MHHUCTEPCTBO 3[IPABOOXPAHEHUS POCCHIICKON DEEPALIN

MHCTPYKLIMA
1O MEJIMLIMHCKOMY I[TPUMEHEHMUIO JIEKAPCTBEHHOI'O [IPEITAPATA
JUCCEMMUJI

Perucrpaumnonnsiii Homep:

Toprosoe naumenosanne: JJUCCEMMUJI

Mexynapoanoe HenaTeHTOBAHHOE HAMMEHOBAHHE: TepUdIyHOMHU/

JlekapcrBennasi popma: tTabnerku, NIOKPBITBIE [IJIEHOYHOM 0060J10UKO

CocraB

I Tabinierka, nokpeiTas mieHOUHOM 0607104KOiA, COAEPIKUT:

Heiicmeytowue sewjecmea: TepudayHomun — 14,0 mr;

Bcnomozamenvhoie sewecmsa:

Aopo: runpomennoza E5 — 2,1 wr; KapOOKCMMETHIIKpaXMajl HaTpus — 7,5 Mr; J1aKTO3bl
MoHoruapat  200M - 859 Mr; wmaruus creapatr - 0,5 wMr; uemtonosa
MUKpOKpucTanuueckas 101 — 40,0 mr.

Obonouxa naenounas: runpomennoda ES - 3,6 wMmr; kanbuus kapboHat - 0,9 wr;
makporoa 6000 — 0,2 mr; tanbk — 0,3 Mr.

Onucaunue

Kpyrible 1BosiKOBBINyKIIble TabaETKH, MOKPBITbIE MIEHOUHON 06OIOUKOH OT  6e10ro J10 MOUTH
Gesioro usera. Ha nonepeynom paspese sapo 6e10ro i noutH 6e10ro LiBeTa.
®apmakoTepaneBTHYECKAs IPYNNA: CENCKTHBHBI MMMYHOZEIPECCaHT.

Kon ATX: LO4AA

®dapmakoJiornyecKue cBoiicTBa

DapmakoounHamuxa

Mexanuszm deticmaus

Tepudnynomun = MMMYHOMOYJIMPY IO LM i JIEKapCTBEHHbIH npernapar c
POTUBOBOCNAMTE/IBHBIMA  CBOHCTBAMHM,  CENIEKTHBHO M 0OpaTMMO  MHTUOGMPYHOLLMA
MUTOXOHJPHA/IbHBIA (pepMeHT auruapooporaraeruaporenasy (JAIO-/I ), KOTOpBI# HEOOX0 MM
AUISl CHHTE3a TUPUMUINHA de novo. Takum o6pasom, TepudryHoMua Grokupyer nposaudeparuio
CTHMYJIMPOBAHHBIX JIMM(DOLUTOB, IS KOTOPbIX HEOOXOAMM CHMHTE3 MUPUMHAHHA de novo.

TouHbIi ME€XaHH3M, C MOMOILIBK KOTOPOro Tepmbnyl-xomuu OKa3bIBa€T CBOE TE€pPaANE€BTUYECKOE



ACHCTBME TNpPH pPaCCESHHOM CKJICPO3€, M3YYEH HE MOJHOCTbIO, HO OH MOXKET BKIIOYATh
YMCHBIICHHE YHC/a aKTMBUPOBAHHBIX JTMM(OLUTOB B LCHTPaNbHOM HepBHO#H cucteme (LIHC).
Bosmoxno, uro Ttepudmynomun YMCHBIIACT 4HMCIO MEpU(PEPUYECKUX aKTMBUPOBAHHbIX
MM(OUHMTOB, KOTOPBIE MOTYT murpuposats B [[HC.

Dapmakodunamuyeckue 3¢hpexnivr

Hmmynnas cucmema (enusnue na xonuvecmeo UMMYHHbIX KI€MOK 8 KPOBU)

BiusiHue Ha KONHYECTBO MMMYHHBIX KIeTOK B KpoBH: B Xoze miaueto KOHTPOJHUPYEMbIX
uccefioBatmit npuem TepudnyHomuaa B 1ose 14 mr 1 pas CYTKHM MPUBO/MJ K HE3HAUMTEILHOMY
CHIKEHUIO CPE/IHEro KoMuecTBa AMMGBOLMTOB B nepudepuyeckoii KpoBu (MeHee yem Ha 0,3 X
10%/1), KoTOpOE HABIOAANOCH B TeueHHMe NMEPBBIX 3-X MECSLEB JICYEHHS, N10CIIE YEro KOMUYECTBO
TMMQOLHTOB B meprdepuyeckoii Kposu CTa0M/IM3MPOBANIOCh HA JOCTHIHYTOM YPOBHE H
COXpaHAJIOCh Ha 3TOM YPOBHE 10 OKOHYAHUS JIEUEHUS.

B wimHuyeckoM mccienoBanuu, y nauueHTos, MOJy4aBIIMX JIEYEHHE TePU(IyHOMUIOM,
COXpaHATMCh a/IeKBATHBIC MMMYHHBIE PEAKLIUU HA CE30HHYIO MPOTUBOTPUIINO3HYIO BAKLIMHALIHIO,
4TO COOTBETCTBOBAIO MOAAEPKAHUIO PEAKUMH aKTMBHOH MMMYHM3aUMH. [1allMeHTb B oBeux
rpynnax npuema tepudiyHomuna (7 Mr u 14 mr B CYTKH) Mocjle BaKLMHALMKU JOCTHraIH
CCPONMPOTEKTUBHBIX TUTPOB AHTUTEIN: MOC/E BaKUMHALMK Gonee 90 % nauneHToB JOCTHIIH TUTpa
anTuten > 40 k wrammam HIN1 u B. JIns wramma H3N2 TUTPbI aHTUTEN > 40 ObLTM AOCTUTHY T
Y > 90 % naumneHToB B rpynne npuema TepU(IYHOMHA B 103€ 7 MI' B CYTKH, U y 77 % MalMeHToB
B rpymnmne npuema repudyHomMuaa B 103e 14 mr B cyTku.

B napyrom  panmomusuposamnom,  sBoiiHoM  crenowm, n1auebo  KOHTPOJIMpPYEMOM
(hapMaKOAMHAMUUYECKOM HMCCIe10BAHNH, TIPOBEAEHHOM Y 310pOBbIX 100pOBOJIbLEB, bl H3YUeH
WMMYHHBIH OTBET Ha BBEACHUE HHAKTHBMPOBAHHOI BAKLIMHbI IPOTHUB GElEHCTBA (HeoaHTHTEHA).
ITo okoHYaHMM CXEMBI BaKUMHALMM TeOMETPUYECKHE CpelHHE 3HAYEHHUS! TUTPOB AHTUTEN K
aHTHpabu4ecKoii BakiMHe (BAKLMHE MPOTUB GEIIEHCTBA) B rpynre TepudayHoMuaa 6bUIH HUXKeE,
4eM B rpynmne niauebo, AOCTHras MOCTBAKUMHAIBLHOIO JEYeBHOrO COOTHOLICHMS 3HAYEHMil
THTPOB aHTUTE B Ipyrre TepudIyHOMHIA NPOTHB Py bl miaue6o [90% JIH], cocrasnsomiero
0,53 [0,35, 0,81]. Onnako y Bcex m06poBOIBLEB TUTPbl aHTUPAOUTUYECKUX AHTUTEN MOCIIe
BaKUMHAUMK Obuim Beie 0,5 ME/Mn (tutpa, sBasiowerocs MOPOTOBbBIM [1J15 CEPONPOTEKLIMHK). B
TOM K€ HCCIE0BaHMHK, y HOOPOBOMBLEB, MOMYyYABIIMX TEPUPGIYHOMHUA, CHOCOBHOCTD K
MPOABJCHHMIO KOXKHBIX PEaKUMi THNEpUyBCTBUTELHOCTH 3aMEIEHHOrO TMMA Ha MOBTOPHOE
BBCIICHHE TaKMX aHTUreHOB, Kak aHTureHbl Candida albicans, Trichophyton uan ouuiennbii
AepuBar (npou3BoHoe) 6eska TyGepKy aMHa, He OTIMYaIach OT TAKOBO y A00pOBOJIBLEB [Pk
niaaue6o.

Brusnue na unmepsan QT



B xoze mnnauebo kontponmpyemoro HMCCIIEI0BAHMS, MPOBEACHHOIO € y4acTHEM 30pPOBBIX
106poBoIbLEB, TepUdIyHOMUA MpH CPeMHUX KOHLEHTPALMAX B PABHOBECHOM COCTOSIHUM He
Mokasaj Kakoro-nmi0o noTeHuuaia ais yainHeHus unTepBana QTcF no cpaBHenuto ¢ miane6o:
camoe 0oIIbIIOE CpeaHee pa3inyme MEXKY TepUDIYHOMUAOM M miauebo coCTaBUIIO 3,45 mc ¢
BEpXHeH rpanuueit 90%-ro nosepurensHoro MHTEpBana, paBHOW 6,45 mc. [Ipu 3TOM HM OHO
3HaueHue QTcF ue 6b110 > 480 Mc, M HU OJHO M3MeHeHue AJTMTENILHOCTH 3TOrO MHTEpBasia He
6b110 > 60 MC 110 CPABHEHMIO ¢ MCXOMHBIM 3HAUEHHEM.

Bruanue na gynxyuio noveunwix Kananivyes

B xone mnnaue6o KOHTPOJIMpYeMBIX ~HcciieoBaHuit HaGmomanock 20-30 % cHMKeHHe
KOHLEHTPAaLMK  MO4YEBOH KHMCIOTBI B CHIBOPOTKE KPOBH Y MalUMEeHTOB, MPUHUMABLLNX
TePUPIYHOMHUL, MO CPABHEHHMIO ¢ IPYMNOi niate6o. Cpennee cHinkeHne conepkaHus docdopa
B CbIBOPOTKE cocTaBuiio okono 10-15 % B rpynme tepudmyHomuaa mno CPABHEHHUIO C IPyMIoi
ninaue6o. Takne 3pdEKTbl CUMTAIOTCS CBA3AHHBIMU C YBEJIMUCHUEM TOYEYHON KaHalblLEBOMH
SKCKPELMH H HE CBA3AHBI C H3MEHEHUAMM (DYHKLIMK [I0YEHHBIX KIyGOUKOB.

Knunuyeckas aghpexmusnocms u 6ezonacnocme

O dekTuBHOCTE TepudayHOMMIA Gblna MPOIEMOHCTPUPOBAHA B XOA€ JBYX muaue6o
KOHTpO/MpyembIX nccnenoBanuit TEMSO u TOWER, B koTopbIX oueHHMBancs €XKEIHEBHbIM
NpueM TepudIyHOMUA B 103aX 7 MI U 14 Mr Yy MaumeHToB ¢ PELUAMBUPYIOLLIUM pacCessHHbIM
CKJIEPO30M.

B uccnedosanue TEMSO Gbinu Britoyens 1088 maiueHtos ¢ PELHANBUPYIOILMM paccesiHHbIM
CKJIEpO30M A7isi pUeMa TepuiyHoMHuaa B 103ax 7 Mr (1=366) uiu 14 mr (n1=359), nnu npuema
miaue6o (n=363) B Teuenne 108 Hemenb. Bce nauueHThl Mmenw YCTAHOBJIEHHBIH AMAarHo3s
paccesHHOro ckyiepos3a (Ha OCHOBaHMM KpuTepueB MakJloHabaa (2001)), peunauBupytoue-
PEMHUTTHPYIOLIErO TEYCHUS C TNPOrpecCMpoBaHUEM MM 6e3 MpOrpeccHpOBaHMS; NALMEHTbI
MEPEHECIH, KaK MUHUMYM, 1 000CTpeHHe B TeueHHe roja, NpealecTBYIOLIEro Hecie0BaH’IO
WM, KaK MUHUMYM, 2 060CTpeHUs B TeYeHHE 2-X JIeT, NMPEAILIECTBY IOUMX UCCaen0BaHu0. [Tpu
BKJIFOUCHHH B MCCICI0BAHKE CpeiHUi Oasl no PaclumpeHHO# wWwiKane OLEHKH WHBAIMAM3ALUK
(EDSS - Expanded Disability Status Scale) y nauuenTon He npesbiwan 5,5. CpenHuit Bo3pact
NMaLUMEHTOB M3y4aeMO# Trpynmbl cocTaBasn 37,9 ner. Y GOJbLIMHCTBA NalMEHTOB Gbuia
pemutTHpyiouas Qopma paccesiHHoro ckiaeposa (91,5 %), Tarke OblIM MNpeacTaBaeHbI
MOATpYNIbl MNALUMEHTOB € BTOPUYHO-Nporpeccupyrowmm (4,7 %) wiM nporpeccupyiolie-
PCUMIUBHPYIOIIMM pacCesHHbIM ckiepo3om (3,9 %). CpeaHee KonMuecTBO obocTpeHuit B
TCUCHUE TO/a NEpeNl BKIIOYCHUEM B MCCIIEIOBAHME COCTABAIO 1,4, MPH 3TOM MCcX0aHO Y 36,2 %
MaLMEHTOB ObUIM OYaru, HaKaIIMBAKOIME KOHTPACTHOE BEILECTBO Fa10HHHMIA. Cpennuii 6ann no

wkane EDSS nHa MOMeHT BKMIOYEHMS B MCClelOBaHME  COCTABIIS 2,50. Cpennss



MPONOIKUTENLHOCTh 3a00/IEBAHMA C MOMEHTA MOSIBJCHUS MEPBbIX CHMITOMOB Gbuia 8,7 ner.
bonbuwmuctBo naumentos (73 %) e MPUHUMAIIO TPENapaToB, M3MEHAIOIUX TeUeHHUE
paccestHoro ckieposa (IIMTPC) B Teuenne 2-x JeT nepea BKIIOYEHHEM B ucciieJoBaHue.,
Pesynbratel uccnenoBanus npescrasiensl B Tabnuue 1.

AHajli3 OTAAJEHHBIX DE3yJ]bTATOB, MOMYYEHHBIX B XOJE J0JIrOCPOYHOI0  JOMOJHUTEIBHOTO
KJIMHKYECkoro - ueenenosanus TEMSO  (meamana ofuwieil npoaomKHTENbHOCTH  JleueHus
COCTaBUIA MPHUOJM3NTENBHO 5 JIET, MakcUMasbHas MPOLOIKUTENBHOCTD JIeueHus COCTaBM/Ia
NpubIM3NUTENBHO 8,5 JIeT) He BBIBMI HOBBIX MM HEOMKHAAHHbIX JAHHBIX 10 0€30MacHOCTH
npenapara.

