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[10 MEJIULIUHCKOMY [TPUMEHEHUIO JIEKAPCTBEHHOI'O ITPETIAPATA

Tepudirynomun

Peruncrpanmnonnsiii Homep:
Toprosoe nanmenoBanue: Tepudynomus
Mexaynapoanoe HenaTeHTOBAHHOE HAMMeHOBaHMe: TepudryHoMu

JlexkapcTBennas popma: TabieTKH, OKPBITHIE IEHOYHON 000I0YKOM

Cocras:

1 TabneTka, MOKPHBITas MIICHOYHOH 000I0YKOH, COEPIKHT:

JIEACTBYIOIIEE BEIIECTBO:

tepudayHomu — 14,0 mr:

BCIIOMOTaTe/IbHbIE BEIECTBA:

JNIAKTO3bI MOHOTHPAT — 76,0 MI, Kpaxmas KyKypy3Hblii — 38,0 Mr, rumposiosa — 3,5 Mr, nesuonosa
MHKpOKpHCcTaumyeckas — 10,5 mr, kapOoKcHUMeTHIIKpaxMall HaTpus — 7,5 Mr, MarHus creapar —
0.5 mr;

BCIIOMOraTEJIbHbIE BEUIECTBA (IJIEHOYHAs 000104Ka):

IJIeHOYHOE MOKpbITHE - Onaapaii I1 rosy6oii: (runpomeniosa — 39 %; nakTo3sl MOHOrHpaT — 28
%: TuTana quokcus — 19,75 %; tpuanerun — 8 %; FD&C cunmii #2 / WUHMTOKapMUH aJIlOMHHHE-

BbIH JaK — 5,25 %) — 5,00 mr.

Onucanue
Kpyriisie 1B0SKOBBITTyKIIble TabI€TKH, MOKPBITHIE IIIEHOYHOI 060104K0#M romy6oro msera. Ha u3-

J0Me 71po Oes10ro MK MouTH OeJI0ro 1BeTa.
®dapmakoTepaneBTHYECKAsl TPYINA: CEICKTUBHBIN KMMYHOIETIPECCAHT

Koax ATX: LO4AA

®apmMakoJ0ru4ecKue cBoicTBa
DapmakoouHamuka

Mexanusm oeticmeust

Tepuduynomun - UMMYHOMOTY THPYIOIIHIT JIEKAPCTBEHHbIH IPEnapar ¢ MpOTHBOBOCTIAINTEIb-
HBIMH CBOWCTBAMH, CEJIEKTUBHO M 00paTHMO MHTHOMPYIOLINH MHTOXOH/IPHAIBHBIH (epMEHT 1H-

ruzipooporaraeruaporenasy (JII'O-/1I"), koTopblii He0OX0AUM /ISl CHHTE3a IIMPUMHINHA de novo.
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Taxum obpasom, TepudayHoMuL GIOKHPYeT MpoIHpepariio CTHMYJIMPOBaHHBIX JTUM(OIHMTOB,
JUISL KOTOPBIX HEOOXO/IMM CHHTE3 MUPHMHU/MHA de n0ovo. TOUHBIH MEXaHH3M, ¢ TOMOIIBIO KOTO-
POro TepH(pIyHOMH OKa3biBAET CBOE TEPANeBTHYECKOE ACHCTBHE MPH PACCEAHHOM CKIepose,
H3YHCH HE MOJHOCTBIO, HO OH MOXKET BKJIKOYATh YMEHBIICHHE YHCIIa aKTUPOBAHHBIX TMM(BOILIMTOB
B LICHTPaJIbHOH HepBHO# cucteme (LTHC). BozamoskHO, 4TO Tepu( 1y HOMI yMEHBIIAST YHCIIO Tie-

pr(epHIecKrX aKTHBHPOBAHHBIX JIMM(OLIUTOB, KOTOPBIE MOTYT MUTpHpoBaTh B L[HC.

Dapmaroounamuyeckue >chdhexmor

Hmmynnas cucmema (6nusinue na kOIu4ecmeo UMMYHHbIX KIeMOK 6 KPOGU)

BimsiHne Ha KOIMYECTBO MMMYHHBIX KJIETOK B KPOBH: B X0JI€ IUIane6o KOHTPOTHPYEMbIX HCCie-
JIOBaHMH MpUeM TepruryHOMHIA B 103¢ 14 Mr | pa3 B CyTKH NIPHBOIMI K HE3HAYHTELHOMY CHH-
JKEHHIO CPE/IHEro KOJInYecTBa 1uM(poLuToB B nnepudepuyeckoii kposu (Menee yem Ha 0,3x10%/1),
KOTOPOE HadJIFOAANIOCH B TEYEHHE NEPBBIX 3-X MECALEB JICUEHHS, TI0C/IE YEr0 KOJTHUECTBO THM(O-
LHTOB B epH(epHIeCKOii KPOBH CTAGHIIH3HPOBAIOCH HA IOCTUTHYTOM YPOBHE M COXPAHSIOCH Ha
3TOM YPOBHE 110 OKOHYAHUS JICUEHUSI.

B kIMHHYECKOM HCCIIeI0BaHMH, Y NALMEHTOB, TIOJTYYaBIIMX JIeYeHHe TePUDIYHOMUIOM, COXpa-
HSAJIUCh Q/ICKBATHbIC MMMYHHBIC PEAKLMH Ha CE30HHYIO POTHBOTPHIIIO3HYIO BAKIMHALIKIO, YTO
COOTBETCTBOBAJIO MOUICPIKAHHIO PEAKIIMH aKTUBHOM HMMYHH3auuK. [TanneHTs! B 06eux rpymnmnax
npuema tepuduryHomMua (7 Mr v 14 Mr B CyTKH) Moc/ie BaKIMHALMA JOCTHTAIH CEPONPOTEKTHB-
HBIX THTPOB aHTUTEJL: MOC/Ie BakiMHaluu 6onee 90 % nanueHToB JOCTUIIIM THTpaA aHTHTE > 40
k wrammam HINI u B. Jlng mramma H3N2 tatpsr anturen > 40 Gbutn 1ocTuruyThl y > 90 %
TNAIMEHTOB B IPyMIe npuMa TepuIyHoMU/Ia B 103€ 7 MI B CyTKH, H Y 77 % NAUMEHTOB B IpyIie
npuema TepudryHOMHIA B 103€ 14 Mr B CyTKH.

B 1pyrom pan1oMH3MpOBaHHOM, IBOMHOM CJIETIOM, I1J1a1e60 KOHTPOJIUPYeMOM (hapMaKoIHHAMH-
YECKOM HCCIIe/I0BAHUH, IPOBEIEHHOM Y 3/10POBbIX J100POBOJIBIEB, ObLI H3y4eH HMMYHHBIN OTBET
Ha BBE/ICHHE WHAKTHBMPOBAHHOW BaKLMHbLI NPOTHB OemieHcTBa (HeoanTurena). Ilo okoHuaHuu
CXEMbI BaKLIHHALIMH F€OMETPHYECKHE CPE/IHHE 3HAYEHHSI THTPOB AHTUTEJ K aHTHPAOUYECKOH BaK-
LMHE (BaKIMHE IPOTHB OELIEHCTBA) B rpynmne TepudiyHoMuia ObUIH HUKE, YeM B IpYTIE Ma-
1ebo, J0CThras MOCTBAKIMHAIBHOIO JIe4eOHOr0 COOTHOINEHHS 3HAUCHWH TUTPOB AHTHTEN B
rpymme tepu.ryHOMHA IPOTUB rpynbl mwiate6o [90 % JIN], cocrasasiomero 0,53 [0.35, 0.81].
Onnako y Bcex J00pOBOIIBLEB THTPhI aHTHPAOUTHUYECKUX AHTUTE MOC/IEe BAKIMHALMH OBbLIH
Bbie 0,5 ME/mn (TuTpa, SBISIONIIErocs moporoBbiM /Ul ceponpoTekimu). B ToM ke uccieosa-
HUH, Y I00POBOIILIEB, 0Ty HaBIINX TePHIYHOMHIL, CIIOCOOHOCTH K MPOSBJIECHHIO KOKHBIX peak-
UM HIEePYyBCTBHTEIBHOCTH 3aME/UICHHOTO TUIIA HA TOBTOPHOE BBE/ICHHE TAKMX AHTHTCHOB, KaK
anturenbl Candida albicans, Trichophyton wiu ounmiennslii aepusar (mpousBoaHOE) Genka Ty-

OepKy.IMHa, He OT/IMYAJIAck OT TAKOBOH y J00POBOJILIIEB IPYTIIBI MIaIEe00.



Bausnue na unmepean QT

B xozte nnane6o-koHTpoIMpyeMOro Heelie1oBaHsl, IPOBEAEHHOTO C YYaCTHEM 310POBBIX I06PO-
BOJIBLIEB, TEPU(IYHOMHU/I IPH CPEIHHX KOHLEHTPALMAX B PABHOBECHOM COCTOSIHHH HE MOKa3all
Kakoro-mubo nmoreHnuana Ui yumuenus uatepsaia QTcF no cpaBHenmio ¢ mianeo: camoe
0oJIbLIOE Cpe/IHEe pa3IHYHe MEXKIY Tepu(IyHOMHIOM U manebo coctaBuio 3.45 Mc ¢ BEpXHEH
rpanuueit 90 %-ro 10BepHTEILHOTO HHTEpBaIa, paBHOi 6.45 mc. IIpu >ToM HH OHO 3HAYEHHE
QTcF e Gbuto > 480 Mc, M HM 0/IHO H3MEHEHHE JUIMTEILHOCTH 9TOr0 HHTEpBaa He 6biio > 60
MC 10 CPABHEHHIO ¢ UCXOIHBIM 3HAUCHHEM.

Bauanue na ¢pynxyuio noueunvix kanaivyes

B xoze mianebo-koHTpoaMpyembix neeneaoBanuit Habmoaanock 20-30 % cHuKeHUe KOHIHTpa-
MM MOYEBOH KHCIOTBI B CHIBOPOTKE KPOBH Y NMAIMEHTOB, MPHHUMABLINX TEPUQIYHOMH, 110
CPaBHEHMIO ¢ rpymnmoi mianebo. Cpeanee cHukenune conepkanus Gpochopa B CBIBOPOTKE COCTA-
BuJI0 0k0s10 10-15 % B rpynmne TepudiiyHoMuIa 10 CpaBHEHHUIO ¢ rpynmnoi mianedo. Takue 3¢-
(eKThI CUMTAIOTCS CBSI3AHHBIMH C yBETHUYCHHEM [I0YEYHON KaHAILIIEBOH SKCKPEIIHH U He CBSI3aHbI
C U3MEHEHUAMHU B QYHKIMHU MTOYESYHBIX KITyOOUYKOB.

Knunuueckasn schchexkmuenocme u 6ezonacnocms

SddexruBrocTs npenapata TepudayHomua ObU1a MPOAEMOHCTPUPOBAHA B XOJ€ JBYX IUI1ale6o
KoHTposmpyembIX HucciienoBauuii TEMSO u TOWER, B kKOTOpBIX OlleHHBAICS €XKeTHEBHbIH
npuem TepuIyHOMH/Ia B 103aX 7 MI' U 14 MI' y NAlMEHTOB ¢ PElUIMBHPYIOMINM PacCesTHHBIM
CKJIEPO30M.

B uccneoosanue TEMSO Gbimi BKmoveHbl 1088 naiueHToB ¢ pelMIMBUPYIOIMM PACCESHHBIM
CKJIEpO30M JUIs Iipuema TepudiyHoMua B 103ax 7 Mr (n=366) wiu 14 mMr (n=359), uiun npuema
mianebo (n=363) B Teyenne 108 nenens. Bee naiueHThl MMM YCTAHOBICHHBIN MArHO3 pacce-
SITHHOT'O CKJIepo3a (Ha ocHoBaHuHu Kputepue Max/lonansaa (2001)), peunMBUpYIOIE-PEMHTTH-
PYIOIIEro TeYeHMs C MPOrpecCHpoBaHHEM HJTH O€3 TPOrpecCHpOBAHUSL; MALIMEHTHI MEPEHECITH, KaK
MHHHMYM, | 000CTpeHHE B TEUCHHE I'0/Ia, PEAIIECCTBYIOIIETO HCCIIEA0BAHMIO WITH, KAK MHHUMYM,
2 o6ocTpeHHs B TeYEHHE 2-X JIeT, MPEIeCTBYIOIHX Hec/e0Bannio. [Ipy BKIIOYeHHn B ucce-
JoBanue cpeaHui Oamn mo Pacmmpensoit mxane ounenkn uupanuamsawnn (EDSS - Expanded
Disability Status Scale) y nanuentoB He npessian 5,5. Cpeiiuii BO3pacT naiueHToB H3ydaeMoii
rpynmsl cocTasisi 37,9 netr. ¥V GoNbIIMHCTBA MAlMEHTOB Oblla peMUTTHPYIOas Gopma pacce-
SIHHOTO CKIiepo3a (91,5 %), Takke ObUIH MpeICTABICHBI MOATPYIIIIbI ALKEHTOB ¢ BTOPHYHO-TIPO-
rpeccupyomum (4,7 %) uiam nporpeccupyole-pelnJIMBUPYIOLIAM PacCessHHBIM cKiIepo3om (3.9
%). CpenHee KoaM4ecTBO 00OCTPEHHI B TeYEHHE rO/1a Nepejl BKIIOYEHHEM B HCCIIEI0BAHHE CO-

craByisio 1.4, mpu 5ToM HeX0HO Y 36.2 % nanueHToB ObLUIH OYard, HaKaIJIMBAKOIIME KOHTPACT-



Hoe BewecTBo rafoaunui. Cpexuuit 6ann no mkane EDSS Ha MOMEHT BKITIOYEHHS B HCCIIE/10BA-
Hue cocrapisin 2,50. Cpenss NpoA0IKHTEILHOCTE 3a00IEBaHMs ¢ MOMEHTA TOSBJICHHS EPBbIX
CHMIITOMOB ObLi1a 8,7 j1eT. bosbmmHeTBO nauuenToB (73 %) He NPHHAMAIO NIPENapaToB, H3MEHS -
IOIMX TeueHHe paccessHHOTo ckiepo3a (IIMTPC) B Teuenne 2-x siet nepe1 BKIIOYEHHEM B HCCTe-
nosanue. PesynbTaTel Hceiiei0BaHus Ipe/ICTaBIeHbl B Tabue 1.

