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11O MEJUIIMHCKOMY ITPUMEHEHUNIO JIEKAPCTBEHHOI'O IIPEITAPATA

Tepudpaynomun Kanon

PerucrpauunoHnslii Homep:

Toprosoe HaumenoBanue: Tepudnynomun Kanon

Me:xayHapoaHoe HeIATEHTOBAHHOE HJIH I'PYNNHPOBOYHOE HAMMEHOBaHHEe: TepUPIyHOMUT.
JlekapcTBenHasi popma: TabIETKH, TOKPHITHIE TNIEHOUYHOI 000I04YKOI.

Cocras

B 1 TabaeTke, NOKPBITON TNIEHOYHON 000JIOUYKOMN, CONEPKUTC:

oeticmeyrowee geujecmeo: Tepudynomun 14,00 mr;

8CHOMO2amebHble Bewjecmsad . TUIIPoo3a (THAPOKCHIIpomILeTono3a) 3,50 Mr, kapOokcume-
THIKpaxMas Hatpus 2,50 mr, kpaxman KyKypysHbii 42,00 mr, makTo3sl MmoHoruapat 76,00 mr,
MarHus cteapat 1,50 Mr, memmonoza Mukpokpuctamumnieckas 10,50 mr;

naenounas obonouxa: Onanpait 20A 205027 cunuii 5,00 Mr, B TOM UHclie: THIIPoo3a (THAPOKCH-
npomuieuonaosa) 1,6875 Mr, runmpomeniosa (THAPOKCHIIPONMMIMETHILEToN03a) 1,6875 wmr,
tanek 1,0000 mr, Tntana aguokcun 0,5500 mr, uaaurokapmus 0,0700 Mr, KpacuTeNnb COTHEUHBINA
3akaT kel 0,0050 mr.

Onucanue: TabIETKM KPYTIbIe IBOSKOBBIMYKIBIE, MOKPBITBIE TUIEHOUYHOH OOOIOYKOM CHHETO
uBeTa. Ha monepeuHoM paspese siipo MOUTH OeNoro IBeTa.

(dapmakoTepaneBTH4ecKass rpynmna: VMMyHoOenpeccaHTBl; CEEKTHBHBIE HMMYHOZETpEC-
CAHTBHI.

Kon ATX: LO4AA31

dapmakoJoruyecKue cBoiicTea

DapmakoouHamuKa

Mexaunsm nelicTeusg

TepudayHoMu - UMMYyHOMOIYTHPYIOLUINH JIeKapcTBEHHBIH Tpenapar ¢ MPOTHBOBOCIAIH-
TEJIbHBIMU CBOMCTBaMH, CEIEKTUBHO U OOPaTHMO HHTHOMPYIOILUH MUTOXOHAPHATBHBIN (pepMEeHT
muruapoopotataeruaporenasy (JI'O-T"), koTopelit HeoOXoaMM AN CHHTe3a MUPHMUINHA de
novo. Takum o6pazoM, TepuPIYHOMHUA OIOKHPYET MPOTHGEpaIio CTUMYITHPOBAHHBIX JTUMGO-
LIITOB, A7l KOTOPBIX HEOOXOANM CHHTE3 MUPUMHANHA de novo. TOUHBII MeXaHH3M, ¢ TOMOILBIO
KOTOPOTo TepU(pIYHOMHU OKa3bIBAaeT CBOE TEpANeBTHUECKOE JeHCTBHE NMPH PACCETHHOM CKIIe-
po3e, M3y4eH HEMOJTHOCTBIO, HO OH MOKET BKJIFOUaTh YMEHBIICHHE YHCIIa aKTHBHPOBAHHBIX JINM-
¢douuToB B ieHTpanbHoi HepBHOU cucteMe (LTHC). BoamoxkHo, uTo TepudryHOMU yMeHbIIaeT

YHCIIO NepupepuIecKUX aKTHBUPOBAHHBIX TMM(OIIMTOB, KOTOpPBIe MOTYT MUTpupoBaTs B [THC.
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Bauanue na xonuuecmeo UMMYHHbIX K1E€MOK @ KPOBU

BnusHue Ha KOTHYECTBO MMMYHHBIX KIETOK B KPOBH: B XO/I€ TAle00-KOHTPOIUPYEMBIX HC-
cleIoBaHUH NpHeM TepupayHoMHIa B 1o3e 14 MI oIMH pa3 B A€Hb MPUBOAMI K HE3HAUNTEIEHOMY
CHIKEHMIO CPEeIHEro KOJMMUYecTBa JTMMGOLUUTOB B NepHdepuieckoil kpoBu (MeHee ueM Ha 0,3-
109/:1), xoTOpOE HaOMOAIOCh B TEUEHHE TEPBBIX 3 MECSIIEB JIEUEHHS, TTOCIE YeTO KOIUYIECTBO
TUM}OINTOB B Nepupepuyeckoil KpOBH cTaOMIM3MPOBANIOCh Ha JOCTUTHYTOM YPOBHE M COXpa-
HSUTOCh Ha 3TOM YPOBHE J0 OKOHYAHUS JIEUEHUS.

B xnmmHMYecKoM HccleJOBaHNH, Y TTALIMEHTOB, MOMYyYaBIINX JIeUeHHE TEPUPIYHOMHUIOM,
COXPaHSUTUCH aJIeKBaTHbIE MMMYHHBIE PEaKIIMU Ha CE30HHYIO TPOTHBOTPUITITO3HYIO BaKIIMHALIMIO,
YTO COOTBETCTBOBAJO TMOANCPKAHUIO pEaKIMH aKTHBHOM MMMyHM3auUMHu. llanMeHTH B 00eHux
rpynmnax npuema TepuduyHomuaa (7 Mr 1 14 Mr B cyTkH) Tocie BaKIMHALMU JOCTHTAIH CEPO-
MPOTEKTUBHBIX TUTPOB aHTUTEN: TIOcHe BaKIMHAIMK Oosee 90 % malueHToB TOCTUTIIH TUTPA aH-
tiuten >40 k wramvam HINT u B. J{ns mrramva H3N2, Tutpel antuTen >40 ObUTH JOCTUTHYTH Y
>90 % manueHToB B IpyIIe NpuMa TepupIyHOMHUIA B 103€ 7 MT' B CYTKH, U 'y 77 % TMallueHToB B
rpyIie npuema TepuryHoMuaa B o3¢ 14 r B cyTKH.

B npyrom paHaoMHU3HpOBaHHOM, IBOHHOM CIETIOM, TLTAIe00-KOHTPOIHpYeMOM (hapMako-
IMHAMHYECKOM HCCIEIOBAaHUH, IIPOBEIEHHOM Y 30OPOBBIX JOOPOBONBILEB, OBLT H3y4eH HMMYH-
HBII OTBET Ha BBEIEHHE MHAKTUBHPOBAHHOW BAaKLMHBEI MPOTHUB OelleHCTBa (HeoaHTureHa). Ilo
OKOHYaHUH CXeMBl BAaKLIMHAIIMU Te€OMETPHUECKHE CPEIHUE THTPOB aHTHTEN K aHTHpaOudecKoi
BaKIIMHE (BaKI[MHE IMPOTHB OCLIEHCTBAa) B IpylIie TepudgIyHoMUAa ObUIM HIDKE, YeM B TpyIIe
tae6o, JoCcTHras MOCTBAKLIMHAIBHOTO JIeYeOHOTO COOTHOLIEHHS 3HaUEHWH THTPOB aHTHUTEN B
rpymme TepudgayHoMua MpoTHB rpymsl mianedo [90 % U], coctaBnstontero 0,53 [0,35, 0,81].
OnHako y BceX MOOPOBOJNBIEB TUTPHI aHTHPAOMTHHECKHX aHTUTEN IMOCIE BAaKIMHALMH OBLITH
Beile 0,5 ME/mn (Tutpa, sSBISIOLIErOCS MOPOTOBBIM IS CEPONPOTEKLINH). B ToM ke nccnenopa-
HHUH, Y TOOpPOBOJBIER, MOTYHaBILIUX TEPUPITYHOMU, CIIOCOOHOCTD K MPOSIBICHHIO KOXKHBIX peak-
LM THIIEPIYBCTBUTENBLHOCTH 3aMeITICHHOT O THIIa Ha TOBTOPHOE BBEICHUE TAKUX aHTUTEHOB, KaK
anturensl Candida albicans, Trichcphyton unyu oUMILIEHHBIN AepHBaT (MIPOU3BOJHOE) Oenka Ty-

OepKyJHMHa, He OTIMYANACh OT TAKOBOH Y JOOPOBOJBIIEB IPYIIIHI IIane6o.

Bruanue na unmepean QT

B xoxe mnane60-KoHTPOIUPYEMOTo UCCIEAOBAHHS, IIPOBEIEHHOTO ¢ yIacTHEM 3I0OPOBBIX
TOOPOBONBIIEB, TePUMITYHOMHU MTPH CPETHHX KOHIIEHTPAIIUAX B PABHOBECHOM COCTOSTHHH HE TTO-
Ka3aJl KaKoro-1u0o MoTeHIHaa I yuTHHeHUs nHTepBaia QTcF mo cpaBHeHMIO ¢ Ttanedo: ca-

Moe OoJIbIIIOe CpeHEe pa3Inuie MeXIY TepH(pIyHOMHUIOM U Imanebo cocTaBuio 3,45 Mc ¢ BepX-
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uue QTcF e 6pu10 >480 MC, M HU OJTHO U3MEHEHHUE UIMTETLHOCTH 3TOT0 MHTEpBala He ObL10 >60
MC 10 CPaBHEHHUIO ¢ UCXOJHBIM 3HAUCHUEM.
Brusnue na gynrxyuro noveunvix kanansvyes

B xone nnane6o-KoHTpoIupyeMbIX HeclenoBaHuit Haomoaanock 20-30 % cHUXeH1e KOH-
HEHTpaIlid MOYEBOU KUCIOTHI B CHIBOPOTKE KPOBH Y MAIHEHTOB, TPUHUMABILUX TePUPIYHOMHUI,
O cpaBHEHUIO ¢ TpymIoi rianebo. CpeqHee cHIKeHHE cofiepxkaHus (pocdopa B CHIBOPOTKE CO-
craBuio okoso 10-15 % B rpymnmne TepupayHoMHIa 1O CpaBHEHHUIO ¢ Tpymmoi mianebo. Takue
3¢ (}eKThl CUNTAIOTCS CBSI3aHHBIMHU C YBETTMUECHUEM MOUESYHON KaHATBIIEBOM SKCKPELIUU U HE CBS-
3aHbl ¢ U3MEHEHUSIMHU B (PYHKITUH MOYEUHBIX KITYOOUKOB.

Kinanueckas >¢dbdekTHBHOCTE H 0€30IIaCHOCTD

DddexTHBHOCTE TepHpIyHOMHIa OBUTA MPOJEMOHCTPUPOBAHA B XOJ€ HCCIEIOBaHHH
EFC6049/TEMSO u TOWER, xoTopble ObUIH TOCBSILEHBI OIEHKE €KETHEBHOIO MpHeMa Te-
pudayHomuaa B fo3e 7 mMr u 14 mr y nmaunenTos ¢ PPC.

B nenom 1088 marmenToB ¢ PPC 6butnt pangoMuzupoBansl B uccienoBanne TEMSO s
npueMa B TeueHue 108 Henmens TepudayHoMuaa B no3e 7 mMr (n=366) wmm 14 mr (n=359), wim
npueMa mianebo n=363). Bce maeHTs UMENH YCTaHOBISHHBIN THarHo3 paccesHHOTO CKIIepo3a
(PC) (na ocHoBanum xputepueB Max/lonansna (2001)), peunanBupyroliee TeHeHHEe ¢ HIH O3
MPOTpecCUPOBaHMS; TALIMEHTHI MEPEHECIH, KaK MUHUMYM, | peluaAuB B TeUEeHUE Tofa, MpeIie-
CTBYIOILIETO HCCIIEJOBAHUIO HITH, KaK MUHUMYM, 2 peLlUNBa 3a 2 roJa, IPeAIeCTBYIOIIHNX HCClle-
noBaHUIo. [IpH BKIIOUEHNH B MCCIIeIOBAaHNE MMALMEHTH UMENTH CpeiHuit 6ait o Pacumpennoit
mkane oueHkn nHBaMa3auuu (EDSS - Expanded Disability Status Scale) coctasnsan <5,5. Cpen-
HUI BO3pacT M3y4aeMOH TpyIIbl MalUeHTOB cocTaBisl 37,9 ner. BompIIMHCTBO MalMEHTOB
UMENTH peMUTTHPYIOIIYIO (opMy paccesHHoro ckieposa (91,5 %), Taxke ObUTH MpeacTaBICHBI
MOJATPYNIIBI MAIMEHTOB ¢ BTOPHYHBIM MTpOrpeccHpYoNM (4,7 %) WK MporpeccHpyole-peri-
IMBHUPYIOLUIMM pPaccestHHBIM ckiepo3oM (3,9 %). CpeaHee KoIMUecTBO OOOCTpEHHH B TeUeHHE
rojia mepes BKIOUEHHUEM B McClIeJOBaHUE cocTaBIsuIo 1,4, mpu 3ToM ucxogHo y 36,2 % mauueH-
TOB OBLITM OYaru, HaKaIIMBaloOLe KOHTPACTHOE BEILECTBO rafoMMHUN. CpeqHUI OaT Mo IKaje
EDSS na MOMeHT BKIIIOUEHHS B HccienoBanne cocTaBis 2,50. CpeqHssa NpoaoKUTENbHOCTh
3a00JIeBaHUs C MOMEHTA MOSBJICHHUS MEPBBIX CUMITTOMOB ObL1a 8,7 1eT. BoNBIINHCTBO MALMEHTOB
(73 %) He MpUHUMAIO MpENMapaToB, H3MEHSIOIINX TeUeHHe paccesHHoro ckieposa (IIUTPC) B
TeueHHe 2-X JeT Nepe/l BKIUEHHEM B HccleoBaHue. Pe3ynbTaThl HCClIeAOBaHUS TPEICTaBIECHBI
B TaGnuie 2.

Anxanmsz OTAAJICHHBIX PE3YILTATOB, IMOJIYUYCHHBIX B XOIC HOJTIOCPOUHOIO HOIIOJTHUTEIIb-
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HOTO KJIMHUYeckoro uccienoBanus TEMSO (Méauana o“mﬁ" HPOAOTHKHTEALHOCTH JCUEHHS €O

CTaBMJIa TIPUOIM3UTENBHO 5 JET, MaKCHUMaJIbHAs TPOJOJKUTENBHOCTD JIEYEHUSI COCTaBHIIA TIPH-
ONMM3UTENBHO 8,5 JEeT) He BBIIBMJI HOBBIX WJIM HEO)KMIAHHBIX JaHHBIX MO O€30MacHOCTH IMpemna-
parta.

