEYHbIH TPAKT, B OCHOBHOM, C KEIYbIO
B HEM3MEHEHHOM BHUJIE U, BO3MOXKHO, ITyTeM NpsMON cekpeuuu. B Teyenne 21 nHSA BBIBOAUTCS
60,1 % oT mpuHATON 03Bl Mpenapara, MPUYeM uYepe3 HKeTyI0UYHO-KUIICUHbIH TPaKT (C Kajiom)
37,5 % u uepe3 nouku (c Mouoit) 22,6 %. [Ipu npumMeHeHNHN YCKOPEHHOM POl yphl BEIBEACHUS
Tepu(IyHOMHUAA C IPUMEHEHHEM KOJIECTHpAaMHHA, JIONOJHUTENbHO Bblaensercs 23,1 % (B
OCHOBHOM ¢ KaynoMm). Ilocie OZHOKpaTHOro BHYTPUBEHHOIO BBEJICHMS OOIIMH KIMPEHC
TepudIyHOMUAa U3 opranusma cocrasiuser 30,5 mi/u.

TepuduyHomua MeAIeHHO BBIBOAUTCS U3 IUIa3Mbl KpoBH. be3 yckopeHHOH mporenypsl
BBIBEJICHUSI TEPUQIIYHOMHIA JOCTH)KEHHE KOHLEHTpPALMM Tepu(IyHOMHJA B IJa3Me KPOBU
meree 0,25 MI/1 3aHUMaeT B CpeHeM 6 MECSIIEB, a N3-32 MHUBHUIyaIbHBIX PA3IHUUil B KIIMPEHCE
TEpUQIIYHOMUA OHO MOXKET 3aHSTh J10 2-X JIET.

BoiBeneHne MOXeT ObITh YCKOPEHO € IOMOIIbIO OJJHOM U3 CIEAYIOIMIMX IPOLEAYD:

[Ipuem BHYTpH KOJIECTUpPaMHHA 110 8 T KaXkble 8 yacoB B TeueHue 11 nueit. Ecnu npuem
KoJiecTHpaMuHa 1o 8 r 3 pa3a B I€Hb IJIOXO0 IEPEHOCUTCS ALUEHTOM, MOKET ObITh UCIOJIb30BaHa
CXeMa IIpreMa KoJecTUpaMuHa 10 4 I KaX/ble § 4acoB.

[Ipuem BHyTph 50 I mOpOIIKAa aKTUBUPOBAHHOTO YIJi KaxJple 12 yacoB B TeueHue 11
JTHEH.

Ecin kakasg-nmubo mporenypa YCKOPEHHOTO BBbIBEICHHUS TepUGIYHOMHIA IIJIOXO
NEPEHOCUTCS MALIMEHTOM, U €CJIM HET HEOOXOAMMOCTH OBICTPOTO CHMYKEHHUS KOHIIEHTpAaIUH
TepuQIIyHOMHUa B MJIa3M€ KPOBH, TO KOJECTUPAMUH U AKTUBUPOBAHHBIN Yrojb HE 00513aTEIbHO
MPUHUMATD €KETHEBHO.

KonectupaMyH M akTUBHPOBAHHBIA yrojb MOTYT OKa3bIBaTh BIMSHHME Ha BCAChIBAHUE
ACTPOT€HOB M TPOTECTarcHOB, IOTOMY HENb3sl TapaHTHPOBaTh HAAEKHYIO KOHTpPALECNIIHIO
OpaJIbHBIMU KOHTpAILEITUBAMH BO BpeMs MPOLEAYPbl YCKOPEHHOTO BBIBEICHHS TepupIyHOMUIa
C TIOMOIIBIO KOJECTMpAaMUHA WM aKTUBUPOBAHHOTO YIJIA. PexkoMeHAyeTcs MCIoJIb30BaTh
JIbTEPHATHUBHBIE METO/IbI KOHTPAIICTILIUH.