AHaIlH3 OTJICHHBIX Pe3yJIbTATOB, MOJIYYEHHBIX B X0JI€ JI0JTOCPOYHOTO JOMOIHHTEIBHOTO KIIH-
Hudeckoro uccneaoBanuss TEMSO (menmnana o6ieit npogo/KUTEIbHOCTH JIGUEHHS COCTABHIIA
NPUOIM3UTENBHO 5 JIET, MaKCHMANbHas MPOLOJDKHTEIBHOCTh JICUEHHsI COCTABHIA TPHOIH3H-
TeJIbHO 8,5 J1eT) He BBIBHJI HOBBIX HJIH HEOJKH/IaHHBIX JaHHBIX 10 0€30MACHOCTH Mpenapara.

B uccneoosanue TOWER Gbim BKmouens! 1169 naumenToB ¢ peluMBUPYIONIMM PACCESHHBIM
CKJICPO30M JUist TipreMa TepudiyHomua B 1o3e 7 mr (n=408) wim 14 mr (n=372), uim npuema
nanebo (n=389). JlnutenbHOCTH JeyeHus cocTaBuia 48 Heselb moce BKIIOYEHHs OC/IEIHEro
naiuenTa. Bee nanuenThl MeNH yCTaHOBJICHHBIH ANArHO3 PacCesHHOTO CKIIepo3a (Ha OCHOBAHNH
kputepueB Mak/lonanbaa (2001)), pernHBEpPYIOLIETO TEYEHHS ¢ POrPECCHPOBAHUEM HIIH Oe3
NPOrpeCCHPOBAHMS; TIALIMEHTHI IEPEHECIIN, KaK MUHUMYM, | obocTpenne B TeYeHHe rojia., npeji-
IIECTBYIOIIETO HCCIIEOBAHUIO HIIH, KAK MHHHMYM, 2 000CTPEHHUS B TEYEHHH 2-X JIET, Mpejiiie-
CTBYIOLIMX Hcclie1oBaHuIO. [Ipu BKouennn B uccneioBanue cpeanuit 6amn no EDSS y nanuen-
TOB He npesbiian 5,5. CpeHuii BO3pacT UCCeyeMol Py ikl NAlMEeHTOB cocTansi 37.9 ner.
BOJIBIIMHCTBO NAlMEHTOB HMENH PeLHANBUPYIOLIE-PEMUTTHPYIOLIUH paccesHHbII cknepos (97,5
%), HO OBLIM MOArPYIIBI MALMEHTOB ¢ BTOPHYHO-1porpeccupyrorum (0,8 %) unu nporpeccupy-
FOIIE-PEIHAUBUPYIOLIUM paccesHHbIM cKiiepo3oM (1.7 %). Cpeanee kommuecTBO 000CTpEeHHit B
TEUEHHE roja nepej BKIOYEHHEM B HccienoBanue cocrapmsuio 1,4, Cpeanuii Oamn no mkanie
EDSS y nauuenToB Ha MOMEHT BK/IIOYEHHs B HccieioBanue coctasisii 2,50, Cpeanss nmpoaon-
JKUTEJIbHOCTD 3a00JIeBaHHsl ¢ MOMEHTA TOSBIICHHS [IEPBLIX CHMIITOMOB cocTasisia 8 net. bob-
IIHHCTBO nanueHToB (67,2 %) ne npuaumaino [TUTPC, B Teyenue 2-X JieT nepeji BKIIOYEHHEM B
uccenioBanue. PesynibTarel Hecie10BaHus 1pe/IcTaBieHbl B Tadmie 1.

Tabimuna 1 — I'naBuble pe3yabTaThl (LIS yTBepKIAeHHOI 10361, nonyasuus ITT — nann-

€HTbI, HA4YaBIIHe JIeYeHHne)

Uccaenosanne TEMSO HUccaenoanue TOWER
Tepudaynomua Iiaiiato Tepudaynomun Thiiiiieho
14 mr 14 mr
K-Bo nanuenTroB 358 363 370 388
KiinmHu4yecKkHe Hexoanbl
€ peaueron?aaﬂ yacTora 0.37 0.54 032 0.50
obocTpeHwuii




Uccaenosanne TEMSO

HUccaenosanne TOWER

Tepudaynomu
14 mr

ILi1ane6o

Tepudaynomun
14 mr

Iaanedo

K-Bo nanunenron

358

363

370

388

Abcontomnoe crudicenue
pucka (AH o5 %)

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

-0,18 (-0.27, -

0.09)%**#%

[Ipouent nauuenTos Ge3
o0ocTpeHuit 1o cocTosi-
Huto Ha 108 veneno

56,5 %

45.6 %

57,1 %

46.8 %

OTHOCHTENBbHBIN pHUCK

(AHys %)

0,72 (0,58,

0,89)**

0,63 (0,50, 0

"79)****

[TpoueHT nauneHToB, y Ko-
TOPBIX UMEJIO MECTO YCTOMH-
4yuBoe (B TeueHue 12
He/le/1b) NPOrpecCupoBaHUe
MHBAJIMIM3ALIMK 11O COCTOS -
Huto Ha 108 Heneno

20,2 %

273 %

15.8 %

19.7 %

Ommuowenue puckos, pac-
CHUMAHHOE HA OCHOBE KPU-
éblx gulocusanus Kannana-
Meiiepa (/11 95 +;) no cocros-
Huto Ha 108 Henemo

0,70 (0,51,0,97)*

0,68 (0.47,

1.00)*

[IpoueHT naumeHToB, y Ko-
TOPBIX UMEJIO MECTO YCTOM-
yuBoe (B TeyeHue 24
HeJlesb) NPOrpeccupoBaHue
MHBAJIMM3ALIMH 110 COCTOS -
Huto Ha 108 Heaenio

13.8 %

18.7 %

11.7 %

11.9 %

Omuowenue puckos, pac-
CHUMAHHOC HA OCHOBE KPU-
6bIX guldcusanus Kamana-
Meiiepa (JIH 95 )

0,75 (0,50

' 1L.TT)

0.84 (0,53, 1.33)

Koneunsie Toukn MPT (MaruuTHO-pe3oHancHasi Tomorpadus)

Usmenenue BODHeﬂC,’lﬂ 108 !

0.72 |

2,21

Hzmenenus omuocu-
meibHo niayeoo

67 %*

* ¥

CpenHee KOJIMYECTBO O4a-
roB, HaKaruIuBaromux [ 1
(raonMHMiA) Ha CKaHO-
rpamme K Heqene 108

0,38

1.18

He onpenesnsiiiocs

Hzmenenus ommocu-
menwvro niayebo ([IH 95 %)

-0,80 (-1,20, -0,39)****

KonuuecTBo OTAE/IBHBIX
AKTHBHBIX 0YaroB
Ha CKaHOTpamMme

0,75

2.46




Uccaenoanne TEMSO Uccaenosanne TOWER

T !
epuQIyHOMH] Iiiiiho Tepudaynomus Iraneso
14 mr 14 mr
K-Bo nauunenron 358 363 370 388

Hzmenenus omnocu-

9 % 0 0/ sk k%
menwvro niayebo (U os %) 69 % (59 %, 77 %)

FHx* p<0,0001; *** p<0,001; ** p<0,01; * p<0,05 B cpaBHeHHH ¢ MIaLe60

'BOD: 06mmit 06bem 0uaros B Mt (T2 1 THIOMHTEHCHBHBIX T1)

Dppexmuenocme y nayuenmos ¢ 6bicokoil akmueHoOCmulo 3a601e6anus

B uccnenopanun TEMSO B noarpynne nauueHTOB ¢ BHICOKOH AKTHBHOCTBIO 3a00J€BaHMs
(n=127) nabmoznascs ycroituusblii ekt Tepanuu TepudIryHOMHIOM B OTHOMIEHHH 060CTpe-
HUH PacCEeHHOTO CKJIEPO3a M yCTOHYHBOTO (B TeueHHe 12 Hejelb) MpOrpeccHpoBaHHs HHBAJIH-
au3aiu. B cooTBeTCTBUHM ¢ IM3aifHOM HCCIIEIOBAHHS BBICOKAs aKTHBHOCTH 3a00/1€BaHus ompe-
AeNsiiach NP HAIMYHMHK 2-X Wik 6osiee 000CTPeHMit B TEUEHHE I'0/1a ¢ BU3yaIn3alkeil 0/1HOro Wiu
OoJiee HaKaMJIMBAIOMIMX raouHui odaroB Ha MPT ronosaoro mosra. [TogoGHbI aHanus noj-
rpyni B uceneoBanun TOWER ne npoBouics, Tak kak He 6bU10 1101y4eHo gaHHbiX MPT.
OTCyTCTBYIOT IaHHBIE O MAlMeHTaX, He OTBEYAIOIINX Ha IOJIHBI U aJIeKBATHBI Kype eueHns (B
cpenrem 1 rox tepanuu) Geta-uHTEPHEPOHOM, H HMEIOLIUX KaK MUHHUMYM | 060CTpeHHe B Teue-
HHE MpPEeABIIYIIEro roja Ha Gpoune Tepanuu, U Kak MUHEMYM 9 T2-rHIIEpUHTEHCHBHBIX 0YaroB Ha
MPT ronoBHOro Mo3ra wiH, Kak MUHAMYM, | oYar, HakarJMBarOLIKii ra 0 IMHKI, MM O MalUeH-
Tax, y KOTOPbIX 4acTOTa BO3HUKHOBEHHS 000CTPEeHHH HE N3MEHMIIACh MITH YMEHBIIUIIACH B TEUe-
HHE TPe/IbILYIIEro ro/ia NPy CPaBHEHUH C MPEAbLIYIIHMH 2 TOaMH.

Kaunuueckoe uccreoosanue TOPIC Gb110 TBOWHBIM CIENBIM, I1a1Ie00 KOHTPOJIUPYEMBIM HCCITE-
JI0BaHHEM, B XOJi¢ KOTOPOTO OLEHHUBAIH NpHEM TepuIyHOMHa B j103aX 7 Mr u 14 mr 1 pa3 B
cyTkH B Teyenue 108 Hezmenb nauneHTaMu ¢ MepBbIM KJIHHUYECKHM JIEMHUETHHU3HPYIOLIAM ITH-
30710M (cpeHuit Bozpact 32,1 ser). OCHOBHBIM KPUTEPHEM OLIEHKH ObLIO BpeMs /10 BTOPOTo KIIH-
HUYECKOro smu3oaa (oboctpenus). B obmeit cioxkuoctn 618 nmammeHToB ObLIH PaHIOMH3HPO-
BaHbI B rpyIIibl, nosyyawomue 7 mr (n=205) unu 14 mr (n=216) repudaynomuia, nim mnianedo
(n=197). Puck BTOpOro KIMHHYECKOro 000CTPEeHHs Ha MPOTSKEHUH 2-X JeT cocTaBui 35.9 % B
rpynre mianebo u 24,0 % B rpynne jedeHus TepuIyHOMUIOM B j103¢ 14 Mr (oTHOLIEHHE puc-
koB: 0,57, 95 % nosepurenbubiii uutepsai: 0,38 - 0,87, p = 0,0087). Pesynbrarsl, no/1y4YeHHbIE B
xozie kimHuydeckoro uccienosanus TOPIC, noarsepaniu s¢dekTHBHOCT TepuIIyHOMUIA TIPH
peLHIHBHPYOLIE-PEMUTTHPYIONIEM paccestHHOM ckiiepo3e (PPPC), B Tom 4uciie npu paHHeM
PPPC ¢ nepBbIM KIMHHYECKHM JIEMHEITHHH3UPYIOMNM 31H3040M U MPT-o4aramu pasiugHoii

JAaBHOCTH H JIOKaJIM3alluH.