B nenom 1169 naunentos ¢ PPC 6vimu BriTI04eHs! B HccnenoBanne TOWER s mpuéma
TepudyHoMuaa B f1o3e 7 Mr (n=408) umu 14 mr (n=372), unu npuema rnanedo (n=389). Jlmu-
TENILHOCTB JIEUeHUs cocTaBuiIa 48 Helenb Mmocie BKIIOUSHHS TOCIeHEro naluueHTa. Bee mamm-
€HTBl UMENTH YCTaHOBJICHHBIN IHarHoO3 paccesHHOTO cKJIepo3a (Ha OCHOBaHMHU KpUTepueB Makio-
Hanmpaa (2001)), peuuanBHpyroliee TEHEHHUE ¢ WK 0€3 MPOrpeccHH, M MEPEHECIH, KaKk MUHUMYM,
OIIMH PELMAMB B TEUECHHUE I0J1a, MPEAIIECTBYIOLIETO HCCAeIOBaHUIO, WIIH, KAK MUHUMYM, 2 peLu-
IMBa 3a JIBa rofia NMepea HcciegoBaHueM. [IpH BKIIOYEHHUH B HCCleOBaHUE MALUEHTH UMETH
6ann no Pacmmpennoit EDSS, coctapnstommii < 5,5. CpeHHi BO3pacT HCCIeIyeMOH TPYIIIEI
MalMEeHTOB cocTaBIsUT 37,9 net. BoNbIIMHCTBO MAalMEHTOB UMENH PELUANBUPYIOIIE-PEMUTTHPY-
IOIIMI paccesHHBIN ckiepo3 (97,5 %), Ho OBUIM MOATPYIITE MTALMEHTOB ¢ BTOPUYHO-TIPOTPECcCH-
pytomnm (0,8 %) mnu mporpeccupyroLie-pellMINBUPYIOILINM paccessHHBIM ckiepo3oM (1,7 %).
CpenHee KOMMYECTBO PELMIMBOB B TEUSHHE Tofa Tiepe BKIIOUEHHEM B HCCIIEIOBaHHE COCTAB-
nsuto 1,4. Menuana 6amtoB EDSS y naiiieHToB Ha MOMEHT BKJTIOUEHHS B HCCleIOBaHHE COCTAB-
nsna 2,50. CpenHss MpooHKUTENBHOCTD 3a00JI€BaHU ¢ MOMEHTA TIOSBICHHS TIEPBBIX CHMIITO-
MOB cocTaBisuia 8 neT. bonbmHCTBO MarmeHToB (67,2 %) He MpUHIMANO MpenapaToB, H3MEHS-
IOIINX TeUeHHe 3a00/IeBaHMs, B TEUEHHE 2-X JIET Mepell BKIIOUEHHEM B HcceloBaHue. Pe3ynb-
TaThl HCCIIEOBAHUS TPEACTABIEHBI B TAOIHIE 2.

Tabmuia 2. I'maBHBIe pe3yabTaThl (IS yTBepKACHHON M03bl1, momyisaius ITT-manu-

CHTBI, HAYaBIINUC JICY CHI/IC)

Hue pucka (95 % JN)

-0,17 (0,26, -0,08)***

Hccnenopanue TEMSO Hccnenoanne TOWER
Tepudpaynomun 14 | Ilnane6o | Tepudaynomun 14 Ilname6o
M Mr
KonunuectBo manueHTOB 358 363 370 388
Kiannnyeckne HCX0IbI
Cpeneroziosas a- 0,37 0,54 0,32 0,50
cTOTa 060CTpEeHUI
AGCOIIOTHOE  CHIDKE-

-0,18 (-0,27, -0,09)***

[IportenT marmenToB 0Oe3

ycroituuBoe (B Tedenue 12

PEIUANBOB TIO COCTOSTHHIO 56,5 % 45,6 % 57,1 % 46,8 %
Ha 108 Hegemo

OmmuocumenvHwill pUCK sk o
J11195%) 0,72 (0,58, 0,89) 0,63 (0,50, 0,79)
[IpolieHT MaIMeHToB, Y

KOTOPBIX IMETI0 MECTO 20,2 % 27,3 % 15,8 % 19,7 %
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HHBaJIUAN3AIUH 10
cocrognuo Ha 108 me-
JETIO

Ommnoutenue puckos, pac-
CUUMAHHOE HA OCHOBE KPU-
guix sbixcusanus Kannana-
Meitiepa (/IH95%) no co-
cmosnuio Ha 108

Heoenro

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

[IpolieHT MaIlueHToB, Y
KOTOPBIX KMEN0 MECTO
ycroitunBoe (B Tedenue 24
HeJiesb) MPorpeccupoBaHue
MHBAIUIU3alAN 110
coctosHMo Ha 108 Henenro

13,8 % 18,7 % 11,7 % 11,9 %

OmHowenue puckos, pac-
CYUMAHHOE HA OCHOBE KPU-
avix gvixcusanus Kannana-
Meiiepa (JIH95%)

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

Koneunslie Toukn MPT (MarHuTHO-pe3oHaHCHas ToMorpadus)

Wsmenenne BOD wHenmens 0.72 221
1081
Hsmenenus omuocumenoto 67 Ok
niaayebo

CpeaHee KOTUIECTBO
0YaroB, HAKaIUIMBAIOIINX
I'n (ragonwawmit) Ha
ckaHorpamme K Hepene 108 He ompenensimocs
Hsmenenus omuocumensto I
naayebo(/AH95%) 0,80 (-1,20,-0,39)
KonndaectBO 0oTOEABHEBIX
AKTHBHBIX 0YaroB Ha 0,75 2,46
cKaHOrpamMMe

HUsmenenus omuocumensto
naayebo(/AH95%)

0,38 1,18

69 % (59 %, 77 Yoyt

[Ipumeuanus: **** - p <(0,0001, *** - p <0,001, ** - p <0,01, * - p <0,05 B cpaBHEeHNH ¢ MIa1e00;

1. BOD: o6mmit 06bem odaros B M1 (T2 u runonHTeHcHBHEIX T1).

DghgpexmusHocme y nayueHmos ¢ 8blCOKOU AKMUBHOCMbIO 3a00.1€8AHUSA

B uccnenoanuun TEMSO B nmoarpyie naiieHTOB ¢ BRICOKOW aKTUBHOCTEIO 32a00JIeBaHH
a1 (n=127) Habmrogancs ycToMUUBBINA 3 (ekT Tepaniy Tepu(pIyHOMHUIOM B OTHOIIEHHH 000CTpe
uuit PC yeroitunBoro (B TeueHne 12 Helens) NporpeccHpoBaHUs HHBATUIN3AIMH. B cOOTBETCTB
UM ¢ IU3afHOM MCCIIEIOBaHMs BBICOKasi akTHBHOCTD 3a00JIeBaHMS OTIpeieNsach P HATMIUN 2
WK OoJiee pEIINBOB B TeUEHHE Iojla ¢ BU3yalH3alleil OHOTO WK OoJiee HaKaIlTHBAIOIIHNX Tajl
onmuuuit ouaroB Ha MPT romnoBHoro mo3ra. [logoGHBIN aHanu3 moarpymnn B ucciegoBanun TOW

ER He npoBoamics, Tak kak He ObLIO MoydeHo naHHbiXx MPT.
OTCYTCTBYIOT JaHHBIE O MAIIMEHTaX, He OTBEYAIONINX Ha TTOMHBIA U aIcKBaTHBIN Kypc

nevueHus (B cpeiHeM | roa Tepamnmm) 6eTa-MHTEPPEPOHOM, H UMEIOIIHNX KaK MUHUMYM OJTHH

PELUINB B TEUEHHE MPEIBIAYIIEro roAa Ha (poHe Tepanni, U Kak MUHUMYM 9 T2-runepuHTeHCHB
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, WM O TTALIUEHTaX, Y KOTOPBIX HacTOTa BOSHUKHOBEHUS 00OCTPEHUH He M3MEHMIACH WIIH YMEHb
IIKIach B TEUEHHE TPEAbIAYILErO ToAa MPHU CPAaBHEHNH € TPEABIIYILIAMH 2 TOJaMH.

Knunnueckoe nccnenosanue TOPIC Obino TBOHHBIM cleNbIM, MIAIe00 KOHTPOTHPYEMBI
M, HCCIIeZIOBaHUEM, B XO/ie KOTOPOTO OLIEHUBAJIHN MPHHUMAaeMbIe OIUH Pa3 B CYTKU J03bI
TepudyHoMuaa 7 Mr u 14 mr B Tedenue 108 HeeNb MallMEHTaMH € IEPBBIM KITHHHUECKUM
JIEMUETUHU3ZUPYIOIHNM 3H30/0M (cpenHuii BozpacT 32,1 net). OCHOBHBIM KPUTEPHUEM OLIEHKH
OBLITO BpeMsl 10 BTOPOTO KITMHUYECKOTO 3MHU30/a (pEeLUANBa).

B o0mieit cnoxHocTH 618 ManueHToB OBIIM paHIOMU3MPOBAHEI B TPYIIIBI, TOTyHarOIHe
7 mr (n=205) wm 14 mMr (n=216) tepudaynomuaa, nin mianedo (n=197). Puck Broporo
KITMHIYECKOTo 00OCTPEHHUS Ha MPOTSHKEHUH 2 JieT cocTaBua 35,9 % B rpymne mianebo u 24,0 %
B IpyIIIE JIeYeHUs TepuIyHOMHUAOM B 1o3e 14 mr (oTHomenue puckos: 0,57, 95 % noeepurens
Heli mHTepBa: 0,38-0,87, p=0,0087). Pe3ynbTaThl, MoTyueHHbIE B X0/I€ KITHHHUECKOTO UCCIIENI0B
anust TOPIC, moarBepannu 3GpPpeKTHBHOCTD TEPUPIYHOMHUA TIPU PELUIUBUPYIOLIE-PEMUTTH-
pyroleM paccesHHoM ckiiepose (PPPC) (B Tom uncie mpu panaem PPPC ¢ mepsriM
KIMHUYECKHM JIeMHETHHU3UPYIOIUM 3MHu3070M U MPT-odaramu pa3nuyHON JaBHOCTH M JIOKal
H3allin).

DddexTuBHOCTH TepupIyHOMUIA CpaBHUBATH € HPPEKTUBHOCTHIO TTOIKOKHOTO BBEIEHH
g uHTepdepoHa 6eTa-1a (B peKkOMEHIOBaHHOM J03€, cocTaplstonleil 44 MKT, TpH pa3a B HeJIENI0)
B paMKax HcciefoBaHus ¢ yuactueM 324 nmauueHToB (TENERE). MunumansHas
IIPOAOKUTEIBHOCTD JIEYEHHS cocTaBIIIa 48 Henenb; MakcuManbHas - 114 Henens. Bpems no te
paneBTHYECKOI Heyaaun (MOATBEPKACHHBIH PEIMINB WIH TTOJIHOE TpEeKpallleHne JeUeHHs, He3a
BHCHMO OT TOT'O, UTO MPOU3OIILIO B MIEPBYIO OUepe/Ib) ObUIO MEPBUUHOM KoHeuUHOM Toukoil. Komn
YeCTBO MAI[MEHTOB, OKOHUATENBHO NMPEKPATHBILNX JieUueHNe, B rpymie TepudryHoMuaa 14 Mr co
crasuio 22 u3 111 (19,8 %). Ilpuunnamu OblTH HexenaTenbHble sBaeHud (10,8 %), HemocTaTou
Hast 3¢ pexTuBHOCTE (3,6 %), npyrue npuuanHsl (4,5 %) 1 moteps M1 JadbHEHIIEr0 HAOMIOICHUS
(0,9 %). KonmndecTBO MalMeHTOB, OKOHYATEIBHO MPEKPATUBIINX JICUEHHUE, B TPYIIIIE
uHTepdepoHa d6era-1a cocrasuino 30 u3 104 (28,8 %). [IpuunHaMu ObUTH HeXeNaTeTbHbIE
sasnennd (21,2 %), HemoctaTouHas >gdekTuBHOCTS (1,9 %), npyrue npuauns (4,8 %) u
HEBBITIOJTHEHHE yclloBHil mpoTokona (1 %). CTaTHcTHYeCKH JOCTOBEPHBIX OTIIMYHI MO BIHSHHIO
Ha MEPBUYHYIO KOHEUHYIO TOUKY MEX Y TepupIyHOMUIOM 14 MI/feHb 1 /K HHTepdhepoHOM
Oera-1a 44 Mr B CyTKH He OBLIIO BBIABIEHO. [IpOIIEHT MAIIMEeHTOB ¢ MOATBEPKACHHON
TepaneBTHYECKOH Heyauel k 96-oi Hexene o Metony Kammana-Meliepa coctasun 41,1 % Ha
¢one Tepudaynomuna 14 mr mo cpaBHeHuto ¢ 44,4 % Ha poHe uHTEphepona Gera-la (p=0,5953.

Iipumenenue y oemeii
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y I€TeH U MOAPOCTKOB B BO3pPAcTe 10 18 JIeT OTCYTCTBYIOT.
DapmaKoKuHeMuKa
AbGcopbrus

buonoctynHocTh npenapata npuoauutensHo 100 %. Ha ¢oHe KypcoBoro nepopaibHOTo
npueMa Tepu(pIyHOMHA CpeHee 3HaUCHNE BPEMEHH AOCTHXEHHSI MAaKCUMAJIbHBIX KOHIIEHTpa-
IUH B TIa3Me KPOBH (tmax) COCTABIAET OT 1 10 4 1.

[Tnma He oka3bIBaeT KIMHUYECKH 3HAUMMOTO BIMSHUSA Ha (PapMaKOKMHETHKY TepHQITy-
HOMH/IA.

Ilocne mpueMa BHYTpb 7 MT' M 14 MT Tepu(pIyHOMHUAA €r0 CUCTEMHAS YKCIIO3HIIUS YBEIH-
YHUBAETCS MPOMOPIMOHAIBHO J103€.

Ha ocHOBaHMM cpeIHMX MPOTHO3HPOBAHHBIX (PapPMaKOKMHETHUECKHX MapaMeTpoB, pac-
CUYMTAHHBIX HAa OCHOBaHUH aHaJHM3a MOMysAIoHHON (papmakokuHeTnkH (PopPK) ¢ ucmons3oa-
HHEM JIaHHBIX O 3J0POBBIX JOOPOBONBIIAX M MAIMEHTaX C PACCESHHBIM CKIIEPO30M, NP MpHEME
TepnupIYHOMHUAAa HAOMIOAANOCh MEATEHHOE JOCTIKEHIE PAaBHOBECHON KOHIIEHTpAaLUH (TIpHOITH-
3UTENBHO 95 % paBHOBECHOM KOHLEHTpaIMu AocTuraetcs uepes 100 queit (3,5 mecsua)), a mpen-
nojaraeMbiil K03 GUIMEHT HaKOIUIEHUS TepUGIYHOMHUAA IPU AOCTHXXEHUH PAaBHOBECHOM KOH-

HEHTpallii cocTapisgeT 34 (MpU OIEHKe IO IUIOHMIA[H TOJA KPUBOH «KOHIICHTPAIHSI-BPEMSI»

(AUC)).

Pacmpenencuue

Tepudaynomun B Beicokoil ctenenu (>99 %) cBsa3biBaeTcs ¢ OenKkaMM IUTa3Mbl KPOBH, Be-
POSITHO, ¢ anbOyMHUHAMU, U, TPEUMYILECTBEHHO paclpefensercd B mazme. O0beM pacnpenene-
HUS TTOCJIe OJHOKPATHOTO BHYTPHBEHHOTO BBEIEHHS Tpernaparta cocTapiseT 11 .

BI/IOTDaHCd)ODMaHI/I}I

TepudayHomun ymMmepeHHO MeTaOOMU3UpPYETCS U SBISAETCS €IMHCTBEHHBIM BEIIECTBOM,
KOTOpOe onpeAesseTcs B IIa3Me KpoBH. | TaBHBIM ITyTeM OHOTpaHc(hOpMAIMK A HE3HAUHTEb-
HOTO KOJIMYECTBA METAOOTUTOB TEPUPIYHOMH A SBIISETCS THAPOIH3 ¢ OKUCIEHHEM B KauecTBe
BTOPOCTENEHHOTO MyTH MeTabonm3Ma. BropocTeneHHbIe TyTH METa00IM3Ma BKITFOUAOT OKHCIIe-

HHUC, A-aL[CTI/IJ'II/IpOBaHI/IC 1 KOHBIOTAIIHIO C Cy.]'IB(baTOM.