B uccredosanue TOWER Goinu Briodens! 1169 nauuentos ¢ PEeUMIMBUPYIOLLMM PacCesiHHbIM
CKJIEPO3OM 115 mpueMa Tepudiiynomuaa B go3e 7 mr (n=408) uaun 14 mr (m=372), unu npuema
nianedo (n=389). JlnurenbHoCTs Neuenus coctasuna 48 Heaelpb nocie BKJIFOYEHHS MOCJIEHETO
NMauuenTa. Bee nalueH Tl MMeNH yCTaHOBJIEHHBIi 1MArHO3 paccessHHOro CKjiepo3a (Ha OCHOBaHMH
KputepueB Mak/lonanbaa (2001)), peuuanBupyoLIero TeueHus ¢ nporpeccupoBaHuem uiu 6e3
NMpOrpeCCHpPOBAHUA; MALMEHTBI MEPEHECIN, Kak MUHUMYM, | ofocTpeHue B TeueHue rosa,
MPEALIECTBYIOLICrO UCCICA0OBAHMIO MM, KAaK MMHHMYM, 2 OGOCTPEHHs B TeueHHe 2-X JieT,
NMPEAMECTBYIOIMX UCCIe0BaHuMIO. [Ipu BKIIOUeHMH B UCcien0Banme cpeatuii Gamn no EDSS y
NMAaLMCHTOB He npeBbian 5,5. Cpeanuii BO3pacT uccieayemMoil rpynibl NaLHeHTOB cOCTABIIS
37,9 ner. BOJBWIMHCTBO MALMEHTOB HMENH PELMANMBUPYIOLLIE-PEMUTTUPYIOLIUI pacCcesHHbIi
cki1epo3 (97,5%), Ho ObLIN MOArPY MBI MALUEHTOB ¢ BTOpUYHO-1IporpeccupyromwuM (0,8 %) uin
MPOrpECCHPYIOLLIC-PELMAMBUPYIOLMM paccessHHbIM cKiepozoM (1,7%). Cpeanee KonMuecTBO
obocTpenuit B TeYeHHe roJa repe BKIIOUEHHEM B MCCIIE0BAHNE COCTABJISIIO 1,4. Cpennuii 6ann
no wkajne EDSS y nauueHToB Ha MOMEHT BKJIIOYEHUS B ucesenoBanue cocraisn 2,50. Cpeanss
MPOJOJDKUTEILHOCTE 3a00/I€BaHKS C MOMEHTA MOSIBJEHHUS NMEPBBIX CUMIITOMOB COCTABIANA § JIET.
bonbwmHeTBO nmauuentoB (67,2 %) He mnpunumano [TUTPC, B Teuenue 2-X JieT nepen
BKJIIOYECHHEM B MCCIIel0BaHKe. Pe3ynbTaThl Mccnen0BaHus IpeAcTaBIeHbl B Tabnuie 1.
Tabauua 1 - T'naBuble pe3yabTaThl (111 yTBepKIEHHOM 103bl, nonyasinust ITT- nauuenrsl,

HayaBlUIHe JIeYeHHe)

HUccnenosanue TEMSO UccnenoBanne TOWER

Tepugpaynom | Ilnaue6o | Tepudaynom | Ilnaue6o
ua 14 mr ua 14 mr
K-Bo maunentoB 358 363 370 388
KiuHnuyeckne ucxoapl
Cpennerozosas 4acToTa 060CTpeHMi 0,37 0,54 0,32 0,50

(dHys52)

Abcomomnoe chuocenue pucka

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

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




[TpoLeHT nauneHToB 6e3 obocTpeHuit 56,5 % 45,6 % 57,1 % 46,8 %
10 COCTOsIHMIO Ha 108 Heneno

Omnocumenvnviii puck ([{Hyss;) 0,72 (0,58, 0,89)** 0,63 (0,50, 0,79)****

[IpoLeHT naueHt, y KoTopsiX UMeJo 20,2 % 27,3 % 15,8% 19,7%
MECTO ycToiunBoe (B TeueHue 12
HeJle/Ib) POrpeccCUpoBaHme
MHBAJIMIM3ALMH 110 COCTOSIHUIO Ha 108
HezeHo

Omnowenue puckos, paccuumanmoe 0,70 (0,51, 0,97)* 0,68 (0,47, 1,00)*
HQ OCHOBE KPUBBIX BbLICUBAHUS
Kannana-Metiepa

([Hys2 ) o cocrosiumio Ha 108
HEJIeNo
[IpoLeHT nanueHToB, y KOTophix 13,8% 18,7 % 11,7% 11,9%
MMEJIO MECTO YCTO4MBOE (B TeueHue
24 Henesb) MPOrpeccupoBaHHe
UHBAJTMM3ALMU 110 COCTOSIHUIO Ha 108
HeJIeITI0

Omuowenue puckos, paccuumantoe 0,75 (0,50, 1,11) 0,84 (0,53, 1,33)
HQ OCHOBE KPUBbIX BbLICUBAHUSA
Kannana-Meiiepa (JIos o)

Kouneunbie Touxn MPT (MaruuTHo-pe3oHaHcHast Tomorpadus)
V3menenne BOD wesens 108! 0,72 | 221
67 % ***

Hsmenenus OMHOCUMENbHO mzaue60

CpeziHee KOJIMYECTBO 04aros, 0,38 1,18
HakarMBarowux ['a (ranonnxuii) Ha

CKaHOrpamme k Heaene 108

Hszmenenus omnocumenvro nnaye6o| -0,80 (-1,20, -0,39) ***x* FleqnpeTeimos:

(AHys2)

KosM4ecTBO OTAE/bHbIX aKTHBHBIX 0,75 2,46

04aroB Ha CKaHOrpamme

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

(AHys%)
**K*p<0,0001 ***p<0,001 **p<0,01 *p<0,05 B cpaBHeHMH ¢ niaueGo

' BOD: 06ummii 06beM 04aros B M (T2 v runonnTeHcuBHbIX T1)
S pexmusrocme y nayuenmoe c evicoxoil akmusnocmuio 3a601e6anus
B uccnenosanun TEMSO B moarpynme nauueHTOB ¢ BBICOKOW aKTHBHOCTBIO 3a60/€BaHMs
(n=127) nHabmonancs ycroiumsblii 3ddekr Tepanuu TepuDIYHOMHAOM B OTHOLIEHMH
000CTPEHNH PacCESHHOro CKIepo3a U yCTOHYMBOroO (B TeueHue 12 Heaesn) NpOrpeccupoBaHus

MHBaNIMAM3aUMU. B cooTBETCTBUM € JM3aiHOM HCCJIeI0BaHUs BbICOKAsi aKTUBHOCTb 3a00/€BaHMUS



Onpe/eanach Npy HaTM4KK 2-X uin 6osee 060CTpeHHit B TeueH e roaa ¢ BU3yaJlM3alideit OHOro
Wi OoJlee HaKAMIMBAIOLIMX rafodMHHIt 04aros Ha MPT rooBHOrO Mo3ra. [Tono6ubiit aHanus
noarpynmn B uccaenoBanud TOWER He nposoauncs, Tak kak He 6b110 noJiy4yeHo naHHbix MPT.

OTCyTCTBYIOT IaHHBIE O NALMEHTAX, HE OTBEYAIOLIMX HA HOMHbBIH U a/IeKBaTHbIN Kypc jiedyeHus (B
cpenseM | rox tepanumn) Gera-MHTEPHEPOHOM, M MMEIOLIMX KaK MHHUMYM | obocTpenue B
TEUCHHME MPE/IbIAYLIEro roa Ha (hOHe Tepanuu, 1 Kak MUHUMYM 9 T2-FUMepHHTEHCUBHBIX 04aroB
Ha MPT ronosHoro mosra wim, kak MuHMMYM, | ouar, HaKanIuBaOWK1i ragjoauHUi, WK O
MAlUCHTaX, y KOTOPBIX 4aCTOTA BOSHUKHOBEHHs 000CTPEHHI He H3MEHMIACH MM yMEHbLIMIACh
B TEUCHHME MPEIbIAYLIEro rojia Npu CPaBHEHNH C MPEAbIAYLIMMH 2 FOaMH.

Knunuveckoe uccneoosanue TOPIC 6buio ABOMHbBIM CJICMBIM, [1aLe00 KOHTPOJIUPYEMbIM
MCCIICIOBAHUEM, B XO/1€ KOTOPOI'O OLICHHBAJIM NPUEM Tepudry HOMUAA B 103aX 7 MI U 14 mr 1 pa3
B CyTKM B TeueHue 108 Hemenb maumeHTaMu ¢ MepBbIM KIMHUYECKUM JEMUETMHU3UPY FOLLIMM
anu3010M (cpeanuit Bospact 32,1 net). OCHOBHBIM KPHUTEpHEM OLIEHKH ObLI0 BpeMs 10 BTOPOro
KIIMHU4ECKOro  snusona (oboctpenns). B obwei  crnoxkHoctd 618 mauMeHTOB  Gbuiv
PaHIOMU3UPOBAHbI B rpyNNbl, nomyyatowue 7 mr (n=205) unu 14 mr (n=216) TepudyHoMua,
umi miauedo (n=197). Puck BTOPOro KIMHMYECKOro 000CTpeHHst Ha MPOTSAKEHUU 2-X JIeT
coctaui 35,9 % B rpynne nnaue6o u 24,0 % B rpynre JieueHus TEPU(IYHOMHUIOM B 103€e 14 Mr
(otHOwEHKe puckoB: 0,57, 95% AoBepuTenbHbli MHTEpBai: 0,38 - 0,87, p=0,0087). Pesyabrars,
MOTY4CHHRIC B XOA€ KiIMHMYecKoro uccaeioBanus TOPIC, moarsepaunn s¢ddeKTHBHOCTD
TepUIIyHOMKIA MPH PCLHMANBUPYIOLLE-PEMUTTHPYIOLLEM paccesHHOM ckiiepose (PPPC), B Tom
uucie npu paiHem PPPC ¢ nepBbIM KIMHMYECKUM JEMHUETMHU3UPYIOIUHUM 3MU3040M U MPT-
oyaraMu pasjMyHON JaBHOCTH M JIOKAIU3aLlUHK.

B pamrax uccredosanus TENERE ¢ yuactvem 324 naumeHToB 3 deKkTUBHOCTb TepudIyHOMUIA
CpaBHMBAIM € 3(EKTUBHOCTBIO TMOAKOKHOIO BBeldeHMs uHTepdepoHa Gera-la (B
PEKOMEHI0BAHHOW J103€, cocTaBisowe 44 wMmkr, 3 paza B Henento). MuHHMabHas
NPOAOKMTEILHOCTD JICYCHHs cocTaBuia 48 Hesenb; MakcuMaibHas - 114 nwenens. Bpems 1o
TEPANEBTHYECKOH Hey1aun (NOATBEPKAEHHOE 000CTPEHHE MM MOJHOE MPeKPaLLeHKe JeueHus,
HE3aBUCHMO OT TOTO, YTO MPOM3OLLIO B NEPBYIO OYepe/lb) ObLIO MEPBUUYHON KOHEUHOM TOUKOIA.
KonnyecTBo naumeHToB, OKOHYATeNbHO MPEKPATHBIIMX JiEUEHHE, B rpynmne tepudyHomuaa
14 Mr cocraBuno 22 u3 111 (19,8%). ITpuunHamMu Gbiik HeXenaTelbHbIE SBICHHS (10,8 %),
He0cTaToYHas 3¢ heKTUBHOCTS (3,6 %), Apyrue npuuuusl (4,5 %) u noTeps 4Js AajibHeiero
Habmonaenus (0,9 %). KonnuecTso nalmueHToB, OKOHYATENbHO NPEKPATUBIIMX JIEYEHHE, B rpyIIIe
unrepdepona Gera-la coctaBuio 30 uz 104 (28,8 %). [Ippnunnamu Oblu HexenatenbHble
apnenns (21,2 %), venoctatounas spdexrusHocts (1,9 %), apyrue npuyuHsl (4,8 %) u

HEBBITNOJIHEHHE YC/10BUI npoToKoa (1 %). CTaTUCTHYECKH JOCTOBEPHBIX OTIMYHH M0 BAUSHUIO



Ha TNIEPBUYHYI0 KOHEUHYIO TOYKY MeXAy Tepu(pIyHOMHIOM B no3e 14 mr B CYTKM M m/K
uHTEpepoHOM Geta-la B 103e 44 Mr B CyTKM He ObLIO BbISBIECHO. I[IpoueHT nauueHToB ¢
MOATBEPHKKIAECHHON TEpaneBTUYECKOM Heynaueit k 96-if Hegene Mo metony Kannana-Meiepa
cocrasui 41,1 % Ha done TepudpiyHoMuaa no cpasHennuio ¢ 44,4 % na ¢one uHTepdepona era-
la (p=0,5953).

[IpuMeHeHue v nereii

Kimnnueckue naubie 06 3¢¢eKTHBHOCTH M 6e30macHOCTH NpUMEHEHUs TepudyHOMHUaA Y
A€TEH W MOAPOCTKOB B BO3pacTe 10 18 11eT oTcyTCTBYIOT.

Dapmakokunemuxa

Bceacvisanue

buonoctynHocTh mpenapata coctaBiser npubausurensio 100%. Ha ¢one Kkypcosoro
NEpPOpabHOro  mpueMa  TepuIyHOMHIA CpelHee 3HAYEHHE BPEMEHM  JOCTHIKEHHS
MaKCHMaJIbHbIX KOHLEHTPALIMH B Mj1a3Me KPOBH (tmax) COCTaBASET OT | 110 4 .

[Iniua He oka3pIBaeT KIMHMYECKM 3HAYUMOTO BIMAHMUS Ha (apmakokuHeTHKy TepudyHOMHUA.
[Tocne mpuema BHYTph TepudmyHomuaa B 103ax 7 Mr u 14 Mr ero cucTemmuas 9KCMO3U LM
YBEJIMYMBAETCS MPONOPLHOHATBHO [03€.

Ha  ocHoBaHMM ~ CpesHMX  NPOrHO3MPOBAHHBIX (hapMaKoKMHETHYECKHX — mapameTpos,
PAaCCUMTAHHBIX HAa OCHOBAHMM aHaIM3a MOMYJIALMOHHOW (hapMaKOKHHETHKHM (PopPK) ¢
HCTOJIE30BAHMEM JIAHHBIX O 3/I0pPOBBIX 100POBO/IBLAX M MALMEHTAX C PACCESHHBIM CKJIEPO30M,
npu  npueme  TepubayHOMMaA HAbMIOJAETCS  MEWIEHHOE  JOCTHIKEHHE paBHOBECHO
KOHUEHTpaL1u (Ipubau3nuTensHo 95% paBHOBECHOI KOHUEHTpaLKK gocTuraercs yepes 100 gueit
(3,5 mecaua)), a npeanonaraemplii Ko3hGUUKEHT HAKOMICHUS TepU(IYHOMHIA IPH JOCTHIKEHUH
PAaBHOBECHOW = KOHUEHTPALMM CcOCTaBIseT 34 (IpU OLEHKE [0 MIOWAAM MOJ KpPHUBO#M
«KOHLEHTpauusa-speMs» (AUC)).