B pamkax uccredosanus TENERE ¢ yyactuem 324 nannentoB 3¢ ¢heKTHBHOCTD TepudiyHOMH/IA
CpaBHHBAIH C 53 PEKTHBHOCTBIO OJIKOIKHOTO BBEIeHHs MHTephepoHa GeTa-1a (B peKoMeH10BaH-
HOM J103e, cocTaBisiomeii 44 Mxr, 3 pasa B He/e/0). MUHHMA/IbHAS TIPOOIKHTEILHOCTD Jieye-
HUs cocTaBuiIa 48 Helelb; MakcuMaibHas - 114 Heznens. Bpems 10 TepaneBruueckoii Heyaun
(moaTBepkeHHOE 060CTPEHHE MM TOJHOE TpEeKpallleHue JIeYEHUS, HE3aBUCHMO OT TOTO, YTO
NPOU30LLIO B NMEPBYIO OYepeib) ObLIO MEPBUYHOM KOHEYHOH TOukoM. KOJIH4YecTBO malmeHToB.,
OKOHYATEJIbHO NMPEKpPaTUBIIKX JiIeyeHHe, B rpynne tepudaynomuaa 14 mr cocrasuino 22 u3 111
(19.8 %). [lpuunnamu G611 Hexenarenbhbie sBienus (10,8 %), Henocratounas >pPeKTHBHOCT
(3,6 %), apyrue npuunnsl (4,5 %) 1 noteps juis AanbHeiimero Habmoaenus (0.9 %). KomuuecTso
NalMEHTOB, OKOHYATEJILHO MPEKPATHBILIMX JIeUeHHe, B rpynne uHTepdepona 6era-1a coctaBuiio
30 u3 104 (28,8 %). [lpuunnamu 6buH HexenaresbHble sBienus (21,2 %), Henocratounas >d-
exruBroCTh (1,9 %), Apyrue npuunss (4.8 %) u HeBbINONHEHHUE yCI0BHiT poTokona (1 %).
CTaTuCTHYECKH 10CTOBEPHBIX OTIIHUHIA 110 BIHSHUIO HA IEPBUYHYIO KOHEUHYIO TOUKY MEIKILY Te-
pudyHoMuIOM B 03¢ 14 M B CyTKH U 11/K HHTEepdepoHOM GeTa-1a B 103e 44 Mr B CyTKH He ObLIO
BBISBJICHO. [IpOLIEHT NalMEHTOB ¢ MOATBEPIKIEHHON TepaneBTHYECKOMH Heyaauei K 96-0i Hesele
no merony Karurana-Metiepa cocrasun 41,1 % Ha doue tepudpiyHomua no cpaBHenuio ¢ 44,4
% na done unrepdepona Gera-la (p = 0,5953).

[IpumeneHue v jiereit

Kinanyeckue annbie 06 s(pextHBHOCTH U 6e3011aCHOCTH NIPUMEHEHHs TepudIyHOMHIA ¥ Je-

TEH M M0JIPOCTKOB B Bo3pacTe 10 18 jeT oTcyTCTBYIOT.

Dapmarkokunemuka

Beacwieanue

buonocrynnocTs npenapara cocrapiser npudiusutesnsio 100 %. Ha ¢poune kypcosoro nepopaits-
HOTO IpHeMa TepuQIyHOMHU 1A CPE/IHEE 3HAUYEHHE BPEMEHH JIOCTHIKEHHSI MAKCHMATbHBIX KOHIICH-
TPALMH B IUIa3M€ KPOBH (tmax) cocTansisieT ot 1 10 4 yacos.

[Tuima He Oka3pIBaeT KIMHMYECKH 3HAUMMOTO BIHSHHS Ha (papMAKOKMHETHKY TepH(IyHOMHU/IA.
[locsie mpuema BHYTPh TepudIyHOMU/IA B 103aX 7 MI' U 14 MI €ro cHCTeMHas SKCIIO3MIIHS YBEIH-
YHMBAETCS MPONOPLUUOHAIBLHO JI03€.

Ha ocHOBaHMM Cpe/IHMX NPOrHOZMPOBAHHBIX (PAPMAKOKMHETHYECKHMX MapaMeTpoB, pacCuMTaH-
HBIX HAa OCHOBaHMHM aHajM3a nomyisuuoHHON (apmakokuHeTuku (PopPK) ¢ ucnonb3osannem
JI@HHBIX O 3[I0POBBIX J0OPOBOJIBIAX M MAIMEHTAaX C PACCESIHHBIM CKJIEPO30M, MPH MIPUEME Te-

pudyHOMHIa HAGI01A7I0Ch Me/UICHHOE JOCTHKEHHE PABHOBECHOI KOHIEHTpAlHH (IIpHGIH3H-
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TeNbHO 95 % paBHOBECHOH KOHILEHTpawiy jocThraeTcs yepes 100 aueii (3.5 mecsua))., a pe/Io-
jiaraeMblii KO3 QUIMEHT HaKOMIeHUs TepUDIYHOMHUIA TP TOCTHKCHHH PABHOBECHO KOHIECH-
TpaluH CocTaBsieT 34 (MpH OlUEHKe N0 MJIOMAIH 1101 KPHBOI «KOHIeHTpamus-Bpems» (AUC)).
Pacnpeoenenue

Tepudmynomun B Bbicokoii crenenu (> 99 %) cBa3bIBaeTCs ¢ GeIKAMHU I1a3Mbl KPOBH, BEPOSTHO,
¢ anbOyMUHAMH, U IIPEHUMYIIECTBEHHO pacipezensercs B masme. OGbeM pachpe/iesieHus moce
OTHOKPATHOTO BHY TPMBEHHOI'0 BBE/ICHHUS Mpenapara cocrasser 11 .

Buompancgopmayus

TepuduyHomun ymMmepeHHO MeTabOIM3HPYETCS H SIBIISETCS €MHCTBEHHBIM BEIIECTBOM, KOTOPOE
ompeieNsieTcs B IasMe KpOBH. ['1aBHBIM 1yTem GHOTpaHChOpMALMH JUIS HE3HAUMTEIBHOTO KO-
TYecTBa MeTaboIMTOB TepH(IYHOMH/IA ABJISETCS THIPOIN3 C OKHCIEHHEM B KA4eCTBE BTOPO-
CTENEHHOro Iy TH MeTabou3Ma. BropocTenenHble myTH MeTaboiM3Ma BKIIOYal0T OKUCIeHHe, N-
AllEeTHIIMPOBAHUE U KOHBIOTALIUIO C CYJIb(ATOM.

Buiseoenue

Tepudaynomun BEIBOANTCS depes JKelly J04HO-KHIIEYHBIH TPAKT, B OCHOBHOM, C JKETYbIO B HEH3-
MEHEHHOM BHJIE U, BO3MOXHO, IyTeM npsiMoi cekpeunu. B teyenue 21 aus seiBoautes 60,1 %
OT NPHHSATOH J103bI Npenapara: 4epes KeyI04HO-KHIIeUHbIH TpakT (¢ Kaiom) 37.5 % u uepes
TMOYKH (€ MOYOiA) - 22,6 Y. IIpy npuMeHEHHH MPOIETYPBl YCKOPEHHOTO BbIBEACHUS TepudIyHO-
MH/Ia ¢ IPUMEHEHHEM KOJIECTHPAaMHMHA, JIONOIHUTEIBLHO Bbitessercs 23,1 % (B OCHOBHOM ¢ Ka-
nom). Tlocre 0AHOKpaTHOro BHYTPHBEHHOTO BBEACHHMS OOIIMH KJIMPEHC Tepu(IyHOMUIA U3 Op-
ranusma cocrasiser 30,5 mi/u.

Tepudrynomun MeIEHHO BBIBOIMTCS U3 IU1a3Mbl KPOBH. Be3 npoyedypur yekopennozo svisede-
Hus TepUQIyHOMHU/IA IOCTHIKEHHE KOHIICHTPALlHK TepudiyHOMHIa B T1a3Me Kposu Menee 0,25
MI/J1 3aHAMAET B CPe/IHEM 6 MecAIIeB, a H3-3a MHANBHIYAILHBIX Pa3/nyuii B KIMpeHce Tepudy-
HOMH/IA OHO MOXKET 3aHSTh J10 2-X JIET.

BriBesieHne MOKET ObITh yCKOPEHO ¢ MOMOIIBIO OHOM U3 CIIEAYIOMHX MPOLEYP:

— [pHEM BHYTpPb KoJIeCTHpamMKHa 1o 8 r kaxable 8 yacos B Teuenue 11 aHeit. Eciu npuem
KOJIeCTHpamMKHa 110 8 r 3 pa3a B JIeHb IUIOXO NMEPEHOCHTCS MAllMEHTOM, MOXKET ObITh HC-
M0JIb30BaHa CXEMa IpUeMa KoJleCTUpaMHiHa 10 4 I Kak/ible 8 4acos;

— mnpuem BHYTpb 50 r mopoika akTHBHPOBAHHOIO yriis Kax/ble 12 yacoB B Teuenue 11
JUHEH.

Eciu kakas-1m60 npolestypa yCKOpeHHOT0 BbIBE/ICHHUS TePU(IIyHOMH/IA IJI0XO0 MEPEHOCHTCS Ta-
LMEHTOM, H €C/IH HET HeOOXOIMMOCTH OBICTPOrO CHHKEHHS KOHLEHTpAluH Tepru(IyHOMHIa B
I1a3Me KPOBH, TO KOJICCTHPDAMHH M aKTHBHPOBAHHBIA Yroyib He 00s3aTe/bHO PUHUMATH €XKe-

JHEBHO.



K koHuy 11 ameit 0Oe cxeMBbl JiedeHHs yCemHo yCKOPSIIN BbIBEICHHE TepH(IyHOMHU 1A, TIPHBOIS
K CHHIKEHUIO KOHIEHTPAIMHU TepU(IyHOMH/IA B IU1a3Me KpoBH Gosiee yem Ha 98 %.

Ecnu naument oteyan Ha edenne npenaparom Tepudyty HoMuz, npuMeHeHue IPOLETYPbI YCKO-
PEHHOTI'O BBIBEICHUS TEPH(IIYHOMUIA MOKET IPUBECTH K aKTUBHOCTH 3a00J1eBaHMs.

Dapmarkokunemuxa Y 0co0bLx 2pynn nayuenmoes

lonosas npunaonescnocme, nayuenmsl NOJCU1020 603pacma

Ha ocHoBaHHH pe3y/bTaToB NMONYISAIMOHHOTO aHamM3a (papMakOKMHETHKH Y 3710POBBIX A00pPO-
BOJIBIIEB M Y MAllMEHTOB C PACCESIHHBIM CKJIEPO30M ObLIO BBISBICHO HECKOJIBKO IIPUYMH BHYTPEH-
Heil BapHabelbHOCTH (papMaKOKHHETHUYECKHX MOKasaTesieii: BO3pacT, Macca Tejia, IO, paca u
KOHLEHTpaLMHK ajibOyMuHa U OuMpyOuna B kpoBH. TeM He MeHee, UX BIIMSHHE OCTAETCS OrPaHH-
YCHHBIM (M3MeHeHne (hapMaKOKHHETHUYECKHUX NoKasaTenei < 31 %).

[lewenounas nedocmamounocmeo

[leyeHo4Has HEIOCTATOUYHOCTD JIETKOM H CpejIHeli CTeNeHH He OKa3bIBAeT BIMSHHUS Ha (hapMaKo-
KHHETUKY Tepudaynomuaa. [1ostoMy KOppeKimu 103b1 Y NAIMEHTOB € MEYeHOYHOM HeI0CTaTou-
HOCTBIO JIETKOH H CpPE/IHEHl CTeNeHM TsHKeCTH He npeanonaraercs. GapmakoknHeTHKa Tepudy-
HOMHJIa Y NALKEHTOB C MEYCHOYHOH HEI0CTATOUHOCTBIO TSXKEIOH CTENeHH He M3ydanach (M.
pasaen «IIporuBonokaszanus»).

[leyenounas neoocmamounocms

[leyeHouHas HEIOCTATOUHOCTD JIETKOH M CPEIHEH CTENEHH TSKECTH HE OKAa3bIBACT BIMSHMS HA
(papmakokuneTHKy TepudyHOME/IA. [109TOMY KOppeKIHY 10361 Y MAIMEHTOB ¢ EYEHOYHOH He-
JI0CTAaTOYHOCTBIO JIETKOH M CPEJIHEeH CTENEeHU TSKeCTH He npe/nonaraetcs. PapMakoKMHETHKA
TepuyHOMH/Ia Y TALMEHTOB C NEYCHOYHOM HEI0OCTATOYHOCTHIO TSHKEJION CTENEHM He H3ydasach
(cM. paznen «IIpoTuBONOKa3zaHUS»).

[loyeynas neoocmamounocmeo

[Toyeynas HEZOCTATOUHOCTD TAKENOH CTENECHH He OKa3bIBACT BIMAHMSA HA (PapMaKOKMHETHKY Te-
pudrynomuia. [TostoMmy KoppeKLuH 10361 y NAIMEHTOR ¢ TOYEYHOH HEA0CTATOUHOCTBIO TSIKEOM

CTEeNneHH He Tpedyercs.