DIMHHALHSL
Tepudnynomua BeienseTcd dYepes KeTyJOUHO-KHIIEYHBIH TPaKT, B OCHOBHOM, C KETYbIO

B HEM3MEHEHHOM BHIE U, BO3MOXKHO, ITyTeM NPSAMOH cekpeluu. B Tedenue 21 nHs BBIBOAUTCS
60,1 % oT npuHATOI 03Bl Mpenapara, MPUUYEM Uepe3 KeNyTOUHO-KHIIEUHBIH TPakT (c KaJoM)

37,5 % u 4epes nouku (¢ Mouoit) 22,6 %. Ilpu npuMeHEeHUH YCKOPEHHOM NMPOIeNyphl BEIBEACHUS
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HOM c KastoM). [Tociie oIHOKpaTHOTo BHYTPUBEHHOTO BBEACHHUS OO KITMpeHC TepHIyHOMIA
u3 oprannsma coctapiset 30,5 mi/u.

TepudayHoMun MeUIEHHO BBIBOIUTCS M3 ITa3Mbl KpoBH. be3 yckopeHHOH mpouenypsl
BBIBEJICHHS TepHUIYHOMHUAA NOCTHKEHHE KOHIIEHTPAIlMH TepHUIYHOMIIA B TUTa3Me KPOBU Me-
Hee 0,25 MI/1 3aHUMaeT B cpeHeM 6 MecsIEeB, a H3-3a MHANBUAYAJIBHBIX Pa3IndMi B KIMpEHCe
TepU(IYHOMHAA OHO MOXKET 3aHATh 110 2-X JIET.

BeiBenieHe MOXKET OBITH YCKOPEHO € TIOMOLIBIO OJHOM M3 CIEAYIOLINX MPOLEeayp:

IIprieM BHYTpb KOJIECTHPAMHHA IO 8 T KaXxble 8 yacoB B TeueHHe 11 nHelt. Ecim mpuem
KOJIECTHpaMHHAa 110 8 T 3 pa3a B IeHb ITOXO0 IEPEHOCHTCS MAIIEHTOM, MOXKET ObITh HCIIOIb30BaHA
cXeMa IIpHeMa KOoJIECTHpaMHHa ITo 4 T KaKJble 8 YacoB.

IIpuem BHYTpb 50 I mMopoIIKka aKTHBHPOBAaHHOTO YIA Kaxawle 12 dacoB B TedeHHe 11
THEH.

Ecnu kakag-mi6o mpolenypa YCKOPEHHOTO BBIBEACHHS TEPUPIYHOMIIA MJIOXO IEPEHO-
CHUTCS TTALIMEHTOM, H €CITH HET HEOOXOIMMOCTH OBICTPOTO CHH)KEHUS KOHLIEHTPAIMH TEPUPITYHO-
MHJIa B TUTa3Me KPOBH, TO KOJIECTHPAMUH M aKTUBHPOBAHHBIN yroib He 003aTeIbHO IPUHIMATE
©KETHEBHO.

KonecTpaMuH 1 akTHBHPOBAHHBIH YToJIb MOTYT OKa3bIBaTh BIUSHIE Ha BCACBIBAHUE CT-
POTEHOB M NPOTeCTareHOB, TIOITOMY HENb3sl TapaHTHPOBATh HAASKHYIO KOHTPALEIIINIO Opallb-
HBIMH KOHTpaLENTHBAaMH BO BpeMs MPOLEAYPEl YCKOPEHHOTO BBIBEIEHHS TEPUQPIYHOMH A C TIO-
MOIIBIO KOJECTHpAMUHA WIM aKTHBHUPOBAHHOTO YIIId. PekoMeHayeTcs HCIoNb30BaTh albTepHA-
THUBHBIE METO/IbI KOHTPALETILIHH.

IIpouenypy yCKOpPEHHOTO BBIBEICHHS TepUPIYHOMUAA MOXKHO TaKXKe BBITIOTHATE B JTFO-
0oe BpeMsl Mmociie MPEKPaIeHUs TEPAITHH IPENapaTOM.

K xonmy 11 nHeit oGe cxeMbl JeueHHs YCIEIHO YCKOPSUTH BBIBEACHNE TepUpITYHOMHUAA,
MPUBO/IS K CHIDKEHUIO KOHIIEHTPAIMU TepHQIyHOMH A B IJIa3Me KpoBH Oofiee uem Ha 98 %.

Ecnu mammeHT oTBeval Ha JeueHne TepupIYHOMUAOM, TPUMEHEHHE YCKOPEHHOM mpolie-
IOyphl BEIBEACHUS TEPHPIYHOMIIA MOXKET IPUBECTH K BO3BPAILIEHUIO aKTHBHOCTH 3a00JI€BaHU.

Tlososas IIPUHAIJICKHOCTD, ITAITUMCHTHI ITOKHJIOTO BO3pacTa

Ha ocHoBannm PE3YJIBTATOB IIOITYJIAIIMOHHOTO aHaJIN3a Q)apMaKOKI/IHCTI/IKI/I Y 3A0POBBIX
,Z[O6pOBOJ'IBI_[CB H Yy MallTUCHTOB C PACCEAHHBIM CKIICPO30M OBLIO BBIABJICHO, HECKOJIBKO NMTPHUYHNH
BHYTpCHHCI‘;I BapI/Ia6CJ'IBHOCTI/I Q)apMaKOKHHCTI/ILICCKI/IX ToKazaTesrei: BO3pacT, Macca TeJia, I10JI,
paca U KOHLICHTpalluN aJ'IB6YMI/IHa n 6I/IJ'II/IPY6I/IHa B KpOBH. TeM He MCHCC, UX BJIIMAHUC OCTACTCA

OrpaHMYEHHBIM (M3MeHeHHe (papMaKOKHHETHUECKHX TTokazarteneit <31 %).

IleueHOUHA™ HCOOCTATOYHOCTD
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IleueHOUHA™ HCOOCTAaTOYHOCTD JIETKOM L Cp“ﬂHSH cTeHeHH He—0Ka3hbiBaeT BIHAHHA Ha

(apMakoKHMHETHKY TeprpayHoMuaa. [lo3ToMy KOppeKLHN 103kl Y MALlUEHTOB ¢ TIEUSHOYHOH He-
JOCTaTOUYHOCTBIO JIETKOH M cpellHel CTeleHH He mpeanoiaraerca. GapMakOKHHETHKA TEPHPITy-

HOMHJA Yy IMMALTUCHTOB € TSKENON TEYeHOUYHOH HEAOCTAaTOYHOCTBIO HEC U3YyYaJlaCh.
IToueyHas HEMOCTATOUYHOCTD

Tsoxenas movyeuHas HENOCTATOYHOCTh HE OKa3bIBaeT BIUSHUA Ha (HapMaKOKHHETHKY Te-
pudayHomua. [loaToMy KOppeKIUH 10361 y MAITUEHTOB C TSHKENIOM MOYeUHOM HETOCTATOYHOCTRIO
He TpebyeTcsl.

Iloka3zaHusi K NPUMEHEHH IO

Jleuenue B3pOCHBIX MAIUEHTOB € PEIUAMBHPYIONIC-PEMUTTHPYIOIIUM PACCETHHBIM CKIEPO30M
(PPPC).

IIpoTuBoONOKA3aHUSA

— T'umepuyBCTBUTENBHOCTD K TEPUQPIYHOMHUY, JTePIYHOMUIY WIH KaKOMY-ITHOO U3 BCIO-
MOTaTEeNbHBIX BEIIECTB Mpernapara.

— IledeHouHas HENOCTATOYHOCTH TshKeNoM cTenenu (kiacc C mo mrkane Yaitna- [1e10).

—  BbepeMennocTs. [lepen HauanoM Tepanuu TepudGIyHOMUAOM HEOOXOIMMO HCKIIOUHUTD Oe-
PEMEHHOCT.

—  JKeHIUHBI ¢ IETOPOAHBIM OTEHIIMATIOM, HE HCTIONB3YIOIINEe HaIeHbIe METO/IbI KOHTpa-
LEMIIH BO BpeMs JIeUueHU TepHpIYHOMUIOM; MTOCIe 3aBEPIIeHUS TeUeHHs Tepu(pIyHO-
MUIOM KEHIIIMHAM HeJb3s OepeMeHeTh 10 TeX Mop, Moka ITa3MeHHas KOHIEHTpalHs Te-
pudyHomuia octaetcs Boie (0,02 MKr/MI (cM. pazaen «DapMakOKIHETHKAY).

— Ilepuon rpynHOro BCKapMIIUBaHHUS.

—  Tsxensiit ummyHoaeduiut, Hampumep, CITNJI.

—  Tsxenoe HapylieHHe KOCTHOMO3TOBOTO KPOBETBOPEHHUS WIIH KIIMHUYECKH 3HaUNMas aHe-
MUSL, IEHKOMEeHUs, HEUTPOIEHUS, TPOMOOITUTOIIEHUS.

— TloueuHas HeNOCTaTOYHOCTh TSDKENOM CTENeHM, TpeOyrollas MPOBEACHHUS TeMOIualln3a
(HeTOCTaTOYHOCTH KIIMHUYECKOTO OIBITa MPHMEHEHHUS ).

—  Tsxensie akTHBHBIE HH(PEKITNHT O MOMEHTA BBI3IOPOBICHHUS.

—  Tskenas runonporenHeMus (HampuMep, TpH HePPOTUUECKOM CHHIPOME).

—  JledpuuuT naktassl, HEMEPEHOCUMOCTH TalIaKTO3bI, TIIIOKO30-TallakTO3HAS MaThabcopOITs.

— Bospacr no 18 ner.

Ilpumenenne npu GepeMeHHOCTH H B EPHO/ TPYIHOT0 BCKAPMJIMBAHUS
bepemennocmeo

B HacTodglee BpEMA UMCEIOTCA OI'PpaHUYCHHBIC JaHHBIC O IIPUMCHCHHUHN TCpI/I(bJ'IYHOMI/I,Z[a y
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OepeMEeHHBIX KEHIINH. B ucclieJoBaHUIX Ha BOTHLIk”I'Tp'Cﬂ-L;‘Ija-II"@TK'QBﬁB

NeHCTBUE Ha PEMPOAYKTHBHYIO () YHKIHIO.

TepudayHoMHuI MOKET BBI3BAaTh CEPbE3HbIE BPOXKICHHBIE TOPOKH Pa3BUTHS MPH €ro MpH-
MEHEHUHU BO BpeMsl O€peMEHHOCTH, OITOMY IpUMEHEHHE TepHPIYHOMHIA TPH OEpPEMEHHOCTH
MPOTHBOINOKAa3aHo (cM. pa3znen «lIpoTuBonokasaHus»).

JlocTynHble KITUHIYECKHE AaHHBIE H3 PEecTPOB OEPEeMEHHOCTH, KIMHUYECKHX HCCIeI0Ba-
HUH, cydaeB ¢papMaKkoHaa30pa U OMyOJIMKOBAHHOM Hay4YHOM JMTEpaTyphl KpaiiHe OrpaHUYeHHI,
MOITOMY He TO3BOJISIOT cAeNaTh Kakue-TH0o0 oNnpeaeieHHbIe BEIBObI, HO 9TH JaHHbIE HE yKa3bl-
BAalOT Ha YBEIMUYEHHE CTy4aeB BPOKACHHBIX 1€(PEeKTOB MIIM BBHIKHBILIEH B CBSI3U ¢ HETpeHaMe-
PEHHBIM BO3/IeiicTBHEM TepHIYHOMHIa B Hayajle IIEpBOro TPUMECTpa MPH MOCIEIYIOIIEM TTPO-
BEJICHUU TPOLENyphl YCKOPEHHOTO BBHIBeIEeHUS TepupIyHOMUAA. OTCYTCTBYIOT KIMHHYECKHE
IaHHBIE, Kacalollecs Oollee MO3AHETO BO3/EHCTBUS Mpenapara B IEpBOM TpUMecTpe OepeMeH-
HOCTH MJIM TTO3/IHEE.

IIpocriekTHBHBIE JaHHBIE (M3 KIMHUYECKUX HCCIEIOBAaHUN U MOCTPETUCTPALHOHHBIX OTYe-
TOB) A1st O6onee 150 cmyuaeB GEpeMEHHOCTH Y MAIMEHTOB, KOTOPBIE MOIyYalIH TEPUPITYHOMU, U
oonee 300 cnyyaeB GepeMEHHOCTH y MALMEHTOB, KOTOPHIE MONTyYalH JepIyHOMH, HEe TIOATBEP-
KJIAFOT TMOBBILICHHYIO YacTOTY CIy4aeB BPOXKACHHBIX MOPOKOB Pa3BUTHS MM BRIKUABIILIEH 1Mocie
npueMa TepupIyHOMHIa B PaHHEM IIEPBOM TPHUMECTpPE NMPH MOCIEAYIOLIEM IPOBEICHIH POIIe-
IOypbl YCKOpEHHOTO BhIBeleHHs TepupayHoMuaa. He Habmonanoch 3akOHOMEPHOCTH pa3BUTHS
OCHOBHBIX BpPOKIACHHBIX TIOPOKOB Pa3BUTHA y uenoBeka. OTpaHUYCHHbIC JaHHbBIE BKIOYAIOT B
ce0sl HelOCTAaTOYHOE KOMUYECTBO 3apETMCTPUPOBAHHBIX clydaeB OepeMEHHOCTH, HEOONBIIYIO
MPONOIKUTEIBHOCTh BO3JIEHCTBHS JIEKapCTBEHHOTO TIpernapara B cllydae 3aperHCTPHpPOBaHHOM
OepeMEHHOCTH, HEMIOJTHOE TMPENOCTaBIeHHE JaHHBIX 1 HECTIOCOOHOCTh KOHTPOJIHUPOBATh HCKaXa-
folMe (pakTophl (Takie KaKk OCHOBHOE 3a00JeBaHHE MaTepH M MPHUMEHEHHE COIYTCTBYIOIIMX JIe-
KapCTBEHHBIX CPENICTB).

JKeHIMHBI IETOPOAHOTO BO3PACTa TOJHKHBI HCIIONB30BaTh (G EKTHBHBIE CPECTBA KOHTPA-
LENLIHH BO BpeMs U TOcie Tepallui, €ClTH KOHLEHTpalus TepUQIyHOMHA B TUTa3Me KPOBH TIpe-
Beimaet 0,02 mMr/in. B TeueHne yka3aHHOTO MepHOAa BPEMEHHU KEHIMHBI JOJKHBI 00CY)AaTh €O
CBOMM JI€Hall[M BPauoM JIFOObIe BOIPOCH], CBA3aHHBIE ¢ MPEKpallleHueM TPUMEHEHUS T U3Me-
HEHHMEM CpEJICTB KOHTpalenIMu. B ciydae 3amepKKi MEHCTpyallnd Ha (oHe TpueMa TeprQIy-
HOMHa HEOOXOAMMO CPOYHO MH(OPMUPOBATH 00 TOM Bpada M BBITOJHUTH TECT Ha OepeMeH-
HOCTB. B cilydae MonoXUTeNbHOTO pe3yapTaTa Bpad JOJKEH OOCYINTh C MAIIMEHTKOM Bce PUCKH,
CBSI3aHHBIE ¢ TIPUMEHEHUEM TIperapara Bo BpeMsl OEpeMEHHOCTH, IPOBEPUTH OCTATOUHYIO KOH-
LHeHTpaluio TepupayHoMuaa. B cnydae ecnu koHeHTpauus npepbimaet 0,02 Mr/i, pekoMeHay-

eTcsl MPOBECTH MPOLEYPY YCKOPEHHOTO BBIBEIeHHS TepupayHoMuaa. Bo3mMoxkHo, uTo OblcTpoe

10
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CHWXEHHME KOHLUEHTpAIMN TepupIyHOMUIa TyTeM npoﬂé}féﬁ;fr} g?ﬂéu'éﬁyﬁﬁ@ﬁéage—}lﬁc;%'ﬂﬂme—

JEHUs TpenapaTa MpH MepBOH 3a/ep)KKe MEHCTPYaJbHOTO LUKIAa MOXKET CHU3UTh PUCKH AT
TIoAa.