Pacnpeoenenue

Tepudnynomun akrtuBHo (>99%) cBs3biBaeTCs ¢ GenKaMH  IUIa3Mbl KpPOBH, BEPOSITHO, ¢
anbOyMHHaMH, U NMPeNMyIIECTBEHHO pacnpeiensercs B miasme. Ofbem pacnpezeneHus nocje
OZHOKPATHOIO BHY TPMBEHHOI'O BBE/IEHUS Mperapara coctasiser 11 7.

Buompancgopmayus

Tepudnynomun ymepeHHo Metabonusupyercs u sBaseTcs MHCTBEHHbIM BELLIECTBOM, KOTOPOE
OMpPEAC/ICTCSs B MJ1a3M€ KpOBH. ['N1aBHBIM myTem GuoTpaHcopMaluu s HE3HAYUTETBHOTO
KOJIMYeCTBa METabOJMTOB TepUGIyHOMHAA ABIAETCS TMAPOJIM3 € OKMCICHMEM B KauyecTse
BTOPOCTENECHHOrO MyTH MeTabonu3ma. BTopocTeneHHble MyTH BKIIOYAIOT OKHC/eHMe, N-
alETHIMPOBaHKE U KOHBIOTALHUIO C CyIb(aToM.

Buvigeoenue



TepudyHoMUI BBIBOAMTCS uepe3 KeyHO4HO-KULIEY Hblit TPaKT, B OCHOBHOM, C JKEJIYblO B

HEH3MECHEHHOM BU/IE 1, BO3MOXHO, IyTeM MNpsAMOii cekpeunu. B Tedenne 21 ans seiogutcs 60, 1

% OT IPUHATOM 1103BI MPEnapaTa: Yepe3 kemy104HO-KUILEYHbil TPaKT (¢ Kanom) 37,5 % u uepes

noyku (¢ mouoit) 22,6 %. Ilpu npumeHeHuu NpoUeNypbl  YCKOPEHHOIO BbIBEAEHUS

TEPU(DIYHOMHIA C MPUMEHEHHEM KOJeCTHpaMH1Ha, NOMOJHUTENbHO BbizenseTcs 23,1 % (B

OCHOBHOM ¢ Kaiom). [locie OHOKPAaTHOrO BHYTPMBEHHOrO BBEAEHMS OOLIMil KJIUPEHC

TepuryHOMUIa U3 Opranu3Ma coctasiser 30,5 mi/u.

Tepudnynomun measieHHO BBIBOAMTCS M3 [M1a3Mbl KpoBu. be3 mnpouemypsl yckopeHHOro

BbIBEACHUS TEPU(IYHOMUAA NOCTIKEHHE KOHUEHTPALMH TepudIyHOMHIA B iasMe KpOBH

meHee 0,25 MI/n1 3aHUMaeT B cpeiHeM 6 MecsLeB, a u3-3a WHIMBUYyasIbHBIX Pa3MuUii B KIIMPEHCE

TePU(IYHOMUIA OHO MOKET 3aHATh 10 2-X JIET.

BeiBeienne MoxkeT ObITh yCKOPEHO ¢ MOMOLLBIO OAHOM 13 CJIEYIOLMX NpoLeayp:

¢ TpHEM BHYTPb KOJIECTHpaMHMHA MO 8 r Kax/able 8 yacoB B Teuenue 11 aueir. Ecau npuem
kojecTupamuHa no 8 r 3 pasa B JeHb IUIOXO MEPEHOCHTCS MALMEHTOM, MOXET ObiTh
MCIOIb30BaHa CXeMa MpreMa KoJecTUpaMMiHa Mo 4 I Kaxble 8 4acoB.

® npueM BHYTPb 50 I nopouika akKTHBUPOBAHHOTO yIis Kakable 12 yacoB B Teuenue 11 aueil.

Ecnn xakas-nnGo npouenypa ycKOpeHHOro BbiBeneHHs TepubIyHOMHAA MI0XO EPEHOCUTCS

MaLMEHTOM, U €C/I HET HEOOXOANMOCTH GBICTPOrO CHIKEHHS KOHLEHTPALMHU TepudIyHOMHUAA B

[Ia3M€  KPOBH, TO KOJIECTMPAMMH W aKTMBMPOBaHHBIH yrojb He 00f3aTelbHO NPUHUMAThH

€)KEIHEBHO.

K koHuy 11 nxeit 06e cXembl JieyeHns yCrenH o yCKOpsijii BbiBeAeHHE TepupIyHOMU A, TPUBOS

K CHHIKCHHIO KOHLIEHTpaUuK TepuiyHOMKAA B I71a3Me KpoBu Gosee ueM Ha 98 %.

Ecin nauuent oTBevan na jeyenue TepuQIyHOMUIOM, PUMEHEHHE MPOLEY bl YCKOPEHHOTro

BbIBE/ICHUS TEPU(IYHOMUIA MOXKET MPUBECTH K AKTUBHOCTH 3a60/1€BaHus.

Dapmaxoxkunemuxa Y 0co0bIX 2PpYynn nayueHmoe

ITonosas npunadaescHocms, nayuenms: NONCUN020 803pacma

Ha ocHoBaHWM pe3ynbTaToB MOMy/ISUMOHHOrO aHanu3a (hapMaKOKMHETHKH y 310pOBbIX
A006pOBOJILLEB M y MALMEHTOB C PACCESHHBIM CKJIEPO30M ObLIO BBISBIEHO HECKOJBKO MPUYHH
BHYTPEHHEH BapuabenbHOCTH (apMaKOKMHETHYECKMX MOKasaTeleii: Bo3pacT, Macca Tejia, noi,
paca ¥ KOHLEHTpauuu anbOyMuHa u 6unupy6uHa B KpoBu. Tem He MeHee, UX BIMSHHE OCTaeTCs
OrpaHHYeHHBIM (M3MEHEHHE (hapMaKOKMHETHUECKMX MoKazaTenen <31 %).

Ileyenounas neoocmamounocmo

[leyeHoyHas HeNOCTATOUHOCTH JIETKOM M CPENHEH CTENEHM TSHKECTH HE OKa3biBaeT BAMAHMS HA
(hapmakoknHeTHKY TepudyHOMHAa. [103TOMy KOPpPeKUMH [103bl y MALMEHTOB C MEYEHOYHOI

HEJOCTATOYHOCTBIO JIETKOH U cpem—xeﬁ CTCIIEHU TAXKECTH HE MpeAnoaraeTcs. (DapMaKOKHHeTI/lKa



TepU(IIYHOMHIA Y NALKEHTOB C IEYEHOUHOH HE0CTATOYHOCTBIO TSKEJION CTENEHHU He U3yyanach
(cM. pazzien «IIpoTHBONIOKa3aHUS»).

Iloyeunas neoocmamounocme

[loueunas HenOCTATOUHOCTH TSKENON CTENMEHH He OKA3bIBAET BJIMSAHUSA Ha (hapMaKOKMHETHKY
TepuyHomuna. [103ToMy Koppekumn a03bl Y NaluMeHTOB C IMOYEYHOW HEJOCTATOYHOCTHIO
TAXKENIOHN CTENeHH He TpebyeTcs.

Ilokazanus Kk npuMeHeHH 0

Jleuenue B3pocibIX MaLMEHTOB ¢ PELHMAMBHPYIOLLE-PEMUTTHPYIOLIMM PACCESIHHBIM CKJIEPO30M
(PPPC).

IIpornBonokaszanus

. ['MnepuyBCTBUTENBHOCTD K TepuIyHOMUY, JedIyHOMUAY WIH KaKkomy-1ubo  u3

BCIIOMOraTeJIbHbIX BEIIECTB rnpernapara.

. [leuenouHas HEAOCTATOUHOCTD TSKENOH CTENEHH (knacc C no wikane Yaiina- [Teto).

. bepemennocts. Ilepen Hauanom Tepamnmu TEPUDIIYHOMUIOM HEOOXOAMMO MCKIIKOUMTh
OepeMeHHOCTE.

. JKeHWHMHBl ¢ [ETOPOAHBIM MOTEHLHMANOM, He UCIMOJIb3YIOIHUE HAEKHbIE METO/IbI

KOHTpalUenuu1u BO BpeMs  JICUCHUSA Tep“(bﬂyHOMl/lIIOM; MOCJIE  3aBEpPLICHUS JIEYEHUS
TCqu)HyHOMHlIOM JKCHIIMHAM HEJIb3s 6€peMCHC’Tb J0 T€X MOp, M0Ka rjia3MeHHas KOHUEHTpaLus

TepudyHomMuaa ocraercs Boiue 0,02 MKr/mi (em. paznen «DapMakoKHHETHKaY).

. [lepuon rpynHoro BckapmamBanus.
. Tsixensit uMmyHoneduuut, Hanpumep, CITU/L
. Tskenoe HapylieHHe KOCTHOMO3IOBOTO KPOBETBOPEHMS MM KIMHHYECKH 3HAYMMAS

aHEMHUs, JICHKOTIEH S, HEUTPOTIEHUS!, TPOMOOLIUTONIEHHUS.
. [loyeyHas HeNOCTaTOUHOCTH TSAXKENOH CTEeneHH, TpeOyrollas MnpoBeJeHHsl reMoauainsa

(HCI[OCT&TO‘{HOCTb KIIMHUYECKOIO OIbITa HpHMeHeHHﬂ).

. Tskenbie akTMBHBIE MH(EKLIMN 10 MOMEHTA BBI3OPOBIICHHS.

. Tskenast runonpoTenseMus (Hanpumep, Npu HePOTHIECKOM CUHApPOME).

. Heduuut nakTaspl, HENEPEHOCUMOCTh raaKTO3bI, [KOKO30-ralaKTo3Has ManbabcopOuus.
. Bo3spact 10 18 ser.

IIpumenenue npu 6epeMeHHOCTH U B NIEPHOA FPYAHOIO BCKapMJIMBAHMsI

Bepemennocmeo

B Hacroslee BpeMs HMEIOTCS OrpaHMYEHHbIE AaHHbBIE O NpUMEHEHUH TepudiyHomMUaa y
OepeMEeHHBIX JKEHLIMH. B MCCIeNOBaHUSIX HA JKMBOTHDBIX npenapar OKa3blBajl TOKCHYECKOE

BO3/ICUCTBUE HA PENPOAYKTUBHYIO (yHKLHMIO.



Tepudaynomun MoxeT BbI3BaTh cepbestble BPOX/ICHHbIE TOPOKU PA3BUTHSA TPH €0 IPUMEHEHUH
BO BpeMs OEepeMEHHOCTH, [M0ITOMY mMpUMEHEHHUE TepupyHomMMaa npu  GepeMeHHOCTH
NpOTHBONOKa3aHo (cM. pasaen «IIpotuBonokasauusy).

JlocTynHble KIMHMYECKHe HaHHblE M3 peecTpoB OepeMEeHHOCTH, KIMHMYECKHX HCCIeL0BaHHil,
ClydaeB (papmaKkoHan3opa M OMyGIHKOBAaHHOI Hay4HOH JIMUTEpPaTyphbl KpaiiHe OrpaHuyeHb,
MOSTOMY HE MO3BOJISIOT CAENaTh KAaKWe-1MBO OMpeleNeHHble BBIBOAbL, HO 3TH JaHHbIE He
YKa3blBAIOT Ha YBENMYEHHE CIly4aeB BPOXK/CHHBIX Ne(EKTOB WM BBIKMABILUCH B CBA3H C
HCTIPCIHAMEPCHHBIM  BO3NEHCTBUEM Tepu(yHOMHIa B Hauaze mMepBoro TPUMECTpa MpH
MOCTCAYIOIWEM  MPOBEACHUH  MPOLELYPbl  YCKOPEHHOTO  BBIBEAEHMS TepudIyHOMH 1A,
OTCyTCTBYIOT KIMHMYECKME NaHHBIe, Kacaloliuecs Golee MO3JIHer0 BO3JEHCTBHUSA MNpernapara B
NEPBOM TpUMECTpEe OEPEMEHHOCTH WM TO3IHEE.

[TpocniexkTuBHbIE NaHHble (M3 KIMHHYECKUX MCCIEIOBAHUH W MOCTPEruCTPALMOHHBIX OTYETOB)
ans 6onee 150 cnyyaes GepemMeHHOCTH Y NalMEHTOB, KOTOPbIE NOJIyYanu TepudayHoMus, 1 6oee
300 ciyuaeB GepeMEHHOCTH y MaLMEHTOB, KOTOpBIE MOJTyYanu ey HOMU, He MOATBEPKAAIOT
TOBBILICHHYIO 4aCTOTY Clly4aeB BPOXKAECHHBIX MOPOKOB PA3BUTUS MJIN BBIKMABILIEH MOCIe npuema
TEpUGIIYHOMHUA B PaHHEM MEPBOM TpPHUMECTpe MPY MOC/IEYIOLIEM MIPOBEAECHUH MPOLELYPBI
YCKOPEHHOrO  BbIBENCHHMS TepudiyHomMuaa. He HaGmonanoch 3akoHOMEpHOCTH pa3BUTHS
OCHOBHBIX BPOXKICHHBIX MOPOKOB Pa3sBUTHs y yenoBeka. OrpaHHuEHHbIE JaHHbBIE BKIIOYAIOT B
cebsi HEJ0CTATOYHOE KOJNHYECTBO 3aPErMCTPHPOBAHHbIX ciyyaeB OepeMEeHHOCTH, HeGOJbLIYIO
MPOACIKUTENLHOCTD BO3ACHCTBHSA JIGKAPCTBEHHOrO Mpenapara B Cilyyae 3aperucTpUpoBaHHON
OepeMEHHOCTH, HEIMONHOE MNpPeNOCTABICHHE [AHHBIX M  HECHOCOBHOCT KOHTPOJMPOBATh
MCKaXaloline (akTopbl (TakMe Kak OCHOBHOE 3a60jeBaHue MaTtepyu M NpUMEHEHHe
COMYTCTBYIOLIMX JIEKAPCTBEHHBIX CPE/CTB).

JKeHIMHBl  IETOPOJHOTO  BO3pacTa  JOJ/KHBI  MCMONB30BATh 3 dexTuBHBIE  CcpeacTBa
KOHTPALICTILIMK BO BPEMSI 1 [I0C/IE TEPANMH, €ClIM KOHLEHTPaLUs TepudIyHOMUIA B M1a3Me KPOBH
npeseiaet 0,02 Mr/n. B Teyenne ykasaHHOrO nepuosia BpeMEeHH JKeHIMHb! JOIKHbI obcyxaathb
CO CBOMM JIeHaLMM BPayOM JIHOObIE BOMPOCHI, CBA3AHHbIC C MPEKPAIIEHHEM NPUMEHEHHS MM
M3MEHEHHUEM CPEACTB KOHTPALENLHH.