Ilokazanns K npuMeHEHHIO
JledeHne B3pOCIBIX MAlMEHTOB C PELHIAMBHPYIOIIE-PEMHTTHPYIOLIMM PACCESHHBIM CKJIEPO30M

(PPPC).

[IporuBonoka3zanus
— 'unepuyBCTBHTEIBHOCTD K TePH(IyHOMHTY, JIe(IIyHOMUTY MM KaKOoMY-TH00 M3 BCNO-

MOTaTeJIbHbIX BCILICCTB IIperapara.



— lleyeHo4Has HeOCTATOUHOCTH Tske0M crenenu (knace C o mkase Yaiina-11s10).

— bepemennocts. [Tepen Hayanom Tepanuu TepudIyHOMHIOM HEOOXOMMO HCKITIOUHTD Oe-
PEMEHHOCTb.

—  JKeHLIHMHBI ¢ IETOPOIHBIM TOTEHIIHATIOM, HE HCIOJIB3YIOIIHE HAIE/KHbIE METO/IbI KOHTpa-
LEMLMK BO BpeMs JIeUeHHs Tepu(IIyHOMH/IOM; TI0CIe 3aBepIICHHs JIedeHns TepuIyHo-
MH/IOM KCHIIMHAM Hellb3s OEPEMEHETD JI0 TeX 10p, MOKa [Ia3MeHHask KOHLEHTpalHs Te-
pudiyromua octaercs Boime 0,02 MKr/mi (eM. pasaen « DapMaKOKHHETHKAY ).

— llepnona rpyiHOro BCcKapMIIMBaHHsS.

—  Taxensiit ummyHoneduunt, Hanpumep, CITHL.

— Taxenoe HapylieHHe KOCTHOMO3rOBOIO KPOBETBOPEHMUS HIIM KIHHHYECKH 3HAYMMAs aHe-
MHSL, JIEAKONIEHHS, HEHTPONICHUS HITH TPOMOOIIMTONICHHUS.

— Iloyeunas HeOCTATOUHOCTH TSKENOM CTENeHH, TpeOyromas MpoBEIeHHs reMOoIHATNn3a
(HEIOCTATOYHOCTD KJIMHUYECKOTO OIbITa IPUMEHEHHS ).

— Taxesbie akTHBHBIE HH(EKIIHMH 10 MOMEHTA BBI3I0POBIICHHS.

— Tskenas runonpoTenHeMus (HarpuMep, pH HeGPOTHIECKOM CHHJPOME).

—  Jlebuuur jakTasel, HeNEPEHOCHMOCTD raIaKTO3bl, IIIIOK030-Ta/laKTO3HAs MaTbabcopoILHs.

— Bo3spacr 10 18 ner.

[Ipavenenne npu 6epeMEeHHOCTH H B IEPHOX IPYAHOT0 BCKAPMIHBAHHS

bepemennocme

B Hactosilee Bpems UMEIOTCS OrpaHHYEHHbIC TaHHBIE O IPUMEHEHHH TepudIyHoMuIa y Gepe-
MEHHBIX JKEHIIHH. B mccnenoBanusx Ha JKMBOTHBIX [perapaT OKas3biBajl TOKCHYECKOE BO3JIEH-
CTBHE Ha PENPOTYKTHBHYIO (DYHKIIHIO.

TepudryHOMHI MOKET BBI3BATh CEPbE3HBIE BPOKICHHBIE IIOPOKH PA3BUTHS P €0 IPUMEHEHHH
BO BpeMst OEpeMEHHOCTH, 110TOMY TIPHMEHEHHe TepH(IyHOMH/A PH GEepeMEHHOCTH MPOTHBO-
nokaszaHo (cM. paszen «IIporuBonokazanusy).

JlocTynHble KIMHUYECKHE JaHHBIE H3 PEeCTPOB OEPEMEHHOCTH, KIMHUYECKHX HCCIIEI0BAHHUI,
ciy4daeB (papMakoHan3opa U onyOIMKOBAHHON HAay4HOI JIMTEpPATYphbl KpaifHe OrpaHHYEHBI, IO-
3TOMY HE MO3BOJISIOT C/ie1aTh Kakue-11u00 onpe/ieieHHbIE BBIBO/IBL, HO 3TH JaHHBIE HE YKA3bIBAIOT
Ha YBEJIMUCHHE CITy4aeB BPOKICHHBIX IEPEKTOB MM BBIKMBIIIEH B CBSI3H C HENPEHAMEPEHHBIM
BO3JICHCTBHEM TEPU(IyHOMH/1a B HAyalle NEPBOrO TPHUMECTPA IIPH MOC/IEAYIOIEM TTPOBE/ICHHH
NpoLEypbl YCKOPEHHOTO BbIBeIeHHs TepH(yHOoMHIa. OTCYTCTBYIOT KIMHHYECKHE JaHHbIE, Ka-
caoruecs 6oJiee MO3JHEr0 BO3/CHCTBHS Mperapara B MEpBOM TPUMECTPE OGEPeMEHHOCTH HIIH

ITO3/IHEC.



[IpocriekTuBHbBIEC 1aHHbIe (M3 KIMHHYECKAX UCCIIENOBAHHI M MOCTPErHCTPALMOHHBIX OTHETOB)
juts 6ostee 150 ciryuaes GepeMEHHOCTH Y NALKEHTOB, KOTOPBIE MOy YK TepudryHOMHUL, U Oostee
300 cnyyaeB GepeMEHHOCTH y MALMEHTOB, KOTOPbIE TOTYYaIH JeIyHOMHL, He MOATBEPKIAAIOT
NOBBIIICHHYIO 4aCTOTY CJIy4aeB BPOJKICHHBIX IIOPOKOB Pa3BUTHs HIIH BBIKU/IBILIEI [OCIIE NpHEMa
TepHU(IIYHOMHA B PaHHEM TNEPBOM TPUMECTPE NPH MOC/EMYIOMEM I1POBEICHHH HpOLE/ Y pbl
YCKOPEHHOT0 BbIBeAeHUs Tepr(yHomua. He Habmonanock 3akoHOMEPHOCTH Pa3BHTHS OCHOB-
HBIX BPOXK/ICHHBIX NOPOKOB pa3BUTHS y yesioBeka. OrpaHuueHHbIE JJaHHBIE BKIIOYAIOT B ce0s He-
AOCTATOYHOE KOJMYECTBO 3apErHCTPUPOBAHHBIX CllyyaeB GepeMeHHOCTH, HeGOJIBIIYIO MPO10I-
KUTEJILHOCTH BO3JICHCTBHS JICKAPCTBEHHOIO MPEnapara B Clryyae 3aperucTpupOBaHHOI GepeMeH-
HOCTH, HEIMOJIHOE IPEIOCTABICHHE JaHHBIX M HECNOCOOHOCTH KOHTPOJIMPOBATH MCKAKAIOLINE
(hakTOphI (TaKHe Kak OCHOBHOE 3a00jIeBaHHE MATePH W NPUMEHEHHE COMYTCTBYIONIHX JieKap-
CTBEHHBIX CPEJICTB).

JKeHIMHBI IETOPOIHOTO BO3pacTa JOJIKHBI HCIIOJIb30BaTh (QMEKTHBHbIC CPEJICTBA KOHTpALLETI-
MK BO BPEMs H T0CJIC TEPANNH, €C/IM KOHUEHTpalus Tepu(IyHOMHA B [L1a3Me KPOBH IPEBbI-
waet 0,02 mr/i1. B TeueHue yKa3aHHOTO MEPHOAA BPEMEHH JKEHIMHBI JOKHBI 06CYKIATh CO
CBOMM JICHAIIIUM BPAuOM JIFOOBIE BONIPOCKL, CBSI3aHHBIE C MIPEKPAILICHHEM IPUMEHEHHS WITH H3Me-
HEHHEM CPEJICTB KOHTPALIEIIIIHH.

B cinyyae sanepxku menctpyamun Ha done npuema npenapara TepudiyHOMMI HEOGXOAMMO
CPOYHO HH(POPMHUPOBATH 00 ITOM Bpaya U BBINOIHHTH TECT HA GepeMeHHOCTh. B cityyae mooxu-
TEIIBHOTO pe3yJibTaTa Bpay J0/DKEH 00CYMTh ¢ MAllMEHTKOH BCE PHCKHU, CBSI3aHHbIE C IIPUMEHE-
HHEM MpenapaTa BO BpeMsi GEpeMEHHOCTH, TIPOBEPHTH OCTATOUHYIO KOHIEHTPALMIO TepuIyHO-
muza. B ciyyae eciu konuentpanus npesbimaet 0,02 MI/I1, peKOMEH,1yeTcs POBECTH NPOLEAYPY
YCKOPEHHOTO BbIBeIleHHs TepupryHoMHuIa. Bo3MOKHO, 4TO GBICTpOE CHHKEHHE KOHIIEHTpPALUH
Tepr(IyHOMHA/A Ty TeM TPOBE/ICHUs MPOIIE/yPbl YCKOPEHHOTO BbIBEIEHHS MpEnapara npu nep-
BO#i 3a/IEP)KKE MEHCTPYAIbHOTO LIMKJIA MOYKET CHU3UTL PUCKH JUIS 1171014,

Kenmunam, npuauMaomuM npenapat TepuQuryHOMHUI U TUIAHUPYIOIHM GEPeMEeHHOCTD, Clie-
AYET PEKOMEH/I0BAaTh MPEKPATUTh [IPHEM TIpenapara i IpoOBECTH MPOLEAYPY YCKOPEHHOIO BhIBE-
JeHust TepuuyHOMHUA Ul OBICTPOrO CHWXKCHHS KOHUEHTpalMy Tepu(IyHOMHIA B ILIa3Me
KkpoBH Huxe 0,02 mr/i.

Ecnu npoueaypa yckopeHHOro BbiBeieH S TepH(IyHOMHA HE TPOBOMTCS, KOHIGHTPALIHS Te-
puduyHomMuIa B n1a3mMe KpoBH MOXeT npesbimath 0,02 MI/J1 B cpejiHeM B TeyeHHe 8 MecsleB,
OJ{HAaKO HEKOTOPHIM MAIHEHTKAM MOXKET 0TpeboBaThes J10 2 JIET /UIsl A0CTHKEHHS KOHIIEH TPl
B 11asme Huke 0,02 mr/i.

[TosTomy ciieayer n3mepuTh KOHIEHTpALHIO TepH(IYHOMH/IA B TIJIa3Me KPOBH, TIPEKIE YeM [11a-

HHpPOBATh OepeMeHHOCTD. [Tocie BbisiBIeHHs KOHILIEHTpalK TeprdITy HOMHIA B T11a3me Hike (.02
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MI'/J1 HeOOXO/IMMO H3MEPHTH KOHIEHTPALIMIO B I1]1a3Me €IIie Pa3 He MEeHee YeM yepes 14 nueit. Ecim
00a 3HaYeHHs KOHIEHTpaluy B miasme Huke 0,02 Mr/i1, 910 03Hayaer, u4To PHCK JUIsl TJI0/1a OT-
CYTCTBYET.

lIpoyedypa yckopennozo evieedenus mepugaynomuda

[locne npexpaienus tepanuu TepudIyHOMUIOM, €r0 BBIBEIACHHE MOKET ObITh YCKOPEHO ¢ 10-
MOIIBIO OJTHOM M3 CIIEYIOUMUX TPOLEIYD:

— [pHEM BHYTPb KOJeCTUPaMKHa 110 8 r Kak/ble 8 yacos B Teyenue 11 aueii. Eciu nprem
KoJIleCTHpaMKHa 110 8 1 3 pasa B CyTKH IUIOXO NMEPEHOCHTCS, MOKET ObITh HCIIOJIB30BAHA
cXxema rpremMa KoJIeCTHpaMHHa 110 4 1 Kaxible 8 4acos;

— npHeM BHYTpb 50 I mopolika akTHBHPOBAHHOIO YIJis Kaxkable 12 4acoB B TeUYeHHE
11 nHeii.

Ecnn kaxas-nmu6o npoueypa ycKOpeHHOro BbIBeeHHS TepU(IYHOMHIA MI0XO0 TIEPEHOCHTCS, |
€CJIH HeT HeOOXOAMMOCTH ObICTPOTO CHHIKEHHSI KOHIICHTPALIMK Tepu( Iy HOMHU/IA B I1a3Me KPOBH,
TO KOJIECTUPAMHH M aKTUBUPOBAHHBIN yIoJib HE 0053aTe/IbHO IIPHHUMATD €3KE/THEBHO.