[Iponienypy yCKOpPEHHOro BBIBEJEHHS TepU(IYHOMHUAA MOXKHO TaKXKe BBINOJIHATH B
71r060€ BpeMsl 1ociie MPEKPaLIeHNs Tepaiy MPernapaToM.

K xonmy 11 nHeit o6e cxeMbl JieueHHs YCIEIHO YCKOPSUIM BhIBEACHUE TepUDIYHOMUAA,
NPUBO/ISA K CHIDKEHHUIO KOHIIEHTpAIUK TepUGIIYHOMHIA B IJ1a3Me KpoBH Oojiee yeM Ha 98 %.

Eciun nmanmumeHT oTBedand Ha JIEUCHHE TCpI/I(I)J'IYHOMI/ILLOM, IMPUMCHCHUC yCKOpeHHOﬁ
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NpOLEAYPHl BBIBEACHUS TepUQPIYHOMUTA M
3a00JIeBaHNUs.

ITonoBas MpUHAAICIKHOCTE, MAIMEHTHI ITOKUIOI0 BO3pacTa

Ha ocHoBanuu pe3ynabTaToB MOMYJISIUOHHOTO aHanu3a (GapMaKOKMHETHKH Yy 3/10POBBIX
JIOOPOBOJIBIIEB U Y MAllMEHTOB C PACCESHHBIM CKJIEPO30M ObUIO BBISBICHO, HECKOJIBKO MPUYUH
BHYTpeHHell BapualenbHOCTH (hapMaKOKMHETHUECKHUX IOKa3aTeleil: Bo3pacT, Macca Tefa, Mo,
paca ¥ KOHIIEHTpaIK albOyMHHA U OUIpyOrHa B KpOBU. TeM He MeHee, UX BIUSHUE OCTaeTCs
OTrpaHUYEHHBIM (M3MeHeHue papMaKOKMHETHYeCKUX nokaszareneit <31 %).

IleyeHOYHAS HEAOCTATOYHOCTD

[TeueHOYHAsT HEIOCTATOYHOCTH JIETKOM W CPEIIHEH CTEIEHW HE OKa3bIBaeT BIIMSHUS Ha
bapMakoKUHETUKY TepudiyHoMHIa. [103TOMY KOPPEKIMH [103bl y MAIMCHTOB C MEYCHOYHOM
HEJIOCTaTOYHOCThIO JICTKOM W CpeOHel CTeneHW He mnpeanosiaraetcs. DapMakOKMHETHKA
Tepu(IyHOMHUIA Y MAIUCHTOB C TSHKEJIOW MEYSHOYHOW HEJOCTATOYHOCTHIO HE M3ydajach (CM.
pasnen 4.3).

TloyeyHas HEAOCTATOUYHOCTD

Tsoxenast modeyHass HEIOCTATOYHOCTh HE OKa3bIBACT BIMSAHUSA HAa (apMaKOKHHETHKY
tepudnynomunaa. [losTomy KOppeKIMu [03bI Yy TAIMEHTOB C TSDKEJIOW IMOYEHYHOU
HEIOCTaTOYHOCTBIO HE TPEOYeTCs.

6. ®APMAIEBTUYECKHE CBOMCTBA

6.1. IlepevyeHb BCIOMOTaTebHBIX BENIECTB

Aopo mabnemku.

I'unipososa (THIpOKCHITPOIHIIIIEIUTI0I03a, THIT LF)

Kapbokcumerunkpaxman HaTpus,

Kpaxman kykypy3Hblif;

JIakT03BI MOHOTHPAT;

Marnus creapar;

[Hemnrono3a MUKpOKpUCTATUTMYECKAS.

Bcnomoecamenvuule sewyecmea

Omnanpait 20A 205027 cuHuii, B TOM YUCle: TUIPOJIO3a, TUIIPOMEIIO3a, TaJIbK, TUTaHA
JTUOKCU]T, THAUTOKAPMUH, KPACUTEIb COJTHEUHBIH 3aKaT KEIThIN.

