MHHUCTEPCTBO 31IPABOOXPAHEHMS POCCHICKOMN OEEPALIMH

MHCTPYKLIUA
[0 MEJULIMHCKOMY [MTPUMEHEHMUIO JIEKAPCTBEHHOI'O [IPETTAPATA

AN CCEMMUJI

Perucrpaunonnsiii nomep:

Toprosoe naumenosanune: JJUCCEMMUJI

Mezaynapoanoe HenaTeHTOBAHHOE HANMEHOBAHME: TepudIyHOMU

JlekaperBennas gpopma: tabierku, MOKPBITHIE MIEHOYHOHK 0005104KO#

Cocras

| TabneTka, NOKpbITas MIEHOUYHOM 060I0UKOI, COJIEPIKHT:

HAeiicmeyrowgue sewgecmea: tepudayrommn — 14,0 wmr;

Bcnomozamenvhsie gemecmea:

Aopo: runpomemnosa E5 — 2,1 wr: KapOOKCHMETHIIKpaXMan HaTpus — 7.5 Mr; AaKTo3bl
Moworuapar  200M - 859 wmr; wmarums  creapar - 0,5 MI;  LeJUIKJI03a
MHUKpoKpucTamnnueckas 101 — 40,0 mr.

Obonouxa naenounas: runpomennosa ES — 3,6 wmr; kanbums kapbonar — 0.9 MT;
makporos 6000 — 0,2 mr; Taabk — 0,3 Mmr.

Onucaunne

Kpyriibie ABoAKOBbINYyK/Ibie TaBAETKH, MOKPHITHIE MIEHOYHON 0BONOUKONH OT 6eoro 210 MOYTH
Oesnoro useta. Ha nonepeunom paspese sapo 6e10ro uim nouTH 6e10ro LBera.
®apmakoTepaneBTHYECKAs IPYNNA: CENEKTHBHbII UMMYHOEMPECCAHT.

Koa ATX: LO4AA

DapMakoJ0ruyecKue cBoiicTna

DapmakoounHamura

Mexanusm deiicmeus

Tepudaynomun - MMMYHOMOYIUPYIOLLH i1 JIEKapCTBEHHbI# npenapar c
NIPOTMBOBOCHAIUTEIBHBIMH  CBOHCTBAMM,  CEJIEKTHMBHO M 0OPaTUMO  MHTMOMpYIOLLHI]
MHTOXOH/pPHATIbHBI pepMeHT auruapooporaraeruaporenasy (JAO-I), KOTOpPBIH HeoOXoaum
JUIst CHHTE3a MUPUMUJIMHA de novo. Takum o6pasom, TepudutyHomua Grokupyer nponudepauuio
CTHMY/IHPOBAHHBIX JIMM(OLMTOB, A8 KOTOPBIX HEOOXOAMM CHHTE3 MUPUMHAHHA de novo.

TouHbIi MeXaHM3M, ¢ MOMOLUBIO KOTOPOro Tepu(IYHOMHA OKa3bIBAET CBOE TEpaneBTUYECKOE

| SO—— |



JACHCTBHE NPHU PACCEAHHOM CKIEPO3€, M3YYEH HE TMOJHOCTBIO, HO OH MOXKET BKIIOYATH
YMCHBLICHHE YMC/la aKTHBMPOBAHHBIX JIMM(OLIMTOB B LCHTPpabHOM HepBHO# cucteme (LIHC).
BosmosxHo, uto Tepudiynomuz YMCHBIIACT 4HMCIO MNEPUPEPHYECKUX aKTUBUPOBAHHBIX
JUM(OLHUTOB, KOTOPBIE MOTYT murpuposats B L[HC.

DPapmakodunamuyeckue 3chpexnor

Hymynnas cucmema (snusmue na konuvecmeo UMMYHHbBIX KIEMOK 8 KPOBU)

Binsine Ha KonnuecTBO MMMYHHBIX KieToK B KpoBH: B Xoze mnjauebo KOHTPONUpYeMbIX
uceneoanuii npuem Tepudayrnomuaa B aose 14 mr 1 pas s CYTKH NMPUBO/IH/ K HE3HAUMTEILHOMY
CHIKEHHIO CPE/IHEro KOMM4ecTBa AMMAOLMTOB B nepudepuyeckoii KpoBHu (meHee uem Ha 0,3 X
10%/n), KOTOpoe HabJII0a0Ch B TEYEHHE MEPBLIX 3-X MecALeR JICHYEHMS, 110CIIe YEro KOJIUYECTBO
aumMpouuToB B nepudepnyeckoil kposu CTa0MJIM3MPOBAZIOCh HA JOCTUIHYTOM YPOBHE H
COXPaHsAJIOCh HA 3TOM YPOBHE [0 OKOHYAHMS JICUEHUS.

B KimHMYecKOM HcCIeOBaHMM, y nNALMEHTOB, NOJy4aBIIMX JIeYeHHEe TepudIyHOMUIOM,
COXpaHATMCh aIEKBATHbIC MMMYHHBIE PEaKLIUK HA CE30HHYIO NPOTUBOTPHUITIIO3HYIO BaKLIMHALHIO,
H4TO COOTBETCTBOBAIO MOMIEPIKAHMIO PEAKLMH AKTUBHOM MMMYyHM3auMu. [lalMeHTsl B 06ewx
rpynnax npuema tepudiayHomuaa (7 Mr u 14 mr B CYTKH) MocCje BaKUWMHALMKM A0CTUraiu
CEPONPOTEKTHBHBIX THTPOB AHTUTEIN: M0C/E BaKUMHALMK Gonee 90 % nauneHToB JOCTHIH TUTpa
anturen > 40 k wrammam HINT u B, Jng wramva H3N2 TUTPbI aHTHUTEN > 40 ObLIM AOCTUTHY T
¥ > 90 % nauneHTOB B rpynne npuema TepH(IYHOMUAA B 103€ 7 MT B CyTKH, U y 77 % NauueHTos
B rpynne npuema repudyHomMuaa B 103e 14 mr B cyTku.

B apyrom  paHmomusupoBanHOM,  aBoiiHOM  cienom,  mniaue6o KOHTPOJIUPYEMOM
(hapMaKkoAMHAMMUYECKOM HCCIIEI0BAHMH, IPOBEAEHHOM Y 3/10pOBbIX 1006poBOsbLEB, ObLI H3yUeH
UMMYHHbIH OTBET Ha BBEJCHNE HHAKTHBUPOBAHHO# BAKIMHbI POTUB BeleHCTBA (HeoaHTHreHa).
[To okoHuYaHMM CXeMbl BAaKUMHALMM reOMETpHYEcKHE CpeHUE 3HAYEHUS TUTPOB AHTHTEN K
aHTHpabuyecKoit BakLUHe (BaKLMHe NPOTHB GeleHCcTBa) B rpynne TepudayHomMuaa 6b1H HUKE,
4eM B rpynne niauebo, AOCTHras MOCTBAKLUMHAIBLHONO JIEYeBHOrO COOTHOLIEHMS 3HAYEHMIi
THTPOB aHTHTEN B rpyrnmne TepudyHOMHUAA NPOTUB rpy bl niaue6o [90% JIH], cocrasastouero
0,53 [0,35, 0,81]. Onnako y Bcex a06poBoIIbLEB THUTPbl AHTUPAOUTUUECKUX aHTHUTEN Mocje
BakUuHauuyu Obuin Beie 0,5 ME/Ma (tutpa, sBastowerocs MOPOroBbIM IS CeponpoTekuun). B
TOM JK€ MCCIe0BaHMH, y N0OPOBO/IBLEB, MOMYyYABIWIMX TEPUGIYHOMHI, CHOCOBHOCTH K
MPOABJCHHIO KOXKHBIX PEaKUMi rHUMEpuyBCTBUTEBHOCTH 3aMENICHHOrO THMA Ha NOBTOPHOE
BBEICHMC TAKMX aHTHUreHOB, Kak aHTureHsl Candida albicans, Trichophyton unu ouuienHbiit
AepuBart (NMpou3BoaHoe) Geska TyGepKyIMHa, He OT/IMYanach OT TAKOBOIA y A0OPOBOBLEB FPY b
niaue6o.

Bausnue na unmepsan QT



B xoze nnaue6o kourtponmpyemoro HCCJICI0BAHMSA, MPOBEJCHHOTO € YYacTHEM 370POBBIX
106poBoNIbLEB, TepH(IyHOMUA NpH CPEIHUX KOHLEHTPALMAX B PABHOBECHOM COCTOSIHUM He
MokKasaj Kakoro-ibo noTeHumana ans yainHeHus unrepsana QTcF no cpasuenuio ¢ nnaue6o:
camoe Gosbioe cpeHee pasianume Mexay TepuayHoMuIOM M niauebo coctasuio 3.45 mc ¢
BepXHe# rpanuueit 90%-ro noBepurensHOro HHTEpBana, paBHO# 6,45 mc. [Ipu 3TOM HM oaHO
3Hadyenue QTcF ne Gbio > 480 mc, u uu OJHO M3MEHEHHUE JUIMTEILHOCTHU 3TOro MHTEpBana He
Ob110 > 60 MC 110 CPABHEHMIO C MCXOAHBIM 3HAUEHHEM.

Brusnue na pynxyuio noveynvix Kananvyee

B xome nnaueGo kowtponmpyembix mccnenosanmii Habmonanocs 20-30 % cHuKeHMe
KOHUCHTPALMM  MOYEBOH KHMC/IOTbI B CHIBOPOTKE KPOBHM MauMeHTOB, NPUHUMABILINX
TePUPITYHOMUL, MO CPABHEHHMIO ¢ rPY MO niate6o. Cpennee cHikenne coaepkanus $ocdopa
B CLIBOpOTKE cocTaBu1o okono 10-15 % B rpynne TepudmyHomuaa no CPaBHEHMIO C rPyMmoii
niaue6o. Takue >pPeKTbl CUMTAIOTCS CBAZAHHBIMM C YBEJIMUYCHHEM [MOYEYHOI KaHanbLEBOM
IKCKPCLMH 1 HE CBA3AHBI C M3MEHEHUAMMU QYHKLMH MOYEUHBIX KIYGOUKOB.

Knunuveckasn appexmusnocms u 6ezonacnocms

OpdextuBHOCTs TepudayHOMHaA Oblna MPOAEMOHCTPUPOBAHA B XoAe JABYX niaue6o
KOHTpOMpyemMbIX nccnenoauuii TEMSO u TOWER, B KOTOPbIX OLEHMBANCH exKeaHeBHbI
npuem TepudiyHoMHaa B 103aX 7 Mr U 14 Mry maumeHToB ¢ PeLUMIMBUPYIOLLIMM pacCessHHbIM
CKJIEPO30M.

B uccnedosanue TEMSO Gbinn rmodens: 1088 naiuentos ¢ PeUMAMBUPY IOLLIMM PACCESHHBIM
CKJIEpO30M J11s npuema TepuyHomuza B 103ax 7 mr (n=366) uau 14 mr (n1=359), unu npuema
niauedo (n=363) B Teuenne 108 Hemens. Bce naumeHTh UMEJIM YCTAHOBJIEHHBIN AMArHo3
pacCesHHOro cKieposa (Ha ocHOBaHMM KputepueB Mak/lonanbaa (2001)), peunauBHpYIOLLLe-
PEMHUTTHPYIOLErO TEYEHHMS C TPOrPECCUPOBAHMEM WM 6€3 MpPOrpeccHpPOBAHMA; MALMEHTDI
MEPEHEC/IH, KaK MUHUMYM, 1 obocTpenue B TeueHHe roja, NpealecTBYIOLEr0 HCCle0BaHMIO
WM, KaK MHHUMYM, 2 060CTpeHHs B TeueHue 2-X JIeT, NPeLecTBY OUMX HCCTeI0BAHMIO. [Tpu
BKJIKOUCHHHM B MCCle0BaHKE cpefinii Gann no PaciumpeHHoi wiKane OUEHKH MHBAIMAN3ALMAM
(EDSS - Expanded Disability Status Scale) y nauuentos ne npesbitian 5,5. Cpeanuii Bozpact
MALUNEHTOB M3yvyaeMmoil rpynmel coctaBiasn 37,9 ner. Y GOAbLWIMHCTBA NALMEHTOB OGbuia
pemuTTHpyloulas (opma paccesHHoro ckieposa (91,5 %), Takke Gbiau npe/cTaBieHbl
MOArpYNMbl NALUMEHTOB C BTOPUYHO-Tporpeccupyrowum (4,7 %) wiu nporpeccupyiolie-
PELHMANBHPYIOILMM paccesiHHbIM cKiepozom (3,9 %). CpenHee KonuuecTBO 06OCTpeHHH B
TEUCHHE roja nepe/ BKIIOUEHHEM B HCCIIE0BaHKE COCTaBIANO 1,4, npu 3TOM MexoaHO Y 36,2 %
MaLUMeHTOB ObLIM OYark, HaKarIMBaloLIMe KOHTPACTHOE BELECTBO M0 MHHUIA Cpennuit 6ann no

wkane EDSS Ha MOMEHT BKIIOUEHMS B MCCIEAOBAHME COCTABIIS 2,50. Cpennss



MPOO/DKATENLHOCTL 3a00/ICBAHUA C MOMEHTA MOSBIEHUS NEPBbIX CHMITOMOB Gbuia 8,7 ner.
BonbumneTeo naumentos (73 %) e NMPUHUMANIO TMPENnaparoB, M3MEHSIOLUIMX TEYEHHE
pacceanHoro ckieposa (ITMTPC) B Teuenue 2-x ner nepea BKIOYEHHEM B MCCIIe10BAHME.
Pesynbratsl ncenenoBanus npescrasnenst B Tabaue 1.

AHJIU3 OTHAJIEHHBIX PE3yJITATOB, MOJYYEHHBIX B XOJE AOATOCPOYHOrO AOMOJIHUTEILHOIO
IJIHHMYECKOro  ueenenoauus TEMSO  (meamana ofwieil npofo/mkuTensHOCTH NleYeHus
COCTaBUIa NPUOIM3UTENBHO 5 JIeT, MakcUMAlbHas MPOAOIKHTENBHOCTD JieyeHus cocTaBuia
NpuOAN3NTENBHO 8,5 JIeT) He BBIABMI HOBBIX MM HEOKHMAAHHbBIX JlaHHbIX 10 0e30MmacHoOCTH
npenapara.