[Tocnie mpoBeienus mpolietypbl YCKOPEHHOTO BBIBE/ICHHS TIPeNapaTa BHIMOIHSAIOT /{Ba OT/ACIbHBIX
TECTa ¢ MHTEPBAJIOM He MeHee 14 JiHel W nepro/I0M 0XKUIaHHS MOJITOPA MECSIa MEXKJLY 1E€PBBIM
BBIABJICHUEM B IUIa3Me B KOHIEHTpauuu Huke 0,02 MI/in 1 MOMEHTOM OIJI0I0TBOPEHHMSI.
Konectnpamus 1 akTMBUPOBAHHBI yTroJlb MOI'YT OKa3bIBaTh BIHSHHE HA BCACHIBAHHE YCTPOrEHOB
H NIPOTeCTareHoB, MOTOMY HEllb3sl FapaHTUPOBATh HAJICIKHYIO KOHTPALENIIHIO OPAIbHBIMH KOH-
TpalenTHBAMH BO BPEMS MPOLELYPbl YCKOPEHHOI'O BbIBE/ICHHS TEPUPIIYHOMH/IA C TIOMOLIBIO KO-
JIECTHPaMHHA WJIH aKTHBHPOBAHHOIO yIjis. PeKOMeH1yeTcs HCnoib30BaTh albTePHATHBHbIE Me-
TO/Ibl KOHTPALICTIIIHH.

[Iponesypy yckopeHHOTO BbiBeIeH S TEPUDIYHOMU/IA MOXKHO TAKKE BHITIOIHAT B JOG0E BpeMst
NocJIe NpeKpalleHus Tepanuy npenaparoM TepudryHoMu L.

Ipumenenue y myxncuun

Puck sMOpuodeTanbHoit TOKCHYHOCTH, CBS3AHHOI € JIeYeHHEeM TepU(IyHOMHIOM MYyKYHH, CYH-
TAETCsl HU3KUM.

Ilepuoo epyonozo eckapmausanus

WceneoBatns Ha JKMBOTHBIX MPOJEMOHCTPHPOBAIM, YTO TEPHU(BIYHOMHI SKCKPETHPYETCS B
rpyaHoe Mosoko. [Ipumenerne TepudryHoMHIa IPOTHBONOKA3aHO B EPHOJI TPYIHOTO BCKAPM-
JTUBAHUSL.

Depmunvrocmsp
Pesyibrarel uccneoBannii Ha JKUBOTHBIX HE MPOJAEMOHCTPHPOBAIH KAKOro-THOO BIMSHHUS Te-

puduryHoMuia Ha GepTHIBHOCT. XOTS OTCYTCTBYIOT COOTBETCTBYIOIIHE JaHHBIE JUIsl YeIOBEKa,

BO3JICUCTBUE HA MYKCKYIO U )KCHCKYIO Q)epTPUILHOCTb CHUTACTCS MAJIOBEPOSITHBIM.
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Cnocod npumenenus v 103b1

PexomenioBannas 103a npenapara Tepumdurynomuna cocrasisier 14 mr 1 pa3 B CYyTKH.
Tabnerku cnexyer npuHUMATh BHY TP LETHKOM, 3aIIMBast BOJOMN, HE3aBHCHMO OT npHeMa MuIIH.
Ocobbie zpynnvt nayuenmos

[ayuenmeor 6 6o3pacme 65 1em u cmapuie

[Ipenapar Tepudrynomun He0OX0MMO HA3HAYATH C OCTOPOKHOCTHIO MALHUEHTAM B BO3pacre 65
JIET ¥ CTAapLI€ B CBA3HU C HEJIOCTATOYHBIM KOJIMYECTBOM JAaHHBIX 00 3)PEKTHBHOCTH U Ge30MacHo-
CTH TepU(IIYHOMHM/IA B JaHHOH BO3PACTHOM Ipymre.

Tayuenmor ¢ noueunoil nedocmamounocmvio

JU1s manueHToB ¢ MOYeYHOH HEJIOCTATOYHOCTBIO JIETKOH, CPe/HEH WIIM TSKEION CTENeHH, He
HaXOJSAIINXCs HAa FEMO/IMAIIN3e, KOPPEKIIUH J103bI HE TpedyeTcs.

[TatmenTsl ¢ MOYeYHOI HE0CTATOYHOCTHIO TSIKENIOH CTENeHH, HAXOIIIMECS HA FeMOIHATH3E, He
NPUHUMAJIH YYaCTHs B KIMHHYECKUX HCCIICI0OBAHUSX.

Tepudaynomun npoTHBonoKasan JaHHON KaTErOPHH MALUEHTOB.

Ilayuenmor ¢ napywenuem gynkyuu nevenu

Jlist MalkenToB ¢ JIETKUM MM yMEPEHHbIM HapyIieHHeM (DYHKIHH MeYeHH KOPPEKIHS J03bl He
Tpebyeres. TepudryHOMUI IPOTHBOMOKA3aH MALMEHTAM € TSHKEJIBIM HapyIIeHHeM (yHKIHHA Te-
YEHH.

Jemu

besonacxocts 1 sddexruBrocTs npenapara TepuduryHoMu y aeTeil B NOAPOCTKOB B BO3pacTe

10 18 ner He ycTaHOBIIEHA.

ITo6ounoe neiicrBue

Kpamxoe onucanue npogpuna 6esonacnocmu (no 0anHbIM KAUHUYECKUX UCCT008aAH L)

B 061ieii c105KHOCTH B KIIMHHYECKHX HCCIIEI0BAHMAX TEPU(IYHOMHUIA IPUHUMATH y4acTHe 2267
nauueHToB (1155 mauueHToB NpUHMMANH eXeIHEeBHYIO 103y 7 mr, a 1112 namueHToB - 103y
14 mr). B yeTsIpex mianedo-konTpoupyembix uceienoanusx (1045 u 1002 nanuenta B rpynmnax
7Mr u 14 Mr TepuduryHOMHIA, COOTBETCTBEHHO) H OJHOM MCCIIEIOBAHUH C AKTMBHBIM Mpenapa-
TOM cpaBHeHHs (110 110 nauueHToB B Kak/10#i rpynie gedeHus TepuIry HOMH/I0M) CPeHSs T1Po-
AOJKUTEILHOCTE IIPHMEHEHHS TIpenapaTa y NalueHTOB ¢ PeLHIMBUPYIOIIMM PACCESHHBIM CKIIe-
posom (PPC) cocraBuna okoso 672 jgueii.

Tepudmynomun sensercs ocHoBHBIM MeTaGosmTOM TedryHomuaa. Undopmaims o npodusie 6e3-
ONAaCHOCTH JIe()lyHOMH/IA Y TIALIMEHTOB ¢ PEBMATOMIHBIM HIIH TICOPHATHYECKHM aPTPHTOM MOJKET

OBITH MPUMEHUMA K TEPUDIYHOMUTY, TPUHAMAEMOMY TALHEHTAMH C PACCESHHBIM CKIIEPO30M.



AHann3 00beJIMHEHHBIX JAHHBIX IU1a1e00-KOHTPOIMPYEMbIX HCCIIE0BAHHI OCHOBBIBAJICS HA
OnbITe NpUMeHeHHs Tepuduynomuaa 1 pasz B cytku 2047 naumeHTamMu ¢ perMIUBHPYIOLIAMH
(opmamu paccesHHOro ckieposa. Y MauMEHTOB, MOJYYAIOMMX TEPANHIO TePH(IYHOMUIOM,
HanboIIee 4acTo coo0manOch O ClIeYIONHX HeXKeIaTeIbHbIX PEAKLUAX: TOJ0BHAs GOIb, Hapes,
NOBBILICHHE aKTUBHOCTH ataHuHaMuHoTpaHchepassl (AJIT), TomHoTa u anonenus. O6bIYHO TO-
JI0BHast 00J1b, /IHapesl, TONIHOTA U ANONEIHs ObUIH JIETKOM MM YMEPEHHOH CTENeH! TSKECTH, Ipe-
XOISIIMMH U PEIKO NPUBOAALIMMHU K MPEKPAIICHUIO JICUEHHS.

Tabnuunoe pesrome nexncenamenbHvix peakuuit

Huske npuBeieHs! HexenaTeIbHple PeakIny, Pa3BUBAIOIIHECS TP IIPUMEHEHNH Tipenapata Te-
puGayHOMH B 103€ 7 Mr 1 14 Mr (¢ yacToToi > 1 % 1 Ha > 1 % vaine, yeM npu npueme miane6o.
B X0/I¢ IU1a1e00-KOHTPOIMPYEMBIX HCCIIeI0BaHHit). HacToTy onmpeiessin cie Iy omuM 00pasoM:
o4eHb yacto (> 1/10); wacto (= 1/100, < 1/10); vewacto (> 1/1000, < 1/100): peaxo (= 1/10000, <
1/1000); ouens penko (< 1/10000); gactora HensBecTHa (YCTAHOBHTH YAaCTOTY 110 MMEIOIIMMCS

JAHHBIM HE MPEJ/ICTABISACTCSA BO3MOMKHBIM ).

Cucremuo-op- | Ouens Ouenn
. Yacro Heuacro | Peako HeunssecrHo
TaHHBIN KJ1ace | 4acTo peako
UubekumonHblie ['punn, uadexunn Tsoxensie
M napasuTapHbie BEPXHMX JbIXaTellb- HHpeKLnH,
3abos1eBaHuMs HBIX MyTeH, MH(pEKUMH BKJIIOYast
MOYEBBIBOASALLMX Ty~ cencuc*

TeH, OPOHXMT, CHHY-
CUT, (hapUHIUT, LK-
CTHUT, BUPYCHBbIH ra-
CTPOIHTEPHT, repriec
MOJOCTH PTa, HH(EK-
LMK 3yOOB, TAPUHTUT,
MHUKO3 KOJKH CTOI

Hapyuienus co Heiirponenus, TpombGoum-
CTOPOHBI KPOBH aHeMusi TONEHHs
u  aumdartuye- JIETKOM CTe-
CKOM CHUCTEMbI MEHH TsKe-
CTH (Tpom-
GoumnThl
<100x10%n)
Hapywenus co Annepruyeckue peak- Peakuuu ru-
CTOPOHBI  HM- LIMM JIErKOH CTeNeHH nep4yBCTBH-
MYHHOM cu- TSKECTH TeJIbHOCTH
CTEMbl (HemeneH-
HOrO THMNa
3aMe/UIEHHOTO
THUMA), BKJIO-
yas aHa(u-
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Cucremuo-op- | Ouensn Ouenn
5 Yacro Heuactro | Peaxo Heussecrno
TFaHHBIA KJIACC | 4acTo peaxo
JIAKCHIO W aH-
TMOHEBPOTH-
YECKHH OTeK
(oTek
Keunke*
Hapyiuenus Tpesora
NCUXMKH
Hapymenus co | l'onoe- | INapectesus, nosic- ['unepecre-
CTOPOHbl  HEpB- | Has HUYHO- KPECTLIOBbIH 3us,
HOM CHCTEMBI 6onb PaJIMKYJIUT, 3anscT- HEBpaIrus,
HbIH TYHHEIbHbIH nepudepu-
CHHIPOM. yeckas
HelponarTus
Hapywenus co VyaienHoe cepiie-
CTOpOHBI cep/La Ouenue
Hapywmenuss co AprepuanbHas runep-
CTOPOHBI  COCY- TEH3Us
J10B
Hapywenuss co Hureperuuu-
CTOPOHBI JIbIXa- anbHas 60-
TeJbHOM CH- JIe3Hb Jier-
CTE€MBI, OpraHoB Kux*
rpyAHON KIJI€TKH
M CPeOCTEHHUS
Hapywenus co | Jluapes. | Bonsb B sxuBoTE, [Tankpea-
CTOPOHBI JKeJly- | TOLIHOTA | pBOTa, 3yOHas 6ob TMT*,
JIOYHO-KHLIEY- CTOMATHT
HOr'o TpakTa (apro3HbIit
WU SI3BEH-
HBIN)*, KO-
aur*
Hapywenus co | [loBbi- IToBbIlIeHHE aKTMBHO- Ocrtpbiii re-
CTOPOHbBI MEYEHH | LICHHE CTH ramMma- rjiyTamMu- NaTUT, Jie-
1 JKETYEBBIBO/ISI- | AKTHB- arpanchepazsi (IT'T), KapCTBEHHOE
LUMX My TeH HOCTH MOBbILLIEHHE AKTHBHO- nopakeHue
aJlaHu- | CTH acmapTaTaMHHO- neveHu *
HamMuHO- | TpaHcepassl (ACT)
TpaHc-
(hepasbl
(AJIT)
Hapywenus co Jlucnunuae-
CTOPOHbI 0OMeHa MHsl
BELIECTB M MHTa-
HHUS
Hapywenus co | Anone- | Coinb, yrpu bonesnu Tsxensie
CTOPOHbBI KOXKH H | LS HOrTei KOXKHbIE pe-
aKLMK,
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Cucremuo-op-
TaHHBIN KJace

Ouennb
qacro

Yacto

Heuacro

Peako

Ouenn
peaKo

Hen3ssecTno

MO/IKO)KHBIX TKa-
HeH

BKJTHOYas
SMUAEPMATTb-
HbIH HEKpO-
/U3 U CHH-
apom Ctu-
BeHca-/[KoH-
coHa*, se-
KapCTBEHHO-
00ycI10BIIeH-
Has peakuus
¢ 203UHODU-
JIMen U cu-
CTEMHbIMH
CHMIMTOMaMH
(DRESS-
CUHIpOM)*,
ncopuas ( B
TOM YHCTe
nycTyJies-
HbIM Mcopuas
1 rcopuas
HorTei)*, 3a-
OoneraHus
HOrTen*

Hapyuienuss co
CTOPOHBI  CKe-
JIETHO- MbILLIEY-
HOM M COEIUHHM-
TEJIbHOM TKaHU

MBbI1IEYHO- CKesleTHas
60nb, Muanrus, apT-
panrus

Hapywenus co
CTOPOHBI  [10YEK
M MOYEBbIBO/Isi-
LMX MyTeH

[Tonnakuypus

Hapyuienns co
CTOPOHBI  M0J10-
BbIX OpPraHoB M
MOJIOYHOH  Ke-
J1e3bl

Menopparus

O6uue Hapyuie-
HHS U PeaKkLMH B
MecTe BBECHHS

bonb, actenus

JlaGopaTopHbie
H  HHCTPYMEH-
TaJbHbIE IaHHbIE

CHMIKEHHE MacChl
TeJla, YMEHbLIEHHE
KOJIMYECTBA HENTPO-
(HUIIOB, YMEHbIIEHHE
KOJIMYECTBA JIEUKOLIM-
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Cucremuo-op- | Ouenn Ouensn
. Yacro Heuacro | Peakxo Henssecrno
TFaHHBIH KJace | 4acro peaKo
TOB B KPOBH, MOBLI-
LIEHHBIH YPOBEHb Kpe-

aTuH(pocOKMHA3bI B

KpOBH
TpaBmsl, oTpas- [TocrTpas-
JIEHUS U OCJIOK- MaTHyecKas
HEHUA MpoLeayp 601b

* IOCTPEruCTPALIMOHHBIN OIBIT IPUMEHEHMSI.