6.2. HecoBmecTHMOCTH
He nmpumenunmo.

6.3. Cpok rogHocTH (CPOK XpaHeHUsl)
2 rona.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NMPH XPAHEHUH
XpaHuTh 1pH Temneparype He Boime 25° C.

6.5. XapakTep U coaep:KaHHe MEPBUYHOI YIAKOBKH
I[Io 7, 10 wim 14 TabmeTok B KOHTYPHYIO SUEHKOBYIO YIIAKOBKY W3 IUIEHKH
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nomuBHEWIXTOpHAHOH wim mmenkn TIBX/IBAX W ot Camiomtiiteron~ Heddtroit

JIAKUPOBAHHOM.

ITo 40, 42 unu 56 TabneTok B OAHKY MOJMMEPHYIO JJIs JIEKAPCTBEHHBIX CPEICTB U3
MOJIMATHUIICHA WK TonudTUiIeHTepedTanara. Kppilika U3 moausTHIeHa WK TOJUIPONUICHA.

ITo 2, 3, 4 KOHTYpPHBIX SYEHKOBBIX ymakoBku mo 7, 10 TaGmeroxk wmu mo 1, 2, 3.4
KOHTYPHBIX SYCHKOBBIX YNAkoBKM Mo 14 Tabnetok, miaum mo 1 OaHKe MOJIMMEPHOM i
JIEKAPCTBEHHBIX CPEACTB BMECTE C MHCTPYKIHMEH MO MEIUIMHCKOMY NMPUMEHEHHUIO B MAauKy W3
KapTOHa.

6.6. OcoOble Mepbl NPeAOCTOPOKHOCTH TNPH YHHYTOKEHUM HMCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0  Mpenapara WJIM OTX0A0B, MNOJYYEHHBIX IMOCJe TNPUMEHeHUs
JIEKAPCTBEHHOI0 Mpenapara u Apyrue MaHUIMYJIALUUHU C PenapaToM

Bech ocTaBmmiics neKapcTBEHHBIA TMpemapaT W OTXOAbI CIEAyeT YHHUYTOXHUTH B
YCTaHOBJICHHOM HOPSIKE.
7. JAEPKATEJDb PETUCTPAIIMOHHOTI'O YIOCTOBEPEHUSA

Poccniickas @enepanus

3A0 «Kanondapma mpogakuisy,

141100, MockoBckast 0611., [llenkoBckwuii paiion, r. lllenkoBo, yn. 3apeunas, a. 105.

Ten.: +7 (495) 797-99-54, dakc: +7 (495) 797-96-63.

DNeKTpOHHEIH anapec: safety(@canonpharma.ru

7.1. IlpeacraBuTelIb AepKATEN PETHCTPALMOHHOIO YA0CTOBEPEHU

IIpeTen3uu HOTDe6I/ITeHeI‘/'I HaIpaBJIATh MO aApECy:

Poccniickas @enepanus
3A0 «Kanondapma npoaakiny», Poccus
141100, MockoBckas oosnacts, T. [l{enkoBo, yi. 3apeunas, 1. 105.
Ten.: +7 (495) 797-99-54, 8 (800) 700-59-99 (GecrnaTHas ropsiuast TuHus 24 vaca)
®akc: +7 (495) 797-96-63.
DrekTpoHHBIH aapec: safety@canonpharma.ru
8.  HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS

9. JIATA NMEPBUYHOM PETMCTPAIIMM (ITIOJATBEPXJIEHUSI PETUCTPAIINN,
HEPEPEINCTPALINN)

JlaTa nepBoii peructpanuun

10. JATA NEPECMOTPA TEKCTA

OO11ast XapakTepuCTHKa JIeKapcTBEHHOT o Ipenapata Tepuduynomun Kanon nocrynna na
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I/IH(I)OpMaI_II/IOHHOM noprajic EBpa31/1171c1<0r0 SKOHOMITIECKOTrO—CO103a—B—HH popMaHHoHHO

KOMMYHHUKAIMOHHOM cetn «HTepHeT» hitp://eec.eaeunion.org/.
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