B uccreoosanue TOWER Goinu Braouenst 1169 nauueHtos ¢ PEeUHAUBUPYIOLLIMM pacCesiHHbIM
CKJIEPO30M 114 npuema TepudayHomuaa B go3e 7 mr (n=408) uan 14 mr (n=372), nnu npuema
nnauebo (n=389). [inturensHocTh neveHus coctauia 48 Heaenb nocie BKJIKOYEHHS TOC/IEAHErO
nauueHTa. Bee nauneHTb MMENH yCTaHOBIEHHbIT AMArHO3 Pacce sHHOTO CKJIepo3a (Ha OCHOBAHMH
kpurepue Mak/lonanbna (2001)), peunansupyiomero TeueHms ¢ nporpeccupoBaHuem uiu 6e3
MPOTPECCHPOBAHMUA; MALMEHTBI MEpeHecIn, Kak MUHUMYM, | ofocTpenue B TeueHue roja,
MPEAUIECTBYIOLICrO MCCICA0BAHUIO MIIH, KaK MUHHUMYM, 2 OOOCTPEHMs B TeueHue 2-X JeT,
NMPEAUIECTBYIOLMX Hecenenoannio. [Ipu Bkiouennu B nccnenosanue cpeanuii 6an no EDSS y
MaUMEHTOB He npesbiwan 5,5. Cpeanuit BO3pacT ucciesyemMoil rpynnbl NaLHeHTOB COCTABI
37,9 ner. BOJBIMHCTBO MALMEHTOB MMeH PELUMAMBHPYIOLLE-PEMUTTHPYIOILMI pacces HHbIH
cknepo3 (97,5%), Ho GbLIM MOArPYNIIBI MALMEHTOB C BTOpHYHO-nporpeccupytowum (0,8 %) unu
MPOrpecCHpyIOLle-peLIHANBUPYIOLUM paccesHHbIM ciieposom (1,7%). CpeaHee KonMyecTBO
obocTpeHuii B TeueHHe roja nepe/l BKIKOUEHHEM B MCCIE0BAHME COCTABISIIO 1,4. Cpennuii Gann
no wxasne EDSS y naunentos Ha MoMeHT BKouenus B uccaenoBanme coctasas 2,50. Cpeanss
MPOAOIKHTEILHOCTB 3a00/1€BAHKS C MOMEHTA MOABIEHUS NMEPBLIX CUMIITOMOB COCTAB/IAMA § JieT.
bonbuwmucTBo nauuento (67,2 %) He npunumano ITUTPC, B Teuenme 2-x JjeT nepen
BKJIOYEHHUEM B UCCrel0BaHKe. Pe3ynbTaThl uccae10BaHus NpeacTaBieHb! B Tabauue 1.
Tabanua 1 - T'naBuble pesyabTaThl (175 yTBepAIEHHOI 103D, nonyasiuust ITT- naunenrsl,

HayaBuiue neqenne)

HUcenepnosanne TEMSO UccnenoBanne TOWER

Tepudaynom | Ilaaue6o | Tepudaynom | IMaaue6o
ua 14 mr ua 14 mr
K-Bo naumnenTon 358 363 370 388
KanHnueckne nexoanl
Cpenneroznosas yactora 060cTpeHHuit 0,37 0,54 0,32 0,50
Abcomomnoe chudicenue pucka -0,17 (-0,26, -0,08)*** -0,18 (-0,27, -0,09)****

(AHys5%)




C

[pouenT nauuentos 6e3 06ocTpeHmii 56,5 % 45,6 % 57,1 % 46,8 %
1o coctosHuIo Ha 108 Henemo

Omnuocumentieist pucx ([Hosw) 0,72 (0.58, 0,89)** 0,63 (0,50, 0,79)****

[IpOLEHT naiueHT, y KOTOpbIX UMeNo 20,2 % 27,3 % 15,8% 19,7%
MECTO ycToiunBoe (B Teuenune 12
HeJleJb) NPOrpeccUpoBaHue
MHBAJIMN3ALMH N0 COCTOSHMIO Ha 108
Hezento

Omuowenue puckos, paccuumannoe 0,70 (0,51, 0,97)* 0,68 (0,47, 1,00)*
Ha OCHOBE KPUBLIX BbINCUBAHUA
Kannana-Meuepa

(59 ) mo cocTosiHmto Ha 108
Hezeo

[TpoueHT nauueHToB, y KOTopbix 13,8% 18,7 % 11,7% 11,9%
MMEJIO MECTO YCTOi4MBOE (B TeueHue
24 Henenb) nporpeccupoBaHme
MHBAJIMM3ALMY 11O COCTOSHMIO Ha 108

Hezesno
Omuowenue puckos, paccuumantoe 0,75 (0,50, 1,11) 0,84 (0,53, 1,33)
HQ OCHOBE KPUBLIX BblIICUBAHU
Kannana-Meiiepa (W os +;)

Koneunsie Toukn MPT (Maruntho-pesonaunchas Tomorpadus)

M3menenne BOD nezeas 108! 0,72 | 221

67 Yo Xn*
Hzmenenus omnocumensno niaye6o
CpenHee KOJIHYECTBO 0Yaros, 0,38 1,18

Hakanausaowux ['a (ranonnxuit) Ha

ckaHorpamme k Hezesne 108

Hsmenenus omnocumensro nnaye6o| -0,80 (-1,20, -0,39) ***x* He:onpexenasocs

(AHys2)

KoamMyecTBO OTAE/bHbIX aKTUBHBIX 0,75 2,46

04aroB Ha CKaHOrpaMme

Hzmenenus omnocumenvro nnaye6o| 69 % (59 %, 77 %) ****

(AHos%)
¥*#%p<0,0001 ***p<0,001 **p<0,01 *p<0,05 B cpaBHeHUH ¢ niaue6o

' BOD: 06uimii 06beM 04aros B M (T2 v runounTeHcuBHbix T1)
Opghexmusrocmo y nayuenmos ¢ 6biCOKOL akMueHOCMbI0 3a60.1e6aHUS
B ucciaenosanun TEMSO B moarpynne nauMeHToB ¢ BBICOKON aKTHBHOCTBIO 3a601€BaHMs
(n=127) wabmopnanca yctoitumsbiii 3hdext Tepanuu TepUDIYHOMUAOM B OTHOLIEHMH
060CTpeHuii paccesHHOro ckieposa u yctoifunsoro (B Teuenue 12 Heaenb) NPOrpeccUpoBaHus

MHBanuAM3alUMK. B cooTBeTcTBHM € JIM3aHOM MCCIIEIOBAHUS BbICOKAsi aKTUBHOCTH 3a00/1eBaHUS



Onpejensiach Npu Hanuy MK 2-X ik Gonee 060CTPeHMit B TeueH e ro/1a ¢ BU3yanusalmeii oQHOro
Wi 6osee HaKaNIMBAIOWMX rafoaMHuii oyaros Ha MPT ro0BHOrO MO3ra. [TonoGubiit aHanus
noarpyni B ueeaeposannn TOWER ne nposoaunsics, Tak kak He Gb110 1osyueno aanbix MPT.

OTCyTCTBYIOT 1aHHbIE O NALMEHTAX, HE OTBEYAIOLMX HA MOMHbIH 1 A1CKBATHBI] Kypc siedyenus (B
cpeaneM 1 roa tepanuu) Gera-uHTEPHEPOHOM, M MMEIOUIMX KAK MHHUMYM 1 obocTpenue B
TEYCHHE NMPEABLIYILEro roJia Ha (hOHE Tepanum, u Kak MUHUMYM 9 T2-FUNePHHTEHCUBHBIX 04ArOB
Ha MPT ronosHoro mosra wam, kak MuHMMYM, | ouar, HaKamIHBAIOLLMIL ragoauHUA, UIH O
MAlHEHTAX, y KOTOPbIX 4aCTOTa BO3SHHKHOBEHHS 00OCTPEHUI HEe H3MEHNACh U yMEHbLIMIACH
B TEHUCHHE MPEbIAYLIErO rojia Npu CpaBHEHUHU C MPEAbLAYIIMMH 2 rofaMu.

Knunuyeckoe uccaedosanue TOPIC 6biio ABOHHBIM clensiM, aauebo KOHTPOIUPYEMbIM
HCCIICZI0BAHHEM, B XO/1€ KOTOPOIO OLEHUBAIM NPUEM Tepud. Ty HOMUAA B J03aX 7 Mr 1 14 mr | pa3s
B CyTKH B TeueHue 108 Henenb naumeHTamMM ¢ NEpBbIM KIMHUYECKUM JIEMHUETUHU3UPY IOLLIUM
3MU3040M (cpeannii Bospact 32,1 siet). OcHOBHBIM KPHUTEpHEM OLIEHKH ObL10 BpeMsi 10 BTOPOro
KIMHUYeCKoro onusoaa (oboctpenns). B obuwieit  cnokHoctd 618 nauMeHTOB 6but
PaHOMHU3UPOBaHbI B IPynMbl, nonyyatowme 7 mr (n=205) uan 14 mr (n1=216) TepudyHomuaa,
i mauedo (n=197). Puck BTOPOro KIMHMYECKOro 000CTPEHUs HA TNPOTAKEHUN 2-X JleT
cocrasu 35,9 % B rpynne nnaue6o u 24,0 % B rpynne jeveHus TepUdIyHOMUIOM B j103€ 14 Mr
(otHowenue puckos: 0,57, 95% noBepuTenbHbIii untepsai: 0,38 - 0,87, p=0,0087). PesyabraTh,
MOMy4CHHBIE B Xone KiuHuueckoro ucciepoBanus TOPIC, noarsepannu ¢ ¢eKkTHBHOCTD
TepUGIIYHOMU A NIPH PELIHAMBHPY IOLLE-PEMHTTHPYIOLLEM paccesHHom cknepose (PPPC), B Tom
uucae npu paiHem PPPC ¢ nepBbiM KIMHMYECKUM JNEMHUENIMHU3UPYIOILUMM 3MH3040M U MPT-
oyaraMu pasjIMuHON JaBHOCTH M JIOKAJIM3aLIMHK.

B pamkax uccredosanuss TENERE ¢ yuyactrem 324 naumeHTon s dexTuBHOCTL TepudayHoMuaa
CpaBHMBAIM ¢ 3 (PEKTUBHOCTBIO MOAKOKHOTO  BBEAECHMSA uHTeppepona Oera-la (B
PEKOMEH/I0BaHHOH 03¢, cocTapnsiouleit 44 wmkr, 3 pasa B Hegenio). MuHMMaibHas
NPOAOIKUTENBLHOCTD JIEYeHH cocTaBua 48 Henenb; MakcumanbHas - 114 nenens. Bpems a0
TEPANeBTUHECKOH Heyauu (OATBEPKAEHHOE 0OOCTPEHHE I TOTHOE MPeKpaLeHHe JeyeH s,
HE3aBUCHMO OT TOTO, 4TO MPOM3OLLIO B MEPBYIO Ouepe/lb) ObiIo MEPBUUHON KOHEYHOMN TOUKOIA.
KonuuecTBo nanmeHToB, OKOHYATENBLHO NPEKPATHBIUMX JIEUEHHE, B rpynne TtepudayHoMuaa
14 mMr coctasuno 22 u3 111 (19,8%). Ipuunnamu Gl HexenaTeNbHblEe SBIEHMUS (10,8 %),
HejocTaTouHas 3ppexTuBHOCTS (3,6 %), Apyrue npuuunsl (4,5 %) u noTeps A1 AanbHEHIero
nabmonenus (0,9 %). KonnyecTBo naumeHToB, OKOHYATENLHO MPEeKPaTUBLLIHX JIEYEHHE, B Ipy1re
uHreppepona Gera-la cocrasuno 30 uz 104 (28,8 %). [Ipnunnamu Gbiin HexenaTenbHble
apnenns (21,2 %), wenocrarounas spdexrusnocts (1,9 %), apyrue npuunnsl (4,8 %) u

HEBBITIO/IHEHHE yCJ10BUil npoToKosa (1 %). CTaTHCTHYECKH J0CTOBEPHBIX OTJHYMI MO BAMSHHIO



Ha TICPBUYHYIO KOHEYHYIO TOYKY MEXAY Tepu(IyHOMUAOM B ja03e 14 Mr B CYTKH M n/k
uuTeppepoHom Gera-la B 103e 44 Mr B CyTKM He ObLIO BbISBIEHO. [IpoueHT nauueHToB ¢
MOATBEPKACHHOH TEpaneBTUYECKOM Heynauel k 96-if Heaene no metoay Kannana-Meitepa
cocrasui 41,1 % Ha one TepudryHomuaa no cpasrenmio ¢ 44,4 % na (one untepdepona Gera-
la (p=0,5953).

[Ipumenenue y nereii

Knunnyeckue nauubie 06 >¢deKTHBHOCTH M Ge30macHoCTH NpUMEHEeHUs TepudayHomMuaa y
A€TEH W MOIPOCTKOB B BO3pacTe 0 18 jeT oTcyTeTByIOT.

Dapmaxokunemura

Beacvieanue

buonoctynHocts npemapara cocrasnser npubnusutensio 100%. Ha ¢one kypcosoro
fIEPOPA/ILHOTO  MpUeMa  TEPU(IYHOMHIA CPEHEe 3HAYEHME BPEMEHM  J0CTHKEHHS
MaKCHMalbHbIX KOHLEHTpALIMM B 11j1a3Me KPOBH (tmax) cocTaBaseT ot | 10 4 .

[Tniwa He oka3piBaeT KIMHMYECKM 3HAYMMOTO BANAHUS Ha (apmakoknHeTHKy TepudyHOMUAA.
[locne npuema BHYTPL TepupayHomuma B a03ax 7 Mr u 14 mr €ro CUCTeMHas 3KCIO3HUILMS
YBEJIUYMBAETCS MPOMOPLIMOHATBLHO f103€.

Ha  ocHoBaHMM  cpesHMX — MPOrHO3MPOBAHHBIX (hapmaKkoKMHETHYECKHX — MapaMeTpos,
PACCUMTAHHBIX HAa OCHOBAHMM aHaAM3a MOMYJALUMOHHOH (apMAKOKUHETHKHM (PopPK) ¢
HCMONE30BAHMEM NaHHBIX O 3/10pOBbIX 100POBO/bLAX M MALMEHTAX € PACCESHHbBIM CKJIEpO30M,
npu  npueme  TepudayHOMMaA HAGMOJAETCH  MEWIEHHOE  JOCTHIKEHHe pPaBHOBECHO
KOHLEHTpaLnH (npuban3utensHo 95% paBHOBECHOIH KOHUEHTpaLunK gocturaercs yepes 100 gueit
(3.5 mecsua)), a npeanonaraemblii Ko3GHuULMEHT HAKONICHNS TepUDIIYHOMMIA NIPU JOCTHKEH UM
PaBHOBECHOH ~KOHUEHTpaUMM cocTaBiser 34 (npu OLEHKEe M0 MAOWAAM M0A KPHBO
«KOHLeHTpauus-spems» (AUC)).