KenummHaM, MPUHUMAIOIUM TepU(PIYHOMU U TUTAHUPYIOILIUM O€pEMEHHOCTD, CIENYET pe-
KOMEH/IOBaTh MPEKPaTHTh MpHEM Ipenapara U MPOBECTH MPOLEAYPY YCKOPEHHOTO BBIBEICHUS
TepUpIYHOMHUAA TS OBICTPOTO CHIKEHHUS KOHLIEHTPAIMH TEPH(PIYHOMHA B TUTa3Me KPOBH HIXKeE
0,02 mr/m.

Ecnu npoueypa yckopeHHOTO BEIBEICHUS TEPHQPIYHOMI 12 HE TIPOBOIUTCS, KOHIIEHTPALIUS
Tepru(pIYHOMHA B TUTa3Me KPOBH MOXkeT npeBnlath (0,02 MI/1 B cpeiHeM B TeUeHHe § MecsALEB,
OJTHaKO HEKOTOPHIM MallUEHTKaM MOXKET MOTpeOoBaThCs 10 2 JIET TS JOCTHKEHUS KOHIIEHTPAaLuI
B rutazme Hike 0,02 mr/i. [ToaToMy crenyeT H3MepHTh KOHLIEHTPALIMIO TEPUGIYHOMHIIA B TIIa3Me
KpOBH, TIPEX/IEe YeM TUTaHHPOBaTh OepeMeHHOCTh. [locie BBISBICHUS KOHLIEHTPAIIMH TepUQITYHO-
Muza B mazMe Huxke 0,02 M1/ HeoOXoIuMO U3MEPUTh KOHLEHTPAIINIO B TUTa3Me eIlle pa3 He Me-
Hee ueM depes 14 muell. Ecan 06a 3HaueHHs KOHIEHTpaluu B miazme Hike 0,02 Mr/it, 3To o3Ha-
YaeT, YTO PUCK AN IUTOJIa OTCYTCTBYET.

Ipoyed) pa yckcpeHHo20 8bi8e0eHUsT MEPUPIVHOMUOA
[locne npekpalieHns Tepanuu TepU(GIYHOMHUIOM, €70 BBIBEECHHE MOKET OBITh YCKOPEHO C TI0-
MOIIBIO OTHOM M3 CIETYIOINX MPOLEayp:

* IpUEM BHYTPb KOJECTHpPaMHHa IO § T KaxAble 8 YacoB B TeueHHe 11 aHel. Ecmu mpuem
KOJIECTHpaMHHA 10 8 T 3 pa3a B CYTKH IUIOXO NMEPEHOCHTCS, MOXKET OBITh HCIOIB30BaHA CXeMa
pHeMa KoJecTHpaMUHa 10 4 T KaX/Ible § HacoB.

e mpueM BHYTph 50 I IOpoOIIKa aKTHBHPOBAHHOIO YT Kaxaele 12 wacoB B TeueHme 11
THEH.

Ecnu xakas-m6o npoleaypa YyCKOPEHHOTO BBIBEICHUS TEPUPIYHOMH 1A TUIOXO MEPEHOCHTCH,
U ecli HeT HeOOXOAMMOCTH OBICTPOTO CHI)KEHMS KOHIICHTPAalMH TepHUPIyHOMHIA B Ia3zMe
KpOBH, TO KOJIECTUPAMUH M aKTHBHPOBAHHBIH Yrollb He 0043aTeIbHO IPHHUMATh €KETHEBHO.
[locne mpoBeaeHNs MPOLEAYPHl YCKOPEHHOTO BEIBEICHHS IIpeTapaTa BEIMOIHSIIOT BA OTASIBHBIX
TecTa ¢ HHTEPBAJIOM He MeHee 14 aHel M mepHoJoM OXHUAAaHUS TTOJITOpa Mecsalla MEKIY MEPBBIM
BBISIBIICHHEM B TUTa3Me B KOHLeHTpaln Hinke 0,02 MI/1 1 MOMEHTOM OIUTOAOTBOPEHHUS.
KonecTrpaMMH 1 akTHBHPOBAHHBIH YroJIb MOTYT OKa3bIBAaTh BIMSHIE Ha BCACHIBAHHE ICTPOT€HOB
U TIPOTe€CTareHoB, MO3TOMY Helb3s TapaHTHPOBATh HAISKHYIO KOHTPALEIIHIO OpaTbHBIMH KOH-
TpalEeNTHBaMH BO BpeMsl MPOLEAYPhl YCKOPEHHOTO BBIBEACHUS TEPUPIYHOMIIA C TIOMOIIBIO KO-
JecTHpaMiHa WK aKTUBUPOBAHHOTO Yyriisl. PekoMeHTyeTcsl MCTIONB30BaTh albTEPHATHBHBIE Me-
TOIBI KOHTpaueniuu. [Iporenypy yckopeHHOTo BhIBEIEHUS TEPHUPIYHOMHUIA MOKHO TaKKe BBI-

TOJTHATH B JII000€ BpeMs Mocye MPEeKpaIleHUs TEpauu TepUPIYHOMHUIOM.

11
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lipumenenue y mysxrcuun

Puck »MOprodeTarbHON TOKCHYHOCTH, CBA3aHHOH ¢ JIeUeHUEM TePH(PIYHOMHIOM MY)KUHH,

CUUTACTCS HU3KUM.
Ilepuoo ¢pyono2o 6ckapmaueanus

HcenenoBanns Ha )KHBOTHBIX MTPOJASMOHCTPHPOBAIH, UTO TEPUGITYHOMHUA SKCKPETHPYETCS
B TpyaHoe Moyioko. [IprMeHeHMe Tepu(IyHOMHAA TPOTHBOIOKA3aHO B IIEPHOJ TPYIHOTO
BCKapMJIHBAHHUS.
DepmunvHocms

PesynpTathl HccneqOBaHUH Ha KHUBOTHBIX HE TIPOJAEMOHCTPHPOBAIH KaKOTO-IH00 BIHSHUS
TepuIYHOMHAA Ha (PEePTHILHOCTh. XOTA OTCYTCTBYIOT COOTBETCTBYIOIINE TaHHBIC JJIS 9elo-

BCKa, BOB,Z[CI‘;ICTBI/IC Ha MYKCKYIO U ) XECHCKYIO Q)CPTHHBHOCTB CUHNTACTCA MaJIOBEPOATHBIM.

Cnoco0d npuMeHeHHs U 103b1
PexoMennoBanHas no3a mpenapata Tepudnynomun Kanon cocrapnset 14 mr 1 pa3 B CyTKH.
TabneTku cnenyeT MpUHUMATh BHYTPh LIETHMKOM, 3aITHBast BOAOIH, HE3aBUCHMO OT NMpHeMa TTHILH.

Oco0ble T'PVYIIIIEI ITAITMCHTOB

Ilayuenmut 6 gospacme 65 n1em u cmapuie

[Ipemapat Tepudnynomun KaHoH HeoOX0IMMO Ha3Ha4YaTh ¢ OCTOPOKHOCTHIO MAI[UEHTaM B
Bo3pacTe 65 NeT U cTapliie B CBA3HM ¢ HEAOCTATOUHBIM KOJTHYECTBOM JaHHBIX 00 3P PEeKTHBHOCTH
1 O6e3omacHOCTH TepupIyHOMHUIA B TAHHOM BO3pAacTHOM IpyIIIie.
Tlayuenmol ¢ noueuHoli HEOOCMAMOYHOCMBIO

JIJ1sl MallueHTOB ¢ MOYEeYHOM HEJOCTATOYHOCTBIO JIETKOM, CpEeTHEN MIIH TSKEIOU CTENEHH,
He HaxOoAIINXcs Ha TeMOIHAIN3¢e, KOPPEKINH 036l He TpeOyeTcs. [alieHTsl ¢ moueuHoN Helo-
CTaTOUYHOCTBIO TSKETIOH CTeIIeHH, HaXOAdII[Hecs Ha TeMoInan3e, He MPUHUMAH Y9acTHS B KITH-
HUYECKHUX UccleqoBaHmsIX. TepndayHoMua MpOTHBOMOKa3aH JaHHOM KaTeropuu MallieHTOB.
Hayuenmer ¢ Hapyuenuem yHKYUU neveHu

JIns MallueHTOB ¢ JIETKUM HIIH YMEPEHHBIM HapyllieHHeM (pYHKIUU MTeUeHH KOPPEKLIUS O3B
He TpeOyercs. TeprdyHOMII MPOTUBOITOKA3aH MAIIUEHTaM € TSKENBIM HapyIleHHeM ¢ YHKIIHH
TIeYEHH.
Hemu

bezomacHocTh U 3¢ pekTHBHOCTH TepudpIyHOMHUAa Y JeTel U MOAPOCTKOB B BO3pacTe 10

18 et He ycTaHOBIIEHA.
ITo6o4Hoe feiicTBHE

PesroMe HexxenaTeNEHBIX PEaKIIMHi
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crue 2267 naunentos (1155 naeHToB NpHHIMANH eXeTHEBHYIO 103y 7 MT, a 1112 maimeHToB
- o3y 14 mr). B geThipex mianebo-koHTpoanpyeMbiX HccaenoBanusax (1045 n 1002 nanueHTa B
rpynmnax 7 Mr u 14 mr tepudgayHoMuia, COOTBETCTBEHHO) U OHOM HCCIEAOBAaHNH C aKTHBHBIM
npenapaToM cpaBHeHHUs (1o 110 mamyeHToB B KaXA0H rpyrine JeueHus Tepru(pIyHOMHIOM) cpefi-
HSSL TIPOJIOJKUTENBHOCTE MTPUMEHEHH TpeTnapara y HalMeHTOB ¢ PeLUIMBHPYIOLIUM paccesH-
HBIM ckitepo3oM (PPC) coctaBmina okono 672 nHeil.

Tepudaynomun sBaseTcs OCHOBHBIM MeTabonuToM JedayHomuia. Mapopmanms o mpo-
¢ute 6e30MacHOCTH Je(pIyHOMH/IA Y TALlMEHTOB ¢ PEBMAaTOUIHBIM WIIM TICOPHATHIECKUM apTpH-
TOM MOET OBITh MPUMEHHUMaA K TEPUPIYHOMHY, TPUHUMAEMOMY MAIlUEHTaMH C PACCESIHHBIM
CKJIEPO30OM.

AHanmn3 0ObeAMHEHHBIX TaHHBIX IJ1a11e00-KOHTPOIHPYEMBIX MCCIeT0BaHHH OCHOBBIBAJICS
Ha ONBITE MPUMEHEHHS TepUIYHOMHUAA OAUH pa3 B AeHb 2047 MauueHTaMHU ¢ PEUAUBHPYIO-
IUMH (OpMaMH PAacCETHHOTO CKiIepo3a. Y MAaIMEeHTOB, MOTYYaOUUX TEPAIHio TePHPIyHOMHU-
7oM, HauboJiee 4acTo COOOIANOCh CIEAYIOIIMX O HEXENaTeNbHBIX PEeaKLMIX: TOJOBHAs OOJb,
auapes, MoBbIleHne akTHBHOCTH AJIT, TomHoTa 1 anonemus. OOBIYHO rojloBHas 001k, AUaped,
TOLITHOTA U aJloNeUs OBLTH JIETKOM WIIM YMEPEHHON CTENEeHM TSDKECTH, MPEeXOAAIIUMH U PeaKo
MPUBOASLIMMHU K MPEKPAILEHUIO JIEUEHUS.

Hike mpuBeneHBl HeXeNaTeNbHBIE PEaKLUWH, pa3BUBAIOLIMECS NPU NPHMEHEHUH Te-
pudayHomuaa B 1o3e 7 MI U 14 Mr 1 Bo3HHKaBIIe ¢ 4acToToi >1 % 1 Ha >1 % yarue, 4yeM npu
npueMe 1aiedo, B Xo/ie Talebo-KOHTPOIUPYEMBIX HccleoBaHui. YacToTy onmpenensiy cie-
AOyromuM obpazoM: oueHb yacto (>1/10), vacto (=1/100 u <1/10), Heuacto (=1/1 000 u <1/100),
penko (=1/10 000 u <1/1 000), ouens peaxo (<1/10 000), yacToTa Heu3BecTHa (OMPEACTUTD Ya-
CTOTY BCTPEYAEMOCTH 110 MMEIOLIIMCS JaHHBIM HE MPEICTaBIsSETCS BOSMOXHBIM).

Hugpexyuu u unsaszuu: 4acto - TPUII, HHPEKINH BEPXHUX IbIXaTeNbHBIX MyTel, HHpEK-
IIMH MOYEBBIBOISIINX ITyTeH, OPOHXUT, CHHYCHUT, (PapHHTHT, IIUCTUT, BUPYCHBII TaCTPOIHTEPUT,
reprec MojlocTH pTa, HHPEKIUH 3yOOB, TAPHHTUT, MUKO3 KOXH CTOIT; YaCTOTa HEU3BECTHA - TH-
KeJble MH(PEKIIMN, BKITFOYast CETCHC.

Hapywenusa co cmeponul kpogu u iumpamuyeckol cucmemsl. 4acTo - HEHTPOIICHUS, aHe-
MHS; HEUacTO: TPOMOOLHUTOIIEH)S JIETKOM CTENeHH! TskecTH (TpoMGomuTh <100 « 10%/1).

Hapywenusa co cmcpornst umMmyHHOU cucmemol. YacTO - aJUIEPITHUECKNE PEaKLUU JETKON
CTENEHM TSHKECTH; YaCTOTa HEU3BECTHA - PEAKLMH THIIEPIYBCTBUTEILHOCTH (HEMEATICHHOTO THITA
M 3aMEeJUIEHHOTO THITa), BKJIIoUas aHa(WIaKCHIO U aHTHOHEBPOTHUYECKUH oTek (oTek KBHHKe).

Hapywenua memabonuzma u numanus: 9acToTa HEU3BECTHA - JUCITUITHICMHSL.

Tcuxuueckue Hapyuiterus. 4acTo - YyBCTBO TPEBOTH.
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Hapywenus co cmcpoHsl HEPBHOTU cuc : :
pecTe3us, MOSICHUIHO-KPECTIOBBIM PauKyINT, 3alACTHBIH TYHHENBHBII CHHIPOM; HEYacTO - TH-
nepecTes3ns, HeBpalrus, nepudepnueckas HeHponaTus.

Hapywenus co cmcponul cepoya: 9acto - ydalleHHOe ceplieOueHune.

Hapywenusa co cmepoHsl cocy0o8: 9acTo - apTepHaibHas THIEPTEH3HS.

Hapywenusa co cmcponsl OvixamenvHOU cucmemsl, CPeanHo8 ¢ pyOHOU KIemKU U cpedocme-
HUA! YacTOTa HEM3BECTHA - MHTEPCTUIMATbHBIE 3a00IeBaHMs TETKUX.