Onucanue omoenbHbIX HEXCEAMENbHBIX PeaKkyuil

Anoneyus

AJIOneLs B BUJIE HCTOHYEHHS BOJIOC, CHUIKEHHS! ILIOTHOCTH BOJIOC, BBINA/ICHHS BOJIOC, CBA3aHHAS
HJIH HE CBA3AHHAS C M3MEHEHUSIMH CTPYKTYPbI BOJIOC, OT™Meuanack y 13,9 % nauuentos, npuHu-
MaBIINX TepUIyHOMU B 103€ 14 Mr, 110 cpaBHeHuto ¢ 5,1 % NalMeHToB, NPHHAMABIIMX [1J1a-
uebo. bosbinas yacTh ciyyae Gbita onicana Kak M dy3HOe MK reHepaTH30BAHHOE nopaxeHue
1o Beeil MOBEPXHOCTH BOJIOCHCTOH YacTH roJioBbl (6e3 noJHoi notepu Bojoc). B GonbmmHCTBe
CJly4acB JlaHHas HEXeaTe/IbHas peakilis OTMEYalach B TCUEHHE TIEPBBIX 6 MECSIIEB, U pa3pelie-
Hue Habmoanock y 121 u3 139 (87,1%) naunentos. B rpynne tepudaynomua 1.3 % narmenTtos
NIPEKPATHIIA JICYEHHE B CBS3H C pasBUTHEM ayloneluy 1o cpasHeruio ¢ 0,1 % B rpynne miane6o.
Heoxcenamenvnvie peakyuu co cmopons nevenu (Oanmvie uz niaye6o KOHMpoIUpyeMbix Ucciedo-

8aHUll)

IoBbimenne aktusHocTH AJIT - nonyasiuusi NAUMEHTOB B MIaLE60-KOHTPOIHPYEMbIX
HCCJIEIOBAHMSAX, B KOTOPOIi OlleHHBAJIACh 0€30IaCHOCTH

Ilnanedo (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 %)
>20BI'H 4/994 (0.4 %) 3/999 (0.3 %)
AJIT >3 BI'H "
1 001wt 6umpyoun > 2 BI'H SERAD,5 ) Gt ol

BI'H — BepxHsas rpaHuiia HOpMBI

B rpynmnax nauueHToB, nojy4asimx TepudyiyHOMHL, 10 CPaBHEHHIO ¢ T1anedo, yaie Habmo1a-
nock yBennueHne akTuBHOCTH AJIT < 3 BI'H. TlponeHT nanueHToB, y KOTOPBIX 0TMEYANoCh 110-
BoitieHne AJIT Beime 3-x BI'H, 6611 conoctaBum B 06enx rpynmax. Takoe MoBbIIEHHE AKTHBHO-
et AJIT ormeyanock B 0CHOBHOM B TepBbie 6 MecsiieB Jedenus. [locie npekpaienus JeueHns
aktuBHOCTH AJIT Bo3Bpamanace k Hopme. Bpemst 10 Hopmanusawun aktusnoctn AJIT Bapbupo-

BaJIO0 OT HECKOJILKUX MECSIIEB /10 HECKOJIBKHX JIET.
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Takoke Ipu NOCTPErHCTPALIHOHHOM IPUMEHEHHH TIPENapaTa OTMEYATHC CJIyYau JIeKapCTBEHHOTO
MOpaXkeHus edeHu (cM. pazjen «Ocobble ykazaHus»).
Buusinue na apmepuanvnoe oasnenue (Oannvie us niaye6o-konmponupyemvix ucciedo6anuil)
— IloBbimenue cueToNMMYECKOrO apTEpHAILHOTO JaBiaeHus Bbime 140 MM pr. CT. y 19.9 %
TALHCHTOB, IPMHUMABILIHX €XKETHEBHO TepH(IyHOMU]L B 103€e 14 Mr, B cpaBHeHHH ¢ 15,5
% npu npueme mianedo.
— lloBbimenne cuctonmueckoro aprepuanbHOro Aasienus soime 160 MM pr. cr. y 3.8 %
TNALUEHTOB, IPUHUMABIIHNX €KEAHEBHO TepHPIyHOMHU B j103€ 14 Mr B cpaBHenuy ¢ 2.0 %
IpH npueme mianedo.
— IloBblmenue MACTONMYECKOr0 apTepPHATBLHOTO JaBIeHHS Bbiie 90 MM pr.cT. y 21.4 %
TMAIMEHTOB, NPHHUMABIIHX €XKEIHEBHO TepHPIYHOMHI B 03¢ 14 Mr, B CpaBHEHHH C
13.6 % npu npueme miane6o.
Hughexyuu
B n1ane60-koHTpoIMpyeMbIX HCCIIeI0BaHUsX B Ipynine TepudryHoMuaa 14 Mr He HaGo1a10Ch
YBEIIMYEHHs KOJIMYECTBA Cllydaes TsokeabIX HHpekunit (2,7 % npotus 2 % B rpynmne nianeto).
Tsoxenble onnoprynucTuyeckue MHGEKIHH (MHPEKIMH, BBI3BIBAEMbIE YCIOBHO-NATOICHHBIMH
MHKpOOpraHu3Mamu) passuBaiuch B 0,2 % ciiyyaeB B KaK10¥ U3 IPYIIIL.
[Ipn mocTperucTpalmoHHOM NPUMEHEHHH HAOIIOAATHCE TSOKEIbIe HHPEKIIHH, BKIIOUAs CEICHC,
MHOI/1a C JIETAIbHBIM HCXOJIOM.
Peaxyuu co cmoponvt kposu
B miane6o-KoHTpoMpyeMbIX HeeneloBaHUsX Ha (oHe npuMeHenus npenaparta TepudiyHoMun
HaOMIOANIOCH YMEPEHHOE CHHIKEHHE KOTHYECTBA JIeHKOLMTOB B riepudepudeckoit kposH (< 15 %
OT HCXO/IHOTO YPOBHS, B OCHOBHOM YMEHBILIEHHE KOJIHYECTBA HEHTPODHIOB H JuMponuToB). B
TO K€ BPEMsI y HEKOTOPBIX MAILMEHTOB OTMEYaIoch DoJiee BHIPAKEHHOE CHUKEHHE KOJHYECTBA
nerdKouuTOB. JlaHHas HexesaTeIbHas PeaKiius BOSHHKAIA B TEYEHHE TIEPBBIX 6 Hejlelb. 3aTeM Ha
(hone nponoKaromErocs eUeHNs KOJIMYECTBO JEHKOIMTOB B NepH(epHuecKoil KPOBH CTAOHIIH-
3UPOBAJIOCh HA CHHIKEHHOM YpoBHE (< 15 % yMeHblIeHHE OT UCXOAHOr0 ypoBHS). Biausuue Ha
CHMKEHHME KOJIMYECTBA HPUTPOLIMTOB B nepudepuyeckoii KposH (< 2 %) u KoumuecTBa TpoMG0-
uUTOB B nepupepuyeckoit Kposu (< 10 %) GbUI0 MEHee BBIPAKEHHBIM.
Ilepugpepuueckasn netiponamus
Ilepudepuyeckas neiiponarus (MOIMHEHPONATHH ¥ MOHOHEHPONATHN [TYHHEIbHBIN 3aMACTHBII
CHH/IPOM]) pa3BUBAJIMCH Yallle B IPYIIIE NALHEHTOB, IPHHUMABIINX Tepu(ITyHOMH B 103¢ 14 M.
110 CPaBHEHHIO C IPYIIION MALMEHTOB, IPHHAMABIINX I11a11e00. B 0CHOBHBIX 11a11€60-KOHTPOJIH-
PYEMBIX HCCIIeIOBaHUAX NepupepudecKas MoJIMHEHPOnaTHs, MOATBEPXK/ICHHAS HCCIIEJ0BAHHAMHE

HEPBHON NPOBOIMMOCTH, Obuta oT™MedeHa y 1,9 % nauuentos (17 u3 898 naumentos) B rpynmie
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-

TeprudiyHomuna 14 mr B cpasrernu ¢ 0,4 % nanuenTos (4 w3 898 nauueHToB) B rpymnime miane6o.
Y 5 naumentos ¢ nepudepryeckoii HeifponaTHeii, MTPHHAMABIIHX TepudyHOMU B 03¢ 14 Mmr,
OBLIO [IPEKPALIEHO JIeUeHHE; y 4 3 HUX CO0BIANOCh O BBI3OPOBICHHH T10C/IE NpeKpalleHus Jie-
YeHHSL.

Hobpokavecmsennvie, s10kavecmeennvle u HeymouHeHHble HOBOOOPAZOBANUS. (6KIOYAS KUCTIbL U
noaunst)

B kimHndeckux ueenenosanusx Ha ore npuema TepudryHOMUIA He 3aQUKCHPOBAHO TIOBBIIIIE-
HHS PUCKA BO3SHUKHOBEHHS 3/I0KAYE€CTBEHHBIX OMYXO0JIei. PUCK BOSHUKHOBEHMS 310KAUYECTBEHHBIX
OMyXOJIeH, a UMEHHO JIMM(ONPosHpepaTHBHBIX 3a00JIeBAHUMN, YBEIMUMBAETCS IPU NPHMEHEHHH
HEKOTOPBIX IPYTHX JIEKAPCTBEHHBIX [1PENapaToB, BAUSAIOMIUX HA MMMYHHYIO CHCTEMY.

Taoicenvie kodchvle peaxyuu

Bo Bpemsi nocTperucTpaunonHoro npuMeHenns Tepudry HoMua coobIanoch 0 CIyyasx pa3BH-
THS CEPbE3HBIX KOJKHBIX PEAKI[Hil, BKIIOYAs TOKCHYECKHH SMHACPMalIbHbIN HEKPOJIU3, CHHIPOM
CruBenca-/[KoHCOHA, 1eKapCTBEHHO-00Y CIIOBICHHYIO PEAKIMIO ¢ Y03HHO(HIHEH H CHCTEMHBIMHU
cumnromamu (DRESS-cunpom).

Acmenus
B xo/¢e ninane60-KoHTPOIMpYeMBIX HCCieI0BaH I B rpyInnax npumeHenus mnianebo, repudayHo-

MHj1a B J103¢ 7 Mr ¥ TepudayHomusia B 103e 14 Mr yactora pazBHTHS acTeHHH coctaBuia 2,0 %,

1,6 % u 2,2 % COOTBETCTBEHHO.

IlepenosupoBka

Cumnmompi

Wndopmauuu no nepeo3npoBKe Wik OTpaBieHHH Tepru(IyHOMU/IOM Y YeloBeKa HET. 3710pOBbIe
J00POBOIbLBLI NPHHUMATH TeprdITyHOMU B 103¢ 70 MI exKeIHeBHO B TeyeHue 14 nueit. Habmo-
JIaEMBIC HEKEJIaTe/IbHbIC PEaKIUH COOTBETCTBOBAIM NPOpHIII0 Ge30nacHOCTH TepryHOMH 1A
NpH MpUEME MALUEHTaMH C PACCESIHHBIM CKJIEPO30M.