Pacnpeoenenue

Tepudmynomun aktusHo (>99%) cBsi3biBaeTCA C OENKAMH IL1a3MBl KPOBH, BEpOSATHO, ¢
anbOyMUHAMH, M NPEUMYLUECTBEHHO pacmpesensiercs B niaasme. OGbem pacripesiesieHus nocJje
OAHOKPAaTHOI'O BHYTPUBEHHOI'O BBEJEHHs Npernapara cocrasnsier 11 1.

Buompancpopmayusn

TepucnyHomun ymepenHo metabonusnpyercs u ABASETCA €ANHCTBEHHbIM BELLIECTBOM, KOTOpOE
onpenenseTcs B rniasme KpoBH. ['naBHbM nytem GuotpaHcdopmauMu 1S HE3HAUMTETBLHOTO
Konu4ecTBa MeTabONMTOB TEpUGIYHOMHAA SABIAETCA TMAPOIN3 ¢ OKMCIEHHEM B KauecTBe
BTOPOCTENEHHOro myTH Metabosiusma. BropocreneHHble fyTM BKIIOMAIOT OKHCIeHHMe, N-
alETUIMPOBAHUE U KOHBIOTALHUIO C CyIb(haToMm.

Buigeoenue



TepudayHomua BBIBOAMTCS uepes iKesyHOMHO-KMILIEY Hblil TPaKT, B OCHOBHOM, C JKEJIYblO B

HEM3MEHEHHOM BUIC H, BO3MOXKHO, NyTeM NpsMoii cexpelnn. B Tedenne 21 ans BbiBoauTes 60, 1

%0 OT NPUHATO J103bI NPenapara: Yepes ey A04HO-KUILeU Hblit TpakT (¢ Kanom) 37,5 % u yepes

nouku (¢ mouoit) 22,6 %. I[lpu npumeneHnnu MPOUEAYPbl YCKOPEHHOrO BbIBEAEHMS

TepU(IYHOMHIA C NPUMEHEHHEM KOIECTUPAMMHA, AOMOMHHTENbHO Bbizensercs 23,1 % (B

OCHOBHOM ¢ Kasiom). [locie OAHOKPaTHOrO BHYTPHBEHHOrO BBEACHMS OOIIUIA KJIMpEeHC

TepudayHoMuaa U3 opranusma coctasaser 30,5 mi/y.

Tepudnynomun MewieHHO BBIBOAMTCS M3 Ma3Mbl KpoBH. be3 mnpoueaypsl yckopeHHOro

BbIBEACHHA TEPU(IyHOMMAA NOCTHKEHME KOHLEHTpalMu TepudulyHOMHAA B Mutasme KpOBH

menee 0,25 MI/j1 3aHUMaeT B CpeIHeM 6 MECALIEB, a U3-3a MHAMBHAYATbHbIX pasau4mii B KIMpeHce

TepU(IYHOMHIA OHO MOKET 3aHSTh 10 2-X JIET.

BbiBeieHHe MOXKeET ObITh YCKOPEHO ¢ MOMOLLBIO OAHOI U3 CJICAYIOLIMX MPOLEaYp:

¢ TpHeM BHYTPb KOJECTHpaMHHA no 8 r Kaxable 8 4yacoB B Teuenue |1 aueid. Eciu npuem
KOJeCTHpaMuHa 1o 8 r 3 pa3a B JeHb MJOXO MEPEHOCHTCS MALMEHTOM, MOMKET ObITh
MCII0JIb30BaHA CXEMa NpHemMa KoJecTHpaMuHa no 4 r kaxable 8 yacos.

* npueM BHYTPb 50 r nopouika aKTHBUPOBAHHOTO yriist Kasble 12 uacos B Teuenue 11 mueii.

Ecnn kakas-nn6o npoueaypa ycKOPeHHOro BbiBeleHHs Tepu(IYHOMHAA MIOXO MePeHOCHTCS

MALKCHTOM, 1 €C/IH HET HEOOXOAMMOCTH ObICTPOrO CHIKEHUS KOHLEHTPALIMK TepudIyHOMHU A B

[Ia3ME€ KPOBH, TO KONECTHPAMMH M aKTHBUPOBAHHBIA Yrojib He 00A3aTeNbHO NMPUHMMAT

€)KE/THEBHO.

K kouuy 11 aneit o6e cxemsi jieuenuns ycnemHo YCKOPSITH BbIBEICHHE TePUDITYHOMU A, TIPUBOAS

K CHHXXEHHIO KOHLEHTpaLuu TepudiyHoMua B riiazmMe Kposu Gonee yem Ha 98 %.

Ecin naunent oTBeyan Ha neuexue TepudayHOMUAOM, NPUMEHEHHE MpOLEAYPbl YCKOPEHHOTO

BBIBE/ICHUs TEPU(DIYHOMHA MOXKET MPUBECTH K AKTHBHOCTH 3a60/1eBAHMUS.

Dapmaroxuremuxa Y 0cobbIx 2pynn nayueHmoes

ITonosas npunadnescnocms, nayuenmel ROJICUN020 603pacma

Ha ocHoBanuu pe3ynbTaToB MOMYJASUMOHHOrO aHanM3a (hapMaKOKHHETHKH Yy 3/0pOBBIX
A00pOBOILLEB M y NMALMEHTOB C PACCESHHBIM CKJIEPO30M ObLIO BbISBIEHO HECKONBLKO MPUYHH
BHYTpEHHEH BapnabeabHOCTH (apMaKOKMHETHYECKHMX MOKa3aTeseii: BO3pAacT, Macca Tea, noi,
paca M KOHUEHTpauuu ansdymuHa u 6unupybuna B kposu. Tem He MeHee, X BIMSHHE OCTAeTCs
OrpaHMYeHHBIM (M3MEHEHHe (hapMaKOKMHETHYECKMX NokasaTeseii <31 %).

Ilevenounan nedocmamounocme

[TeyeHouHas HEAOCTATOUHOCT JIETKOH M CPEHE CTENEeHMN THKECTH HE OKA3biBAET BAMAHMSA HA
(hapmakokuHeTHKy TepubiyHomuaa. [109TOMy KOPpeKLMM 03bl y MAUMEHTOB C MEYEHOUHOI

HEI0CTATOYHOCTBIO JIEFKOH U cpenneﬁ CTEIIEHH TAXKECTH HE MpeanonaraeTcs. (DapMaKOKMHeTHKa



TepU(IIYHOMHIA Y MALMEHTOB C NIEYEHOYHOM HEA0CTATOUHOCTBIO TAXKEJION CTENEHHU HE u3yyanach
(c™m. paznen «IIpoTBONOKazaHus»).

HollellHaﬂ Hedocmamotmocmb

[Toueunas HenOCTATOYHOCTB THKENON CTENEHH He OKA3LIBACT BIMSHUS Ha (hapMaKOKMHETHKY
Tepudaysomuna. Iostomy KOPPEKLHH 103bl Y MAaLMEHTOB C IMOYEYHOH HEAOCTATOYHOCTBIO
TAXKEION cTeneHu He Tpebyercs.

Ioxasauusi K npumMeHeHn 0

Jleyenue B3poC/BbIX NALMEHTOB ¢ PCLUHAHBHPYIOLIE-PEMUTTUPYIOLLIMM PACCesHHBIM CKIEPO30M
(PPPC).

IIpoTuBonokasanus

. ['unepuyBcTBUTENBHOCTD K TepuduyHoMuIy, nedayHOMMIY WM Kakomy-nubo u3

BCIIOMOraTe/IbHbIX BEIIECTB fpernapara.

. [leyenouHas HeAOCTATOYHOCTD THKENOM CTENEHH (knace C no wkane Yaiina- [Teio).

. bepemennocts. Tlepea nauanom Tepanuu TEPUPIYHOMUIOM HEOBXOAMMO MCKIIOUUT
GepeMeHHOCTb.

. JKeHIMHBl ¢ [eTOPOAHBIM MOTEHUMAIOM, He MCIIO/IBb3YIOLME HANEKHBIE METO/bl

KOHTpaUEMUHH BO BpeMs  JICYEHUs TCpHd)ﬂyHOMMIlOM; MOCJIE  3aBEPLUEHUS  JICYEHMUS
TCpHd)ﬂyHOMHIIOM KEHUIMHAM HEJ1b3s 6Cp€MCHC’I‘b J10 TeX Mop, MNokKa rnjazMeHHas KOHLICHTpaLus

TepupayHomMmaa octaetes Boiue 0,02 MKr/ma (cu. pazaen «DapMaKOKMHETHKAY).

. [lepuon rpyaHoro BckapmauBanus.
. Taxenblit uMMyHOAEDULMT, Hanpumep, CITU/I.
. Taxenoe HapylieHue KOCTHOMO3rOBOro KPOBETBOPEHHS MM KIMHUYECKM 3HAYyMmas

aHEMMUS, JICHKOTIEHUS, HEHTPOTIEHHUS, TPOMOOLUTOTNEH U,
. [Toueunas HenOCTAaTOYHOCTH THXKENOM CTEneHw, TpeOyiollas MnpoBeJeHUs reMoauannsa

(HelIOCTaTO‘lHOCTb KIIMHUYECKOIO oIbiTa anMeHCHHﬂ).

. Tsxenble akTUBHBIE HH(EKLIMH 10 MOMEHTA BBI3ZI0POBJIEHUS.

. Tsixenas runonporenHemMus (Hanpumep, MpH HEPPOTHUECKOM CHHAPOME).

. Heduunt nakraspl, HenepeHOCMMOCTb raNaKTO3bl, [IKOKO30-ralaKTO3HAS manbabcopOuus.
. Bospact no 18 ner.

IIpumenenne npu GepeMeHHOCTH U B MEPHOA FPYAHOIO BCKapMJIHBAHMS

Bepemennocmeo

B HacTosiiee Bpems MMeIOTCA OrpaHMuEeHHbIE AAHHBIE O NnpUMeHeHUH TepudiyHomuaa y
OepeMeHHbIX JKEHIMH. B HCCNenoBaHMAX Ha KMBOTHBIX npenapar oka3sblBajl TOKCHYECKOE

BO3JCHCTBHME Ha PENPOLYKTUBHYIO (hyHKLHIO.



Tepudnynomua moxer Bbi3Bath cepbestbie BPOX/CHHBIE MOPOKH PA3BUTHS MPH €rO PUMEHEHHH
BO BpeMs OepeMEeHHOCTH, MO0ITOMY NpUMEHeHHE TepupryHomuaa npu  GepemMeHHOCTH
NpOTHBONOKa3aHo (cM. pasaen «IIpotuBonokasanusy).

HocTynubie KiuMHMYecKHe aHHbIE M3 PeecTpoB OepeMEeHHOCTH, KIMHUYECKMX MCCIeA0BaHHiA,
ciyyaeB (hapmMakoHaa30pa M OmyGIMKOBAHHOI Hay4HOH JIMTepaTypbl KpaiiHe OrpaHuyeHs,
MIOSTOMY HE MO3BOJSIOT CHENATh KAKHE-TMOO OnpeleNeHHbe BBIBOAbL, HO ATH JaHHBIE He
YKa3blBAIOT Ha YBE/IMYEHHE CIIy4aeB BPOXKICHHBIX A€(DEKTOB WM BBIKMABILEH B CBA3M C
HETIPEAHAMEPCHHBIM  BO3/CHCTBMEM Tepu(/yHOMMAA B Hauaze mNepBoro TPUMECTpa MpH
MOCNCAYIOIWEM  NPOBEACHUH  MpPOUENYPbl  YCKOPEHHOrO  BbIBEACHUS TepudayHomusa.
OtecyTeTBYIOT KIMHUYECKHE JaHHBIe, Kacalolnecs Golee MO3JIHEro BO3JEHCTBMA Mnpenapara B
NEPBOM TPUMECTPE OEPEMEHHOCTH MK MO3IHEE.

[pocnexTnBHble faHHblE (M3 KIMHMYECKMX MCCIEN0BAHMI U MOCTPErHCTPALIMOHHBIX OTYETOB)
ans 6onee 150 cnyuaes GepemeHHOCTH Y MaUMEHTOB, KOTOPBIE MOTyyanu TepudiyHomu, 1 Gonee
300 cnyuaeB GepeMEHHOCTH y MaLMEHTOB, KOTOpbIE NoJy4anu aed.1yHOMU, He MOATBEPHKAAIOT
MOBBILICHHYIO 4aCTOTY C/ly4aeB BPOXKAECHHBIX MOPOKOB PA3BUTUA M BHIKMABILIEH MocIie npuema
TepUGIIYHOMHUAA B PaHHEM MEPBOM TpUMeECTpe MpH MOC/IEYIOLEM MPOBEACHUN MPOLELYPbI
YCKOPEHHOro BbiBeeHHs TepudnyHomuaa. He nabmopanocs 3aKOHOMEPHOCTH Pa3BUTHS
OCHOBHBIX BPOJKACHHBIX MOPOKOB PasBUTHsA y uesnoBeka. OrpaHHYEHHbIE AaHHbIE BKIIOYAIOT B
ceds HeA0CTATOYHOE KOJIMYECTBO 3apernCTPUPOBAHHbBIX ciyvaeB GepeMeHHOCTH, HeGOJblIyIO
MPOO/KUTEIBHOCTD BO3ACHCTBUSA JIEKAPCTBEHHOTO Mpernapara B clyuae 3aperucTpUpOBaHHOM
OepeMeHHOCTH, HEMONHOEe MPEeNOCTABACHHE JAHHBIX M  HECOCOBHOCT KOHTPOJMPOBATh
HCKaXalollne (akTopbl (TakMe Kak OCHOBHOE 3afosieBaue Matepu M [pUMEHEHHE
COMYTCTBYIOLINX JIEKAPCTBEHHBIX CPEJICTB).

JKeHWMHBl  IETOPOJHOrO  BO3pacTa JOMKHBI  MCHONB30BATH 3pdekTuBHbIE  CpeiacTBa
KOHTPALCTILIMK BO BPEMS U MOC/IE TEPANHH, €C/IH KOHLEHTPaLUKs TepH(IyHOMU/IA B 11a3Me KPOBH
npesbiaer 0,02 Mr/n. B TeyeHne ykasaHHOro nepuoia BpeMeHH JKeHLIMHb! JOIKHbI obcyxaathb
CO CBOMM JIeHallMM BPauom JI0Oble BOMPOCHI, CBA3aHHBIE C MPEKPALIEHHEM NPUMEHEHHS WM
M3MEHEHHEM CPE/ICTB KOHTpPALIENLHH.