B ciyyae 3anepiku MeHctpyauunm Ha dome npuema TepudayHOMUaa HEOGXOAMMO CPOUHO
HH(pOPMHUPOBATH 06 3TOM Bpaua 1 BBINOTHUTE TECT Ha GepeMeHHOCTh. B Cllyyae MnojoKUTEIbHOrO
pesyJibTata Bpau JOJKEH OOCYAMTb € MALMEHTKOH BCE PUCKHM, CBSI3AHHbIE C MPUMEHEHHEM
npenapata Bo BpeMs GepeMEeHHOCTH, IPOBEPHUTH OCTATOHHYIO KOHLEHTPALHIO TepidyHoMuza. B
Clydae €ciM KoHUEeHTpauus mnpesbiaer 0,02 Mr/a, pekoMeHIyercs MpoBECTH MPOLENypy

YCKOPEHHOTO BbIBeCHHs TepudIyHoMUaa. BO3MOXKHO, uTO GBICTPOE CHIMKEHHUE KOHLIEHTPALHK



Tepu(IIyHOMHUAA [yTeM NpoBeeHHUS MPOUEAYpPbI yCKOPEHHOIO BbIBEAEHUs Mperapata Mpu
MEPBOH 3a/iePIKKe MEHCTPYaILHOTO LIMK/IA MOXKET CHU3UTH pHCKHM A8 mioja.

JKeHmyHam, npuHAMaIOLNM TEPUDIYHOMUA M IIAHUPYIOLLMM OepemeHHOCTB, Ccreayer
PEKOMCHI0BATb MPEKPATUTH NPUEM MpernapaTa ¥ NPOBECTH NpoLeaypy YCKOPEHHOTO BbIBEAECHMS
TepudryHOMKAA [T GBICTPOTO CHIKEHHUS KOHUCHTpaL1K Tepr(/yHOMM/IA B 171a3M€ KPOBU HIKE
0,02 mr/n.

Ecan npouenypa yckopentoro Bbienenus TepUQIyHOMUIA HE MPOBOAMTCA, KOHLEHTpALHs
TeprG1yHOMUIA B I71a3Me KPOBH MOXKET npesbiath 0,02 Mr/;1 B cpesiHem B Teuenue 8 Mecsues,
OZIHAKO HEKOTOPBIM MALIUEHTKAM MOXKET MOTPeGOBaTHLCS A0 2 JIET A8 1OCTHKEHUS KOHLEHTpaLUu
B rnasme Huke 0,02 mr/n. Tlostomy cneayer uameputs KOHLEHTpPALHKIO TepUIIyHOMUA B I1a3Me
KPOBH, TpEHIC 4YeM MIaHHpoBaTh OepeMeHHOCTb. Ilocie  BBISBIEHMS KOHLIEHTpaL1K
TepudryHoMuaa B miasme Huske 0,02 MI/a1 HEOOXOANMO M3MEPUTDH KOHLIEHTPALIMIO B IJIa3Me elle
pas He MeHee 4em uepes 14 naueil. Eciin 06a 3HaueHus KOHUEHTPALMH B M1a3Me HIKe 0,02 mr/n,
9TO 03HAYAET, YTO PUCK /14 MUI0Ja OTCYTCTBYET.

IIpoyeoypa yckopennozo evigedenus mepugpaynomuoa

ITocnie npekpaiuenus Tepanuu TepudIyHOMHUIOM, €ro BHIBEACHHE MOXKET GbiTh YCKOPEHO ¢
MOMOILBIO OJIHOM U3 CIIEAYIOHX MPOLEAYD:

. pUEM BHYTPb KOJIECTUpaMUHA 10 8 r Kaxxable 8 yacos B Teyenue |1 aueit. Eciu npuem
koJecTHpamMuHa 1o 8 1 3 pasa B CyTKH MJIOXO MEPEHOCHTCS, MOXKeT GbITh MCIOJB30BAHA CXEMA
NIpUeMa KoJIeCTUpaMHUHa MO0 4 T KaXKable 8 4acos.

. npuem BHYTPb 50 I MOpoLIKa aKTHBUPOBAHHOTO YIS KaX/able 12 yacoB B Tevenue | | JIHEH.
Ecin kakas-n1u6o npoueaypa yckopeHHOro BbiBeaeHHS TepU(DIYHOMUA TIJIOXO NMEPEHOCUTCS, U
€CJIM HET HEOOXOAMMOCTH GBICTPOrO CHIKEHNSI KOHLEHTPALIMK TepUdITy HOMU/A B rTa3Me KpOBH,
TO KOJICCTUPAMUH M AKTUBUPOBAHHBIA yro/b He 0053aTe/IbHO NPUHUMATh €KeAHEBHO.

[locne nposeieHus npoLey pbl yCKOPEHHOTO BbIBEAEHMS] npenapara BbIIOJHSOT Ba OTAEIbHbBIX
TECTa C MHTEPBAJIOM He MeHee 14 IHe 1 NepuoaoM OKUIAHMS MONTOpa MecsiLa MEX]y MePBbIM
BBISB/ICHUEM B M/1a3Me B KOHUEHTpaLuu Hike 0,02 MI/J1 1 MOMEHTOM OII010TBOPEHHSL.
Konectnpamut n aKTHBUPOBAHHBIiA YroJlb MOTYT OKa3biBaTh BAMSHUE HA BCACHIBAHME 3CTPOreHOB
W TIpOTECTArcHOB, MO3TOMY HE/b3s TrapaHTHPOBATH HAAEKHYIO KOHTPALENLMIO OpaibHbIMMU
KOHTpaLENTHBAMH BO BPEMS MPOLEAYPbl yCKOPEHHOTO BbIBEEHHs TEPUMIYHOMUA C OMOLLBIO
KOJIECTMpaMHUHA M/ aKTMBHPOBAHHOTO yriis. PEKOMEHIyeTCs MCMOJb30BaTh anbTepHATHBHBIE
METO/1bl KOHTPALEIILIMH.

ITpouenypy yckopeHHOro BbiBeACHHs TepU(TYHOMUIA MOYXKHO TAKXKE BBITIOHSTH B JIH0G0E Bpemst
1ocj1e NpeKpaileHus Tepanuu TepudayHOMUIOM.

IHpumenenue y myxncuun



Puck ambpuroderanshoii TOKCUYHOCTH, CBA3aHHOH C JieueHHeM TepudayHOMUAOM MYXUHH,
CUMTAETCS HU3KUM.

Ilepuoo zpyonozo eckapmnusanus

McenenoBanns Ha KMBOTHBIX TIPOAEMOHCTPHPOBATH, UYTO TePU(IYHOMUI IKCKPETHpYeTcs B
TpyaHoe Mosoko. [lpumenenne TepudyHomuna NPOTHBOINOKA3aHO B MEPUOJ TPYAHOrO
BCKapMJIMBaHHUs.

Depmunvrocms

Pesynbrathl uccnepoBauuii Ha KMBOTHBIX He MPOAEMOHCTPUPOBAIM KAKOIO-1M00 BIMSHUS
TepudyHOMUaa Ha (epTHIBHOCTE. XOTs OTCYTCTBYIOT COOTBETCTBYIOUIHE JaHHbIE s
HE/I0BEKa, BO3/CHCTBUE HA MYXKCKYIO M KEHCKYIO (epTHIBHOCT CUUTACTCS MaJIOBEPOSITHBIM.
Cnoco6 npumenenust u 103b1

PexomennoBanHas n03a TepudiayHomuna cocrasnsier 14 mr I pa3 B cytkn. Tabnetku cnemyer
NMPUHAMATDL BHYTPDb LEIMKOM, 3aI1Bas BOJOM, HE3aBUCHMO OT NPHEMA MHILH.

Ocobvie epynnvt nayuenmog

Iayuenmor 6 603pacme 65 nem u cmapute

Tepudpnynomun Heo6Xxoammo HasHauathp ¢ OCTOPOXKHOCTBIO MaUMEHTaM B Bo3pacTe 65 jeT u
CTaplue B CBA3M € HEAOCTATOUHBIM KOJMYECTBOM JAaHHBIX 06 3(DEKTHBHOCTH M Ge30MacHOCTH
Tepu(IyHOMH/Ia B JAHHO# BO3PACTHOI rpynmme.

layuenmor ¢ noueunoii nedocmamounocmvio

[l MauMeHTOB ¢ MOYEUHOM HEAOCTATOYHOCTDIO JIETKOH, Cpe/IHEH MM TSHKENOW CTeneHu, He
HAaXONALIMXCs Ha FEMOIMaIN3e, KOPPEKLIMH [103bl He TpebyeTcs.

[TauuenTe ¢ noueuHOI HeAOCTATOUHOCTBIO TSKENOH CTemneH U, HAXOSALLIMECS HA FreMO/IMalIn3e, He
MPUHAMAJIH y4aCTHs B KIMHUYECKUX HCCe10BaHusX. TepudiryHOMUI NPOTHBONOKA3aH NaHHOI
KaTeropuu nalueHToB.

layuenmor ¢ napywenuem pynxyuu nevenu

Jl15 NALUMEHTOB ¢ JIErKMM MM yMepEeHHBIM HapylIeHHEM (DYHKLMU NEYEeHU KOPPEKLHUS 103bl HE
Tpebyercs. TepupayHoMua MpoTHBOMOKA3aH NALMEHTAM C TSKETbiM HapyleHueMm (yHKUUU
TMIEYEHH.

Jlemu

bezonachocTs 1 addexruBHOCTL TepudayHOMUAa y JIeTeil U MoApoCTKOB B Bo3pacte 10 18 ner
HE YCTaHOBJIEHA.

ITo6ouHoe neiicTBHE

Kpamxkoe onucanue npogpuna éezonacnocmu (no oannsim K1uHUYeCKUX uccnedosanuii)

B obueil c10XHOCTH B KIMHHUYECKMX HCC/e10BAHMAX TepUGIYyHOMUIA PUHUMATH yyacTHe

2267 nauuenTos (1155 nauuenros NPUHUMAIIN €XKEAHEBHYIO 103y 7 MT, a 1112 nauueHTos - 103y



14 mr). B uetsipex n1a1e60-KOHTPOIMPYEMBIX HCCIIEA0BAHUSX (1045 1 1002 naumenra B rpynnax
7 mr u 14 Mmr TepudnyHomusa, COOTBETCTBEHHO) W OJHOM MCC/IEAOBAHMM C AKTHBHBIM
fpenapatom cpaBHeHus (o 110 mauMeHTOB B Kax1oii rpynne jeueHus: TepudyHOMHIOM)
CPCAHAS MPOLOIKUTENLHOCTb NPUMEHEHHs MpENapata y MNauMeHTOB ¢ peUHANBUPY OLLIMM
paccesanHbIM ckneposom (PPC) cocraBuna okono 672 nuei.

Tepudnynomnn sBnseTcs OCHOBHBIM MeTaGOMHTOM nepnynomuzna. Undopmanus o npodue
besonacHocTn neduiyHoMMIa y nauueHTOB ¢ PEBMAaTOMAHBIM MJIH MICOPUATUYECKUM apTPUTOM
MOXeET OBbITb NpPUMEHMMa K TEPUPIYHOMUY, MPUHUMAEMOMY MALMEHTAMH C paccesiHHbIM
CKJIEPO30M.

AHanu3 oObeAMHEHHBIX AaHHBIX M1aLedo-KOHTPOTUPYeMbIX MCCIEA0BAHMIT OCHOBBIBANCS Ha
ONBITe MPUMEHEHUs TepubiyHomuaa 1 pa3 B cytku 2047 nanmeHtamu ¢ peLHANBUPYIOLIUM U
opmamu paccesiHHOrO ckieposa. Y MAaLHUCHTOB, MOJYYAIOUIMX TEPANHUIO TePU(IyHOMUIOM,
HanboJIee 4acTo coO6ILANOCH O CACAYIOLINX HEKENATEIbHbIX peakumsX: rojoBHas 60k, quapes,
MOBBILICHUE aKTUBHOCTH allaHMHaMUHOTpaHcdepassl (AJIT), TowHoTa M anoneuus. OObIYHO
rojloBHas 601, 1Mapes, TOWHOTA U aI0NeUns ObITH JerKOM WK YMEPEHHOMN CTENeHH TAKECTH,
MPEXOMALUMMHU U PEAKO NPUBOAALLMMHU K MPEKPALLEHUIO JICUEHHS.

Taonuunoe pestome nexcenamenvhpix peakyuii

Huxe npuseseHsl  HexenarenbHble peakiiMu,  pa3BUBAIOLIMECS NPU  NPUMEHEHUH
TepudyHomuna B 1o3e 7 mMr u 14 Mr (¢ yactotoit > 1 % u Ha 2 1 % yame, yem npu npueme
nianedo, B Xozie nane6o-KOHTPOIMpyeMBbIX uCCe0Banumit). YacToTy onpeaensau cieayommm
obpasom: oueHb yacto (> 1/10); yacto (= 17100, <1/10); HeuacTo (>1/1000, <1/100); peaxo (>
1710000, < 1/1000); ouens pemko (< 1/10000); yacToTa HeuzBecTHA (YCTAHOBHMTH 4acToTy IO

HMCIOUIUMCS JaHHBIM HE NpeacTaBJIgeTCs BOBMO)KHb[M).