Jleuenue

B ciyuae niepe103upoBKH WM OTpaBlIeHHS Ul yCKOPEHHOTO BbIBEIEHHS TePH(ITyHOMHIA PEKO-
MEH/Iy€TCs IPHEM KOJIECTHPAMHHA HJIH aKTHBUPOBAHHOTO yTiisi. PexomenioBaHHO# npotie 1y poii
ABJIACTCS MPUEM KOJIECTHPaMHHA B J103¢ 8 1 3 pasa B CyTKH B TedeHue 11 aHeii, B ciyyae nioxoi
NEPEHOCUMOCTH ITOH /103bl, MOKHO CHHU3HTD /103y KOJIECTHPaMHHAa 10 4 T 3 pasa B CyTKH. B kaue-
CTBE AILTEPHATHBHOIO BapHAHTA MOXKHO NMPHHUMATBH 110 50 I aKTUBMPOBAHHOTO YIJIs Kax/ibie 12

4 Ha npoTskeHuu 11 nueii.



BsaumoneiicTeue ¢ ApyrumMu JieKapcTBeHHBIMH CpeACTBAMH

Bzaumooeiicmeus, ceszannbie ¢ 6030eiicmeuem Opy2ux NeKapcmeeHplx cpedocme na papma-
KOKUHemUuKy mepugaynomuoa

['maBuiii myTs Gnotpancdopmarmn TepudTyHOMHAA - THAPOIN3; BTOPOCTENICHHBIH Ty Th — OKHC-
JICHUE, C MUHMMAJIbHBIM y4aCTHEM B HEM H30(epMeHTOB uToxpoma ciuctembl P450 (CYP) u u3o-
(epmMeHTOB MOHOAMHHOKCH/Ia3bI, COIEPKAIIUX (hIIABHH.

Mownwvre unoykmopwr usogpepmenmos yumoxpoma P450 (CYP) u mpancnopmepos
OHOBpeMeHHOE exkeHeBHOE NPHMeHeHHe prudamiiurHa (MHIyKkTopa u3odepmentos CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP3A) B 103e 600 Mr 1 pa3s B cyTkH B TedeHue 22 jHeil. a TakKe
PHEM HHYKTOPa 3 PIIHOKCHBIX NepeHocunkoB P-rinkonporenna [P-gp] u Geska pesucTeHTHO-
CTH K paKy Mos104HOii jkesie3bl [BCRP] u Tepudprynomuia (pasosas j103a, cocrasnsomias 70 Mr)
MPUBO/IMJIM K CHHIKCHHUIO CHCTEMHOM 9KCIIO3UIMH TepUdTy HoMHIa npudiausuTensHo Ha 40 %. Bo
BpeMsl JIeUeHHUs TepU(IYHOMUIOM pH(aMIUILMH 1 ApyrHe u3BecTHbIe HHAyKTOpbl CYP 1 nepe-
HOCYHMKOB O€IIKOB, Takue Kak kapOamasenut, GpeHoGapouTan, GeHUuTOMH U 38epoBOoil PO BIPSB-
JICHHBIH CJIElyeT Ha3HAYaTh ¢ OCTOPOKHOCTHIO.

Konecmupamun uru akmueuposannwiit yeons

He pekoMmenioBan o/iHOBpeMEHHBIH NpHeM TepH(IYHOMUIA H KOJECTHPAMUHA WM aKTHBHPO-
BAHHOTO YIJIs, IIOCKOJIbKY 9TO BEJIET K OBICTPOMY M CYLIECTBEHHOMY YMEHBIIEHHIO KOHIIEHTPAIIH
Tepu(IIyHOMH/IA B I1J1a3Me KPOBH, 3 HCKJIFOUEHHEM CIIy4aes, KOr/1a HeoOX0IMMO YCKOPEHHOE Bbi-
BeJieHue TepudyHomMuia. CuMTaeTCs, YTO MEXaHH3M YCKOPEHHOTO BbIBEIEHHS 00YCIOBIECH Mpe-
PBIBAHHEM IEYCHOYHO-KHIICYHOH PELUPKYIAUMH TePHPIYHOMHIA W/HIH JKeJy0UHO-KUIIeY-
HBIM JIHAJIN30M TepH(IyHOMHIA.

Bsaumooeiicmeusn, céazannvie ¢ eauanuem mepugaynomMuda Ha (apmakokunemury opyzux
JIEKAPCMBEHHBIX CPeOcme

Boszoeiicmeue mepughnynomuoa na cybempamer CYP2C8

bbu10 0T™MEUeHO yBenuuenne cpeHero 3HaueHust Cmay 1 AUC juist penarmnna (1,7- u 2, 4-kpar-
HOE, COOTBETCTBEHHO) 110C/IE TIPHEMa MOBTOPHBIX 103 TePH(IYHOMHA, YTO MO3BOJSET MPE/IIO-
JIOJKUTB, YTO TEPHPIyHOMU] siBIseTCs HHrnbuTopom nsodepmenta CYP2CS in vivo. [Tostomy Ha
(one npuema TepudpryHOMHIA JNEKAPCTBEHHbIE CPEICTBA, METAOOIH3UPYIONIHECS C TTOMOLIBIO
usopepmenta CYP2C8, rakue Kak penariuHuzl, NMaKIMTAKCel, IHOTIMTA30H HIIH PO3MIIHTA30H,
ClIe/lyeT MPUMEHSTh C OCTOPOKHOCTBIO.

Boszoeiicmeue mepughiynomuoa na nepopanshvie konmpayenmuewi

Ha pone npuema noBTopHbIX /103 TepudIyHOMHA OBIIO OTMEYEHO YBEIHYEHHE CPE/THUX 3HAYE-
HUH Cmax 1 AUCo-24 11 sTHHIICTpaauona (1,58- u 1,54-kpatHoe, cooTBeTCTBEHHO) H Cmax H

AUCy-24 neonoprectpena (1,33- u 1,41-kpatHoe, COOTBETCTBEHHO). XOTS HE OKHJACTCS, UYTO
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B3aMMOJICHCTBHE C TepH(Iry HOMUIOM OKakeT HeGIaronpusTHOE Bo3IeHcTBHE Ha YPEKTHBHOCTD
TepOpaIbHBIX KOHTPALETITHBOB, CJIE/lyeT €r0 YYHTHIBATE IIPH BBIOOPE H KOPPEKILIMH 103 IEPOPaTh-
HbIX KOHTPALCIITUBOB [IPH X KOMOMHALIMHU € TePH Iy HOMHIOM.

Bosoeticmeue mepugpnynomuoa na cybempam uzogpepmenma CYP1A2

[Ipuem noBTOPHEIX 1103 TepudIyHOMHIA cHIKAN cpeaue 3HadeHHs Cmax i AUC Koenna (cyo-
ctpara usopepmerra CYP1A2) na 18 % u 55 %, COOTBETCTBEHHO, 4TO MO3BOIISET MPEATIOIOKHTD,
41O Tepu(yHOMU]L in vivo sBisercs cnabbiM uHayKTOopoM m3opepmenta CYP1A2. B cassu ¢
9THM JIEKapCTBEHHBIC Ipenaparhl, MeTaboJm3upytommecs ¢ noMouisio usodepmenta CYP1A2
(TaKme KaK JyJIOKCETHH, allOCETPOH, TeODHIUIMH 1 TH3AHH/IMH), CIEAYeT NPUMEHSTH ¢ OCTOPOIK-
HOCTBIO BO BPeMsi JICUCHHs TEPU(ITY HOMU/IOM, IOCKOJIBKY 3TO MOXKET IPHBECTH K CHUIKEHHIO (-
(exkTHBHOCTH ITHX Ipenaparos.

Bo3zoeuicmeue mepughiynomuoa na eapgapun

[IpreM mOBTOPHBIX 103 Tepu(IyHOMHIA He OKa3bIBAI BIMSHHS HA (apMaKOKHHETHKY S-Bap(a-
PHUHA, Y4TO CBHAETEIBCTBYET O TOM, YTO TePH(IyHOMH/I HE SIBJISETCS HHIHOUTOPOM HIIH MH/YKTO-
pom uzodpepmenta CYP2C9. Tem He MeHee, ObII0 OTMEYEHO yMEHbIIEHHE HA 25 % MHKOBOTO
Mexaynapoasoro Hopmanusosannoro Otxowenns (MHO) npu o 1HOBpeMEHHOM TIPHMEHEHHH
TepuduryHOMEa U BaphaprHa, 0 CPABHEHHIO ¢ MOHOTepanueii Bapdapunom. [Tosromy mpu oj-
HOBPEMEHHOM IPUMEHEHHH BapdapuHa U Tepru)IyHOMM/Ia PEeKOMEH, IyeTes TIATeIbHoe Habo-
JICHHE 3a MauueHToM 1 MoHuTopuHr MHO.

Bausinue mepughnynomuoa na cybempamor nepenocuuxos opeanuueckux anuonog 3 (IHOA3)

Ha ¢one kypcosoro npuema tepudynomuaa Habmonaercss yBenudenune Cmax 1 AUC (1.43- u
1,54-kpartHoe, COOTBETCTBEHHO) Le(haKI0pa, YTO CBH/ETEILCTBYET B MOJb3Y TOTO, 4TO in Vivo Te-
pudrynomun seisercs uaruburopom ITOA3. TTostomy crieyer co6moaaTh OCTOPOKHOCTS TIPH
OJZIHOBPEMEHHOM NpuMeHeHnH TepudryHomua u cyberparoB [TOA3, Takux kak uedaxiop, 6eH-
3UICHHUIIMIUIAH, TUATIPO(IOKCALMH, HHIOMETAIH, KeTOpodeH. GhypoceM /1, IMMETHIHH, METO-
TPEeKcaT H 3U/0BYIMH.

Buusinue mepugprynomuoa na cybempamer BCRP w/unu mpancnopmupyrowjue opeanuyeckue anu-
oHbvl norunenmuowvl Bl u B3 (OATP1B1/B3)

Ha (oue npuema noBTopHbIX /103 TepHQITyHOMHIA HAGIIOAATOCH YBETHYEHHE CPETHUX 3HAYCHHI
Cmax 1 AUC (2,64- u 2,51-kpaTHoe, COOTBETCTBEHHO) po3yBacTaTuHa. O[HaKO He HAOII0AAIOCH
3aMETHOTO BJIMSIHHMS JaHHOIO YBEIMYEHHs CHCTEMHOM HKCHO3HIMH PO3yBacTaTWHa B ILIa3Me
KpoBH Ha akTUBHOCTH [ MI'-KoA penykrassl. Pexomenayercs 50 % cHukenue 10361 po3yBacTa-
THHA IIPA €r0 OJTHOBPEMEHHOM npHeMe ¢ Tepupiaynomuaom. JIpyrue cyberparsl BCRP (takue

KaK METOTpeKcart, TOMOTeKaH, cyibdacanasus, JayHOpyOUIHH, JOKCOPYOHIIMH) U CyOCTpaThl ce-



meiictea OATP, ocobenno HHrHOUTOPBI ' MI™-KOA petykTa3sel (Takue Kak CHMBACTATHH, aropsa-
CTaTHH, PAaBACTATHH, METOTPEKCAT, HATEIJIMHU/L, PENArMHK, PHOAMITHIIMH) OJHOBPEMEHHO €
TepH(ITyHOMHIOM CIIEIyeT NPUMEHSTh ¢ OCTOPOKHOCTBIO. [alMEHThI I0MKHBI HAXOAMUTHCS IO
TIIATETbHBIM HAOJIIOJICHHEM HA TIPEJIMET MOSBICHUS IPU3HAKOB U CHMITOMOB MOBBIILICHUS CH-
CTEMHOH SKCIO3HIIMH ITHX JIEKAPCTBEHHBIX CPEJICTB, H, IIPH HEOOXOAMMOCTH, CIIEIYeT PaccMOT-
peThb BOIIPOC O CHUIKEHHH UX J103.

Brusinue mepugpynomuoa na cyoempamer uzogpepmenmos CYP2B6, CYP3A, CYP2CY. CYP2C19
u CYP2D6

[Ipuem TepudyHoMuia He okasbiBan BiIusHUS HA (apMaKOKHHETHKY Oynponuona (cydcrpara
usopepmenta CYP2B6), munazonama (cyGerpara usopepmenta CYP3A), S-pap¢apuna (cyo-
ctpata usopepmenta CYP2C9), omenpaszona (cyGerpara uzopepmenta CYP2C19) u metomnpo-

nona (cyberpara uzopepmenta CYP2D6).