B cnyyae sanepku MencTpyauun Ha doue npuema TtepudiyHOMHAA HEOBGXOIUMO CPOYHO
HH(pOPMHUPOBATH 06 3TOM Bpaua 1 BBINOIHUTL TECT Ha GepeMeHHOCTh. B Clly4ae MoJ0XKHTENbHOTO
pesy/ibTaTa Bpau J0/KEH OOCYAMTh € MAaUMEHTKOH BCE PHCKHM, CBS3aHHbIE C MPUMEHEHUEM
npenapara Bo BpeMs 6€peMeHHOCTH, IPOBEPHTH OCTATOU HYHO KOHLIEHTPALIHIO TepudayHomuna. B
ciyqae e€cau KoHueHTpauus mnpesbiwaer 0,02 Mr/i, pekoMeHAyeTcs NpoBECTH MpoLeaypy

YCKOPEHHOTO BbiBeeHUs Tepu(yHOMUAA. BO3MOKHO, 4TO GbICTPOE CHHKEHHE KOHUEHTPALMH



Tepu(pIyHOMHMIA TlyTeM NpoBeneHHs MPOLCAYPLI YCKOPEHHOIO BbIBEACHUS Mperapara mpw
MEPBOH 3a/1ePIKKE MEHCTPYaILHOTO LKA MOKET CHU3HTD PUCKH A1 nioja.

JKeHLMHAM, [IPUHUMAIO LM TEPUDIYHOMUL M MIAHUPYIOLIMM OepemeHHOCTb, cneayer
PEKOMCH/I0BATb NMPEKPATUTH NPUEM MpenapaTa ¥ NpoOBECTH MpOLELYpPY YCKOPEHHOTO BbIBEJEHHS
TepudyHOMHIA 15 GHICTPOrO CHIKEHMS KOHLEHTpaLMK TeEPU(ITYHOMH/IA B IIIa3Me KPOBU HUKeE
0,02 mr/n.

Ecan npoueaypa yckopentoro BbiBeneHus TepuGIyHOMHAA HE [POBOAMUTCS, KOHUEHTpaL1s
TeprGIyHOMU/IA B 171a3Me KPOBH MOKET npesbiwath 0,02 Mr/1 B cpesiHem B Teuenue 8 Mecsues,
OZAHAKO HEKOTOPLIM MALHEHTKAM MOXKET NMOTpeGoBaThCs 10 2 T A5 A0CTHIKEHHS KOHUEHTpaLIMK
B nnasme Hike 0,02 mr/n. [Toaromy cnenyer M3MEPHTL KOHUEHTPALIMIO TepU(IIYHOMMAA B I71a3Me
KPOBH, TMpeKAe 4YeM MIaHupoBaTh OepeMeHHOCTb. [locie BBISBICHMUS KOHLEHTpaLUK
TepudiyHomuia B miasme Hike 0,02 M/ HeOGX0AUMO M3MEPHUTh KOHLEHTPALIUIO B J1a3Me eLle
pas He MeHee 4em uepes 14 aueil. Ecm 06a 3HaueHns KOHUEHTPALMK B Nia3Me Hike 0,02 mr/n,
9TO O3HAYAET, YTO PUCK /1A MJIOJA OTCYTCTBYET.

ITpoyedypa ycrkopennozo eviéedenus mepugpaynomuda

Ilocnie npekpaiuenus Tepanuu TepudIyHOMHAOM, €ro BHIBEACHHE MOXKET GbiTh YCKOPEHO ¢
MOMOLIBIO OHOM U3 CJIEAYIOUHMX NPOLEaYp:

. TPHEM BHYTpPb KOJIECTHpamMuHa 110 8 r kaxabie 8 yacos B Teyenue 11 aueit. Eciu npuem
KOJeCTHpamMuHa 1o 8 r 3 pa3a B CyTKH IJIOXO NEPEHOCHTCS, MOXKET BbITh MCIOJIB30BAHA CXEMa
NpHEMa KolecTUpaMMHa 1o 4 r Kaxabie 8 yacos.

. npuem BHYTPb 50 I nopoiKa akTHBUPOBAHHOTO Yris Kaxkzable |2 yacoB B Teyenue 1 | JHEH.
Ecan kakas-1160 npoueaypa ycKOpPEHHOro BbIBEAEHMUS TepU(IyHOMUA M10XO NEPEHOCHTCS, H
€CJIM HEeT HEOOXOAMMOCTH GBICTPOro CHIKEHHA KOHLIEHTPALIHH Tepu(Ty HOMUA B M1/1a3Me KPOBH,
TO KOJIECTUPAMUH M aKTHBHPOBAHHbIN yro/b He 0643aTeNbHO NIPUHMMATD €XKeHEBHO.

[Tocse nposeeHys npoLeLy pbl yCKOPEHHOTO BbIBEAECHHS npenapara BbINOJHAIOT ABA OTAEIbHbIX
TECTa C MHTEPBATIOM HEe MeHee 14 Heil H NepHoIoM 0XKMIAHHS I0ATOPa MecsLla MexKLy nepBbIM
BBIAB/ICHHEM B M1a3Me B KOHUEHTpaumu Hike 0,02 MI/n 1 MOMEHTOM OMI00TBOPEHHMS.
Konectupamnt n akTHBHPOBaHHbIi yrob MOrYT OKa3biBaTh BAMAHUE HA BCACHIBAHME 3CTPOreHOB
W TPOrECTarcHOB, MOJTOMY HENb3s rapaHTMPOBATH HANEKHYIO KOHTPALENLMIO OpaTbHbIMH
KOHTPaLENTHBAMH BO BPEMs MPOLEAYPbl YCKOPEHHOIO BbIBEACHHUS TEPU(IYHOMHU/A C NTOMOLLBIO
KOJIECTUpPAMHUHA WM AKTHBHPOBAHHOTO yrjis. PeKOMEHIyeTCs HCIOJB30BaTh anbTepPHATHBHBIE
METO/Ibl KOHTPALEILIHH.

[Tpouenypy yckopeHHOro BbiBeAeHMS TepH(TyHOMUAA MOKHO TAKIKE BbIMOTHSTH B JH060e BpeMS
1nocie NpeKkpaiieHus Tepanuu TepudayHOMUIOM.

IHlpumenenue y myscuun



Puck smGpuoderanbhoit TokcuunocTH, cBS3aHHON ¢ JIeYeHHEM TepU(DIYHOMUIOM MYKUMH,
CYMUTAETCH HU3KUM.

Ilepuoo epyonozo eckapmausanus

Hccnenopanus Ha KHMBOTHBIX MPOAEMOHCTPHPOBANH, YTO TEPUPIYHOMUI IKCKPETHpYeTCs B
rpyanoe monoko. Ilpumenenne TtepudnyHomuaa MPOTUBOMNOKA3aHO B MEPHOA TPYAHOrO
BCKapMJIMBaHMUS.

Depmunvrocms

PesynbraTel uccnenoBanmii Ha KMBOTHBIX He MPOAEMOHCTPUPOBAIM KAKOr0-1M60 BIHSHUS
TepudiyHomMuna Ha QepTHibHOCTL. XOTS OTCYTCTBYIOT COOTBETCTBYIOLIME JAaHHbIE IS
HEJI0BEKa, BO3EHCTBUE HA MYKCKYIO U JKEHCKYIO (hePTHUIBHOCT CUMTAETCS MaJIOBEPOSITHBIM.
Cnoco6 npumenenus u 103b1

PexomennioBannas 103a TepudnyrHomuna coctasnser 14 mr I pa3 B cytku. Tabnerku creayer
MPHHUMATh BHYTPDb LIETMKOM, 3aIIMBAs BOIOH, HE3aBUCHMO OT NPHUeMa MU,

Ocobbre epynnvt nayuenmos

Iayuenmer 6 6o3pacme 65 nem u cmapute

Tepudnynomun Heobxoammo HasHauath ¢ OCTOPOXKHOCTBIO MalMEHTaM B BO3pacTe 65 jieT u
CTapli€ B CBA3M C HEOCTATOYHBIM KOJIHYECTBOM JaHHBIX 06 5)(PEKTUBHOCTH M Ge30MacHOCTH
Tepu(IyHOMH/Ia B JaHHO# BO3PACTHOI rpynre.

layuenmui ¢ noweunoit nedocmamounocmpio

Jl18 MauMeHToB ¢ MOYEYHOM HEAOCTATOYHOCTHIO JIETKOW, Cpe/Hel WM TSKEON CTeneHu, He
HAXOMALIMXCS Ha reMOIMan3e, KOPPEKLIMH 1036l He TpebyeTcs.

[MauueHTs! ¢ noYeYHOM HEAOCTATOUHOCTBIO THKENOH CTENEHH, HAXOS LLIMECS HA reMOo/IMalIn3e, He
MPUHAMAIIN yHacTHs B KIMHUYECKHX nece0BanusX. TepudayHOMUI npoTHBONOKAa3aH AaHHOM
KaTeropuu nalueHToB.

[Tayuenmor ¢ napywenuem pynxyuu nevenu

JL1st NaLMEHTOB C JIETKHM MM yMepeHHbIM HapylIeHHEM QYHKLNM NIEeYEHH KOPPEKLUS 103bl HE
Tpebyercs. TepudayHoMua NpoTHBOMOKA3aH NALMEHTAM C THKETbIM HapyleHneM (yHKUMH
MEeYeHH.

Jlemu

besonacHocts 1 addexrusrocTs TepudyHomuaa y AeTei U MoApocTKOB B Bo3pacte 10 18 ner
HE YCTaHOBJICHA.

IToGounoe neiicrBue

Kpamkoe onucanue npogpunn 6ezonacrnocnmu (no Oannsim Kiunuveckux uccneoosanuii)

B obuweit coKHOCTH B KIMHHYECKMX HCC/e10BAHMAX TepUGIYHOMUIA MPUHUMATH yyacTHe

2267 nauuenTos (1155 nauuenron NPUHAMAIIN €XKEAHEBHYIO 103y 7 M, a 1112 nauueHTos - 103y



14 mr). B uetsipex 1n1aue60-KOHTPOIUPYEMBIX HCCIIEA0BAHUSX (1045 1 1002 naumenra B rpynmax
7 mr u 14 mr TepudayHomuna, COOTBETCTBEHHO) W OJHOM HCC/IEAOBAHUM C AKTHUBHBIM
fipenapatom cpasHenus (no 110 nauuentoB B kawmodt rpynne neuenms TepudayHomumom)
CPEAHAA TPOJOKUTENLHOCTh NPUMEHEHHS Npenapata y MauMeHTOB ¢ PeUMAMBUPYIOLLIUM
paccesaHHbIM ckinepo3om (PPC) cocrasuna okono 672 auei.

Tepudaynomun siensercs ocHoBHBIM MeTaGoIHTOM nedaynomuna. Undopmauus o npogune
besonackoctu nediyHomMuaa y naumentos ¢ PEBMAaTOMAHBIM MM 1ICOPUATUYECKMM apTPUTOM
MOXET ObITb npuMeHMMa K TepudayHoMuay, MPUHUMAEMOMY MMALMEHTAMH C PACCesHHBIM
CKJIEPO30M.

AHanu3 0ObEAMHEHHBIX AaHHBIX N1a1e60-KOHTPOIMPYEMbIX MCCAEN0BaHMIT OCHOBBIBAICS Ha
OnbITe NpUMEHEHHs TepudayHomuaa 1 pas B cytkn 2047 naumeHtamu c PeUMINBUPYIOLLIMMH
opmamm paccesiHHoro ckiaepoza. Y MaLMEHTOB, MONYYAOWMX TEPANHIO TepUQIYHOMHIOM,
Hanbosiee 4acTo coO6IANOCH O CEMYIOLIMX HEKenaTe bHbIX peakumsx: rojosHas 60k, Auapes,
MOBBILICHUE AKTHBHOCTH anaHWHaMUHOTpaHc(epassl (AJIT), TowHoTa M anomeuus. O6bYHO
rojioBHas 601b, AMapes, TOWHOTA U anONeUMs ObUTH JIErKOH MK YMEPEHHOH CTENeHH THKECTH,
MPEXOMALLMMHU U PEAKO NPUBOAALLMMHU K MPEKPALLEHHIO JICYEHHS.

Tabnuunoe pestome nexcenramenvmolx peaxkyui

Huxe  npuBeseHsl  HexenatenbHbie peaKuuH,  pa3sBMBAIOILIMECS TPH  NPUMEHEHHH
TepudayHomMHuaa B 103e 7 Mr u 14 mr (¢ yactoToii > 1 % u Ha 2 1 % wvaue, yem npu npueme
niauebo, B Xozie nane6o-KOHTPOIHpyeMbIX uccenoBanuit). Yactory onpenensin cieayowmm
o6pasom: oueHb uacto (> 1/10); yacto (= 17100, <1/10); nHeuacto (>1/1000, <1/100); peako (>
1710000, < 1/1000); ouens peako (< 1/10000); yacToTa HemsBecTHa (YCTAHOBHMTH 4acToTy no

HMEKOUIMUMCSH JaHHbIM HE NPEJICTABJIACTCSA BO3MOXKHBIM).