CucremHo Ouenb Yacrto HeuyacTo Peako | Ouens | HensBecTHo
OpraHHbIi 4yacTo peaxo
KJjacce
HHubexunonn ["punm, Tsxenble
ble u MHpekuyn MH(pEeKLn
napasurapHble BEPXHUX BKJIHOYast
3aboJieBaHus JbIXaTeJIbHbIX cencuc*

nyTeH,

UHbEeK MM

MOYEBBIBOASIN

X MyTei,

OpOHXUT,

CHHYCHT,




(apuurut,
LUCTHUT,
BUPYCHbI
FaCTPOIHTEPHUT,
repriec MmoaocTu

pra, uHbexuuu

3y60B,
JIAPUHTUT,
MHKO3 KOXH
cTorn
Hapywenus co Heiitponenus, TpombGouuron
CTOPOHBI aHeMMUs €HUS JIerKoi
KPOBU U CTEMNEeHH
uMbaTnyeck TSKECTH
Oif CHCTEMBI (TpoMOOLHTHI
<100x10%x)
Hapyuenus co Annepruveckue Peaxuuu
CTOPOHBI peaKLuH Jerkoii TUNEPYyBCTBUTE
MMMy HHOM CTerneHu JILHOCTH
CHCTEMbI TSKECTH (HemeIeHHOTO
THNA H
3aMeJIeHHOTr 0
TUNa), BKJIOYas
aHa(UIAKCHIO U
aHTMOHEBPOTHY
€CKHi1 oTek
(otek KBunke)*
Hapywenns Tpesora
NICUXUKH
Hapywenus co | I'onosHas | [Tapecresus, ['mnepecresus,
CTOPOHBI 6o1b NOSICHUYHO- HEBparus,
HEPBHO KPECTLOBBIi nepudepuyeck
CHCTEMBI panuKyJIuT, as
3arsiCTHbIA HeliponaTus

TYHHEJIbHbI I

CUHIPOM




Hapywenus co VyaienHoe
CTOPOHBI cepauebueHue
cepaua
Hapyenns co AprepuanbHas
CTOPOHBI TUIEepPTEeH3Us
COCy10B
Hapyenus MuTepcTuumans
CO CTOPOHbI Has
JIbIXaTeJIbHOM 6one3Hb
CHUCTEMBI, nerkux*
OpraHoB
rpyaHOM
KJIETKU U
CpeoCTeH s
Hapywenus co | Tuapes, bons, B [TanxpeaTut*,
CTOPOHBI TOLIHOTA | XUBOTE, CTOMATUT
XKeJly I0YHO- pBoTa, 3yOHas (aTO3HBIH MK
KHLIEYHOTO 601 SA3BEHHBII)*,
TpakTa KOMT*
Hapywenus co | ITosbiwen | [ToBblweHue Octpsiit
CTOPOHBI ue aKTMBHOCTH renarur,
Ne4YeHn U aKTUBHOC | ramma- JIEKapCTBEHHOE
XKEJTYEBBIBOAS | TH FTyTaMUITPaHC nopaxxeHue
KX MyTeit allaHuHaM | (epasbl neyeHu*
uHorpanc | (ITT),
(bepasbl TIOBBILLEHUE
(AJIT) aKTUBHOCTH
acrnapTaTaMMHO
TpaHcdepasbl
(ACT)
Hapywenwus co HAucnunuaemus
CTOPOHBI
obmeHa
BELIECTB U
NUTaHUs
Hapywenusi co | Anoneun | Coinb, yrpu bonesnu Tsxenble
CTOPOHBI 5 HorTei KOXHbIe
KOXH U peakLumu,




[MOAKOXXHBIX

TKaHel

BKJIIOYast
TOKCUYECKU it
SMuAepMabHbl i
HEKPOJIn3

¥ CUHIpOM
CruBeHca-
JIxoHcoHa*,
JIEKApCTBEHHO-
00ycoBeHHas
peakuusi c
3031HOpUIMEN
U CHCTEMHBIMH
CUMIITOMaMH
(DRESS-
CHUHIPOM)*,
ncopuas (B ToMm
yycie

yCTYyJ1€3HbIH

ncopuas
HOT'Tei)*,
3abo/ieBaHus
HOrTei*

Hapywenus co MbliieyHo-

CTOPOHBI CKeJleTHas

CKEJIETHO- 6011b,

MBILIEYHON U MUK,

COECAUHUTEITD apTpanrus

HOH TKaHU

Hapywenus [Tonnaxuy pust

CO CTOPOHBI

Moyek u

MOYEBBIBOISIII

UX myTel

Hapyuenust MeHopparust

CO CTOPOHBI

TI0JIOBBIX

OpraHoB U

MOJIOYHOM




KEJIE3bI

O61ue Boib,

HapyLIeHHs acTeHus

1 peaxuuu B

mecre

BBEICHUS

JlabopatopHsl CHuxeHue

e 1 Macchl TeJia,

MHCTPYMEHTaJI YMEHbLIEHHE

bHbBIE KOJMyecTBa

JlaHHbIE HeiTpodunos,
YMeHbLIEHHE
KOJIMyecTBa
JeHKOUMTOB
B KPOBH,

TOBBILIEHHbI I
YPOBEHb
KkpeaTuHdochok

MHa3bl B KPOBH

TpaBmbl, [TocrTpaBmaTu
OTpaBJIeHHU I yeckas 60s1b

u

OCJIOXKHEHHS

npoueayp

*nocmpeaucmpayuonnviii onvim npumenenus.

Onucanue omoenvusix HedcenamenbHbIX peakyuii

Anoneyus

AJionenys B BU/Ie MCTOHYEHHUS BOJIOC, CHHKEHMS MIOTHOCTH BOJIOC, BbINaAEHHMS BOJIOC, CBSI3aHHas
WM HE CBA3aHHAS C M3MEHEHMAMHU CTPYKTYpbl BOJIOC, OTMevanach y 13,9 % nauueHToOB,
NPUHAMABIIMX TePUGIyHOMUA B 103e 14 Mr, 1o cpaBHeHHIo ¢ 5,1 % naumeHTos, MPUHUMABLIKX
niauebo. bosbwas yacTe ciayuyae Obina onucana kak auddy3Hoe wiu reHepalu30BaHHOE
MOpaXKCHHUE MO0 BCEH MOBEPXHOCTH BOJIOCMCTON 4acTH rosioBbl (Ge3 nosHoit norepu BOJIOC). B
GonbLIMHCTBE CllyyaeB [aHHAs HeKenaTebHas Peakidsi oTMedanach B TeueHHe nepBeiX 6
Mecsiues, u paspeuwienne Habmopanoch y 121 w3 139 (87,1 %) naumentos. B rpymrme
TepudyHoMnaa 1,3 % nauueHToB MPEKpaTHIIM JEYEHHE B CBA3M C PAa3BUTHEM ANOMELMH MO
cpaBHenuio ¢ 0,1 % B rpynne miaue6o.

Heowcenamenvnvie peakyuu co CMOpOHbL  neveHu (Oannvle u3z niaye6o KOHMPOIUPYEMbIX



ucenedoganuii)

[loBbimenne aktusHocT AJIT - [lonyasiunsi nauuenToB B naauedo KOHTPOJIHPYeMbIX

HCC/Ie]0BAHUSAX, B KOTOPLIX OLEHHBAJach 0€30MaCHOCTD
ITnaue6o Tepudaynomua 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 o6wmmit Gunupy6un  [5/994 (0,5 %) 3/999 (0,3 %)

> 2 BI'H

BI'H - BepxHss rpanuua Hopmer

B rpynnax naumentos, mnosyuasuimnx TEPUPIYHOMHUI, MO CPaBHEHMIO ¢ Miauebo, uyarie
Habsroanock yBennuenue aktuHoctd AJIT < 3 BIH. [Ipouent naumenros, y kotopbix
OT™MeHanoch mosblienre AJIT Bbiwme 3-x BI'H, 6bl1 comocTaBum B 0Gemx rpynmnax. Takoe
MOBBIIICHHE aKTHBHOCTH AJIT oTMeuanoch B OCHOBHOM B mepBbie 6 Mecsues jedenus. [Tocie
NpeKpalucHus sieqeHns aktuBHOCT AJIT Bo3Bpawanach k HopMe. Bpems 10 Hopmanuzaumu
akTMBHOCTH AJIT BapbupOBano 0T HECKONBKMX MECSLEB 10 HECKOIBKHX JIET.

Tatoke npu nocTperucTpaMOHHOM NpUMeHeHUH npenapara 0TME4aJIMCh Cilydau JeKapcTBEHHOTO
nopaxkeHus neveHu (eM. pasaen «Ocobble yKazaHus ).

Brusnue na apmepuanvnoe dasnenue (Oannvie uz niaye6o KoHmponupyemoix uccae0osanuil)

- [ToBbIluenne cucToMueckoro aprepuanbHOro fasienus Boiwe 140 My pT. cT. y 19,9 %
MAlMEHTOB, MPUHUMABLUMX €XKEHEBHO Tepr(IyHOMUA B 03¢ 14 Mr, B cpaBHeHuUH ¢ 15,5 % npu
npueme mianebo.

- [ToBblluenne chcTonMyeckoro apTepuanbHOro fapieHus Boime 160 M pr. cT. y 3,8 %
MAlMCHTOB, NPUHUMABLUMX €KEJHEBHO TepU(IyHOMMI B 103e 14 Mr B cpaBHeHun ¢ 2,0 % npu
npueme mianebo.

- [loBbIleHME MACTONMYECKOrO apTepUaNbHOrO AaBiaeHus Bbie 90 MM pr. cT.y 21,4 %
MALHEHTOB, MPUHUMABLINX €XKEHEBHO TepU(Ty HOMMA B 03¢ 14 mr, B cpaBHeHnu ¢ 13,6 % npu
npueme miauebo.

Hugpexyuu

B nnaue6o koHTponmpyembix ncene0BaHuAX B rpyrine TepupayHomuaa 14 mr ne Habmonanock




YBCTMICHNA KOIMYECTBA Cy4aes TAKebIX MHbekumit (2,7 % npotus 2 % B rpynne nnauebo).
Tsxenvle onnopryHHcTHYECKME MH(EKUMH (MH(DEKUMH, BBI3bIBAEMBIE YCIOBHO-MATOrEHHBIMH
MHUKpOOpraHu3Mamu) passuBanuce B 0,2 % ciiyuaeB B Kaxaoil u3 rpyrnil.

IIpn noctperucTpalioHHOM NPUMEHEHHH HABMOAATNCH THKEIbe HHOEKLMH, BKIIOYAs CENCHC,
MHOT/Ia C JIETa/IbHBIM UCXO/I0M.

Peaxyuu co cmoponwr kposu

B mnauebo KoHTponmpyembIX HccienoBaHMSX Ha (one npumenenns TepudayHomuaa
HabIII0/1a/10Ch YMEPEHHOE CHMKEHHME KOJIMYECTBA 1eHKOLMTOB B nepudepuyeckoit kposu (<15 %
OT MCXOIIHOTO YPOBH, B OCHOBHOM YMEHBILEHHE KONMYECTBA HEHTPO(UIOB U uMpounTos). B
TO K€ BPEMs y HEKOTOPBIX MALMEHTOB OTMEYAIOCh 60Jiee BbIPAKEHHOE CHIKEHHE KOMMYECTRa
NerKouMTOB. JlaHHas HexenaTe bHas Peaklis BO3HUKANIA B TeUCHUE MepBbIX 6 HeAesb. 3aTeM Ha
(hoHe MpOAOMKAIOLIErOCs JIEYEHUS KOJIMYECTBO JEHKOLHTOB B nepupepruyeckoi  KpoBH
CTa0MIIM3MPOBATOCh HA CHIDKEHHOM ypoBHe (<15 % YMEHbILIEHHE OT MCXOAHOTO YpPOBHS).
BinsHue Ha cHUKEHHE KOIMYECTBa 3PUTPOLIMTOB B nepudepuueckoit kposu (<2 %) U KoNUUYeCTBa
TpOoMOOLMTOB B nepudeprueckoil kposu (<10 %) Gbio MeHee BBIPaXXEHHBIM.

Ilepugpepuueckas neuponamus

Iepudepuueckas Heltponartus (noauueiiponartiuu u MOHOHEHPONATHH [TyHHENbHBIN 3aMsACTHbIH
CHHIPOM]) pa3BUBATHMCE Yalle B FPyIIIe NaLMEHTOB, PHHUMABLIMX TepudayHoMua B 1o3e 14 mr,
MO CPAaBHEHMIO C TpPYNNOH MALMEHTOB, NPUHUMABLIKX maaue6o. B ocHOBHBIX mniaue6o
KOHTPOJIMPYEMBIX  MCC/IC10BAHMAX — Mepudepuyueckas nosiuHeiiponaTus, MOATBEPIKAEHHAS
MCCNICN0BAHNAMU HEPBHOH MPOBOAMMOCTH, Obina oTmeueHa y 1,9 % naumentos (17 u3 898
NMauMeHToB) B rpynne TepudayHomuaa 14 mr B cpaBuennu ¢ 0.4 % nauueHTOB (4 nu3 898
MalMEHTOB) B rpymnne miaue6o. ¥ 5 nauueHTos ¢ nepudepuueckoii HeHponaTuei, NpUHUMaBIINX
TepudiyHOMUI B J03e 14 Mr, 6bUIO MPEKpalIeHO JeyeHHe; y 4 U3 HUX cooluanocs o
BBI3JIOPOBJIEHUH T10C/IE€ MPEKPALLCHHUS JIEUEHHS.

Hobpokauecmeennvie, 3nokavecmeennvie u neymounenmwvie HOB000pazo6anus (6KIOUASL KUCMbL U
noaunst)

B KkianHMueckux uccnenoBaHMsIX Ha (oHe mpuema TepudyHoMUaa He 3aUKCHPOBAHO
TMOBBILICHUS PUCKA BO3HUKHOBEHHS 3JI0KAYECTBEHHbIX ONyXojeid. PUCK BO3HMKHOBEHMS
3/I0Ka4eCTBEHHBIX OMyXO0JIeH, a UMEHHO MM ponponndepatuBHbIX 3a60/1eBaHMii, yBeIHYHBAETCS
TpH NPUMEHEHUH HEKOTOPBIX APYTHX JI€KAapPCTBEHHBIX MPENapaToB, BIMSIOWMX HA UMMYHHYIO
cucremy.

Taoicenvie kooicHvie peakyuu

Bo Bpems mnoctpeructpaunonHoro npumenenus TepudiiyHOMMAa cooblIanoch o ciyydasx

Pa3BUTHS CEPbE3HBIX KOXKHBIX PEAKUWH, BKJIIOYas TOKCMYECKHUIl SMHMAEPMANbHBIH HEKPOJIH3,



cunapom Ctuenca-J[KOHCOHa, JIeKapCTBEHHO-00Y CIIOBJIEHHYIO PEakLHio ¢ 303MHOGMIMeEH ¢
cucteMHbIMM cumnroMamu (DRESS-cunapom).

Acmenus

B xome nnane6o-koHTponupyembix uccnenoBanuii B rpynnax npuMeHeHus Mauebo,
TepudryHoMuaa B 03¢ 7 Mr U TeprudyHOMHIA B 03¢ 14 Mr HacTOTa PasBMTHS acTeHHH
cocraBuna 2,0 %, 1,6 % u 2,2 % COOTBETCTBEHHO.

Ilepenosuposka

Cumnmomoi

HHpopmaumm no nepenosuposke unm orpasienmnu Tepr(Jly HOMUIOM y YesioBeKa HeT. 310poBbie
0OPOBOJIBLBI NPUHMMAH TePUPIYHOMUA B 03¢ 70 MF eKEIHEBHO B TeueHue 14 nuei.
HaGntopaemble  HexenarenbHble  peakiuun — COOTBETCTBOBAIM npoduao  Ge3onacHoCTH
TepUGIIYHOMHU/IA NIPU IPHEME NALMEHTAMH C PACCEAHHBIM CKJIEpO30M.