KenydouHo-kuuieunvle HapyuieHus: OUeHb YacTo - AUapes, TOIHOTA; YacTo - OOJIH B 3ITH-
racTpalbHOM 00JIacTH, pBOTa, 3yOHas OOJIb; HACTOTa HEM3BECTHA - TAHKPEATHT, CTOMATHT (adTo3-
HBIH WM S3BEHHBIN), KOTUT.

Hapywenusa co cmcponbl neuenu u iceauegul@o0auux nymeil: O4€Hb 4YacTo - TIOBBIILIEHHE
aktuBHOCTH AJIT; UacTo: MOBHIIIIEHHE aKTHBHOCTH raMMa-TitoTaMunTpancdepassl (I'TT), moBsI-
IIeHHe aKTUBHOCTH acnapraTaMuHoTpaHcdepassl (ACT); yacToTa HEeM3BECTHA: OCTPHIH IemaTuT,
JIEKapCTBEHHOE MOpaKeHUE TTEHEHH.

Hapywenusa co cmcpoHsl KOXHCU U NOOKONCHBIX MKAHEL: OYEHD YacTo - alONELHs; YacTo:
CBIIIb, aKHE (YTPEBbIE BBICHIAHNS); HEUACTO - OOJNIE3HM HOTI'TeH; YacTOTa HEM3BECTHA - TSHKEIbIe
KOKHBIE€ PEaKLMH, BKITIOUas SMUAepMabHBIH HEKPOIU3 WK cHHApoM CTHBeHca-/[’KoHCcoHa, Je-
KapcTBEHHasl peaklus ¢ y03MHodmmell u cucteMHbiMH cumnitomaMl (DRESS-cunnpom), mco-
pHa3 (B TOM YMCIIe MYCTYE3HBII TICOpHa3 U Mcopra3 HOITe ).

Hapywenusa co cmcponer moluiedHoil, CKe1emHou U coeOuHUmMeNbHOU MKAHU. 9acTo - MBI-
IIEYHO-CKEJIETHBIE OOJN, MUAIITHS, apTPaTHsl.

Hapywenus co cmcpoHsl nouex u mouegol800suux nymeil. 9acTo - MoJUlakuypus (y4a-
IIEHHOE MOYEHCITYCKaHHUE).

Hapywenusa co cmcpoHbl penpodyKmugHOU cucmemol U MOJOUHBIX Hceae3. 9acTo - MEHOP-
parus (OOMIbHBIE MEHCTPYaIlUH ).

Obwue HapyuieHUsa u peaxyuu @ mecme 68€0eHUs1. 9acTo - OOIb, aCTCHHUS.

Jlabcpamcpuvie u uHCmMpymeHmanbHole OaHHblE. YacTO - CHI)KEHUE MACCHl Tella, YMEHb-
IIeHUE KOMYecTBa HeHTpouIoB B mepudepuyeckoil KpOBH, YMEHBLICHHE KOIMYECTBA JIEHKOLIM-
TOB B NepupepuUecKoi KPOBH, MOBBILIEHHE aKTHBHOCTH KpeaTHHUH(OC(HOKIHA3E! B KPOBH.

Tpasmol, UHMOKCUKAYUU U OCTIOHCHEHUS HPOYed) p. HEIACTO - TOCTTpaBMaTHIeCKast OOJb.

Onmcanne OTACJIBHBIX HCXKCITATCIHHBIX DCaKI_[I/II‘;I

Anoneyus
AJnornenys OvljIa omHcaHa, Kak HCTOHUEHHE BOJIOC, CHIDKEHHE INIOTHOCTH BOJIOCSHOTO IT0-

KpoOBa, IMOTEpA BOJIOC, CBA3aHHAA WJIN HE CBA3aHHAA C USMCHCHUAMHU B TEKCTYPE BOJIOC Y 13,9 %
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MalMEeHTOB, TPUHUMABIINX TEPUPITYHOMU B 103e-H4-MFHo-epaBHeHHo-6-5;1- Yo HalHeHToB; HpH
HUMaBILUX TUTane6o. bonpiias yacTsk ciyvaeB Oblia omHcaHa Kak Au¢¢y3HOe WIH T'eHepaTn30-
BaHHOE MOPAXEHHE BCETO CKaJIbIa (0e3 MOTHOM MOTepH Bojoc). B OONBIIMHCTBE cydyaeB AaHHAs
He)KeNaTeNlbHasl peakiisl OTMeUalach B TeUSHHE MEPBBIX 6 MECSIIEB, ¢ €€ CIIOHTAHHBIM pa3pellie-
HueM y 121 u3 139 (87,1 %) maumenTos. B rpynmne tepupnynomuna 1,3 % naiueHToB mpekpaTHIIN
JIeYeHHE B CBSI3U C Pa3sBUTHEM alloNelnH 1o cpaBHeHuto ¢ 0,1 % B rpynme mianebo.
Heoxcenamensnuie peaxyuu co cmcporul neuenu (0auHsie U3 naayed0-KOHMpOIupyemulx UcCc1e0o-

8aHUl)
B rpymmax maiieHToB, MOAYYaBIINX TepH(IYHOMHI, MO CpaBHEHHIO ¢ IUtaiebo yarie

HaOmoanock yBenndeHne akTuBHocTH AJIT meHee mnmu pasHoe 3 BI'H (Tabnuua 1). IIpoueHt
MalMEHTOB, Y KOTOphIX oTMedanock nmopeieHne AJIT Beime 3 BI'H, 6611 comocTaBiuM B 00eux
rpynmnax. Takoe nopeienne akTHBHOCTH AJIT oTMeuaiock B OCHOBHOM B IIEPBBIE 6 MECSIIEB Je-
yeHus. I[locne mpekpalieHust eueHHs akTHBHOCTH (pepmeHTa AJIT Bo3Bpamianack K HOpMe.
Bpems no HopMmanmu3zainyn akTuBHOCTH depMeHTa AJIT BapbHpOBaiIo OT HECKOJIBKUX MECSIIEB JI0
HECKOJIBKHUX JIET.

Tabmuua 1. 3smenenne aktuHOcTH AJIT B MpoBeeHHBIX MIa1e00-KOHTPOIHPYEMBIX HC-

CIEIOBAHUAX
INoeenmenne aktuBHOCTH AJIT - [lomymsaiys marpeHToB B IUIae60-KOHTPOIHPYEMBIX
HCCIICIOBaHUAX, B KOTOPOH OLICHHBAIACh OS30MIacHOCTh
[Iname6o (n=997) Tepudaynomua 14 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 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 obmwmii 6unupy-

6un >2 BI'H 5/994 (0,5 %) 3/999 (0,3 %)

Taxxke IIpHU MMOCTPETUCTPALITUOHHOM ITPHUMEHCHUHN TCpI/I(bJ'IYHOMI/I,Z[a OTMCEHAJIUCHL CITYYan

JICKAPCTBEHHOT'O IMOPAKCHHUA IICHCHU.

Brusnue na apmepuansroe oasnenue (OanHole U3 n1aYe00-KOHMPOIUPYEMbIX UCCIEO08AHU)

- [loBBILLIEHNE CHCTONMYECKOTO apTepHaNIbHOrO AaBieHus Bhille 140 MM pT. cT. y 19,9 %

MalMEeHTOB, MPUHUMABIINX €XeHEBHO TepU(ITyHOMUA B 103¢ 14 MT, B cpaBHeHUH ¢ 15,5 % npu

mpueMe Tutaine6o.

- [loBBILIEHNE CHCTONMYECKOTO apTEPHANBHOTO AaBlieHUs Bhille 160 MM pT. cT. y 3,8 % ma-

LIMEHTOB, MPHHUMABIINX €KEIHEBHO TepH(pIyHOMHI B f03¢ 14 Mr B cpaBHeHnu ¢ 2,0 % mpu

mpueMe Tutane6o.

- [loBBILIEHNE THACTOMMYECKOTO apTepHaIbHOTO AaBieHus Beile 90 MM pT. cT. y 21,4 %

MalMEeHTOB, MPUHUMABIINX €XeTHEBHO TepU(IyHOMUA B 03¢ 14 MT, B cpaBHeHUH ¢ 13,6 % mpu
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mpueMe Tutane6o.

Hugpexyuu

B nmnane6o-KoHTpoIMpyeMBIX HCCIEAOBAaHMUX B TpyIe TepuiayHoMuaa 14 Mr He Habmo-
Ia7I0Ch YBEIMUYESHHS KOJMUECTBA CIIydaeB TsHKENbIX HHpekuni (2,7 % npotus 2 % B rpyie mia-
1e60). Tspxenble onmmopTyHHCTHYECKHE HHBEKITNHN (MHEKINH, BEI3bIBAEMbIE YCIOBHO-TTATOT€H-

HBEIMH MUKPOOPTaHu3MaMi ) pa3zBuBaIuCh B 0,2 % ciaydaeB B KaXXIOH U3 T 1.
2

[Tpx mMocTMapKEeTHHIOBOM NMPHMEHEHHH HaOIIoMalich TsOKeNble HH(EKIMH, BKIIIoYast Cell-
CHC, HHOT/IA C JIETATBHBIM HCXOIOM.
T'emamonocuueckue s¢hgpexmot
B muare60-KOHTPOTHPYEMBIX HCCASIOBaHUSIX Ha (POHE MPHMEHEHHS TepHpIyHOMHIA
HaOIOIaJIOCh YMEPEHHOE YMEHBIIIEHHE KOTHIECTBA JICHKOIIMTOB B TIeprepnIeckoi KpoBH (<15
% OT HCXOTHOTO YPOBHS, B OCHOBHOM YMEHBIIIEHHE KOJMHYECTBAa HEHTPOPIIOB U TUMPOIHTOB).
B To ke BpeMs y HEKOTOPBIX MAIIMEHTOB OTMEYATIOCh OoJlee BRIpaKEHHOE YMEHBIIIEHHE KOTHYe-
CTBa JICHKOINTORB. JlaHHAs He)KenaTeNbHas peakilnd BOZHHKAJa B TeUeHHe MEPBBIX 6 Heaelb. 3a-
TeM Ha (oHe MPOIOIKAIOIIETOCS JIeUeHHsT KOTHYECTBO JEHKOIUTOB B MepHpepHIecKoil KpOBH
CTaOMITH3HPOBAIOCH HAa CHHKCHHOM ypoBHE (<15 % yMeHbIIIeHHEe OT HCXOIHOTO YPOBHS ). Bins-
HHME Ha CHIDKEHHME KOMHYECTBa HPHTPOIMTOR B MepHdepnieckoi KpoBH (<2 %) M KolIHdecTBa

TpoMOOLIMTOB B nepupeprueckoit kpoBH (<10 %) ObUT0 MeHee BBIPAKEHHBIM.

Ilepugpe puueckas netiponamus

[lepudepnueckas Heliponatus (MOTUHEHpONATHH U MOHOHEHPONATHH (TYHHEIBHBIN 3a-
ISICTHBIM CHHIPOM) pa3BUBAIKCH Yallle B TPYIIE NMallUEHTOB, MPUHUMABILNX TepudayHomun 14
MT 110 CPaBHEHHIO ¢ TPYIIIOH MallMEeHTOB, MIPUHIMABIINX ITale00 B MIALE00-KOHTPOIUPYEMBIX
HccleIoBaHUAX. B OCHOBHBIX Male00-KOHTPOIUPYEMBIX HCCIeIOBaHUAX Mepudepuyeckas mo-
JTMHEHponaThs, MOATBEPKAEHHAS HCCIEJOBAHUIMH HEPBHOM NMPOBOAUMOCTH, OBLTa OTMEYEHA Y
1,9 % mamuentoB (17 n3 898 mamuentos) B rpynne tepudaynomuna 14 mr B cpaBaenuu ¢ 0,4 %
nanueHToB (4 n3 8§98 maiyeHToB) B rpymie miamneto. ¥V 5 nauueHToB ¢ nepudepudeckoit Helpo-
naTtueit, MpUHUMABIINX TepupayHOMUA B 03¢ 14 Mr, OBIIO MpeKpalleHo JIeueHue; y 4 U3 HUX
coo0I11aIoCch BBI3IOPOBICHHH TTOCTE MPEKPAIICHUS JIEHEHUS.
Ho€porkauecmsennvie, 310KaUeCmMEeHHbIE U HEYMOYHEHHbIE HOBOOEPAZOBAHUSA (BKIOUAA KUCHIbL U
noaunoi)

B ximHHYecKnX MccieqoBaHUAX Ha (oHe mpuéMa TepudgayHoMuia He 3a(UKCHPOBAHO
TOBBIILIEHUS PHCKa BOSHHKHOBEHHS 3I0KaU€CTBEHHBIX OITyXoJeH. PHCK BOSHUKHOBEHHUS 3J10Kade-

CTBEHHBIX OITyXOJiei, a MMEHHO JTUMQONponu(pepaTHBHBIX 3a00JIeBaHNH, yBEeTHUUBAETCS TPH
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MPUMEHEHUH HEKOTOPBIX APYTHX JIEKapCTBECHHbEX—HpeHapatoB; BiHsHOMHX—Ha HMMYHHYIo—6H
cremy (kiacc-3¢¢exr).
Taocenvie KOJCHBIE peakyuu
Bo Bpems mocTperucTpaiioHHOTo MPUMEHEHHS TEPHQPIYHOMHIa cOOOIIANIOCh O CIIydasx
Pa3BUTHS CEPbE3HBIX KOXHBIX peakIiif, BKIOUas TOKCHIECKUH YITHIePMaIbHBIH HEKPOIU3, CHH-
apoM CtuBeHca-/[KOHCOHa, JTEKapCTBEHHO-OOYCIOBIEHHYIO PEaKLHI0 ¢ B03WHOGUINEH U CH-
creMHBIMH cuMnToMaMi (DRESS-cunnpom).
Acmenusa
B xopae mane6o-KOHTpOIHPYEMBIX HCCIeIOBAaHUN B TPYIIax MpHUMeHeHHs maiedo, Te-

pudayHoMHIa B 103€ 7 MT ¥ TepupIyHOMHUA B 03¢ 14 MI H4acToTa pa3BUTHS ACTEHUU COCTAaBMIIA
2,0 %, 1,6 % u 2,2 %, COOTBETCTBEHHO.
IlepenosupoBka
Cumnmomei

WHdopmanny 1o nepeao3upoBKe WIN OTPaBICHUH TEPUPIYHOMUIOM Y UelloBeKa HeT. 3710-
POBBIE TOOPOBOBIIEI MPUHUMATH TepuIyHOMUA B 03¢ 70 MT eXeTHEBHO B TeueHHe 14 maHEH.
HabnronaeMble HexxenaTeIbHbIE PeaKLIMH COOTBETCTBOBAH MPOGIITIO 0€30MaCHOCTH TEPUPITYHO-
MUJIa TIPU ITpHUeMe TallMEHTaMH ¢ PACCESTHHBIM CKIIEPO30M.
Jleuenue

B cnydae mepeno3upoBKH MU OTpaBISHUS U YCKOPEHHOTO BBIBEICHUS TEPUPIYHOMHIA
pEeKOMeHyeTcs MPHEM KoJIeCTHpaMUHa WIIH aKTHBUPOBAaHHOTO Y. PekoMeH10BaHHOI Tpolie-
IOypoH BIII€TCA NPUEM KOJNECTHpaMHHA B 103€ 8 T 3 pa3a B CYTKH B TeueHHue 11 nHell, B cmydae
TUTOXOM MEPEHOCHMOCTH 3TON 103bl, MO)KHO CHU3UTH JI03Y KOJIECTHpaMUHa 110 4 T 3 pa3a B CyTKH.
B xauecTBe anbTepHaTHBHOTO BapHaHTa MOKHO MPUHUMATE 110 50 I' aKTHBUPOBAaHHOTO YIS KaX-

neie 12 4 Ha mpoTsikeHuu 11 nHew.