Cucremuo Ouennb Yacro Heuacrto Peako | Ouenn | HenssectHo
OpraHHblii 4acTo peako
KJace
Hudexunonn [punm, Tsxenvie
ble " Hudexumn vHpeKuuu
napa3sutapHble BEPXHUX BKJIIOUast
3aboneBaHus JIbIXaTeIbHbIX cencuc*

nyTeit,

MHpeKUNK

MOYEBbIBOIS LM

X MyTe,

OpOHXHT,

CUHYCHT,




(bapuHruT,
LIHCTHT,
BUPYCHbIf
FaCTPO3HTEPHUT,
reprec noaocTu
pra, uHpexkuuu
3y6oB,
JIAPUHTUT,

MHUKO3 KOXH

cTorn
Hapyenus co Heiftponenus, | TpomGounron
CTOPOHbI aHeMus CHMUS JIerKoi
KPOBM U CTeneHu
numparnyeck TSHIKECTH
Ot cHCTEMBI (TpoMOBOLMTHI
<100x107/n)
Hapywenus co Annepruveckue Peaxuunu
CTOPOHbI peakunu nerkoii TUNEPYyBCTBUTE
HMMY HHOIA CTEINEHH JIbHOCTH
CHCTEMBI TSKECTH (HemeaneHHOTO
THNa W
3aMeIeHHOTr 0
THMA), BKJIIOYas
aHadunakcuio u
aHTMOHEBPOTHY
€CKHit oTex
(otek KBumke)*
Hapywenus Tpesora
MCUXUKH
Hapyuwenus co | lonoHas | [Tapecresus, ['unepecresus,
CTOPOHBI 6011b MOSCHUYHO- HEBPaJIrus,
HEPBHOM KPECTLOBbIH nepupepuueck
CHCTEMbI PAIMKYJINT, ast
3aMsCTHbINA HeliponaTus

TYHHEIIbHbIH

CHH/IPOM




Hapywenus co VYuyaieHHoe
CTOPOHBI cepauedueHue
cepiua
Hapyuenus co AprepuanbHas
CTOPOHBI FUIepTeH3us
COCY/10B
Hapyenus UnTepcTuumans
CO CTOPOHBI Has
JBIXaTebHOM 6onesHb
CHCTEMBI, Jerkux*
OpraHoB
rpyaHOH
KIETKH U
CpenocTeHus
Hapywenus co | [Inapes, bonb B [MankpeaTnt*,
CTOPOHbI TOLIHOTA | JKMBOTE, CTOMATHT
Kesly 104HO- pBoTa, 3ybHas (aTo3ublit uam
KHMILEYHOTrO 60:1b A3BEHHBII)*,
TpakTa KOUT*
Hapyienus co | [Tosbiwen | [ToBbimenue Octpbiii
CTOPOHBI ne aKTHBHOCTH renaTuT,
NevyeHn 1 aKTHUBHOC | ramma- JIeKapCTBEHHOE
XKEJIYEBBIBOAS | TH 1y TAMUITPAHC nopaxeHue
IWUX MmyTeit ajlaHuHaMm | epa3sbl neyexHu*
nHorpadc | (I'T'T),
(bepasbl MOBBIILEHHE
(AJIT) aKTUBHOCTH
acrnapTaTaMMHO
TpaHchepasb
(ACT)
Hapywenns co Hucnunuaemus
CTOPOHBI
obmeHa
BEILECTB U
MUTAHUS
Hapywenus co | Anoneun | Chbinb, yrpu bonesuu Tsxensle
CTOPOHbI sl Horrei KOXHbIe
KOXM M peaxLmH,




NMOAKOXKHBIX

TKaHen

BKJIIOYas
TOKCHYECKH it
AMUAEPMabHbIi
HEKpPOJIH3

1 CHHAPOM
Crusetca-
JIxoHcoHa*,
JIEKapPCTBEHHO-
o0ycoBaeHHas
peakums c
303uHO(HIHElH
U  CHCTEMHBIMU
CUMNTOMaMH
(DRESS-
CHUHAPOM)*,
ncopuas (B Tom
yucie

MyCTYJIe3Hblit

ncopuas
HOTTei)*,
3aboseBaHus
Horreit*

HapyueHnus co Mbiiie4Ho-

CTOPOHBI CKeJleTHas

CKEJIETHO- 6011b,

MBILIEYHOMH U MHUarus,

COGIMHUTEN apTpanrus

HOM TKaHH

Hapyenus [Monnakuy pus

CO CTOPOHBI

noyexk u

MOUEBbIBOSLLL

UX myTei

Hapywenus Menopparus

CO CTOPOHBI
MOMOBBIX
OpraHoB u

MOJIOYHOH




JKEJIE3bl

O61ne Bonp,

HapyLIeHHs acTeHus

M peaKLnH B

mecre

BBECHMS

JlaGopatopHsl CHuxenne

e " Macchl Tena,

MHCTPYMEHTal YMEeHblIeHHe

bHblE KOJIMyecTBa

JlaHHble HelfTpodunos,
yMeHbLIEHHE
KONHuecTsa
JIEHKOLMTOB
B KPOBH,

MOBBILIEHHbI
YPOBEHb
kpeaTuHpochok

WHas3bl B KPOBH

Tpasmbl, [ToctTpaBmaru
OTpaBJIEHUS yeckas 60:1b

]

OCJIOKHEHHS!

npoueayp

*nocmpeaucmpayuonnsiit onvtm npumenenus.

Onucanue omoenvHbLX HeXCENAMETbHBLX PeaKyuil

Anoneyus

Anoneuus B BU/Ie HCTOHYEHMUS BOJIOC, CHUKEHUS MIOTHOCTH BOJIOC, BbINAIeHMS BOJIOC, CBA3aHHas
Wi HE CBA3aHHAs C M3MEHEHMAMM CTPYKTYpbl BOJIOC, oT™evanach y 13,9 % nauuenTos,
NPUHUMABLIMX TepU(IyHOMML B 03¢ 14 Mr, 110 cpaBHeHHMIo ¢ 5,1 % naunenTos, MPUHUMABLLKX
niauebo. bonbwas yacTe cayuyaes Gbina onucana kak auddy3Hoe wiu reHepaan30BaHHOE
MOPaXEHUE M0 BCEH MOBEPXHOCTH BOJIOCHCTOM YacTH rosoBbl (6€3 nosHoii nmotepu Bomoc). B
DonblIMHCTBE ClyuaeB JaHHAs HeKenaTelbHas PeakiMsi oTMedanach B TeueHHe nepBbiX 6
MecsleB, M paspewienue HaGmoganoch y 121 w3 139 (87.1 %) maumentos. B rpynne
TepudyHomnaa 1,3 % naumeHToB NMpeKpaTMIM NeYeHHE B CBS3M C PA3BUTHEM ATOMELUH MO
cpaBHenuio ¢ 0,1 % B rpynne nnaue6o.

Heowcenamenvnvie peakyuu co cmopowst nevenu (Oannvie uz niaye6o KOHMPONUPYEMbIX



uccneoosanuil)

[ToBbimenne akTusuocT AJIT - [Monyasiuus naunenTos B naauedo KOHTPOJIHPYEMBbIX

HCC/IeI0BAHUSIX, B KOTOPBIX OLeHHBaACh 0€301acHOCTD

IT1aue6o Tepudaynomun 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 %)

AJIT >3 BI'H u o6uwmii 6unupy6un  [5/994 (0,5 %) 3/999 (0,3 %)

> 2 BI'H

BI'H - BepxHsist rpanuua Hopmbl

B rpynnax naumentos, nonyuasuimx TEPUPIYHOMMUA, MO CpPaBHEHMIO ¢ maauebo, uvarle
Habmonanoch yBenuuenne akrtusHoctw AJIT < 3 BIH. [TpoueHT nauuentos, y kotopsix
OTMedanoch nosbimeHne AJIT Beie 3-x BI'H, 6bin conoctaBum B obeux rpynnax. Takoe
MOBbIICHHE aKTHBHOCTH AJIT oTmeuanoch B OCHOBHOM B nepebie 6 mecsues sedenus. [Tocie
fpekpalieHus nedeHns aktupHocTs AJIT Bo3Bpawanacs k Hopme. Bpems 10 HOpMasu3aLuu
akTHBHOCTH AJIT BapbHpOBAoO OT HECKOMBKMX MECALIEB 10 HECKONBKUX J1eT.

Takoke npu noCTpErucTPaLMOHHOM NPUMEHEHUN npenapara 0TMEYaIMCh Cily4au JIeKapcTBEHHOTO
MopaxeHus neveHy (em. pasaen «Ocobble ykazaumus»).

Bnusnue na apmepuansnoe oasnenue (dannvie uz niayedo KOHMPOIUPYeMbIX UCCICO0BAHUI)

- [ToBbileHne CHCTOIMYECKOTO apTepHaIbHOrO AaBieHus Bbiwe 140 MM pr.cr.y 19,9 %
MALMEHTOB, NPHHAMABLUMX €XEIHEBHO Tepu.ayHOMUA B 103€e 14 mr, B cpaBHeHuu ¢ 15,5 % npu
npueme niaue6o.

- [loBbiwenue cucronnyeckoro aprepuanbHOro AapieHus Boie 160 My pr.cr. y 3,8 %
MALMCHTOB, NPUHUMABLLHMX €KEJHEBHO TepuryHOMMA B 103e 14 Mr B cpaBHeHun ¢ 2,0 % npu
npueme riane6o.

- [ToBbilenne MacTonnuecKoro apTepuanbHOro AaBaeHus Bbie 90 MM pT. cT. y 21,4 %
MAaHEHTOB, MPUHAMABLINX €XKEJHEBHO TepuIyHOMMA B 03¢ 14 mr, B cpaBHeHuu ¢ 13,6 % npu
npueme riaue6o.

Hugpexyuu

B nnaue6o koHTponMpyembix ncenen0BaHuAX B rpyire tepudaysomuaa 14 mr ue Habmonanock



YBEMUCHHUA KOMYECTBA CITy4aes TAKeNbIX nHpekuuit (2,7 % npotus 2 % B rpynne niaue6o).
Tsxenble onnoprynncTHieckne uHpekuuu (MHOEKLUNH, Bbi3bIBACMBbIE YCJIOBHO-NATOr€HHbIMH
MHKpOOpraHu3Mamu) passusanuch B 0,2 % ciyyaes B Kax10# u3 rpyr.

IIpn noctperucTpanmoHHOM NpUMeHEHNN HABIIOAAMNCEH TSKEbIe MH(MEKLMH, BKIIOYAs CEMNCHC,
MHOT/Ia C JIETa/IbHBIM UCXOZ0M.

Peakxyuu co cmoponw kposu

B mnauebo KoHTponmpyembix MccienoBaHMSX Ha (oune npumenenus TepudayHomuaa
HabJI01a710Ch YMEPEHHOE CHIKEHHE KOTMYECTBA JeHKOILMTOB B nepupepuueckoit kposu (<15 %
OT MCXOAHOTO YpOBHS, B OCHOBHOM YMEHbLUCHHE KONMYECTBA HEHTPOGHIOB 1 tuMpounTos). B
TO KC BPEMSA y HEKOTOPBIX MALMEHTOB OTMEYAOCh GOsiee BbIPAKEHHOE CHUIKEHHE KOTMYECTBA
NeiKouMTOB. JlaHHas HexKenaTebHAs Peaklns BO3HUKAIA B TeUSHUE nepBbiX 6 Heaesb. 3aTeM Ha
(hoHe MPOMOIKAIOIErOCs JIEUEHHS KONMYECTBO JEHKOLUTOB B nepudepuyeckoii Kposu
CTaOM/IM3MPOBANOCh HA CHIKEHHOM ypoBHe (<15 % YMEHbIUICHHE OT MCXOAHOIO YPOBHS).
BrnsHue Ha cHUIKEHHE KOIMYECTBA IPUTPOLIUTOB B nepudepuueckoit Kposu (<2 %) 1 KoaHYeCTBa
TpoMGOLMTOB B nepudepuueckoit kposu (<10 %) 6bi10 MeHee BbIPaXKEHHbBIM.

Ilepugpepuueckasn netiponamus

[Tepudepuueckas neitponartus (nonuneiiponatnu u MOHOHEHPONATHN [TYHHEIbHbIN 3anacTHBI
CHHJIPOM]) Pa3BHBATKCh Yalle B FPYIINe MAUNEHTOB, PMHUMABLLMX TepudyHomua B 1o3e 14 mr,
0 CpaBHEHHIO C TrpyNnod MaUMEeHTOB, NPUHMMaBLIMX maane6o. B ocHOBHBIX nnaiue6o
KOHTPOJIMPYEMBIX ~ HCC/IC10BAHMAX —Mepudepuyeckas NonuHelponaThs, noATBEPIKACHHAS
MCC/ICIOBAHMAMM HEPBHOH npoBoAUMOCTH, Gbina otmedena y 1,9 % nauuento (17 u3 898
NauueHToB) B rpynne tepudayHomuaa 14 mr B cpasuennn ¢ 0,4 % nauueHToB (4 u3 898
NMauueHToB) B rpyme niaaue6o. ¥ 5 nauueHTos ¢ nepudepuueckoit Heiiponatuei, MPUHUMABLLINX
TepudayHOMUA B 103e 14 Mr, GbUIO NpEeKpaleHO eyeHue; y 4 u3 HuX coobuanocs o
BBI3ZIOPOBIICHUH MOCJIE MPEKPALLCHHUS JIEYEHUS.

ﬂo6poxauecmeermbte, 3loKkavecmeeHHble u HeYymMoYHeHHble Hoeoo6pa3oeauwl (BK_"IIO‘la}I Kucmsl u
noaunvt)

B knnHudeckux uccnenopanusix Ha (one npuema TepudiyHOMMAZ He 3aMKCUPOBAHO
MOBBILICHNS pUCKA BO3HHKHOBEHMS 3/I0KAYECTBEHHBIX ONyXoneil. PUCK BO3HMKHOBEHHS
3/I0Ka4eCTBEHHBIX OMyXO0JjIeH, a UMEHHO MMponponndepaTuBHbIX 3a60/1€BaHMii, yBeTHYNBACTCS
MpH MPUMECHEHHH HEKOTOPBIX APYTUX NIEKAPCTBEHHBIX MPENapaToB, BIUSIOLIMX HA HMMYHHYIO
CHCTEMY.

Taicenvie kodicHbie peakyuu

Bo Bpems noctpeructpaumonHoro npumenenus TtepudyHoMMaa coobiianoch o ciyyasx

PasBUTHUA CEPLE3HBLIX KOMKHBIX peaKunﬁ, BKJIOHAass TOKCHYECKMU I MUAepMaibHbIHA HEKPOJIN3,



-

cunapom Ctusenca-JIxoHcoHa, JIEKapCTBEHHO-00Y C/IOBACHHYIO PEaKLMIO ¢ 303uHOGMINEH M
cucTeMHbIMK cumnroMamu (DRESS-cunapom).

Acmenus

B xonpe nnaueGo-koHTponupyembix uccnenopanuii B rpynnax npumMeHeHus miauebo,
TepugiyHoMuaa B 103 7 Mr M TepudyHoMMaa B no3e 14 Mr uyactora pa3BUTHA aCTEHHM
cocrasuna 2,0 %, 1,6 % u 2,2 % COOTBETCTBEHHO.

ITepenosuposka

Cumnmomui

Hudopmaumnm no nepeozuposke uam otpasieHuu Tepu(IyHOMUIOM Y YelloBeKa HeT. 310poBble
A00pOBO/IbLUBI NPUHKMANK TepUdAYHOMHA B 03¢ 70 M €XKeAHEBHO B TeuyeHue |4 nHei.
Habnonaemble  HeenatenbHble  peakuud  COOTBETCTBOBAIM npopuno  GesonacHocTw
TepU(IYHOMHA NIPU NPUEME NALMEHTAMH C PACCESHHBIM CKJIEPO30M.