Jleuenue

B ciyyae nepenosupoBku unu orpaBnenus s YCKOPEHHOrO BbIBEAEHHUs TepudIiy HOMUAA
PCKOMCHIYETCs MpPUEM KOJECTMpPAMMHA MJIM  aKTHMBMPOBAHHOTO YIJs. PekoMeHm0BaHHOM
MPOLEAYPOH ABNAETCA MPUEM KOJNECTHPAMMHA B 03¢ 8 I 3 pasa B CyTKu B Teuenue 11 NHEeH, B
Clly4ae M10XoH NepeHOCUMOCTH 3TO 103bl, MOXKHO CHU3HTH 103y KoJjecTupamuHa 10 4 r 3 pasa
B CYTKH. B KauecTBe anbTepHaTHBHOIO BapHaHTa MOXKHO MPUHMMATB Mo SO T aKTUBUPOBAHHOTO
yris Kaxaeie 12 u Ha npotsbkenuu 11 aHeit.

B3aumozeiicTsue ¢ ApyrumMu 1eKapcTBEHHBIMH CPEICTBAMY

Bsaumooeiicmeus, ceazannvie c gozdeiicmeuem Opyaux J1eKapcmeeHHslx Ccpeocme Ha
(hapmakokunemuxy mepugaynomuoa

[naubiii myTs GuoTpanchopmannu TepudayHoMuaa - rHAPOIM3; BTOPOCTENEHHBIH MyTh -
OKHMCJICHHE, C MUHMMAJIbHBIM y4aCTHEM B HEM M30()epMEHTOB LIMTOXpoMa chcteMbl P450 (CYP)
1 30)ePMEHTOB MOHOAMHHOKCHAA3bI, CONEPKALINX (IIaBHH.

Mowynoie unoyxmopuwr usogpepmenmos yumoxpoma P450 (C YP) u mpancnopmepoe
OnHoBpeMeHHOE eKe/IHEBHOE IPUMEHEHHE pU(aMITHLIHA (nnaykrtopa nzopepmenros CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP3A) B no3e 600 mr 1 pa3 B CyTKH B TeueHue 22 JHE, a Takxe
NpUeM  MHAYKTOpa  3(QIIOKCHBIX  MEPeHOCYMKOB  P-ramkonporenHa [P-gp] u OGenka
PE3UCTCHTHOCTH K paKy Mojio4Ho# ikene3bl [BCRP] u tepudnyHomuna (pasosas mosa,
coctapisiomas 70 Mr) NPUBOAWIM K CHIDKEHHMIO CHCTEMHOH OSKCMO3MLMM Tepu(ayHOMUAA
npubnusutensio Ha 40 %. Bo Bpems neuenus TepudiyHOMHUZOM pudamnuuuH u apyrue
H3BECTHbIE MHAYKTOPEI CYP 1 nepenocunkos 6enkoB, Takue Kak kapGamasenus, penobapGurar,
teHnTOMH 1 3Bepo6OH MPOABIPSABICHHBIH ClIE/lyeT HA3HAYATE C OCTOPOIKHOCTBIO.

Konecmupamun unu axmusuposannwiii y2onw



He pexomennoBan oxHOBpemenHblii MpueM  TepuGIyHOMMIA M KOJeCTHpaMHUHA WM
aKTHBUPOBAHHOIO YT/, MOCKOJBKY 3TO BEAET K GbICTpOMY M CYLIECTBEHHOMY YMEHbLIEHHUIO
KOHLEHTPaLMK Tepu(IyHOMHAA B [1a3Me KPOBH, 33 UCKITIOYEHHEM CllyyaeB, KOraa HeoOX0auMo
YCKOpPEHHOE BbIBEACHHE TepuyHOMUaA. CUNTACTCS, YTO MEXaHM3M YCKOPEHHOIO BBIBE/IEHHS
O0yC/IOBJIEH MpepbIBAHHEM  IEYEHOUY HO-KUILeYHOH PEUUPKYIAUMK  TepudIyHOMUAA W/ UK
KCTYAOYHO-KMIIEYHBIM MAIM30M TepudyHOMUIA.

Bsaumooeiicmeusn, ceazannvie ¢ enruanuem mepughnynomuoa na apmaroxkunemuxy opyaux
JIeKapCcmeeHHbIxX cpedcme

Boszoeiicmeue mepughnynomuda na cybempamer CYP2C8

bbito oTMeueno ysennuenne cpeatero snauenmns Cmax u AUC ans penarnuiuaa (1,7- u 2,4-
KpaTHOE, COOTBETCTBEHHO) MOC/IE MPUEMA MOBTOPHBIX 103 TePU(IYHOMMA, YTO MO3BOMLET
TPEATONOKUTE, YTO TEPUPIYHOMUI SABISETCA MHTHOHTOPOM uzopepmenta CYP2C8 in vivo.
[Toatomy Ha done npuema tepudnyHomuna JICKapCTBEHHbIE CPEACTBA, METAGOIM3UPYIOLIHUECS C
nomoupto uzodepmenta CYP2C8, takue kak penariuHuA, nakjiMTakcea, MUOMIMTA30H WIIH
PO3MIIINTA30H, ClIEYeT PUMEHSTH C OCTOPOKHOCTBIO.

Bo3zoeiicmeue mepughnynomuoa na nepopanvhbie KOHMPAYenmuasl

Ha ¢one npuema nosropHbix 103 TepudiyHoMHAA 6bITO OTMEUYEHO YBEJIMUEHHE CPEaHMX
snavennit Cmax u AUCo.24 11st stuHmnsctpaamona (1,58- u 1,54-kpaTHoe, COOTBETCTBEHHO) 1
Cmax u AUCo-24 teBoHoprectpena (1,33- u 1,41-kpatHoe, cooTBeTCTBEHHO). XOTs He OXKHMAaeTcs,
4TO  B3aUMOACHCTBUME C TePU(DIYHOMMIOM OKakeT HeGMaronpusaTHoe BO3AEHCTBHE Ha
3(PEKTUBHOCTL MeEPOpaIbHBIX KOHTPALENTHBOB, CJIEAYeT €ro yuuThiBaTb MNpu BbIGOpE U
KOPPEKILIMH 1103 NMEPOPANIbHBIX KOHTPALETITHBOB MPU X KOMOUHALIMK € TEPUDITYHOMHAOM.
Bosoeiicmeue mepugpnynomuoa na cybempam uzogepmenma CYPI1A2

[Tpuem moBTOpHBIX 103 TepudyHOMMAA CHIKAN cpeaHue 3Hauenus Cmax u AUC KoerHa
(cyberpara mzopepmenta CYPIA2) Ha 18 % u 55 %, COOTBETCTBEHHO, YTO MO3BOJISET
MPEANONOXKHUTb, HTO TEPUGIYHOMUA in Vvivo ABMSETCS CnabbiM HHIYKTOPOM u3opepmeHTa
CYPIA2. B cBs3u ¢ 5THM JieKapCTBeHHbIE NpenapaThl, MeTabOIM3UPYIOLIHECS C TTOMOLIBIO
usopepmenta CYP1A2 (Takue Kak 1yJ10KCeTHH, aJloCeTPOH, TEODUITMH U TU3AHUIMH), CleayeT
NMPUMEHATL C OCTOPOXKHOCTBIO BO BPEMS JICUCHHS TepPU(DITyHOMHUAOM, MOCKOIBLKY 3TO MOXKET
MPUBECTH K CHIKEHHUIO 3 (HEKTUBHOCTH 3THUX Npenaparos.

Bosoeiicmeue mepugpnynomuda na eapgpapun

[Ipuem noBTOpHBIX 7103 TepudayHOMMAA HEe OKa3biBad BAMSHUS Ha (papmakokuHeTHKy S-
Bap(hapuHa, 4TO CBUAETEIBCTBYET O TOM, YTO TepU(IyHOMHMA HE ABIAETCS MHTHOUTOPOM MITH
uHaykropom uzopepmenta CYP2C9. Tem He MeHee, GblIO OTMEUEHO yMeHblieHue Ha 25 %

nukoBoro MexayHapoaHoro HopmanuzoBanuoro OTHOLIeHMS (MHO) npu ozxHoBpemeHHOM



NPUMEHEHHH TepudayHoMUaa U BapdapuHa, 1o CPaBHEHHIO C MOHOTepanueit BaphapHHOM.
[Toaromy mpu oxHoBpemeHHOM npuMeHeHnn BaphapuHa u tepudayHoMuaa pekoMeHayeTcs
TIIATEIbHOE HAOMIOIEHHE 3a MALMEHTOM U MOHUTOpUHT MHO.

Bnusinue mepugpnynomuoa na cybempamel nepenocuuros opeanuveckux anuonoe 3 (I10A43)

Ha ¢one kypcosoro npuema TepudryHOMMA HabIo1aeTes yBennyenne Cmax u AUC (1,43- u
1,54-kpaTHoe, cooTBeTcTBEHHO) uehakiopa, uTto CBUAETENLCTBYET B MOJIb3y TOrO, YTO in Vivo
TepudayHOMUA ABnsSEeTCS uHruduropom ITOA3. TMosromy ClenyeT coboaaTh OCTOPOKHOCTS
TpX OTHOBPEMECHHOM NPUMEHEHNH TepU(IyHOMUIA 1 cyberpatoB [TOA3, Takux kak uedaxmop,
OeH3MMeHNLMIINH, uMnpodIoKcaLuy, MH/IOMETallMH, KeTonpodeH, dpypoceMua, UMMETHAMH,
METOTPEKCAT U 3UJ0BYIHH.

Bnusnue mepugpnynomuoa na cybempamor BCRP w/unu mpancnopmupyiowue opeanuyeckue
anuonvl nonrunenmuowl Bl u B3 (OATP1B1/B3)

Ha pone npuema nosropusix 103 TeprdIyHOMUIa HAGIOAANOCh YBETHYEH e CPEeIHUX 3HAYEHH
Cmax n AUC (2,64- u 2,51-kpatHoe, COOTBETCTBEHHO) po3yBacTaTiHa. OHAKO He HABI0AA10Ch
3aMETHOTO BJIMAHMS JAHHOTO yBEJTMYEHHMS CMCTEMHOH JKCMO3MLMHM PO3yBacTaTMHA B [LIa3Me
KpoBM Ha akTMBHOCTE I'MI-KOA penmykrasbl. Pekomenmyercss 50 % cHipkeHHe J103bl
PO3yBacTaTHHa P €ro OZIHOBPEMEHHOM MpHEME C TepU(Ty HOMHIOM. Hpyrue cy6erparsi BCRP
(Takue Kak METOTPeKcaT, TOMNOTEKaH, cynbacanasut, ayHopyOULMH, AOKCOPYOGHLMH) M
cyberpatel cemeiictBa OATP, ocobenHo uHrubutopel 'MI-KoA penykrassl (Takue Kak
CUMBACTaTHH, — aTOPBaCTaTMH, MpABaCTaTMH, METOTPEKCAT,  HATErJIMHMI, penarinuHuz,
pH(aMNALKMH) OIHOBPEMEHHO C Tepud iy HOMUAOM C/IElyeT MPUMEHATb C OCTOPOXKHOCTBIO.
TlaueHTbl MOMKHBI HAXOAMTBLCA MOA TIATENbHBIM HABMIOAEHMEM Ha MpeJMET MOSBJIEHHS
NMPU3HAKOB M CUMIITOMOB MOBBILIEHHSA CUCTEMHO# SKCTIO3ULIMKM STUX JIEKAPCTBEHHBIX CPE/CTB, H,
NMpY HEOOXOAUMOCTH, CIIEYET PACCMOTPETh BOMPOC O CHUKEHUU UX 103,

Brusnue mepupnynomuda na cybempamor uzogpepmenmos CYP2B6, C YP34, CYP2C9, CYP2C19
u CYP2D6

[Ipuem TepudayHOMUIA He OKa3bIBal BIMAHMS Ha (hapmakokuueTHKy Gynponuona (cy6erpata
mopepmenra CYP2B6), Mmupasonama (cyGerpata nsopepmenta CYP3A), S-sapbapuna
(cyberpata mzodepmenra CYP2CY), omenpasona (cyberpata mzopepmerra CYP2C19) u
meronpososa (cyberpata usodpepmenra CYP2D6).

Ocobble ykazauus

JleueHne 10/KHO IPOBOAMTECA 10/ HAGTIOAEHUEM BPaya, MMEIOLIEro OMbIT JieYeHUs MaLMeHTOB
C PacCesHHbIM CKJIEPO30M.

Monumopune

,ZZO Hadana ievyenus cxledyem nposecmu czzedytou;ue uUccne008anUs:



. M3MEPEHHE apTePHaIbHOTO JaB/ICHHS;
. onpeaeneHue aktTuBHoctu AJIT;
. OOt aHAIW3 KPOBM C MOACYETOM NIEHKOUMTAPHOH  hopMyJibl M omnpeseseHHeMm

KOJIM4ecTBA TPOMOOLIMTOB B Neprdepuueckoit KposH.

Bo epems nevenus mepugrynomudom credyem DPecyIsipHO  KOHmMponupoeams  credyioujue

napamempeoi :
. apTepUalibHOE J1aBJIEHUE;
. akTuBHOCTE AJIT. Ciietyer onpenesite akTHBHOCTS (bepmeHTOB neueHu Kaxable 2 Heneu

B TCUCHHE MEPBBIX 6 MECALEB Tepanuu M Kaxable 8 Hemelb [0Cie Toro nepuoja WId Ha
OCHOBAHHH KITMHUYECKUX MPU3HAKOB U CHMIITOMOB, TAKUX KaK HEOOBICHMMAs TOLIHOTA, PBOTA,
0osb B XKMBOTE, MOBBILIEHHAS YTOMJIAEMOCTD, aHOPEKCHSI WJIM JKENTyXa M (MjIM) MOTEMHEHHe
Mouu. I1pu yposusax AJIT, B 2-3 pasa npesblatowux BI'H, Monutopuur cieayer nposoguts
€XKEHE/ICJIbHO.

. B Cllydac MOABICHHS HOBbIX CHMIITOMOB M MPHU3HAKOB (Hanpumep, HHBEKUMM) BO Bpems
JIedeHus HEOOXOAMMO BBIMONHUTB OGLIMI aHATM3 KPOBH C MOICYETOM NIEUKOLMTApHOH hopmy bl
1 ONIPEACIICHUEM KOJIYECTBA TPOMOOLIMTOB B nepudepuyeckoii Kpou.