B3aumopeiicTBue ¢ APYTrUMH JIeKAPCTBEHHBIMH CPeCTBAMH U Apyrue (opmMbl B3aumoueii-
CTBUIi
B3aumooeiicmeus, ceazanunsle ¢ 6o30eicmeuem 0py2ux JeK4PCMEEHHBIX (PeOcme Ha (apma-
KOKUHEMUKRY mEPUPIyHOMUOA

['maBHBIM MyTH OMOTpaHchopMaIi TepUGITYHOMHIIA - THAPOIN3; BTOPOCTENEHHBIH My ThH -
OKHCJIEHHEe, C MUHUMAJIbHBIM YYacTHEM B HeM H30¢pepMeHTOB IuToXpomMa cucteMsl P450 (CYP)
1 N30epMEHTOB MOHOAMIHOKCH/Ia3bl, COACPKAIINX (IaBHH.
Mownsie undyxkmepot uzoghepmenmos yumoxpoma P450 (CYP)

OnHOBpeMEeHHOE eXeIHeBHOe TpHMeHeHHe pudaMIuIiHa (MHAYKTOpa H30(pEpMEHTOB

CYP2B6, 2C8, 2C9, 2C19, 3A) B no3e 600 Mr onnH pa3 B CYTKH B T€UeHHE 22 THEH, a Takke
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ot 29.08.2023 N= 16657

IpUeM HHIYKTOPa P QIIFOKCHBIX TIEPEHOCUHKO P-rnHKUHpo;é@lg'{F'-gg]Ev;ge—JI'Ké-Fp_eEI/I—rc"['éilI‘rHo—

CTH K paky MoJjouHol xene3sl [BCRP] u repudnynommna (pasopas no3a, coctansmomas 70 Mr)
MPUBONIH K CHIDKEHUIO CHCTEMHOM 3KCTIO3UINY TepupayHoMuaa mpuommsutensHo Ha 40 %. Bo
BpeMs JieueHUs TepuGIyHOMUAOM pH(aMITUIINH U Ipyrue u3BecTHole HHAYKTOpBE CYP u mepe-
HOCUMKOB O€NIKOB, TaKHe Kak kapOaMazenuH, ¢peHobapOuTan, (eHUTOMH U 3BEpOOO, TPOIBIPAB-
JICHHBIH clleyeT Ha3Ha4daTh C OCTOPOKHOCTBIO.
Konecmupamun unu akmusuposanmolil y2oio

He pekoMeH10BaH OTHOBPEMEHHBIN MpHEM TepUPIYHOMIIA U KOJeCTHpaMHUHa WM aKTH-
BHPOBaHHOT'O YIS, TOCKOIBKY 3TO BEAET K OBICTPOMY M CYIIECTBEHHOMY YMEHBIICHHIO KOHIICH-
Tpaluuu TepUpIYHOMHUAA B TUIa3Me KPOBH, 33 MCKIIIOUEHHEM CIydaeB, KOT/la HeoOXOMMO YCKO-
pEeHHOE BhIBEeZeHHE TepHuyHoMUAa. CUHTaeTCs, YTO MEXaHH3M YCKOPEHHOTO BBHIBEICHHS 00Y-
CIIOBJIEH TIPEphIBAHMEM TEYEHOUHO - KHIIEYHOH PEeUpPKYIALNH TepUPIYHOMUAA U/HUIH KETy-
JIOYHO-KHILIEUHBIM AUATH30M TepUPIYHOMIA.
B3aumooeiicmeus, ceazannvie ¢ eaAuUAHUEM MEPUPIYHOMUOA HA PAPMAKOKUHEMUKY OpY2UX
JICKAPCMEEHHbIX CPEOCmE
Bosoeiicmeue mepugpnynomuoa na cyocmpam CYP2C8

Be11o oTMeueHo yBenmuueHne cpeaHero 3HaueHus Cmax 1 AUC mng penarmuuuna (1,7- u 2,4-
KpaTHOE, COOTBETCTBEHHO ) TTOCIIE TpHeMa ITOBTOPHBIX /103 TEPUGPIYHOMHIA, UTO TIO3BOJISET Mpe-
MOJIOKHTB, UTO TepHPIyHOMUN ABsieTcs HHruouTopoM nszodepmenta CYP2C8 in vivo. IlorTomy
Ha (poHe TIpueMa TepUIYHOMHU/IA JIEKaPCTBEHHBIE CPE/ICTBA, METAOOTU3NPYIOIIHECS ¢ TIOMOLIBIO
m3odepmenta CYP2CS, Takue kak penarianHU, MaKIUTaKceN, TMOTTIUTAa30H I PO3UTIUTA30H,
ClleAyeT MPUMEHSATE C OCTOPOKHOCTEIO.
Bosoeiicmsue mepughnynomuoa Ha nepcpanvhvie KOHMPAYenmuesl

Ha ¢oHe npuema MoBTOPHBIX 7103 TepUIYHOMHAA OBIJIO OTMEUEHO YBETHUEHHE CPEIHUX
3Ha4eHUH Crax 1 AUCo.24 1t sTHHIIecTpaauona (1,58- u 1,54-kpatHoe, cOOTBETCTBEHHO) U Crax
u AUCg.24 neBoHorpectpena (1,33- u 1,41-kpaTHoe, COOTBETCTBEHHO). XOTA HE OKMIAETCS, UTO
B3aUMO/IeIcTBHE ¢ TEPUPIYHOMUIOM OKaKeT HeOIaronpusaTHOe Bo3ieHcTBIE Ha 3P (PEeKTHBHOCTh
MEepOpAbHBIX KOHTPALENITHBOB, CIEAYeT €ro YUMTHIBAaTh NMPH BHIOOpE M KOPPEKLUUHU 103 Mepo-
PaTBHBIX KOHTPALEITUBOB NMPH UX KOMOMHALIMH ¢ TEPUPIYHOMHUIOM.
Bozoeiicmsue mepughnynomuoa na cyocmpam uzoghepmenma CYPIA2

[IpueM MOBTOPHBIX 1103 TEPUPIYHOMUAA CHIDKAT cpeHIe 3HadeHUS Crax 1 AUC Kodenna
(cyboctpaTa m3odepmenta CYP1A2) Ha 18 % u 55 %, cOOTBETCTBEHHO, UTO MO3BOJSAET MPEATIO-
JIOXKUTD, YTO TEPUPIYHOMUN in Vivo sBiIgeTcs caabbiM MHAyKTOpoM m3odepmenta CYP1A2. B
CBSI3M C 3THUM JIEKapCTBEHHBIE TpenapaThl, META0ONM3UPYIOIIHECS ¢ MOMOIIBI0 H30(pepMeHTa

CYPI1A2 (takue, Kak TyJTOKCETHH, aJOCETPOH, TEOQWIITHH H TH3AHUINH), CIEAYeT MPUMEHSTH C
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OCTOPOKHOCTBIO BO BpeMs JIeueHHs TepHPIyH] MH;[OM,'EB&&QI%}%}" 56 Mower! iTﬁVIBé’CTH'ic-I CHI-

KEHUIO YPPEKTUBHOCTH ITHX IperapaToB.
Bosoeiicmeue mepugpnynomuoa na sapgapun

IIpreM MOBTOPHBIX 103 TepU(IYHOMHAA HE OKa3bIBAJ BIMAHUA Ha (papMaKOKHHETHUKY S-
Bap(dapHHa, 4TO CBUIETENBCTBYET O TOM, UTO TEPHPIYHOMU HE SABIIAETCS HHTHOMTOPOM MM MH-
ayktopoM m3opepmenta CYP2C9. Tem He MeHee, ObUIO OTMEUEHO YMEHBIIEHNE Ha 25% TIHKO-
Boro MexaynapoaHoro Hopmamuzopannoro OtHomiennst (MHO) npu oTHOBpeMEHHOM NpHUMe-
HEHMH TepHQIyHOMHa M BapdapuHa, 10 CpaBHEHHIO ¢ MOHOTepanueil BapdapuHoM. [losTomy
IIpH OJTHOBPEMEHHOM IPUMEHEHUHN BapdapuHa U TepUPIYyHOMHUAA PEKOMEHyeTCsl TIIaTeIbHOe
HaboIeHne 3a MalMeHToM 1 MoHUTOpruHT MHO.
Brusnue mepugaynomuoa na cybcmpamel nepeHocuuxos cpearnuieckux anuonos 3 (IH0A3)

Ha ¢one kypcoBoro mpuema tepuduyHomMuaa Hadmogaercs yBennueHHe Cmax 1 AUC
(1,43 u 1,54-xpatHoe, COOTBETCTBEHHO) Lie(hakIopa, UYTO CBUAECTENBCTBYET B MOJIb3Y TOTO, YTO in
vivo TepudayHomun ssisercs uHruontopom IIOA3. TlosToMy creayeT coOmoIaTh OCTOPOXK-
HOCTB IIPH OJHOBPEMEHHOM MpHMEHEHNH TepudyHoMuIa U cyocTpaToB [IOA3, Takux kax Le-
¢axiop, GEH3MINEHULIINH, ITUMPO(IOKCAIlMH, HHIOMETALUH, KeTonpodeH, GpypoceMus, uMe-
TH/AWH, METOTPEKCAT U 3UOBYIMH.

Brusnue mepugpnynomuoa na cyocmpamer BCRP u/unu mpancncpmupyroujue ¢ peanuieckue anu-
onwl nonunenmuosl Bl u B3 (OATP1B1/B3)

Ha ¢oHne nmpuema mMoBTOpHBIX 703 TepH(IYHOMHUa HAaOMIOJAIOCh YBEMUEHHE CPEIHUX
3Ha4eHUH Crax 1 AUC (2,64 u 2,51-kpaTHoe, COOTBETCTBEHHO) po3yBacTaTHHa. OJHaKo He
HaOIr01a710Ch 3aMETHOTO BIMSHUS JaHHOTO YBETHUEHHS CHCTEMHOM YKCIIO3UILIMH pO3yBacTaTHHA
B IazMe KpoBH Ha akTHBHOCTh HMG-CoA penykrassl. Pekomennyercst 50% cHHKeHHE HO3BI
po3yBacTaTHHA IIPU €T0 OJHOBPEMEHHOM NpHeMe ¢ TepuduryHoMuaoM. pyrue cyoctparst BCRP
(Take Kak MeTOTpeKcaT, TONOTeKaH, cyabdacanazuH, TayHOPYOULIMH, TOKCOPYOUIIMH) U cyO-
crpathl ceMeiictBa OATP, ocobenHo nurnoutopsl HMG-CoA penykTassl (Takie kak cMMBacTa-
THH, aTOPBACTATHH, NpaBacTaTHH, METOTPEKCaT, HATETJIMHU, pENariinHUA, pU(paMITUIIIH) OAHO-
BPEMEHHO ¢ TepUDITYHOMHIOM cIeyeT MPUMEHATH C OCTOPOXKHOCTHIO. [lallneHThI TOKHBI HaX0-
IUTHCS MO TILATENLHBIM HAOMIOIEHIEM Ha IIPEAMET MOSBICHUS TPU3HAKOB U CUMIITOMOB ITOBBI-
IIEHUS! CHCTEMHOMN IKCIO3MLIMH 3THX JIEKAPCTBEHHBIX CPENICTB, M, TPH HEOOXOAMMOCTH, CIIEAYET
PaccMOTpPETh BOTIPOC O CHIKEHUH HX J103.

Brusnue mepugpnynomuoa na cyocmpamer uzopepmenmos CYP2B6, CYP3A, CYP2CY9, CYP2C19
u CYP2D6
[Ipuem TepudryHOoMHIIa He OKa3bIBal BIMSIHUSA Ha (papMaKOKMHETHKY OympornioHa (cyo-

crpata usodepmenta CYP2B6), munazonama (cyoctpata uzopepmenta CYP3A), S-sapdapuna
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(cybcTpata uzodpepmenta CYP2C9), omenpazojia (cy6cﬁla’é;i;; gtgﬁ-&')eﬁﬁeﬁa P P9~—) W ddero-

npoiona (cyoctpata nzopepmenta CYP2D6).

Oco0ble ykazanus
JleueHne DOJHKHO MPOBOIUTECS MO HAOMIOIEHHEM Bpayda, HMEIOIIEro OIBIT JICYSHUS MallueHTOB

C PACCEAIHHBIM CKIICPO30OM.

MOoHUTOPUHT

I[O HaydalJla JICUCHHUA CICAYCT MPOBCCTH CICAYIOIINE UCCIICAOBAHUA:

. U3MEpEeHUEe apTepHaTIbHOTO NaBICHUS;
. oIperelieHie aKTHBHOCTH allaHMHaMUHOTpaHcdepasbl (AJIT);
. OOILMI aHAIN3 KPOBH ¢ TIOJICUETOM JIeHKOLUTapHOH (HOPMYIBI M OIpeeeHHeM

KOJTMYECTBa TPOMOOIIUTOB B MepH(pepuIecKoil KpOBH.

Bo epemsa neuwenua mepugaynomudom ciedyem pecyispHo KOHMpPOIuposame ciedyroujue napa-

Mempoi:
. apTepHaNbHOE TaBlICHUE,
. aktTHBHOCTB AJIT. CrieyeT onpenenaTh akTHBHOCTE (PepMEHTOB TIeUeHH KaXK IbIie 2 HeIeTH

B TEYECHHE NIEPBBIX 6 MECSIIEB TEPANH U KaXIble 8 HEIENMb IOCTe 3TOT0 MEPHO/Ia HIIH Ha OCHOBA-
HUM KJIMHUYECKUX MPH3HAKOB M CUMIITOMOB, TAKUX Kak HeOOBsICHUMAas TOLIHOTA, pBOTa, OOJb B
KHUBOTE, MOBBIIICHHAs YTOMIISIEMOCTb, aHOPEKCHS MJIM KeNITyXa W/MIHM MoTeMHeHne Mouu. [Ipu
ypoBHAX AJIT B 2-3 pasa Brillie BepXHel rpanuLibl HopMbl (BI'H) MOHMTOpPHHT crienyeT MpoBOANTE
eKEHEIeNbHO;

. B cllyyae MOSBIICHUS HOBBIX CHMIITOMOB M NPH3HAKOB (Hampumep, HHGEKIHH) BO BpeMs
JIeUeHHs He0OXOAMMO BBITIOTHUTE OOIIMI aHaTH3 KPOBH C MOJICUETOM JIEHKOIIMTAPHOH (pOPMYIIEI
U onpefieleHueM KOJIMYeCTBa TPOMOOIIUTOB B MepH(epuIecKoil KpOBH.

IIponenypa YCKOPEHHOI'O BEIBEACHUS TCDI/Id)J'IVHOMI/IZ[a U3 OpramusMa

Tepudnynomun MeATeHHO BBHIBOIUTCS U3 IJIa3Mbl: KOHIEHTPAIIMH B IJIa3Me JOCTHTaloT
3HaueHni Hioke 0,02 Mr/m B cpeiHeM 3a 8 MecsIleB, XOTS U3-3a HHANBUAYAIBHBIX OTKJIOHEHHUH B
Mpollecce BBIBECHUS IEKapCTBEHHBIX BEIIECTB BHIBEACHHE MOKET NITUTHCA 10 2-X JIET.