Jleuenue

B ciyuae mepeno3npoBku uam otpaBnenus aas YCKOPEHHOrO BbIBEACHMS TepuiyHOMMAA
PCKOMEHIYETCH MpPUEM KOJECTMPAMMHA MJIM aKTHBMPOBAHHOTO Yris. PeKOMeHJ0BaHHOI
MpOLENY PO ABIAETCS NPUEM KONECTHPaMUHA B 03¢ 8 © 3 pasa B CyTKM B Teuenue |1 ameii, B
C/yy4ae M0XoH NepeHoCUMOCTH 3TOH 1031, MOKHO CHU3HTH 103y KonecTupamuHa 110 4 r 3 pasa
B CYTKM. B KauecTBe ajibTepHaTHBHOrO BapHaHTa MOKHO NPHHMMATB 10 50 © aKTHBMPOBAHHOTO
yras Kaxaeie 12 4 Ha npotsikenuu 11 axeit.

B3aumozeiicTBue ¢ ApyrumMu JieKapeTBEHHBIME CPEICTBAMY

Bzaumooeiicmeusn, ceazannvie ¢ gozdeiicmeuem Opy2ux JeKapcmeeHHslx cpeocms Ha
(hapmaxokunemuxy mepugaynomuoa

[naBubiit nyts GuoTpanchopmaunu TepudnyHomMuaa - ruaponus; BTOPOCTENEHHBIA MyTh -
OKMC/IEHHE, C MUHUMAJIbHBIM Y4aCTHEM B HeM M30()epMEHTOB LIMTOXpoMa cucteMbl P450 (CYP)
1 H30(epPMEHTOB MOHOAMHHOKCHA3bI, COAEPIKAILUX (rIaBUH.

Mownvie unoyxkmopeot usogpepmenmos yumoxpoma P450 (CYP) u mpancnopmepos
OaHoBpeMeHHOE esKe/IHeBHOE IPUMEHeHHE pUdaMnnLHHa (uHayxTopa nzodepmentos CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP3A) B no3e 600 mr 1 pa3 B CyTKH B TeueHue 22 JHell, a Takxke
NpUeM  MHAYKTOpAa  3((IIOKCHBIX  MEPEeHOCYMKOB  P-rimkomnporenta [P-gp] u Genka
PE3UCTCHTHOCTH K paKy MonouHoi kene3bl [BCRP] u tepudpmynomuna (pasomas mo3a,
coctapsiomas 70 Mr) NpUBOAMAM K CHHKEHHMIO CHCTEMHOH OSKCTO3MUMM TepH(IyHOMUAA
npubnusutensio Ha 40 %. Bo Bpems neuenus TepudiyHOMHZOM pubamMnuuMH U aApyrue
n3BeCTHbIe MHAYKTOPBI CYP 1 meperocunkos GenkoB, Takue Kak kapGamasenms, Gpenobapburan,
(heHuTOMH M 3BepOBOI MPOABIPABAEHHBII CIEYeT Ha3HAYATh C OCTOPOXKHOCTBIO.

Konecmupamun unu akmusuposannsiii y2ons



He pexomennosan omHoBpemenHbiii MpUeM  TepU(IYHOMMIA M KOJecTHpaMMHA WM
aKTUBMPOBAHHOIO YIJIf, MOCKOJIBKY 3TO BeJeT K GhicTpoMy M CYLIECTBEHHOMY YMEHbLIEHHIO
KOHUEHTpauuu Tepu(yHOMHUIA B N11a3Me KPOBH, 3@ MCKITIOUEHHeM Cllyyaes, Korjaa HeoOXoauMo
YCKOpPEHHOE BbiBeACHHE TepuryHOMUaA. CUNTACTCS, YTO MEXaHU3M YCKOPEHHOIO BBIBEIEHHS
00yC/IOBIEH MpepbIBAHUEM  MEYEHOY HO-KHILeYHOI PEUMPKYIAUMM  TepudyHOMUAA W/ MK
KCJTYL04HO-KHILCYHBIM JIMATIM30M TepudyHOMU/A.

Bsaumooeiicmeus, ceszannsie ¢ eruanuem mepugaynomuoa na papmarkoxunemury opyaux
JIeKapCmeeHHbIx cpeocme

Bosoeiicmeue mepugpnynomuoa na cybempamur CYP2CS8

beuto oTmeueno ysennuenue cpeanero snauenmus Cmax u AUC g penarnuuuaa (1,7- u 2,4-
KpaTHOE, COOTBETCTBEHHO) MOCJ/IE MpUeMa MOBTOPHbLIX 03 TepU(IYHOMHAQ, YTO MO3BOSET
MPEANON0KHTE, YTO TEPUPIYHOMHUA SBASETCH MHTMGUTOPOM uzodepmenta CYP2C8 in vivo.
[Tostomy Ha done npuema TepudyHomuaa JIEKapCTBEHHbIE CPeACTBa, MeTabONIM3UPYIOLLHECS C
nomowpio u3opepmenta CYP2C8, Takue kak penarnuuua, nakiuTakcerl. MUOIIUTA30H WU
PO3MIIIUTA30H, CIEyeT NPUMEHSTh C OCTOPOIKHOCTBIO.

Bosoeiicmeue mepugprynomuda na nepopanvhvie KOHMpPayenmugol

Ha ¢oue npuema noeropubix 103 TepudnyHomuaa 6010 ormeveHo YBEJIMYEHHE CPEAHUX
sHauennit Cmax n AUCo.24 1ist srunmnsctpaamona (1,58- u 1,54-KkpaTHoe, COOTBETCTBEHHO) M
Cmax u AUCo-24 neBonoprectpena (1,33- u 1,41-kpaTHoe, cOOTBETCTBEHHO). XOTS HE 0XKUIAETCH,
4TO  B3aMMOJCHCTBHE C TepPU(DIYHOMMIOM OKaXeT HeGNaronpusiTHoe BO3JEHCTBHE Ha
9hPEKTHBHOCTL NEPOPaNbHBIX KOHTPALENTHBOB, C/IElyeT ero y4yuTbiBaThb Npu BbiGOpe u
KOPPEKLHMH 1103 NePOpasibHbIX KOHTPALENTHBOB MPH UX KOMOHHALMH C TepU(IYHOMULOM.
Bosoeiicmeue mepupnynomuda na cyéempam uzoghepmenma CYPI1A2

[Ipuem nOBTOpPHBIX 103 TepudlyHOMMAA CHUKAN cpeanune 3Havenns Cmax u AUC kodeuna
(cyberpata usodepmenta CYPLIA2) na 18 % u 55 %, COOTBETCTBEHHO, YTO MO3BOJISET
MPEANONOKHTb, 4TO TEPUPIYHOMHA in vivo sBiseTcs cnabbiM MHAYKTOPOM usodepmeHTa
CYPIA2. B cBsi3u ¢ 3TUM JleKapcTBEHHbIE Tpenaparsl, MeTaboaU3MPYIOLLMECS € MOMOLBIO
nsodepmenta CYP1A2 (Takue Kak aynoKCeTHH, aJI0CeTPOH, TEODHIIMH U TU3AHWIMH), CleayeT
NMPUMEHATE C OCTOPOKHOCTBIO BO BpEeMs JieYEHHs TEPUDIy HOMUAOM, MOCKOABKY 3TO MOKET
NPUBECTH K CHUKEHUIO 3)(PEKTUBHOCTH 3THX NpenapaTos.

Bosoeiicmeue mepugpnynomuda na eapgpapun

[Ipuem noBTOpHBIX 103 TepudiyHOMMIA He OKa3biBaj BAMAHMS Ha (papmakokuHeTHky S-
Bap(apuHa, 4TO CBMETENLCTBYET O TOM, YTO TePHDIYHOMMA HE ABAAETCH MHTHOMTOPOM MU
uHaykropom uzopepmernta CYP2C9. Tem He meHee, GblI0 OTMEUEHO yMeHblienue Ha 25 %

nukoBoro MexaynapoaHoro HopmanuzoBannoro OTHOWIEHHS (MHO) npu oaHoBpemenHOM



NpUMEHEHHH TepudayHoMuaa u Bappapuua, no CPaBHEHHUIO C MOHOTeparnueii BaphapuHOM.
[Toaromy npu oaxoBpemenHOM NpUMEHEHNN BapdapuHa u TepudyHomuaa peKoMeHayeTcs
TIIATebHOE HAOM0ACHHE 3a MALIMEHTOM U MOHUTOpUHT MHO.

Brusinue mepugpnynomuda na cybempamet nepenocuuxos opeanuveckux anuonos 3 (T10A43)

Ha ¢one kypcosoro npuema Tepuuy Homuaa Habmonaercs ysenuuenne Cmax u AUC (1,43-u
1,54-kxpatHoe, COOTBETCTBEHHO) uedakiopa, 4To CBHICTENBCTBYET B IMOJIb3Y TOrO, YTO in Vivo
TepUGIIYHOMML ABASETCS uHruduTopom IOA3. TTosromy caenyer cobnoaaTh OCTOPOKHOCTh
MpH OTHOBPEMEHHOM NpUMEHEHHH TepudayHomMuaa 1 cyGerpatos TTOA3, Takux Kak uedaksop,
OeH3uaneHuLMIINE, uMnpodrokcauus, HHIIOMETaLMH, KeTonpodeH, BypoceMua, UMMETHIMH,
METOTPEKCAT U 3U0BY/IHH.

Bausnue mepugpnynomuoa na cyoempamor BCRP w/unu mpancnopmupylowue opeanuvecxue
anuonvt norunenmuost Bl u B3 (OATP1B1/B3)

Ha ¢one npuema nosropueix 103 TeprdyHOoMUIa HAbI0AaN0Ch YBETHYEH e CPEe/IHUX 3HAYEHH T
Cmax u AUC (2,64- u 2,51 -kpatHoe, COOTBETCTBEHHO) po3yBacTaThHa. O1HAKO He HabMOaaN0Ch
3aMETHOTO BJMAHMA JAHHOIO YBEJIMYEHMS CHCTEMHOH DKCTIO3MLIMM PO3YBACTATHHA B [LIa3Me
KpoBu Ha akTuBHOCTE I'MI-KoA penmyktasbl. Pexkomenmyercss 50 % cHikeHHe N103bl
PO3YBacTaTMHa NpH ero 0OAHOBPEMEHHOM npueme ¢ Tepuduty Homuaom. Jlpyrue cyberparst BCRP
(Takue Kak METOTpeKcaT, TOMOTEKaH, Cyab(acanasuy, nayHOPYOHMLMH, NOKCOPYGULMH) M
cyberparel cemeiicta OATP, ocobenno uHrubutopel 'MI-KoA penykrassl (Takue Kak
CMMBACTATHH, — aTOPBACTATHH, [MpAaBACTAaTHH, METOTPEKCAT, HATErJIMHU, penarauHuz,
pH(AMNALKMKE) OHOBPEMEHHO ¢ Tepudly HOMHIOM CIIElyeT TNPUMEHATL C OCTOPOKHOCTBIO.
[TanneHTbl 10/KHBI HAXOAMTBLCA NMOA TIMATENbHBIM HAOMIOAEHHEM Ha MPeAMET MOSBICHHS
NPU3HAKOB M CUMIITOMOB MOBBILIEHHS CHCTEMHOI IKCMO3ULIMU ITUX JIEKAPCTBEHHBIX CPEACTB, H,
NpY HEOOXOAUMOCTH, CIIEJlyET PACCMOTPETh BOMPOC O CHUKEHUU UX 103,

Brusinue mepugpaynomuoa na cyempamor uzogpepmenmos CYP2B6, C YP34, CYP2C9, CYP2C19
u CYP2D6

[Ipuem TepudayHomMuaa He okasbiBan BAMAHMS Ha hapmakokuueTHky Gynponuona (cy6erpara
msodpepmenta CYP2B6), mupasonama (cyGerpara n3opepmenta CYP3A), S-papdapuna
(cyberpara usodepmenta CYP2CY), omenpasona (cyberpata mzopepmenra CYP2C19) u
meronposnosna (cy6erpara usodepmenta CYP2D6).

Ocobble ykazanus

Jleyenue 10/KHO IPOBOAMTLCS 110 HAGIOACHHEM BPA4a, UMEIOLIErO OMbIT JeYeHHS! Nal1eHToB
C PacCesHHBIM CKJIEPO30OM,

Monumopune

Ho navana nevenus credyem nposecmu credyiouue uccredosanus:



. M3MEPEHHE apTePHAIbHOTO JaBJIEHHS;

. onpeaeneHue aktTuBHocTH AJIT;

. oOlMii aHaIN3 KpPOBM C MOACYETOM NeHKounTapHoit  gopmyabl u onpejaesieHHeM
Ko/MyecTBa TpOMOOLMTOB B niepuepHuecKoil KpOBH.

Bo epems newenusn mepugaynomudom caedyem  pezynspHo  KoHmpoauposame crnedyouue

napamvempul:
. apTepuabHOe J1aBlieHHUE;
. aktuBHOCTb AJIT. Crnenyer onpenensite akTHBHOCTS (bepmeHTOB neyenu kaxable 2 Heneu

B TEYCHHE MEPBLIX 6 MeCAUEB Tepanuu M Kaxzble 8 Hemelb MOCIe 3TOro nepuoaa WM Ha
OCHOBAaHMM KIIMHMUYECKHX MPU3HAKOB M CUMITOMOB, TAKMX KaK HEOGBSICHMMAs TOLIHOTA, PBOTA,
00b B JKHBOTE, MOBBILIEHHAS YTOMJIIEMOCTD, aHOPEKCHSI WM XKENTyXa M (MaH) MoTeMHEHHe
moun. Ilpu ypousx AJIT, B 2-3 paza npesbiluatowmux BI'H, Monntopunr cieayer nposoguts
€KEHeIeNIbHO.

. B CJTy4ac MOABNCHHA HOBbIX CUMIITOMOB M MPU3HAKOB (Hampumep, MHpEKUNM) BO Bpems
NIeYCHUs HEOOXO0AMMO BBINOIHUTH OGLIMI aHa N3 KPOBH € MOJACYETOM JIEHKOUMTAPHOMN GopMy bl
1 OTPE/EICHUEM KOJIMYECTBA TPOMOOLMTOB B nepupepHuecKkoii KpoBH.