IIpoueoypa yckopennozo evisedenun mepu(])ﬂyuoﬁmoa Uz opeanusma

TepudnyHomMua MeaeHHO BEIBOAUTCS M3 MIa3Mbl: KOHLEHTPALIMH B [J1a3Me AOCTUTAOT 3HAYE H Ui
Hiwke 0,02 mr/n B cpesiHeM 3a 8 Mecsies, x0T M3-3a MHIIMBHUAYalbHBIX OTKJIOHEHHUH B MpoLecce
BBIBEAICHUA JIEKAPCTBEHHBIX BELIECTB BbIBEICHUE MOKET AJUTHCH 10 2-X JIET.

BbiBeseHue npenapata MOXHO YCKOPUTB ¢ MOMOILIBIO NpoLEeaYpbl YCKOPEHHOIO BbIBEAEHMUS
Tepr(1yHOMU/IA, ONMCAHHOM B pazzele «DapMaKOKHHETHKaY, PUBOASLLEH K CHIKEHMIO Goee
yeM Ha 98 % KoHLeHTpaLuu TepudIyHOMUIA B M1a3Me KpOBH

Ileuenounan nedocmamounocme

Y NaUMeHTOB ¢ MEYEHOYHOH HEZOCTATOYHOCTBIO JIEFKOM MM CpeIHEH CTEeNneHH TIKECTU
KOPpEeKIIHs 103bl He TpeOyeTcs.

TepudayHomua npotuBonokasaH mnauueHTaM ¢ MeYeHOYHOI HEIOCTATOYHOCTBIO TSHKETOM
CTEMEeHHU.

Y NauMeHTOB, NPUHMUMABIIMX TepU(IYHOMUI, HABMIONANOCh MOBbILICHHE aKTUBHOCTH
tepmentos neuenu. Tosbiwenus aktuBHocTn AJIT B OCHOBHOM OTMEUATHCh B TEYEHHUE MEePBbIX
6 MecsueB JeueHns. B rnonoBuHe ciyuaeB nokasaTenu BEPHYJIMCh K HOpMe 0e3 OTMeHbI
npenapara. B KIMHHYECKNX MCCIIe0BAHMAX PUMEHEHHUE TepUdIyHOMMIA PEKPALANoCh, eCiIk
noeblieHne akTuBHOCTH AJIT nBaxasl npesbiwano BIH B 3 pasa. AKTMBHOCTD TpaHCaMHHa3 B
CbIBOPOTKE KPOBH BO3BpaLlaach K HOPME B TEYEHHE, MPUOIM3UTENIBHO, 2 MECSLIER MTOC/TE OTMEHB

TepudyHoMua.



Crenyer KOHTPOIMPOBATH MOKa3aTe M AKTUBHOCTH TpaHCaMHHA3 W KOHLUEHTpaUuu Guinupy6una
B CbIBOPOTKE KPOBU B T€YEHME 6 MeCsAlEB 10 Hayaja JeyeHUs TePUPIYHOMUIOM. AKTUBHOCTD
AJIT cnenyer onpenensats kaxible 2 Heaeqn B TeueHue 6 MECALIEB MOC/Ie Hayasla NPUMEHEHUS
tepudayHomuaa. Bompoc o MOHUTOPUHIE TOKa3aTenell (yHKUMH NEYeHH TaKkKe Cieayer
paccMaTpuBath, KOraa TepUQIyHOMHI MPUMEHSAETCS OHOBPEMEHHO ¢ APYTMMH NOTEHUMATbHO
FenaToTOKCHYHbIMM npenapatamu. Bonpoc 06 otmene TepudyHomuaa CJIeIyeT paccMaTpUBaTh
MpH TIOATBEPKACHUH MOBBILICHNS AKTHBHOCTH TPAHCAMHMHA3 B ChIBOPOTKE KpoBH, 6osiee yeM B 3
pasa npesbiiaomem BI'H.  Crnenyer MouuTOpupoBaTh aKTMBHOCTS TpaHcaMuHa3 H
KOHLEHTpaLHIO OuanpyGrHa B CHIBOPOTKE KPOBH Ha oHe Tepanuu Tepudry HOMMI0M, 0COBGEHHO
Y NaLHEHTOB, Y KOTOPBIX PA3BUBAIOTCS TAKME CUMITTOMBI, YKa3bIBAIOLIME Ha HAPY LLIEHUE byHKUHK
MeYCHH, KaKk HEOObACHWMas TOLIHOTA, PBOTA, GONM B XKMBOTE, MOBBILICHHAS YTOMJISIEMOCTb,
AHOPEKCHS, JKENTyXa M/WIM MOTEeMHEHHe Moud. [IpH MoJO3peHMH Ha HaluuMe CBA3M MEXay
HapyleHHeM (YHKLUMM TeYeHH M NpUMEeHEHHeM TepH(IyHOMUAA HEOOXOAMMO JOCPOHHO
MPCKpaTUTb TMPUEM Mpenapara W HayaTh NPOLETYPY YCKOPEHHOrO BbIBEIECHUS (CM. pazaen
«DapMaKOKMHETHKA»), @ TaKKe TPOBOAMTH EXKEHENCbHBbIN MOHHUTOPUHI  aKTHBHOCTH
MEYEHOUHBIX (EPMEHTOB BIUIOTH 10 MX HOpMamu3auuu. Eciu pa3BUTHE MEYEHOUHOM
HEOCTATOHHOCTH BCJICACTBHE MpUEMa Tepu(yHOMMIA NMPU3HAHO MANOBEPOSTHBIM, TaK Kak
Obl1a BbISABIEHA Apyras BEPOATHAS MPUYHHA, MOXKHO paccmatpuBaTh BO30OHOBIEHKME Tepanuu
TEPUIYHOMUIOM C @XKEHeleNbHbIM KOHTPOJIEM MoKasaTeseil GyHKuUMM mneveHM 10 MX
HOpMaJu3aluy.

Kpome ciiyuas pa3sutus octporo renatura B Xo/1e poBeAeHHS KJIMHUYECKUX MCCIIeJ0OBaHUH, NIPH
MPOBEACHUHM TOCTPErHCTPALMOHHOIO MCC/ICA0BaHMS HAOMIOAANUCh CllyYaH JeKapCTBEHHOrO
MOPAXKEHUA MEUCHH (MHOrAa XKM3HEYTPOKAIOUIME), YacTO B COYETAHUM TepudayHoMuaa ¢
ApPYrMMH renaToTOKCUYECKMMHM JIEKAPCTBEHHBIMU CPEICTBAMM.

TepudmyHomna Heo6X0AMMO HazHAyaTh ¢ OCTOPOKHOCTHIO NalurueHTaM, 3J10yNnoTpedIsomuM
aJIKOTOJIEM.

TI'unonpomeunemusn

[TockonbKy TepudmyHOMU B BHICOKO# CTENEHHU CBA3bIBAETCS ¢ GeaKaMu KPOBH, B OCHOBHOM C
anbOyMUHAMHU, KOHLEHTPALIMS HECBS3aHHOTO TepudIYHOMUAA B M1a3Me MOMKET MOBBILLATHCS y
NMAaLKEHTOB C FUMONPOTEMHEMHEH, Hanpumep, Npu HedpoTudeckoM cunapome. TepudiayHomun
HE CJIEIyeT Ha3HAa4YaTh NAaLMEHTaM C BBIPAXKEHHOM MMIIONPOTEMHEMHEIA.

Apmepuanvroe oasnenue

Ha ¢oune npumenenus tepudayHoMHuza MOXKeT MOBBILIATHCS apTepuaibHOe  JaBlICHHUE.
Heobxoanmo  koHTponmpoBath — apTepuanbHOe — JaBlieHHE nepejl  HayajaoMm  JIeYEHUs

TepUGIYHOMUIOM U MEPHOAMYECKH BO BpeMs jiedeHus. B ciyuae nosbiuienus apTepHaIbHOro



JiaBJIEHUS HEOOXOAMMO MPOBOAMTB COOTBETCTBYHOLLYIO AHTUTUIIEPTEH3UBHYIO TEPAIUIO 10 U BO
BpeMs JIeUeHHs TePUDITyHOMUIOM.

Hupexyuu

Y NalKMeHTOB C TAXKENBIMH aKTHBHBIMU MHGEKUMAMM HAyano JeueHds TepudiryHOMMAOM
HEOOXOAMMO OTIOKHTB 10 MOJHOTO BBI3AOPOBIEHHUS.

B niaue6o koHTpoMpyeMbIX neciieqoBaHUAX Npu npueme TepudyHOMHU/1a NOBBILLIEHUS YaCTOThI
TAXENbIX UHpeKuMit He HaGmonanoch. OaHaKo, ¢ YYETOM UMMYHOMOAyMpYytoLero s¢dexra
TeprGyHOMU/IA, B Cllyyae Pa3sBUTHA Yy MALMEHTA THKENOH MH(EKUMU HEOOXOAMMO PaccMOTPETh
HEOOXOAMMOCTL MpPEKpaLeHHs JeYeHUs MpenapaTtoM, | nepea BO30OHOBJIEHHEM Tepanuu
HEOOXO/IMMO OLEHUTH BO3MOKHBIE MPEHMYILECTBA H pucku. B cBA3M ¢ MTENbHBIM NEPHOLOM
MOy BBIBEICHUS NpenapaTa HEOOXOAUMO PacCMOTPETh HEOOXOAMMOCTb NPOBEAEHHS Npoueaypbl
YCKOPEHHOrO BbIBEACHHUS TePU(IyHOMHIA C MOMOLUBIO KONECTHPAMMHA HIIH aKTMBUPOBAHHOIO
YIS,

[Taumentsl, npunuMatolne TepUIYHOMMUI, IOMKHBI HEMEATEHHO COOBLIATD O CHMITOMAX
nHpexumii Bpady. [TalneHTam ¢ aKTHBHBIMH OCTPBIMH U XPOHHUYECKUMH MH(EKLMAMHU HE CIIeyeT
Ha4YMHATL JIEYEHUE TePU(IYHOMMIOM [0 MOJHOTO M3jeuenus. [Ipuem TepudayHoMMaa He
PEKOMEHAYETCsl MPH TAKETOM UMMYHOAE(DULIMTE, HAPYLLIEHUSIX CO CTOPOHbI KOCTHOTO MO3ra HJIH
TPH TSKENBIX HEKOHTPOUPYEMBIX HHPEKLIHMAX.

besonachocts TepudyHoMuaa y naumMeHToB ¢ JaTeHTHOl (opmoit TyGepkysesa HeusBecTHa.
CkpuHUHT Ha TyGepKyie3 B KIMHMUYECKHX HCCIENOBAHMAX CUCTEMATHUECKH He MPOBOMIICS.
[Taumnentam, MMEIOWMM MOTOKUTENBHBIN TeCT Ha TyGepKy.ies MPpU CKPUHMHTE, NEpe/ HayaloM
npuema TepudryHoMuaa HEOOXOAMMO MPONHTH COOTBETCTBYHOLLEE JIEUEHHE.

Hapywenusa ¢pynxyuu nezxux

B kiMHuYecKuX nccneoBaHuax TepubayHOMUIA He HabII0aa10Ch Clly4yaeB MHTEPCTULIMATbHBIX
JIErOYHBIX HapyIeHUi. [Ipu nocTperucTpalnoHHOM NpuMeHeHNH Tepud Iy HOMUAA HaB0AAI0Ch
Pa3sBUTHC MHTEPCTUUHMATBHBIX OOJIE3HEH JIerkuX, BKJIKOYAas OCTPbI MHTEPCTHLHATbHbI
[THEBMOHMT.

Bo Bpems nedenus nedayHOMMAOM, AKTHUBHBIM  METaBOIMTOM KOTOpPOro  sIBJSETCS
TepUDIYHOMHA, COOOMIANOCh O Pa3BUTHH MHTEPCTHLMANBHBIX GONe3Heil Jerkux, obocTpeHun
paHee CylIeCTBOBABLIMX MHTEPCTULMABHBIX Gone3Hei jierkux. MHTepcTULMaIbHble GOse3HH
JICTKHX MOTYT Pa3sBUBATbCA OCTPO B JitOOOE BpEMs B TEUCHHE JICYEHMS W MMEThb Pa3IMyuHble
KIMHUYECKHE MPOABNCHUA. MHTepcTHLManbHble GONE3HM JIerKMX MOTYT MPUBOAMTL K
JIETaIbHOMY MCXOJly. PasBUTHE HOBBIX MM YXY/LLICHUE CYLIECTBYIOUIMX IEFOYHBIX CHMITOMOB,
TaKMX KaK Kallesb W OJBILIKA, COUCTAIOIIMXCA C TUXOPAAKON WM Ge3 JIMXOpaaKH, MOKET ObITh

NPUYHHON IS NIPEKpALLEHUs Teparuu U Ul JalbHERLIEr0 COOTBETCTBYIOWIEr0 06C/e10BaHUs



nauuenTa. B ciyuae Heo6X0anMocTi 0TMeHBI penapata CJIElyeT pacCMOTPETh BOMPOC O Hauase
HPOLCIYpbl y CKOPEHHOTO BbIBE/ICHHs TepH(yHOMUAA (cM. pasaen «DapMaKOKUHETHKA).
I'emamonozuueckue napywenusn

B nuane6o KoHTponmpyembIX Hccae0BaHMAX HAGTIOAATOCH YMEHBILUEHHE CPEHEr0 KOJMYECTBA
NIEAKOLUTOB B KPOBM NMPUOIN3UTENBHO HA 15 % OT MCXOIHOrO YPOBHS (raBHBIM 00pazom,
HEHTPOPHUIBHBIX IEHKOLMUTOB 1 TUMPOLUTOB) M KOMMUYECTBA TPOMOOLMTOB NPUBIIM3UTENBHO Ha
10 %. Ilepen Hauanom Tepanuu TepudIyHOMUAOM H BO BpeMS JIeYeHUs HEOOXOAUMO MPOBOAUTD
KIMHHYECKMH  aHaIM3 KPOBM C OMNpe]eeHHeM JeHKOUMTApHOH (GOpMyabl M KOJHYeCcTBa
TpoMbounToB B nepudepuueckoit kposu. Ha oue Tepanunu TepUPIYHOMUIOM HEOOXOAUMO
NPOBOANTEL  IOTIOJIHUTE/IbHBIE MOHMTOPUHI TPH MNOSBJAEHUH KIMHHYECKUX CHUMIITOMOB M
TNPU3HAKOB, YKa3bIBAIOIMX HA HAJTHUYKE MH(EKLINH.