BriBenenne nmpemnapaTta MOKHO YCKOPHTH € IIOMOIIIBIO TIPOIEAYPhl YCKOPEHHOTO BBIBEIE-
HUS TepUQIYHOMH A, ONTMCAaHHOM B pa3zene 5.2., MpUBOAAIIEH K CHIKEHHIO Ooee 4eM Ha 98%
KOHI[EHTpalluu TepupIyHOMHUAA B IIa3Me KPOBH.

IleueHOUHAH HCOOCTATOYHOCTD

v ITAaITMCHTOB C TIeYEHOUYHOH HCOOCTAaTOYHOCTBIO JIETKOH WIIH CpC,Z[HCI‘;I CTCIICHHU TSKCCTHU

KOpPpPEKIMs 036l He TpedyeTcs.
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TCpI/I(bJ'IYHOMI/I,Z[ IIPOTHBOIIOKA3aH TTallneHFaM—e—rhkeAoH—He I eHoHHOH—HeAOETaT

CTBIO.

VY manueHToB, MPHHUMABLIMX TEPHUQPIYHOMH], HAOMIOJAIOCh MOBBIIICHHE aKTHBHOCTH
¢depmenToB neveHu. [loBrinenns aktTuBHOCTH AJIT B OCHOBHOM OTMeUalINCh B TEUEHUE MEPBBIX
6 Mecs1eB JICUEHNS.

B nonoBuHe ciydaeB nokasaTeq BEpHYIHCh K HOpMe 0€3 OTMEHHI NpenapaTa. B kinHu-
YeCKHUX MCCIEIOBaHUAX MpUMEHEHHEe TepU(IyHOMH A PEKPaIlaioch, €CIIH TOBBILIEHHE aKTHB-
HocTtH AJIT nBaxkne! mpesrimano BI'H B 3 pasa. AKTHBHOCTh TpaHCaMHHa3 B CBIBOPOTKE KPOBH
BO3Bpallajlach K HOPME B Te€UEHUE, TPUOTUZUTENBHO, 2 MECALEB MTOCTE OTMEHBI TEPUPITYHOMUA.

CrnenyeT KOHTPOJIHMPOBATH MOKA3aTENIM aKTUBHOCTH TPaHCAMHMHA3 M KOHLEHTPAIMK OUITH-
pyOHHa B CHIBOPOTKE KPOBH B TeUeHHE 6 MecCsIIEB IO Havalla JIeueHUs TepHupIyHOMHIOM. AKTHB-
HocTb AJIT cnenyer onpenensaTs KaKable 2 HEAEIH B TeUeHHE 6 MecALEB MTOCIIe Havalla IpuMe-
HeHud TepupayHomMuaa. Bormpoc o MOHHTOpHHTe MoKa3aTeneil (yHKIMU MEUYeHH TaKKe cleayeT
paccMaTpuBaTh, korjaa npenapat Tepudaynomun KaHoH nmpiuMeHseTcsl OTHOBPEMEHHO C IPYTHMH
MOTEHIIMATBHO reNaTOTOKCHYHBIME TipenapaTaMu. Bornpoc 06 otMene npenaparta TepudayHoMun
KaHoH cnenyer paccMaTpuBaTh NPU MOATBEPKICHUN TIOBBILIEHHS aKTHBHOCTH TpaHCaMHHa3 B
CBIBOPOTKE KpOBH, Oojiee ueM B TpH pasa npepbimaromieM BI'H. Crnenyer MOHUTOpHpOBaTh ak-
TUBHOCTB TPaHCAMHMHA3 M KOHIEHTPAIMIO OMIIHPYOHHA B CHIBOPOTKE KPOBH Ha (pOHE TEparmH npe-
napatoM Tepudnynomun KaHoH, 0coO€HHO y MAallUEHTOB, Y KOTOPBIX Pa3BUBAIOTCS TAKHE CUMII-
TOMBI, YKa3bIBaloOILlMe Ha HapylLleHne (PYHKIMH TeYeHHU, KaK HEOObsICHIMas TOLTHOTA, pBOTa, 00N
B J)KHBOTE, TIOBBIILIEHHAs YTOMIIIEMOCTh, aHOPEKCHUS, KENTyXa W/ WIH oTeMHeHne MouH. [1pu mo-
JO3PEHUN Ha HAJHYHE CBSA3M MEXAY HapylleHHeM (PYHKIIMM ITeUeHH U MPUMEHEHUEM TepuQITy-
HOMHIa HEOOXOIMO JOCPOUHO MPEKPATUTH IPUEM NpenapaTa i HayaTh MPOLEAYpPY YCKOPEHHOTO
BBIBEJICHHA TepH(pIyHOMIAA (CM. pa3fen 5.2), a Takke MPOBOANTE €KEHEACTbHBIN MOHUTOPHHT
aKTMBHOCTH MEUEHOUHBIX (PEPMEHTOB BIUIOTH 10 UX HOpMaTIH3aliu. Eciy pa3BuTHe eUeHOUHON
HEIOCTATOYHOCTH BCIEICTBHE TpHeMa TepHUIYHOMHUAA NMPU3HAHO MAalOBEPOSTHBIM, TaK Kak
ObLTa BBISBJICHA JpyTas MpUYHMHA, MOKHO paccMaTpHBaTh BO30OHOBIEHUE TEPATUU TePUITYHO-
MHJIOM C €KeHeIeTbHBIM KOHTPOJIEM ToKa3aTeNel (pyHKIINHN MEeYeHN 10 UX HOPMATH3aIHH.

KpoMe ciydas pa3BUTHS OCTPOTO TeNaTHTa B X0/1€ MPOBEICHUS KIIMHUYECKUX HCCIIe0Ba-
HUH, TPH MPOBEIEHUH OCTPETUCTPAITMOHHOTO HCCIIEJOBaHUS HAOMOJaTICh CITydal JIEKapCTBEH-
HOTO TOpa)KEeHHsI MeYeHH (MHOTAA *KM3HEYTPOKAIOILHNE ), YACTO B COUETAaHUM TepHpIyHOMHUOA C
IPYTUMH IeNaTOTOKCHUECKUMH JIEKapCTBEHHBIMH CPEICTBAMH.

30yIIoTpeOIeHHE aTKOIOJIEM

TCpI/I(bJ'IYHOMI/I,Z[ Kanon HCO6XO,Z[I/IMO Ha3Ha4YaTh € OCTOPOXKHOCTBIO IMAIUCHTAM, 3JI0YIIO-

Tpe6.]'I}IIOH_[I/IM AJIKOT' OJICM.
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I'unonporenHeMus

Iockonbky Tepu(pIyHOMH]I B BBICOKOI CTENEHHU CBS3BIBaeTCS ¢ OeTKaMi KPOBH, B OCHOB-
HOM C albOyMHMHaMH, KOHIIEHTpalMs HECBSI3aHHOTO TepH(pIyHOMHIA B IJa3Me MOXKET TOBBI-
IIaThCS Y TMALUEHTOB ¢ TUIONPOTEMHEMHUEH, HampuMep, MpH HedpoTHUeckoM cuHApoMe. Te-
pudgIyHOMHI HE cleyeT Ha3HauaTh MAIMEHTaM ¢ BBIPa)KEHHON THITOMPOTEHHEMHEH.

AprepnanbHoe JaBlIeHHE

Ha ¢one nmpuMeHeHHs TepuGIyHOMHAZ MOXKET MOBBILIATHCS apTEpPUATBHOE JaBIICHUE.
Heo6xoauMo KOHTpOIHPOBATh apTepHalIbHOE AaBICHHE TIepe/l HaualoM JieUeHUs TepH(pIyHOMHU-
1IOM, U TIEPHOAMYECKH BO BpeMsl JieueHHs. B ciryyae MOBBIIEHHUS apTepHaIbHOIO AaBIeHHS HE0O-
XOZMMO TPOBOINTH COOTBETCTBYIOIYIO aHTHTHIIEPTEH3NBHYIO TEPAIHIO 10 U BO BpeMsl JISUSHUS
TepUPIYHOMUIOM.

Uudexiyn

VY ManueHToB ¢ TSKETBIMU aKTHBHBIMH HH(EKIMAMHI Havalo JeueHHs TepH(pIyHOMHIOM
HEOOXOIMMO OTIOKHTE 0 TIOJTHOTO BBI3JIOPOBICHHUS.

B mutanie60-KOHTpONMPYEMBIX HCCIEIOBaHUAX MTPH MPpUEME TEPHPIYHOMU/A TIOBBIILIEHUS
JacTOTHI TSDKENBIX HHPEKINHA He Habmoaanock. OQHaKo, ¢ y1eTOM HMMYHOMOIYIHUPYIOILETO (-
¢exTa npenapara TepudnyHomun KaHoH, B ciiydae pa3BUTHS y HallME€HTa TSOKeNIOH MH(PEKINH
HEOO0XOIMMO PaccMOTPETh HEOOXOAUMOCTE TIPEKpallieHHs JIeUeH s TpenapaToM, U epel] Bo300-
HOBJICHHEM TepaIii HEOOXOANMO OLIEHUTh BO3MOXHBIE IIPEUMYILECTBA U PHCKH. B cBA3M ¢ 1H-
TENILHBIM IIEPHOJIOM TITOTYBBIBEACHNUS MpeTapaTa HEOOX0JMMO paccMOTPETh HEOOXOMMOCTH MTPO-
BEICHUS MPOLEAYPHl YCKOPEHHOTO BEIBEACHUS TEpUPIYHOMHUIA C TOMOIIBIO KOJIECTHPAaMHHA HITH
aKTHBMPOBAHHOTO YTJIS.

[TaumenTsl, MpuHUMarolne npenapat TepudpayHomMus KaHOH, TOKHE HEMEIIEHHO CO-
o0IaTh 0 cuMIToMax MH(peKIui Bpady. [larieHTaM ¢ aKTUBHBIMH OCTPBIMH M XPOHHUYECKUMH
MHQEKIMSAMH He clleyeT HauuHaTh JiedeHue npenaparoM Tepudnynomua KaHoH o momHoro us-
neuenus. [Ipuem npenapata TepupnyHomun KaHoH He pekoMeHIyeTcs MPU THKEIOM UMMYHO-
neduuuTe, HAPYIMIEHUAX CO CTOPOHBI KOCTHOTO MO3Ta MJIH MPH TSHKENBIX HEKOHTPOIUPYEMBIX HH-
bexnusx.

bezomacHocTh npenapata TepudayHomua KaHoH y MaliMeHToB ¢ TaTeHTHOH GopMoil Ty-
Oepkynes3a HeuzBecTHa. CKpUHUHT Ha TyOepKyNE3 B KITHHUYECKHX HCCIEIOBAHUAX CHCTEMAaTHIe-
CKH He mpopoamics. [lanueHTam, UMEIOINM TTOMOKUTENBHBIN TeCT Ha TyOepKyse3 MpH CKpH-
HHUHTe, TIepe]l HavalloM puéMa npenapara TepudpayHomua KaHoH HeoOX0JUMO TPONHTH COOTBET-
CTBYIOILIEE JICUCHHUE.

Hapyienns G vHKINH JTETKHX
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B ximmHnuecknx HCCIICOIOBaAHUAX TCpI/I(b YHOMHHEHE IIL’.6J'HCHL’JICCL ey 1aeh HHTSpCTﬁIHH

aJIBHBIX JIETOYHBIX HapylleHHH. lIpM IOCTperncTpallioHHOM IPHMEHEHHH TepH(IYHOMHIA,
HaOIIFOIaIOCh Pa3BUTHE MHTEPCTHIHANBHBIX OONE3HEH JIerKHuX, BKIIOUas OCTPBIH WHTEPCTHIIH-
AJTbHBIA THEBMOHUT.

Bo BpeMs medeHus TepIyHOMHIOM, aKTHBHBIM META0OIUTOM KOTOPOTO SIBISETCS Te-
pUGITYHOMHI, COOOIIATIOCH O Pa3BUTHH HHTEPCTHIIHATLHBIX OOJIe3HEH JIETKUX, 000CTpEHIH paHee
CYIIECTBOBABIINX WHTEPCTHIHAIBHBIX OoNe3Hel NerkuX. MHTepcTHInaTbHBIe OONE3HU JIETKHUX
MOTYT Pa3BHBATHLCS OCTPO B JFO00E BpeMs B TeUEHHE JICUCHUS H UMETh Pa3IMIHBIC KIIMHHYECKUE
nposBNeHns. HTepcTHINATBHBIE OOJIE3HN JIETKHX MOTYT IIPHBOIMTS K JIETATBHOMY HcXoy. Pa3-
BUTHE HOBBIX WIH YXYIIICHHWE CYIIECTBYIOUINX JIETOYHBIX CHMIITOMOB, TaKHX KakK Kallelb H
OJIBIIIIKA, COUETAFOIIX CS C INXOPAJAKOH MITH 0€3 TNXOpaIKH, MOXKET OBITh IPHYMHOM JUTS IpeKpa-
IIEHHS. Teparui U U JATBHEHIIEro COOTBETCTBYIOIIETO OOCIEOBaHUS TMAIMeHTa. B ciyuae
HEOOXOAMMOCTH OTMEHHI MpemnapaTa cleyeT pacCMOTPETh BOIPOC O Hawalle MPOUEIyphl YCKO-
PEHHOTO BBIBeIeHUS TeprpayHoMuIa (cM. pasaen 5.2).

T'emaronmornueckue >¢dpd ek

B nnane6o-KoHTpOINpyeMBIX HCCIEJOBAHUAX HAOMI01aN0Ch YMEHBIIEHHE CPETHETO KO-
JMYEeCTBA JEHKOIUTOB B KPOBH NMPHOIM3UTENBHO Ha 15 % OT HcXoaHOro ypoBHs (IMaBHBIM 00pa-
30M, HEUTPOPHUIBHBIX TEHKOLMTOB M TUM(OIIUTOB) M KOTHUECTBA TPOMOOILIUTOB MPHOITH3UTETHHO
Ha 10 %. Ilepen HauanoMm Tepanuu npenapatoM Tepudaynomun KaHoH 1 Bo BpeMs JTeueHHs HE00-
XOJMMO MPOBOJAUTEH KIIMHUYECKUH aHAIU3 KPOBH € OIpeeeHHEM JeHKOIUTapHOH (GpopMyIBl U
KoITM4ecTBa TpoMOOLMTOB B nepupepuyeckoit kposu. Ha ¢one Tepanun npenaparom Tepudmy-
HoMu KaHOH HE0OX0AMMO TPOBOAUTH AONOTHUTENEHBIH MOHUTOPUHT TP MOSBICHUH KITHHUYE-
CKHX CHMITTOMOB ¥ IMTPU3HAKOB, YKa3bIBAIOIINX HAa HATHUHE HH(PEKIIHNH.

VY NmanueHTOB ¢ CyIIecTBYIOIeH aHeMHeH, JIeHkonmeHuell W/Uii TpoMOOLIUTONIEHHEH, a
TaKKe y MAIlMEHTOB C HApYIIEHHUIMH KOCTHOMO3TOBOT'O KPOBETBOPEHHSI T UMEIOIINX BBICOKHH
PHCK MOJaBIEHHs] KOCTHOMO3TOBOTO KPOBETBOPEHHUS, UMEETCS MOBBIIIEHHBIH PHCK Pa3BUTHS Te-
MAaTOJIOTHYECKUX HapyILeHUI MpH MpUMEHEHUH TepupIyHOMHUAA. B ciiydae pa3BUTHS yKa3aHHBIX
HEeXKEeNaTeNbHBIX peakUuil Ui YMEHBIICHUS KOHLEHTpAIMH Tepu(IyHOMHUIA B TUIa3Me KPOBU
HEOOXOIUMO PAacCMOTPETh BOMPOC O NMPHUMEHEHHHM TPOLEAYphl YCKOPEHHOTO BBIBEIACHUS Te-
pudIyHOMHUA.