Ilpouyedypa yckopennozo evieedenun mepughaynomuoa uz opeanuma

Tepuduynomua MeaneHHo BLIBOAUTCS M3 M1a3Mbl: KOHLEHTPALIMK B I1J1a3Me JI0CTUTAKOT 3HAYE H Uil
Hwke 0,02 mMr/n B cpeinem 3a 8 MECALCB, XOTA M3-3a MHAMBUYAIbHBIX OTKIOHEHHH B npoLecce
BBIBEAICHUA JIEKAPCTBEHHBIX BELIECTB BbIBEICHUE MOKET AJTUTHCS /10 2-X JIeT.

BbiBesienue npenapata MOXHO yYCKOPHTB € MOMOILbIO MpOLeypbl YCKOPEHHOIO BbIBEAEHHMS
TepudryHOMHIA, ONUCAHHON B pasjelie «DapMaKOKHHETHKAY, NPUBOASLLEH K CHUKEHHMIO Gonee
yeM Ha 98 % KoHUeHTpaunu TepudyHOMUA B MazMe KPOBH

Ilevenounan nedocmamounocmo

Y NalMeHTOB ¢ MEYEHOYHOH HENOCTATOMHOCTBIO Nerkol MM CpeaHeH CTENeHH TAKECTH
KOppeKuUus 103bl He TpebyeTcs.

TepucayHomua nporusonokasaH mnauMeHTaM ¢ MeYEHOYHOI HEJIOCTATOYHOCTBIO TSXKEOM
CTENEeHHU.

Y  nNauMeHToB, NPUHMMABLINX TepupIyHOMUA, HAOMOAANOCH MOBBILIEHHE AKTHBHOCTH
tepmenToB neyenu. [Mosbiuenns aktuBHocTH AJIT B OCHOBHOM OTMEHAIUCh B TeUeHMHe nepBbIX
6 Mecsues neueHus. B nonosuHe ciyyaes nokasartenm BEPHYIIUCh K HOpMe 0e3 oTMeHsbl
npenapara. B KIMHUYECKHX HCCIIEI0BAHUAX IPUMEHEHHE TepUdIyHOMMIA NPEKpaLanoch, eciiu
noseluexue aktuBHocTH AJIT aBaxaer npesbiwano BI'H B 3 pasa. AKTHBHOCTS TpaHcaMMHa3 B
CbIBOPOTKE KPOBH BO3Bpalllaziack K HOPME B TeYEHHE, MPUBIUIUTENBLHO, 2 MECALIEB 1OC/Te OTMEHbI

TepudyHOMH A,



Crenyer KOHTPOIMPOBATH MOKa3aTe/ M aKTHBHOCTH TPaHCAMMHA3 U KOHUEHTpaUnu Ounupy6una
B CbIBOPOTKE KpOBH B TEUEHHE 6 MECSLEB /0 Hauana JeueHns TepudIyHOMUAOM. AKTHBHOCTS
AJIT cnenyer onpenenste Kax/abie 2 HEAENU B TeyeHue 6 MECALIEB M0C/Ie Havyana NnpuMeHeHUs
TepudayHomuaa. Bomnpoc o MouuTopHHre nokasateneil (pyHKUMM neveHn Takke creayer
paccMaTpuBaTh, KOria TepU(pIyHOMUA MPUMEHSAETCA OIHOBPEMEHHO C JAPYTHMH MOTEHUHAIBHO
FENaToTOKCHYHbIMM Npenaparamu. Bonpoc 06 otvene tepudyHomuaa CllelyeT paccMaTpUBaTh
fpH MOATBEPHKACHUH MOBBIEHUS AKTHBHOCTH TPAHCAMUHA3 B CLIBOPOTKE KPOBH, Gosiee yeM B 3
pasa mpesbiaiomem BI'H.  Cnemyer mouuTOpupoBaTs akTHBHOCT TPaHCAMUHA3 H
KOHLEHTpaLIo OnanpyGHrHa B CHIBOPOTKE KPOBU Ha (hoHe Tepanuu Tepudry HOMHI0M, 0COBEHHO
Y NaUHEHTOB, y KOTOPBIX Pa3BUBAIOTCA TAKHE CUMIITOMbI, YKA3bIBAIOLIME HA HAPY LLIEHUE byHKLHH
MEYCHH, KaK HEOOBACHMUMAs TOWIHOTA, PBOTA, GOMM B KMUBOTE, MOBBILICHHAS YTOMJIIEMOCTb,
AHOPEKCHS, JKENTyXa M/WIKM moTeMHeHue Mouu. [Tpu MoaospeHnH Ha Hajiuume CBA3M MEeX 1y
HapyleHHeM (YHKLUMM TeYeHH M NpUMEeHeHHeM TepudayHomMuna HeoOXOAMMO A0CPOUHO
MIPEKPAaTHTEL TNPUEM Mpenapara W HauaTh NPOLENYPY YCKOPEHHOrO BbiBEAEHUS (cM. pasaen
«DapMaKOKMHETHKA»), a TakkKe MPOBOANTH EXKeHeaebHbIi MOHHTOPUHI  aKTHBHOCTH
MEYECHOUHBIX (EPMEHTOB BIUIOTH 40 MX HOpMaiu3auuu. Ecin pasBUTHE MEYEHOYHOM
HEZI0CTATOUHOCTH BCICACTBHE NpUEMa TepU(IyHOMHIA NPU3HAHO MAJOBEPOATHBIM, TaK KaK
Obuta BbISBAEHA ApYras BepOATHAS MPUYHHA, MOKHO paccmatpuBaTh BO30OHOBIEHHE Tepanuu
TEPUBIYHOMUIOM C ekeHeJebHbIM KOHTPOJIeM moKasaTesneil GyHKuMH meYeHH 0 MX
HOpMaJIM3aLnK.

Kpowme cityuas pa3sutus ocTporo renatuta B Xo/1e NpoBeieHHs KIMHUYECKIX MCCIIeI0BAHM, NIPH
NMPOBEACHHH TOCTPErMCTPALIMOHHOrO HMCC/Ie0BaHUS HAG/MIOAANNUCh CllyYa 1eKapcTBEHHOrO
MOPaXEHUs MeYeHH (MHOTJA JKU3HEYTPOKAIOUIME), YAacTO B COUETAHUM TepudayHoMHaa ¢
ApYTHMH F€NaTOTOKCHYECKUMH JIEKAPCTBEHHBIMH CPE/ICTBAMM.

TepudyHomua Heo6X0AMMO Ha3HAuaTh C OCTOPOXKHOCTBIO MALMEHTAM, 3710ynoTpeb s omuM
aJIKOT0JIEM.

TI'unonpomeunemusn

[TockonbKy TepudmyHOMUA B BHICOKO# CTENEHM CBA3bIBAETCS ¢ OelKAMM KPOBH, B OCHOBHOM ¢
anbOyMHHaMH, KOHUEHTPALMS HECBA3AHHOTO TepHDIYHOMHIA B M1a3Me MOKET MOBbILLIATHCS y
MALUECHTOB C rMIONPOTEHMHEMHUEH, Hanpumep, npu HedpoTHueckoM cuHapome. TepudiyHomuz
HE C/IelyeT Ha3HA4YaTh MalMeHTaM ¢ BBIPAXKEHHOM MMIONPOTEMHEMHEH.

Apmepuanvroe oagnenue

Ha done npumenenus tepudayHOMHMIA MOXKET MOBBILIATHCS apTepHalibHOE  J1aBlICHME.
HeoOxoanmo  KOHTponupoBaTh — apTepuaibHOe — faBleHME  Mepej]  HAYaioM  JeYeHMs

TepU(IYHOMHUIOM M NEPUOAMUECKH BO BPeMs jiedeHHs. B ciyuae noBbilieHUs apTepuanbHOro



JlaB/IeHUs HEOOXOAUMO MPOBOAMTH COOTBETCTBYIOLLYIO AHTUTUNEPTEH3UBHYIO TEPANMIO 10 H BO
BPEMSI JIeYEHUS TEPUPITYHOMUIOM.

Hugpekyuu

Y NalKMeHTOB C TAXKENbIMH AKTHBHBIMMU HHQEKUMAMH HAyano JiedeHus TepuiyHOMUIOM
HEOOXOAMMO OTIOKHTD 10 MOJHOTO BbI3/10POBJIEHHUS.

B niaueo koHTposMpyeMbIX neceaoBaHugx Npu npueme TepudayHOMMAA NOBLILIEHHS YaCTOTh
TAXKENbIX HHPeKUnii He Habmoaanocs. OfHaKo, ¢ yyeToMm HMMYHOMOAYIMpYtoLLero 3¢ dexra
TepuryHOMU/IA, B ClIyyae pasBUTHA Y NaLUEHTA THKEIO0M HH(EKLMK HEOOXOAMMO paccMOTpeTh
HEOOXOAMMOCT NpEKpalleHHs JIeYeHUs TpenapaTom, nepea BO30OHOBJIECHHEM Teparnuu
HEOOXOAMMO OLEHUTH BO3MOXKHBIE NMPEHMYILECTBA U pHCKH. B CBA3M ¢ 1MTeNBbHBIM nepHoaOM
MONyBBIBEACHUS Npenaparta HeOOXOAMMO PaccMOTPeTh HEOBXOAMMOCTb NPOBE/IEHHS MpoLeaypbl
YCKOPCHHOTO BbIBEACHHS TEPU(IyHOMU/A C MOMOLUBIO KOJECTUPAMMHA HIlH aKTMBUPOBAHHOIO
YIS,

[Tauuentsl, npunMMaione TepudayHOMMUA, AOMKHbI HEMELTEHHO cooGWaTh o CUMIITOMAx
nH(ekuni Bpady. [TalueHTaM ¢ akTHBHBIMU OCTPBIMH U XPOHHYECKMMH MH(PEKLMAMMU HE ClieyeT
HauuHaTh JIeYCHHE TepU(DIYHOMUIOM [0 MOJHOrO M3nedenus. [Ipuem TepuayHomMuaa He
PEKOMEHAYETCS MPH TAKEIOM UMMYHOAEDULIMTE, HAPYILLIEHHSAX CO CTOPOHBI KOCTHOTO MO3Ta HIIH
TPH TAKENBIX HEKOHTPOIUPYEMBIX HHEKLMAX.

besonacHocTh TepudayHoMuaa y nauMeHToB ¢ JaTeHTHOM (opmoit TyGepkysiesa HeuspecTHa.
CkpuHMHT Ha TyGepKyJe3 B KIMHMYECKHX MCCIEAOBAHMAX CUCTEMATHUECKH He MPOBOAKIICH.
[TauueHram, MMEIOWMM MONOKHTENbHBIH TecT Ha TyGepKyse3 pU CKPUHUHIE, Mepejl HayaaoM
npuema TepudryHoMua HEOOXOANMO NPOHTH COOTBETCTBYOLLEE JIeUEHHE.

Hapywenus ¢pynxkyuu nezkux

B kinHHuecKuX nccne0BaHUAX TepudayHOMMAA He HabI0Aan0Ch Clly4aeB MHTEPCTULIMAIbHBIX
JIErOYHBIX HapyieHuit. [Tpu nocTperucTpamoHHOM npuMeHeHny TepudyHoOMMaa Habmoaan0Ch
Pa3BUTHE HMHTEPCTULMANBHBIX Oose3Hedl Nerkux, BKJIIOYAs OCTPBIH MHTEPCTHLMANbHBI
MTHEBMOHMT.

Bo Bpems seuenus nedayHOMMAOM, AKTHUBHBIM  MeTaBOIMTOM KOTOpOro  siBsieTcs
TepUGIYHOMHUA, COOBWIANOCH O PasBUTHH WHTEPCTHLMATBHBIX GONE3HeH Nerkux, obocTpeHnu
paHee CylIeCTBOBABIIMX MHTEPCTULIMANBLHBIX Gone3Heil jerkux. MuTepcTuimManbHbie GoesHu
JIETKMX MOTYT pa3sBMBaTbCA OCTPO B J1106OE BPEMs B TECUECHHE JICYEHHA M MMETh Pa3UyHbIE
KIMHUYECKHE MposB/ieHUA. MHTepcTHUManbhble  GONE3HH  JIErKMX MOTYT NPUBOANTL K
JIeTabHOMY MCXO/y. Pa3BUTHE HOBBIX MM yXY/LLIEHHE CYLIECTBYIOUIMX ErOYHBIX CHMITOMOB,
TaKHMX KaK Kallelb W O/IblIIKA, COYETAIOLMXCS C IMXOPANKOH K Ge3 TMxopaaku, MOKeT ObiTh

NMPUYMHOM /1S MpPEKpalleH!s TEPAnuK W Ui AajibHEILIEro cOOTBETCTBYIOWEr0 06cien0BaH s



nauuenTa. B ciyuae neo6xoaumoctn otvensl npenapara CJI/lyeT pacCMOTPETh BOMPOC O Hauase
MPOLEYpbl yCKOPEHHOTO BbIBeCHHs TeprdayHomMuaa (cM. pasaen «DapMakoKHHETHKAY).
Iemamonozuueckue napywenus

B nnaue6o koHTpompyembIx Hecnen0BaHUSX HaBMIONAT0CH YMEHBLUIEHHE CPEHEro KOJMYeCTBa
NIEHKOUMTOB B KpoBM npubausutensHo Ha 15 % OT MCXOAHOrO YpOBHs (rnaBHbIM 06pasom,
HEHTPOPUABHBIX NEHKOLMTOB U TUMQOLMTOB) U KOIMUYECTRA TPOMOOUMTOB NPUBIN3UTENBHO Ha
10 %. Tlepen nauanom Tepanuu Tepud Iy HOMUAOM U BO BpeMs JIe4E€HUs HEOOXOANMO MPOBOAUTD
KIMHUYECKUH aHaM3 KPOBM C OMpejesieHHeM JeiKOLMTAPHOI Gopmynbl M Koamuectpa
TpomOOLHUTOB B nepudepuyeckoii kposu. Ha done Tepanuu TepUdIYHOMUAOM HEOOX0AUMO
NPOBOJNTL  JIOMOJIHUTEIbHBIA MOHMTOPHUHI TIPH MOABIEHUM KIMHUYECKUX CHMIITOMOB M
NPU3HAKOB, YKa3bIBAIOIMX HA HAJUYNE MH(EKLINH,

Y NauMeHToB ¢ CyLIeCTBYIOLIEH aHeMUeH, neiiKoneHueit u/umm TpomGouuTONeHHeH, a TaKkKe y
MALMEHTOB C HAapYICHUSIMH KOCTHOMO3IOBOTO KPOBETBOPEHHSA W/IM MMEIOLIMX BBICOKMI PUCK
MOAABICHHA  KOCTHOMO3rOBOrO ~ KPOBETBOPEHMS, MMEETCS TOBBILIEHHbI PHCK  pa3BUTHSA
FEMATOJIOrMYECKHX HApyWeHUH TNpu npumeHeHuu TepudyHommuaa. B caywae passutis
YKa3aHHBIX HEXKE/MAaTCe/bHbIX PEAaKUMi [/ yMEHbIIEHUS KOHUEHTpauuu TepudayHOMMAA B
niasMe KpoBH HEOOXOAMMO paccMOTPETb BOMPOC O MPUMEHEHHH NpOUEAYPbl YCKOPEHHOTO
BbIBE/IEHHUS TepU(IyHOMM/IA.