Y NauMeHToB ¢ CyLIeCTBYIOLIEH aHeMHUel, TelKonenneil u/umm TpOMOOLMTONEHHEH, a TaKkKe y
MAlUCHTOB C HApPYLICHUAMH KOCTHOMO3rOBOIO KPOBETBOPEHMSA WM HUMEIOLIMX BBICOKHMi PUCK
MOAABICHUA  KOCTHOMO3TOBOIO ~ KPOBETBOPEHMSl, MMEETCS TOBBILIEHHbI PUCK pasBUTHSA
FEMATOJIOrMYECKNX HAPYLICHUH Mpu npuMmeHenud TepudyHomuaa. B ciyuae passurus
YKa3aHHBIX HEKEIATE/IbHBIX PeaKUMH A/ yMEHbLIEHUs KOHLUEHTpauuu TepuduyHOMUa B
niasMe KpoBH HEOOXOAMMO paccMOTPEeTh BOMPOC O MPUMEHEHHH MPOLEAYPbl YCKOPEHHOIO
BBIBEZICHUs TepUITyHOMM A,

B cityyasx BbipakeHHBIX reMaTo0rMUeCKUX Hapy LIeHH A, BKITIOUas MaHUUTONEHUIO, TPUMEHEHHE
TepU(ITyHOMU/IA 1 JTIOGOTO APYrOro MoAABISIOLIEr0 KOCTHOMO3rOBOE KpOBETBOPEHHME Mpenapara
JIOJUKHO OBITb MPEKPALIEHO, M CIeIyeT PacCMOTPeTh BOMPOC O MPOBEAEHUH npouesypbl
YCKOPEHHOIO BbIBEACHUS TepU(Ty HOMUA.

Koorcnote peakyuu

Coob1anock o ciyyasx pa3BUTHs CEPbe3HbIX KOKHBIX PeaKinii, MHOT/A ¢ NeTaNbHbIM MCXO/IOM,
BK/IIO4as pa3suTue cuHapoma CTiBeHca-/DKOHCOHA, TOKCHUECKOrO SMUAEPMaTbHONO HEKpOIu3a
M JIEKapCTBEHHO-00YC/IOBIEHHONM peakund ¢ 303MHODMIMEH M CHCTEMHBIMM CHMITOMAMM
(DRESS-cunapom).

Ecnn BosHukaeT nonospenue, 4to HaGoAaeMble €O CTOPOHbI KOXKK W/HIIH CTU3UCTBIX 060J104eK
peakuyy (S3BEHHbIH CTOMATUT) NPUHUMAIOT XapaKTep TSKENbIX FeHepanM30BaHHbIX KOKHBIX
peakumii (cunapoma Crusenca-JKOHCOHA, TOKCHYECKOTO SMMAEPMATBHOMO HEKpOIM3a -
cuHapoma Jlafienna, JiekapcTBeHHO-00YCIOBICHHOM peaklun ¢ 303MHO(GHUIMEH U CHCTEMHBIMMU
cumntomamu  — DRESS-cunmpoma), neuenne TepudiyHOMHIOM M TOGBIMM  APYTHMH
npenapaTaMu, MOTEHUHKAILHO BhI3bIBAIOLUWMH MOJO0OHBIE PEAKLMH, JOKHO ObITh MPEKpalleHo;
CJACAYET HEMEUICHHO Ha4yaTb MPOLEAYPY YCKOPEHHOro BbiBeAeHMsI TepudiyHoMuaa. B Takmx

Cllyyasix [MMauMEeHTBl HE JOJKHbI BO30OHOBIIATH JIEYEHUE TepM(leyHOMHROM (CM. pasaen



«IIpoTHBOMOKa3aHUAY).

Bo Bpems Tepanuu TepudyHomMuaom coobanock o CllyyasiX pa3BUTHS ncopuasa (B TOM 4uciie
MyCTy/IE3HOTO NcopHasa) 1 06OCTPeHHs yike MMEIOLIerocs ncoprasa. Ha ocHopaHuu OLIEHKH
3200/1€BaHUsl ¥ aHAMHE3a MALMEHTa MOXKET ObITh PaccCMOTPEH BOMPOC O MpeKpalleHnu np1uema
TepUIIyHOMHIA MM Havalle MPOLEIy bl €ro YCKOPEHHOIO BbIBE/IEHHUS.

Ilepughepuueckas neiiponamusn

Y NauMeHTOB, NPUHMMABLIMX TepU(IYHOMHA, HAGIIOAATHCH Ciydyan nepudepuueckoit
Helponatuu. Ilocne npekpalueHus npuema npenapata cOCTOSHHE GOJIbLIMHCTBA MaLMeHTOB
yinydywanock. Tem He MeHee, oOTMeyanach 3HauYMTEIbHAS BapuabenbHOCTh  MCXO0Ja
nepuepuyeckoil HeliponaTuu, T. €. y HEKOTOPBIX MALMEHTOB HeliponaTus paspeliniach, a y
4acTH MalMEHTOB MHTEHCHBHOCTL CUMIITOMOB He MeHsiach. Ecin y mauuenta, npuxnmasuiero
TepH(JIyHOMH]L, IMArHOCTHPOBaHa Nepudepuyeckas Herponarus, cieyeT pacCMOTPETh BOMPOC
O MPEKPALICHNH NpUeMa TepU(IYHOMUIA U MPOBEACHHH NPOLEAYPbl YCKOPEHHOTO BbIBEACH M
TepudayHOMKA.

Bakyunayusn

[lBa  KIMHMYECKMX MCCIEOBaHMS MOKa3ajM, 4YTO BaKLMHALMK MHAKTHBUPOBAHHbBIM
HEOAHTUreHOM (MepBas BAaKUMHALMA) WM [OBTOPHBIM aHTHIEHOM (peBakuUMHALMA) WM
CEHCUOM/IM3UPYIOIMM aHTUTEHOM (CTUMYJSLMS) ObUIM OG€30MacHbIMU U 5} dexTuBHBIMU BO
BpeMsA JieYeHUs TepudyHOMUAOM. [IpuMeHeHHe KHUBBIX OCHAGIEHHbIX BAKLHH MOXET GbiTh
CBA3aHO C PUCKOM MH(ULMPOBAHUS U MIOITOMY €ro ciieayeT u3berarh.

Hmmynocynpeccusnan u ummynomodyaupyowan mepanusn

[Tockonbky nedryHOMUA ABIAETCS HCXOAHBIM COEMHEHHEM TepudIyHOMMA, OJJHOBPEMEHHBIi1
npueM TepudIyHOMHUIA ¢ edIyHOMHMIOM He PEKOMEH/I0BaH.

OnHoBpeMeHHOE — mpuUMeHEHME  Tepu(IyHOMHAA €  AHTHUHEOMJACTHYECKUMH WM
MMMYHOCYTIPECCHBHBIMH NpEnapaTamMu, MPUMEHSEMBIMH /151 JIEYEHUs PAacCesHHOTO CKJepo3a, He
usyyanoce. Hccnenosanus no 6e3onacHOCTH, B KOTOpBIX Tepu(bIyHOMHUA MpUHUMAJICH
OZIHOBPEMEHHO ¢ MHTEP(EPOHOM GeTa MK ¢ rIaTUpamMepa aleTaToM Ha NPOTSHKEHHH 10 OIHOTO
rojia, He BBIABMIIN poGieM ¢ Ge30nacHOCTbIO. be3onacHocTb 3T0i KOMOHHALMK MIPH ATHTETBHOM
NpUeMe [Ulsl JIEYEHUS PACCESHHOTO CKIepo3a He M3ydaach.

Ilepexoo na mepugnynomuo unu ¢ mepugpnynomuda

Ha ocHOBaHWM KIIMHMYECKMX JaHHBIX, OTHOCSLIMXCS K OJHOBPEMEHHOMY MPHMEHEHHIO
TepuIyHOMHMA ¢ HHTEP(EpOHOM GeTa MK C rIaTHpamepa aleTaToM, MOXKHO CKa3aTh, YTO HET
HUKaKO# HEOOXOAMMOCTH B MEPUOJE OKMAAHWS NPU Havajle Tepanuu TepubIyHOMUIOM MOC/e
nHTepdepoHa OeTa uiiu raTupamepa aleTaTa, Wiu Npy Hauase Tepanun nHTepdepoHoM GeTa uiu

riaTupaMepa aleTaToM Mocje Tepanuu Tepuday HOMUIOM.



B cBsi3u ¢ anuTenbHbIM nepuonoM Moy BeIBeaEHMS HaTann3ymaba OQHOBPEMEHHAS CUCTEMHas
OKCIO3MLMS, H, CIE0BaTEe/IbHO, OJHOBPEMEHHOE BO3/EHCTBUE Ha UMMYHHYIO CUCTEMY MOXET
MPOM3OHTH B Cilyvae Hayanga Tepanuu Tepu(IyHOMHUIOM B TeyeHHe 2-3-x MECSILIEB TOC/IE
NpeKpalleHus npuema Hatanusymaba. [losromy cnenyer co6monars MEpbI MPEJOCTOPOIKHOCTH
TIpH NEPEXO/ie C Tepanuu HaTaau3ymMabom Ha TepudayHOMKI.

C yderom nepuozma mnonyssiBenenus (GUHrOIMMOAA HEOOXOAMM 6-HelelbHbIN MHTepBan 6es
TCpanuu 11 SIMMUHALMK U3 OpraHM3Ma LMPKYIUpYIolKMX Beiects. OT 1-ro 10 2-X Mecsles
HEOOXOAMMO I BO3BpAIUEHUS KOJIMYECTBA NTUMQOLMTOB K HOPME [10C]e MpeKpalleHus
NpUMeHeHus QuHronumona. Hauano neyenns TepudiyHOMUIOM B TeueHHe 9Toro BPEMEHHOI0O
MHTCpBAJa MOMKCT MPUBECTH K OJHOBPEMEHHOH CHCTEMHOW OSKCMO3MUMM (BMHIOMMMOZA M
TepudiyHOMUIA. DTO MOKET MPUBOLHTH K aJINTUBHOMY BO3JICHCTBHIO HA UMMYHHYIO CHCTEMY.
[TosTomy cnenyer cobaropath  mepbi NMPEAOCTOPOKHOCTH  MPU  MEPEXoJe C Tepanuu
(bUHrONMMOIOM Ha Tepanuio TepUGITYHOMUIOM.

Y NauMeHToB ¢ pacCesHHbIM CKIEPO3OM MeauaHa rnepuoja MoJjlyBbIBEAECHUS M3 OpraHu3ma
cocTasnsia npuOIM3UTENbHO 19 aHeil Ha poHe npHema MOBTOPHBIX 103 npemnapara B 103e 14 mr.
Ecnu npunaTo peluenne o npekpaiieHnu JeueHus TEPUDIIYHOMHIOM B TEYEHHE 5 MEPHOLOB
nosyBbIBeCHUs (Mpubu3uTENbHO 3,5 Mecsua, XOTs y HEKOTOPBIX MaLUEHTOB MOXET ObITh U
NONbIIIE), HAYal0 APYroil Tepanuu MNpUBENET K O/THOBPEMEHHOW CHUCTEMHON SKCIMO3ULUU C
Tepu(1yHOMHUIOM. DTO MOKET NPUBECTH K aIMTHBHOMY BO3JCHCTBMIO HA UMMYHHYIO CHUCTEMY,
4TO TpeOyeT 00s3aTebHOro COBIIIOAEHNS MEP NPEI0CTOPOKHOCTH.

Jlakmo3sa

[Tockonbky TabneTkn TepudayHoMmMaa comep aT NaKToO3y, MauMeHTaM c HEMEPEHOCUMOCTbIO
rajgakTosbl, AePUUUTOM JaKTa3bl WM TIIIHOKO30-TajaKTO3HO# manbabcopbuueit He cieayer
NPUHUMATD 3TOT JIEKAPCTBEHHbIN Mpenapar.

Binsinne Ha cnocoGHOCTH yNpaBASTL TPAHCIIOPTHBIMH CpeIcTBAMHU, MeXaHU3MAMH
TepudyHoMnn He oka3biBaeT WM OKAa3bIBAET HE3HAYMTENbHOE BJMSHHE Ha CHOCOGHOCTE
YNpap/iaATh aBTOMOOMIEM WM TMOJb30BAaThCs MeXaHu3Mamu. OJHAKO MpH BO3HMKHOBEHHMH
HEXEJaTe/IbHBIX SABJIEHHUI CO CTOPOHbBI HEPBHOH CHCTEMBI, HATIPUMED, FONOBOKPYKEHUS, CIEayeT
BO3JIEPXKATBCS OT yNpPaBICHUSA TPAHCIIOPTHBIMU CPEACTBAMM UM 3aHSATHI JPYrMMU MOTEHLMATLHO
OMAacHbIMU BUJAMU J€STEILHOCTH.

®opma Bbinycka

Tabnetku, MOKpPBITHIE MIIEHOYHOI 060104KOM, 14 M

[1o 10 nnmn 14 TabneTok B KOHTYpHYIO AUEHKOBYIO YNaKOBKY M3 MJIEHKH MOJIMBUHUIXIOPUIHOMN U
(osbru anoOMMHNEBOI MEYaTHOM JaKMpPOBAHHOI.

[To 1, 3, 5 KOHTYpHBIX SYEHKOBBIX ynakoBok 1o 10 TabieToK BMecTe ¢ MHCTPYKUHKEH 110



TNPUMEHEHUIO MIOMELLAIOT B NMaYKy U3 KapToHa. [Tauky nomewaror B rpynnoByo YNaKOBKY.

ITo 2, 6, 10 KOHTYpHBIX sueiiKOBBIX ynakoBOK mo 14 TaGieTok BMecTe ¢ MHCTPYKLHER 110
MPUMEHEHUIO MOMELIAIOT B MAYKy U3 KapTOHA. [Tauku nomewaroT B rpynmoByo YNaKOBKY.
YcaoBust xpanenus

XpaHuTh Npy TeMrepaType He Bbite 30°C

XpaHWTb B HEJOCTY THOM /15 JeTeii MecTe

Cpok roanocru

2 roxa.

He ucnonb3osatk npenapar no ucteuenuu cpoka roaHOCTH.

Yca0BuUsI OTIIyCKA M3 anTek

Ornyckatot no peuenry.

IIpousBoautenn

AO «®apmacunres», Poccus

tOpunnueckuii anpec: 664007, Upkyrckas o6, r. Hpkyrck yn. KpacHorsapaeiickasi, 1. 23,
otuc 3.

AJnpec Ipou3BOJCTBEHHOM Miowaaku: r. MpkyTek, yan. P. Jlrokcembypr, 1. 184.

Baageneu perncrpaumonnoro ynocrosepenusi/Opraunzanus, NPUHUMAKOWAs NPEeTeH3UH
norpebuTenei

AQO «®apmacuntesy, Pocens, 664040 r. UpkyTck, yi. P. JlrokcemOypr, 1. 184.

tes.: 8-800-100-1550,

www.pharmasyntez.com

Buue-npe3uneHT no kauecTBy u
PEryJsTOpHbIM BOIIPOCaM

AO «DapmacuHTes» H.}O. Manbix