B cnyuasx BEIpaXX€HHBIX TeMaTOJIOTMYECKUX HapyIIEeHUH, BKI0Yas TaHIUTONIEHHIO, TIPH-
MeHeHue npenaparta Tepudaynomun KanoH 1 11000ro Jpyroro nmoJaBisiOIEro KOCTHOMO3TOBOE
KpOBETBOpEHHE MpenapaTa JOJKHO OBITh MPEKPAIIEHO, U CIEIYET PACCMOTPETh BOIIPOC O NMPOBE-
JIEHUU TPOLEIYPhl YCKOPEHHOTO BBIBEICHUS TEPUPIYHOMHUA.

KoxHbIe peakiinu
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XOJIOM, BKIIIOYas pa3BuTHe cuHApoMa CTHBeHca-/[PKOHCOHA, TOKCHHYECKOTO SITHASPMAIBLHOTO
HEKpOJIH3a M JEKAPCTBEHHO-00YCITOBICHHON PEAKINH ¢ S03WHOQIINEH U CHCTEMHBIMH CHUMIITO-
mamu (DRESS- cunapom).

Ecnu Bo3HMKaeT MOJO3peHHe, YTO HaOMIOJaeMble CO CTOPOHBI KOKH W/WMIH CIH3HCTHIX
00oJIoueK peakIy (I3BEHHBIH CTOMATHT) MPUHUMAIOT XapaKTep TsDKENBIX TeHepali30BaHHBIX
KOXHBIX peakimil (cuHapoma CtuBeHca-J[)KOHCOHA, TOKCHYIECKOTO MHICPMATFHOTO HEKPOITH3a
- cuapoma Jlaienna, JeKkapcTBEHHO-00YCIOBICHHON PEAKIH ¢ Y03MHO(GMINEH H CHCTEMHBIMH
cumnitoMaMu - DRESS- cunapoma), neuenne TepugIyHOMIIOM U JOOBIMH JPYTUMH Mpenapa-
TaMH, TOTEHIINATHHO BBI3BIBAIONIIMH MOTOOHBIE PEaKINH, TOJDKHO OBITh MPEKPAIICHO; CIeTyeT
HEMEIJICHHO Ha9aTh MPOIEAYPY YCKOPEHHOTO BRIBEIeHHS TepH(IyHOMIIA. B Taknx cirydasx rma-
LIMEHTHI He TOJHKHBI BO3OOHOBIATE JIedeHHe TeprdpaIyHoMHuIoM (cM pazzaen 4.3).

Bo BpeMs Tepanmin Tepr(pIyHOMHAOM COOOIIANOCH O CIyHasX pa3BUTHA IIcopHasa (B TOM
YHCIle MyCTYJIE3HOTO TIcopHa3a) M OOOCTPEeHHs yKe HMerolerocs rncopuaza. Ha ocHOBaHWH
OIIEHKH 3a00JIeBaHHS W aHAMHe3a ITAllHeHTa MOKET OBITh PacCMOTPEH BOIPOC O MPEKpaIleHUH
npHeMa Tepu(IYHOMHIA WK Hadajle POLUEAYPHl €ro YCKOPEHHOTO BEIBEICHHUS.

Tlepudepnueckas HelipomaTug

VY naiMeHTOB, MPUHUMABIINX TEPUMIYHOMHU, HAOMOJANNCH caydan NepudepriecKoi
Heliporatin. Ilocne mpekpaiieHuss npuéma Mpenapara COCTOSHHE OONBIIMHCTBA TALHEHTOB
yay4iangock. TeM He MeHee, oTMedalach 3HaUMTENbHAs BapHaOelbHOCTh HcXoa nepudepude-
CKOM HEMpOIaTHH, T.€. Y HEKOTOPBIX MAIlMEHTOB HelponaTus pa3peliack, a y 4acTH MallieHTOB
MHTEHCUBHOCTH CHMIITOMOB He MeHsUTack. Ecli y malmeHTa, MpMHUMABIIEro npenapat Tepudiy-
Homuz KaHoH, qMarHocTHpoBaHa nepudepudeckas HeliponaTus, caenyeT paccMOTPETh BOIIPOC O
npeKpalieHnn npuéMa npenapata Tepudaynomun KaHoH M mpoBenieHHe MpoLEAyphbl YCKOPEH-
HOTO BBIBEJICHHS TEPUPITYHOMHUA.

BakiHaiys

JIBa KIMHUYECKUX HCCIeIOBaHUS TOKAa3all, YTO BaKI[MTHALIMN HHAKTHBHPOBAHHBIM HEOaH-
TUTeHOM (TIepBasi BaKLMHAIIMA) WK MOBTOPHBIM aHTUTE€HOM (PEBAaKLMHALN ) UM CEHCHOMITH3H-
PYIOLIUM aHTUTEHOM (CTHUMYJISINS) ObltH Oe3omacHBIMU U 3(PDEKTHBHBIMU BO BpeMs JeUeHUS
TepupryHoMuaoM. [IpruMeHeHe )KUBBIX OCTaOIEHHBIX BaKIIMH MOXKET OBITh CBA3aHO C PUCKOM
UHQHULIMIPOBAHUS 1 TOITOMY €T0 cleyeT U30eraTh.

MMMVHOCYIIpECCHBHAA M HMMYHOMOYJIUPVIOIIAS TepaIns

HOCKOJ’IBKY J'IC(bJ'IYHOMI/I,Z[ ABJIACTCA UCXOOHBIM COCIUHCHUCM JIA TCpI/I(bJ'IYHOMI/I,Z[a, OIHO-

BpEMEHHBIH MTPUEM TepupIyHOMHUA ¢ IeITYHOMUIOM HE PEKOMEH/IOBaH.
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O,Z[HOBpCMCHHOC IIPUMEHCHUC TCpI/I(bJ'Iy toMiHa-c—aHTHHeo e TH IS KM MM YHO

CYIIPECCUBHBIMHU NIpCIIapaTaMu, MIPUMCHACMBIMHU T JICHCHUA paCCCAHHOTO CKIIEPO3a, HE U3YyYa-
JIOCB. I/ICCJ'IC,Z[OBaHI/ISI 110 6630HaCHOCTI/I, B KOTOPBIX TCpI/I(bJ'IYHOMI/I,Z[ IIpUHUMAJIICA OHOBPEMEHHO
C I/IHTCp(bCpOHOM OeTa M ¢ TIIaTupaMepa al€TaToOM Ha ITPOTSKEHUHN 1O OTHOTI'O Iroia, HE BRIABUIIN
HpO6J'ICM ¢ 0e30mIacHOCTRIO. be3onmacHOCTE 3Tol KOM6I/IHaI_[I/II/I IIpu JJIATCIIBHOM HpI/IéMC I JIC-
YCHHUA paCCCAHHOTO CKIICPO3a HE U3YyHAIaCh.

Tlepexon Ha npenapat Tepudayaomun Kanon wnm ¢ npenapara Tepudayaomun Kanon

Ha ocHOBaHMM KIMHUYECKHUX JAHHBIX, OTHOCSIIUXCS K OJHOBPEMEHHOMY MPHMEHEHHIO
TepU(pIYHOMHUAA C HHTEpPEPOHOM OeTa WM ¢ TIIaTHpaMepa aleTaToM, MOXHO CcKa3aThb, YTO HET
HUKAKOH HEOOXOANMOCTH B MEPHUOME OXKHUAAHUS MPH Hauale Tepanuu TepUPIYHOMHIOM IOcie
uHTepdepoHa OeTa WM IMaTHpaMepa alleTaTa, WM TPH Hadalle Tepalii HHTepdpepoHoM OeTa Win
rIaTHpaMepa aleTaToM Mocie Tepanuu TEPHPIYHOMIIOM.

B cBs3M ¢ AMUTENBHBIM TEPHOIOM IMOTYBBIBEICHUS HaTaln3yMaba OHOBpEMEHHas CH-
CTeMHasl SKCIIO3MLIHUSA, U, CIEIOBATENLHO, OJHOBPEMEHHOE BO3/IeHCTBHE Ha UNMMYHHYIO CHCTEMY
MOXeT NMPOU30HTH B cilydae Hauana Tepanuu npenaparom Tepudaynomun KaHoH B TeueHue 2-3
MecsI1IeB Mociie MpeKpaleHs MpuémMa Hatanmnzymaba. [lostomy cnenyer coOmonaTs MephI Ipesio-
CTOPOKHOCTH IIPH TEPEX0/Ie ¢ TEpATUH HaTaln3ymMaooM Ha TepugmyHomua KanoH.

C yderoM mepHoaa MOMYBBIBEIEHUS (PUHTOIMMOAA HEOOXOIUM 6-HeleNbHbIH HHTepBal
0e3 Tepanmuu U STUMHHALMN U3 OpraHM3Ma LHHUPKYIUpYyOMKX BemiecTB. OT 1 1o 2 Mmecsuen
HEoOXOIMMO TS BO3BpAILEHUS KOJIWYECTBA TUM(OIMTOB K HOpME MOcie MpeKpalieHus pHuMe-
HeHud ¢puHronuMona. Hauano neuenus npenaparom Tepudaynomun KaHoH B TeueHHe 3TOTO Bpe-
MEHHOTO MHTEpBajla MOKET IPUBECTH K OJHOBPEMEHHOM CHCTEMHOI SKCIO3ULIUH (PMHTOTMMOAA
1 TepudayHOMHIa. DTO MOXKET MPUBOAUTH K aATUTHBHOMY BO3JCHCTBHIO Ha MMMYHHYIO CH-
creMy. [loaTomy crenyeT cobmoaaTh MEpBl MPEIOCTOPOKHOCTH MIPH TIepeXoie ¢ Tepanun (GpHuH-
TOJIMMOJIOM Ha Tepamnuto npenapatoM Tepudmynomua KaHoH.

VY nalMeHTOoB ¢ pacCeTHHBIM CKJIEPO30M Me/InaHa MepHo/ia MOTYBBIBEICHUS U3 OpraHu3Ma
(t122) O MpuOIM3NTENBHO 19 MHEH Ha GoHe MpHeMa MOBTOPHBIX J103 Mpemnaparta B 1o3¢ 14 mr.
Ecnu npuHATO pelieHne o mpekpalieHnn JeueHus nmpenapatoM TepudmyHnomun Kanon B TeueHne
S MepHo0B MONYBBIBEACHUS (TPUOIU3UTENBHO 3,5 MecsLa, XOTs Y HEKOTOPBIX MAallUEHTOB MOXKET
OBITH M JIOJIBIIIE) Ha4Yallo APYTroi Tepalu MPUBEAET K OJHOBPEMEHHON CHCTEMHOMN 3KCIIO3UIMH C
npenapatoM Tepudaynomu KaHoH. DTo MOKET MPUBECTH K aTUTHBHOMY BO3/CHCTBHIO Ha HM-

MYHHYIO CHCTEMY, UTO TpeOyeT 00513aTEILHOTO COONIOAEHUS MEp NMPEIOCTOPOKHOCTH.
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HHU3MAaMH

TCpI/I(bJ'IYHOMI/I,Z[ He OKa3bIBaeT WIH OKa3bIBaeT HE3HAUUTEIBHOE BIUSHHE Ha CIIOCOOHOCTD YiipaB-
JATH aBTOMOOHIEM HITH IOJIB30BATLCA MEXaHH3MaMH. O,Z[HaKO IIpHU BOSHUKHOBCHHUH HEXKEITATCIIb-
HBEIX SIBICHHH CO CTOPOHEI HCpBHOI‘;I CHUCTEMBI, HAIIpUMEDP, TOJIOBOKPYKCHUA, CICAYCT BO3IACP-
KAThCA OT YIIPABJICHUA TPAHCIIOPTHBIMHU CPCACTBAMU U 3aHATHH APYITUMH TIIOTCHIMAJIIBHO OIlac-

HBIMHU BUAAMHU ACATCIIBHOCTH.

dopMa BhIIycKa

TabneTku, MOKPBITHIE MISHOUHOU 000104KOM, 14 MT.

ITo 7, 10 umu 14 TabneTok B KOHTYPHYIO SUEHKOBYIO YITaKOBKY M3 IUIEHKH MTOTMBHHUIXJIOPUIHOM
i wienku [IBX/TIB/JIX u ¢ponbru amoMUHHEBOI TeUaTHON TaKHPOBAHHOM.

Ilo 40, 42 unu 56 TabneTok B 6aHKY MOTUMEPHYIO [UTS JEKAPCTBEHHBIX CPEACTB U3 MOIMITUIICHA
WK TTONMMATHIIeHTepedTanaTa. Kpblllika U3 TOMMITHICHA WM TOTUITPONTIICHA.

ITo 2, 3, 4 KOHTYpPHBIX SUEHKOBBIX ymakoBkH 1mo 7, 10 Tabmetok wnu mo 1, 2, 3, 4 KOHTYPHBIX
SAYEHKOBBIX YITAKOBKH 110 14 TabneTok, WK 1o 1 GaHke MoIMMepHOH A JTeKapCTBEHHBIX CPEICTB

BMCCTC C I/IHCTPYKL[I/ICI‘;I 110 IPUMEHCHHUIO B ITAYKY U3 KapTOHA.

YecaoBus XxpaHeHHA
IIpu Temmeparype He Bhie 25 °C.

XpaHUTh B HEOCTYITHOM JJIS AeTeH MecTe.

Cpok rogHocTn
2 rofa.

He vicioap30BaTh MO HCTEYEHUH CpOKa TOAHOCTH.

YecaoBusa oTnmycka U3 anrex

OTIycKaroT Mo pelenTy.

Baapenen perucrpannoHHOro ynocropepeHusi/QOprasusanusi, (pUHEMAKOLIAS PeTeH3NH
norpeduTenei

3A0 «KanoH}papma mpoaakiiHy, Poccus

141100, MockoBckas o611, r. [ll€nkoBo, yn. 3apeunas, 1. 105.

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

DnekTpoHHBIN anpec: safety(@canonpharma.ru

Tlonyuumes OononnumenvHeie 0aHHbIe O npenapame, HANpaAeUMs NPEMEeH3U HA €20 KAYecmso,
0e30nacHOCMb, COOOWUMb O HENHCENAMENbHBIX TeKAPCIMBEHHBIX PEAKYUAX MOICHO RO MeNePONY:

8 (800) 700-59-99 (GecmnatHas nmuHU 24 yaca) MM Ha caiiTe www.canonpharma.ru B pazziene
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IIpousBoauTean

3A0 «KanoH}papma mpoaakiiHy, Poccus

IIpoussoocmeo 20mosoti 1exapcmeeHHol (hcpmol.

MockoBckas o011, r.0. [I]énkoBo, r. lll€nkoBo, yiu. 3apeunas, ctp. 1055, k. 12.
Ilepsuunas ynaxoska:

MockoBckas o011, r.0. [I{énkoBo, r. lll€nkoBo, yiu. 3apeunas, ctp. 1055, k. 12.
Bmcpuunas (nompebumensckas) ynakosxa:

MockoBckas o011, r.0. lllénkoBo, r. Ill¢nkoBo, yiu. 3apeunad, ctp. 1055, k. 1.
MockoBckas o011, r.0. lllénkoBo, r. lll¢nkoBo, yiu. 3apeunas, ctp. 1055, k. 12.
Buinyckarowuit koumpoas kauecmea:

MockoBckas o011, r.0. lI]énkoBo, r. lllénkoBo, yiu. 3apeunas, ctp. 1055, k. 11.
Ten.: +7 (495) 797-99-54, daxc: +7 (495) 797-96-63

www.canonpharma.ru
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