B cityyasx BbipaykeHHBIX reMaToIorHYeCKuX Hapy LIeHUH, BKII0Yas MaHUKUTONEHHIO, IPUMEHEHHE
Tepr(ayHOMHIA 1 TH060r0 APy roro NOAaBMISIOLIEr0 KOCTHOMO3rOBOE KpOBETBOPEHHE Npenapara
AOIUKHO ObITb MPEKPAlIEHO, W CAEyeT PaccCMOTPETh BOMPOC O MPOBEAEHHH npoueypbl
YCKOPEHHOro BbiBEACHUS TepuIy HOMUA.

Kooxcnvie peakyuu

Coob1anock o ciyyasx pa3BUTUS CEPbE3HBIX KOKHBIX PEaKLMil, HHOI/IA C JeTalbHbIM MCXO/10M,
BKJIto4as passutue cuuapoma Cruserca-/KoHCOHa, TOKCHYECKOrO MMAEPMATLHONO HEKPOIH3a
H JIEKapCTBEHHO-00YC/IOBICHHON peakUuu ¢ 303MHODUIMEN M CHCTEMHBIMH CHMITOMAaMH
(DRESS-cunapom).

Ecin BozHMKaeT nogo3perue, 4To HabMI0AaEMbIE CO CTOPOHbBI KOXKH /MM CAM3MCTBIX 000104k
peaKkLun (A3BEHHbI CTOMATHT) NPUHMMAIOT XapakTep THKENbIX reHepaTu30BAHHBIX KOKHbBIX
peakuuit (curapoma CruseHca-J[KOHCOHA, TOKCHHECKOTO SMHAEPMATLHOTO HEKponu3a -
cuHapoma Jlafiesnna, JieKapcTBeHHO-00YCIOBICHHON peakiuu ¢ 303MHO(GUIHEN U CHCTEMHBIMMU
cumnromamu  —  DRESS-cunapoma), neuenue TtepuduiyHoMuaoM M moOBGHIMH - ApyrEMHM
npenapaTamu, MOTEHUHKAILHO BbI3bIBAIOILMMH M00GHBIE PeaKlMH, 0MKHO ObITh MPEKpalleHo;
CJCAYET HEMEUICHHO Ha4yaTb MPOLEAYpPY YCKOPEHHOro BbiBeAeHMs TepudayHomuaa. B Takmx

Ccllyyasix [IMaUMeHTbl HE JOJ/DKHbl BO300HOBISATH JI€YEHUE TepMCbIIyHOMMIIOM (CM. pasaen



«IIpoTHBOMOKa3aHHMAY).

Bo Bpems Tepanuu tepudayHomuaom coobianocs o CilyyasX pasBuUTHS ncopuasa (B TOM 4YHcIle
MYCTY/IE3HOTO NCopHasa) U 06OCTPeHHs yxKe MMEIOLIerocs ncopuasa. Ha ocHOBaHMM OLEHKH
3a00/1€BaHUs M aHAMHE3a MalMeHTa MOXKET GbITh paccMOTpeH BOMPOC O MpeKpalleHu npuema
TePU(IYHOMM/IA UITH HAayalle NPOLey bl €ro YCKOPEHHOIO BbIBE/IEHHS.

Ilepupepuueckan neiponamusn

Y NauMeHToB, NPUHUMABLIMX TepUDIYHOMUI, HAGIIOMATNCE ciyyau nepudepuyeckoit
HefiponiaTun. Ilocne npekpalueHns npuema npenapara COCTOSHHE GOJbLIMHCTBA MauMeHTOB
yayudwanock. Tem He MeHee, oTMeyanach 3HAYMTENbHAA BapuabenbHOCTh  MCXO/a
nepugepuyeckoil HeHponaTHu, T. €. y HEKOTOPBIX MALMEHTOB HeiiponaTus paspelinnach, a y
4acTH NaLMEHTOB MHTCHCHBHOCTL CUMNTOMOB He MeHsnach. Ecin y naumenTa, npuuumasiwero
TepH(pJIYHOMHJL, AMArHOCTUPOBaHA Nepudepuyeckas HelponaTus, ciefyeT paccMOTPETh BOMPOC
O MPEKpalICHNU NpUeMa TepU(IYHOMUAA W NPOBEACHHH NPOLEAYPbl YCKOPEHHOrO BbIBEACH S
TepudyHOMHUa.

Baxkyunayus

JlBa  KJAMHMYECKMX HCCENOBaHMA  MOKA3alM, YTO  BaKIMHALMH MHAKTHBUPOBAHHBIM
HEOAHTHIreHOM (MepBas BaKUMHALMA) WM [OBTOPHBIM aHTHIEHOM (peBakuMHALMA) MM
CEHCUOMIIM3UPYIOMM AHTHUTEHOM (CTUMYNSLMs) Gblin 6e30NacHbIMU U 3hEeKTUBHBIMU BO
BpeMs JieueHUs TepudayHoMuaoM. [TpuMeHeHne KUBBIX OCHabNeHHbBIX BaKUMH MOXKET GbiTh
CBA3aHO C PUCKOM MH(MUMPOBAHMSA U MOITOMY €ro cieayeT n3Gerars.

Hmmynocynpeccusnan u ummynomodyaupyowan mepanusn

[TockonbKy nedryHOMUA ABAAETCH MCXOAHBIM COEAMHEHHEM TepUdIyHOMHUAA, OAHOBPEMEHHbIH
npuem TepudyHoMuaa ¢ aedryHOMHUIOM HE PEKOMEH/I0BaH.

OnHoBpemenHoe — npuMeHeHne — TepudayHOMMAA  C  AHTHHEONJACTMYECKMMH WM
MMMYHOCYNPECCHBHBIMU NpEnapaTaMu, MPUMEHSEMbIMH /151 JIEYEHHS PACCESHHOTO CKJIEpo3a, He
u3ydanocb. HccnenoBanus no 6€30macHOCTH, B KOTOPBIX TepH(IyHOMHA NMpUHUMAaCH
OZIHOBPEMEHHO ¢ MHTep(hEepOHOM GeTa MM ¢ raTupamepa aleTaTtoM Ha MPOTSHKEHMH 10 OAHOTO
rojia, He BhIABHIIM pobiieM ¢ Ge3onacHoCThio. besonacHocTb 3T0i KOMOHHALIMKM NIPH ATUTEIHOM
npUemMe 15 JICYEHHs PacCessHHOTO CKJIepO3a HE U3yyasach.

Ilepexoo na mepunynomud unu ¢ mepugpnynomuda

Ha oCHOBaHMM K/IMHMYECKMX JaHHBIX, OTHOCALIMXCA K OJHOBPEMEHHOMY [MPHMEHEHHIO
TepudyHomMuaa ¢ uHTepdEepoHOM GeTa i ¢ raaTMpaMepa aleTaToM, MOXKHO CKa3aTh, YTO HET
HHKaKOH HEOOXOAMMOCTH B MepUO/e OKMAAHUS NPH Hauajie Tepanuu TepudhayHOMUIOM Nocie
uHTepepoHa GeTa uiu raaTupamepa aleTaTa, Wim npy Hayase Tepanun nutepdepoHom Geta uau

riaTupamepa alueTaToMm nocje Tepanuu TepudiyHOMUAOM.



B cBa3n ¢ anutensHbiM nepuosoM mosty BbiBeeHus HaTanu3ymaba OfHOBpEMEHHAs CUCTeMHas
IKCMO3NLMA, W, C/IC0BATE/LHO, OJIHOBPEMEHHOE BO3ACHCTBHE HA MUMMYHHYIO CHCTEMY MOXKET
MPOM3OHTH B Cilyuae Hauana Tepanuu TepudIyHOMHUAOM B TeyeHue 2-3-x MECSILIEB TOC/Ie
fpekpalieHus npuema Haranusymaba. [lostomy crenyer cobmoaarh Mepsl MPEL0CTOPOIKHOCTH
MpH TIEpexo/ie ¢ Tepanuu Hatanu3ymabom Ha TepudayHOMML,

C yuetom nepuoaa nomysbiBeeHus ¢unronnmona Heobxoaum 6-HemenbHbIIH uHTEpBan Oe3
Tepanny AN 31MMUHALMKM W3 OpraHM3Ma LUMPKYJIMpPYIOWMX Bewects. OT 1-ro 10 2-X Mecsies
HEOOXOAMMO /I BO3BpAIUEHMS KOJMYECTBA TUM(OLMTOB K HOPME TOC]e NpeKpalleHus
npumeHenns duHronnmona. Hauano neuenus tepudyHOMMAOM B TeueHHe 3TOro BPEMEHHOTO
HHTCpBA/a MOMKET MPHBECTH K ONHOBPEMEHHOH CHMCTEMHOI OSKCMO3MUMM (MHrOMMMOnA M
TepudyHOMUAA. DTO MOKET NPUBOIMTH K aJVINTHBHOMY BO3/ICHCTBHIO HA UMMYHHYIO CHCTEMY.
[ostomy cnenyer cobaromath Mepbi NMPEAOCTOPOKHOCTH  MPH  NEPEXoje C Tepanuu
(hUHrOIMMOJOM Ha Tepanuio TepudIyHOMHUAOM.

Y NauMeHTOB C pacCesHHBIM CKIEPO30M MeauaHa nepuoja MoJjlyBbIBEJCHHS M3 OpraHuima
coctapnana npuban3uTensHo 19 aueii Ha Goke npuema NOBTOPHBIX 103 npenapara B a03e 14 mr.
Ecan npunato peuenue o npekpamieHun neyenus TepU(IYHOMHIOM B TeYeHHe 5 nepHooB
noayBbiBeCHHs (MPUOIH3UTENBLHO 3,5 Mecsilia, XOTS Y HEKOTOPBIX MALMEHTOB MOYKET GbITh M
A07IblIE), HAYal0 ApPYroit Tepanuu NpUBEAET K ONHOBPEMEHHOH CHCTEMHOI 9KCMO3ULHUU C
TepuGayHOMUIOM. DTO MOKET NMPUBECTH K aJUIMTUBHOMY BO3/ICHCTBHIO HA UMMYHHYIO CHCTEMY,
4T0 TpeOyeT 0653aTeNbHOro COBII0AEH!S MEP MPEI0CTOPOIKHOCTH.

Jlakmosa

[Tockonbky Tabnetkn TepudayHOMMAA comepxkaT NaKTO3y, MaLMEHTaM c HEMEePEHOCUMOCTBIO
rajakTosbl, AePUUNTOM IaKTa3bl WM TIHOKO30-TrajlakTO3HOI manbabcopbuueit He crieayer
NPUHAMATH 3TOT JIEKAPCTBEHHBIi Mpenapar.

Bausinue Ha c1oco6HOCT yNpPaB/IsSiTh TPAHCHIOPTHLIMHU CPEACTBAMM, MEXAHHIMAMH
TepuguyHoMna He OKa3bIBACT WM OKa3biBAET HE3HAUMTEBHOE BIMSHME HA CMOCOGHOCTS
YNpaBJATh aBTOMOOM/IEM WM MOJB30BaThCA MeXaHu3Mamu. OJIHAKO TP BO3HMKHOBEHHM
HEKE/IATE/IbHBIX SBJCHUH CO CTOPOHBI HEPBHOM CHCTEMBbI, HATIPUME, FOJIOBOKPYKEHHS, ClIeAyeT
BO3/ICPHKATLCS OT YNPABIEHUSA TPAHCTIOPTHBIMU CPEACTBAMM M 3aHATHI APYTUMH MOTEHLMATLHO
OTMAaCHBIMU BHJAMH AEATEIbHOCTH.

®opma BblNycKa

TabneTku, noKpbIThIE MIEHOYHON 060104KO#, 14 Mr

[To 10 uau 14 TabneTok B KOHTYPHYIO A4EHKOBYIO YNAKOBKY M3 MIIEHKH MOJIMBUHUIIXJIOPUAHOM U
(onbru anlOMMHIEBON NEYATHOI 1aKMPOBAHHOIA.

[Io 1, 3, 5 KOHTYpHBIX suelKOBBIX ynakoBok no 10 TaGieTok BmecTe ¢ UHCTPYKUHKEH MO



MPUMEHEHUIO MOMELLAIOT B NMa4Ky U3 KapToHa. [Tauku nomewwaror B rpynnosyio YNaKoOBKY.

[To 2, 6, 10 KOHTYpHBIX AYEHKOBBIX YMakoBok no 14 TaBieTok BMecTe c MUHCTPYKUHER 110
MPUMEHEHHIO NMOMEILAIOT B Na4Ky M3 KapToHa. [lauku nomeiaior B rpynmnosyio YNaKoBKY.
YeaoBusi Xxpanenus

XpauuTh npu Temneparype He Bbiue 30°C

XpaHuTh B HEJOCTYTHOM 15 JI€Teii MecTe

Cpok roanocrn

2 roaa.

He nenosib3osath npenapat no ucTeueHnH cpoka roaHOCTH.

Yea0Busi 0TyCKA M3 anTek

Ornyckaior no peuenry.

IIpousBoaurenn

AO «Dapmacuntes», Poccus

tOpunnueckuit agpec: 664007, Upkytckas o6, r. HUpkyrek yn. Kpacuorsapaeiickas, . 23,
otuc 3.

AJpec npon3BoACTBEHHO mowwaaku: r. Upkyrek, yi. P. JlrokcemOypr, a. 184.

Baaneaeu perucrpaunonnoro yaocrosepennsi/ Opranusauus, NpuHUMAOWAs NpPeTeH3HH
norpeduTenei

AO «®apmacuntesy, Pocens, 664040 r. Upkytck, ya. P. JltokcemOypr, a. 184.

ten.: 8-800-100-1550,

www.pharmasyntez.com

BHHC-HPCBHHCHT 10 KA4YECTBY H
PEryAsaTOPHLIM BOIpOCaM

AO «®apmacunTesy H.10. Manbix