Ocobbie ykazauus
Jleuenue 10/KHO NPOBOAMTHCS MO/ HAGIOAEHHEM Bpayua, MMEIOLIETr0 OTBIT JICYSHHS IALHEHTOB
C pacCesiHHbIM CKJIEPO30M.
Monumopune
o navana nevenus cnedyem npogecmu ciedyioujue uccie006anus.
— H3MEpPEHHE apTepHATbHOIO JaBJICHHS;
— onpezaeneHue akTuBHoctd AJIT;
— 00K aHaIN3 KPOBH C M0JICYETOM JICHKOLMTAPHOMH (hOPMYJIbI M ONpe/IeICHHEM KOTHue-
CTBa TPOMOOIMTOB B Nepr(pepuvecKkoii KPOBH.
Bo epems nevenus mepughrynomudom ciedyem pezyisipHo KOHmMpoupoeams ciedyioujue napd-
‘ mempul:
— aprepualibHOE JIaB/ICHHE;
— axtuBHOCTh AJIT. Cienyer onpeznensith akTHBHOCTH (DEPMEHTOB MEUYEHH Kax/ble 2 He-
AIe/IM B T€YCHHUE MEPBBIX 6 MECSLEB TepanuH U Kax/bie 8 Helelb Mocie 3Toro nepuoja
MJIM HA OCHOBAaHHM KJIIMHMYECKHUX MPU3HAKOB M CHMIITOMOB, TAKHX KaK HEOOBACHUMAs
TOLIHOTA, PBOTA, 0OJIb B KUBOTE, MMOBBIIICHHAS YTOMIISEMOCTh, AHOPEKCHS HIIH JKEITyXa
u (un) noremHenue Mouu. [pu yposusix AJIT, B 2 - 3 pasa npessinaromux BI'H, monu-
TOPHMHT CJIEYET NPOBOANTH €KEHEICIILHO:
— B Cllyyae NOSBJICHHs HOBBIX CHMIITOMOB M NPH3HAKOB (HampumMep, HHPEKIMH) BO BpeMs
JIeYCHHsI HEOOXOMMO BBINOJIHUTL OOIIMIT aHAIM3 KPOBH C MOACYETOM JICHKOLMTAPHOM

(opmyibl 1 onpeiesieHHeM KOTHYeCTBa TPOMOOLMTOB B TIepU(epuuecKoil KPOBH.
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IIpouedypa yckopennozo gvigederus mepudpiynomuoa u3 opzanuzma

Tepudiynomu MeIeHHO BBIBOIUTCS U3 ILIa3Mbl: KOHLIEHTPAIIMH B ILJIa3Me JA0CTHTAIOT 3HAYCHU
Hke 0,02 Mr/in B cpeiHeM 3a 8 MecsIeB, XOTs H3-3a HHMBHILYIbHBIX OTKIOHEHHIH B Tporecce
BBIBE/ICHHSI JICKAPCTBEHHBIX BEIIECTB BHIBEICHHE MOJKET JUIMTHCS /10 2-X JIeT.

BeiBesienne npenapata MOKHO YCKOPHTB C MOMOLIBIO MPOLELYPbl YCKOPEHHOTO BBIBEICHHUS Te-
pudyHoMHIa, onucaHHOl B pasjene «DapMaKOKHHETHKA», TPHBOAIICH K CHHKCHHIO Golee
yeM Ha 98 % KoHUeHTpaunH TepudIyHOMH/IA B [1a3Me KPOBH.

Ileuenounan neoocmamounocms

Y NauueHToB ¢ NeYeHOYHOI HEJI0CTATOYHOCTBIO JITKON HIIH CPe/IHEH CTENEHH TAKECTH KOPpeK-
1M 10361 He TpedyeTcs.

Tepudurynomun npoTHBonokasan nauueHTam ¢ MeYeHOYHOH HEJI0CTATOUHOCTBIO TSKENON CTe-
TMEeHHU.

Y nauuenToB, NpUHUMABIIKX npenapat Tepudurynomus, HabmOAAI0CH TOBBIICHHE AKTHBHOCTH
(epmentoB nedenn. [losbinenns akruHOCTH AJIT B OCHOBHOM OTMEHYAINCh B TEUEHHE MEPBBIX
6 mecsilieB JieyeHus. B nosoBuHe ciyuaes nokasareiu BEpHYJIHCH K HOpME Ge3 OTMEHbI Tpera-
pata. B KIMHMYECKUX MCCIIEI0BAHMUAX TPUMEHEHHE Tepr(ITy HOMU/Ia PEKPAIATIOCH, €CJTH TTOBbI-
menune akTuBHOCTH AJIT mBaxel npesbimano BI'H B 3 pa3a. AKTHBHOCTB TpaHCaMHHA3 B CHIBO-
POTKE KPOBH BO3BpALIA/IACh K HOPME B TeUEHHE, MPUOIIM3UTEIBHO, 2 MECSLEB 110CIIe OTMEHbI ITpe-
napara Tepudynomun.

Creftyer KOHTPOIMPOBATh MOKA3aTe/TH AKTHBHOCTH TPAHCAMUHA3 M KOHIEHTpPAlMH GHIMpyOHHa
B CHIBOPOTKE KPOBH B Te€UECHHE 6 MeCsLEB /10 Havasa Jedyenus npenaparom Tepuduynomua. Ak-
TuBHOCTE AJIT crieayer onpenensats kakibie 2 Hese/n B TeueHre 6 MeCALEB MOCIIE HAYANA [IPH-
MeHeHus npenapara Tepuduynomua. Bornpoc o MOHHTOpHHTe TOKaszaTesiel (yHKIHH TeYeHH
TAKKE CIC/lyeT paccMaTpuBath, Korja npenapar TepudayHOMUT NPUMEHSIETCS OJJHOBPEMEHHO ¢
APYTMMH MOTEHIMAIBHO IeNaTOTOKCHYHbIMHU npenaparamu. Bompoc 06 otmene npenapara Te-
PrGIYHOMH Cle/lyeT paccMaTpHBaTh IIPH MOATBEPIK/IEHAH MOBBIIEHNS AKTHBHOCTH TPaHCAMH-
Ha3 B CBIBOPOTKE KpOBH, Oosiee yeM B 3 pasa mpesbimatonieM BI'H. Cieayer monutopupoats
aKTHBHOCTh TPAaHCAMWHA3 H KOHIEHTpaLMIO OUIMpyOHHA B CIBOPOTKE KPOBH Ha (OHE Teparnuu
npenaparoM TepudayHOMHI, 0COOCHHO y MAMEHTOB, Y KOTOPBIX PA3BHBAIOTCS TAKHE CHMITTOMBI,
YKasbIBalOIHEe HAa HapyllIeHHe (yHKIHHK NIeUCHH, KaK HeOObACHHMAs TOIHOTA, PBOTA, OOJIH B JKH-
BOTE, IOBBILICHHASA Y TOMJIAEMOCTD, aHOPEKCHSL, JKEJITYXa H/HIIH TIoTeMHeHHe MouH. [Ipu 1o 103pe-
HUM Ha HAJIMYHE CBA3M MEXKJy HapylleHHeM (DyHKIMH NeUeHH H MPUMEHEHHeM TepH(IyHOMHIa
HEOOXOIMMO JI0CPOYHO MPEKPAaTHTh MPHEM IIpenapara U HayaTh POLELYPY YCKOPEHHOrO BbiBe-
AeHus (eM. paszen « DapMakOKHHETHKa»), a TaKXKe MPOBOUTH €KEHE/ebHbIH MOHHTOPHHT aK-

THUBHOCTH ICYCHOYHBIX Q)CPMCHTOB BIUUIOTb 10 UX HOpMaJIM3alMu. Ecnu Pa3sBUTHC MECYECHOYHOU
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HEJIOCTATOYHOCTH BCIIEJICTBUE NpHEeMa TepU(IyHOMHIA MPU3HAHO MATOBEPOSITHBIM, TaK Kak
ObL1a BBISABJIEHA JIpyras BEpOsTHAs IIPHYHHA, MOJKHO PACCMATPHBATH BO30OHOB/ICHHE TEPAITHH Te-
PHGIYHOMHIOM € €XeHe/Ie/IbHBIM KOHTPOJIEM MoKasaTesieil (yHKIMH eYeHH JI0 MX HOpMaIn3a-
LM H.

Kpome ciryydas pa3BuTHs OCTPOTO renaTiTa B X0/1e MPOBE/ICHNs! KIMHUYECKUX HCCIIeI0BaHHMI, TPH
IIPOBEJICHUH TTOCTPErUCTPALMOHHOIO HCCIIeI0BaHUs HAOIIOJaIHCh CllydYau JIEKapCTBEHHOTO T10-
pakeHHs TeYeHH (MHOT/IA JKH3HEYTPOXKAIOIIHE), YaCTO B COYCTAHUH TePH(IYHOMUIA C APYTUMH
renaroTOKCHYECKUMH JIEKAPCTBEHHBIMH CPE/ICTBAMH.

[Ipenapat Tepudirynomun HeoOX0MMMO Ha3HAYATH C OCTOPOKHOCTBIO MALMEHTAM, 370YIOTPED-
JISIFOLIAM QJIKOTOJIEM.

I'unonpomeunemusn

[Tockosbky TepuIyHOMUL B BBICOKO# CTENEHH CBS3LIBACTCS ¢ OEIKAMH KPOBH, B OCHOBHOM C
anbOyMHHAMH, KOHIEHTPAIHS HECBS3aHHOIO TEPU(ITYHOMHU/IA B I1JIA3ME MOKET MOBBINATBCS Y
NAlMEHTOB ¢ THIONPOTEHHEMHEN, Hanpumep, pu HedpoTHueckoMm cuuapome. TepudryHoMuL
HE CJIeJlyeT Ha3HAyaTh MallMeHTaM C BBIPDAKEHHOU THITIONPOTEHHEMHEN.

Apmepuansroe oagnerue

Ha ¢one npumenenns tepudpryHoMHIa MOXKET TTOBBIIATLCS apTepuaibHoe aaBienue. Heobxo-
JAUMO KOHTPOJMPOBATh apTEePHAIbHOE JaBJIEHHE IEpesl HayaaoM JiedeHHs: TepH(IYHOMHIOM U
MEPUOMYECKH BO BpeMs JieueHus. B ciryyae noBbilieHUs apTepHAIbHOTO JIaBICHUs] HEOOX0AUMO
TMPOBOJIUTH COOTBETCTBYIOLIY O AHTUIMIIEPTEH3UBHY IO TEPAITHIO JI0 ¥ BO BPeMs JIeYeHUst TepudIry-
HOMHM/IOM.

Hugpekyuu

Y NauueHToB ¢ TSKEIBIMH aKTHBHBIMH HHOEKIMSIMH HAYasIo JedyeHus TepuIyHOMUIOM HEob-
XOJIUMO OTJIOKHTD JI0 [OJTHOTO BBI3JIOPOBJICHHUS.

B nuane60-KOHTpOIMpyeMBIX HCCIIe0BAHUAX IIPU NpHEMe TepHU(IYHOMH/A MOBBILIEHUS Ya-
CTOThI TSDKEJIBIX HH(eKkmii He Habmonanoch. OHAKO, C YUETOM MMMYHOMO/LY.IMPYIOIIEro (-
(exra npenapara TepudyHoMu, B cirydae pa3BUTHS y NAlMEHTa TSHKEI0i HHEKIHH HE0OX0-
JIUMO PaccMOTPETh HEOOXOIMMOCTD IPEKPAICHHs JeUeHHs MIPerapaTtoM, U nepejl BO30OHOBIe-
HHEM Teparui HeOOXOAMMO OLEHUTh BOSMOXKHbIE IPEUMYILECTBA U PUCKH. B CBSA3M ¢ UTHTENb-
HbIM [IEPHOIOM IOJTy BBIBE/ICHHS ITpenapaTa HeoOX0IMMO paccMOTPeTh HEOOXOAMMOCTh IIPOBE/IE-
HHUS NIPOLIE/ly Pbl YCKOPEHHOTO BbIBE/ICHHS TEPU(IIYHOMH/IA € IIOMOIIBIO KOJIECTHPAMHHA MJIH aK-
TUBHUPOBAHHOTO YIJIS.

[lauuenTsr, npuanMatomue npenapat TepugayHOMU, 10KHBI HEMEUIEHHO cO00IIATh O CHMII-

ToMax uH(pexuuit Bpauy. [lanuenTaM ¢ aKTHBHBIMH OCTPBIMH M XPOHHYECKMMH HHMEKIUSIMH He

24



CJIelyeT HauYMHATh JieyeHHe npenaparom Tepudurynomu 10 nonHoro usnedenus. [puem npena-
para Tepudynomu He peKOMEHIyeTCs IPH TSHKEIOM HMMYHOAEHUITUTE, HApYIIEHHIX CO CTO-
POHBI KOCTHOTO MO3I'a MJIM TIPHU TSIKEJIIX HEKOHTPOIHPYEMBIX HHPEKIHSX.

besonacnocts npenapara TepudiryHOMH] y MAUKEHTOB ¢ JIaTeHTHOH GOpMOit TyOepKyie3a Hens-
BecTHA. CKpHHUMHT Ha TyOepKyJie3 B KIMHHYECKHX HCCIICOBAHHUSAX CHCTEMATHYECKH HE TIPOBO-
auics. [lanuentam, UMEIOMMM NOJIOKATENbHBIH TeCT HA TYGEpKy/e3 NpH CKPUHMHTE, Mepe
HavajoM npuema npenapara TepudayHomMux He0OOXOAMMO TPOHTH COOTBETCTBYIOIIEE JICUEHHUE.
Hapywenus ¢pynxkuuu nezkux

B ximHHYeckuX ucce1oBaHusaX TepudiyHOMIIa He HAGII0AI0Ch CllyYaeB HHTEPCTHIIMAIBHBIX
JIETOYHBIX HapylleHuH. [Ipu mocTperncTpanioHHOM npuMeHeHHH npenapata TepudiyHOMHT
HaOJII0IAIOCh Pa3BUTHE MHTEPCTHIHAIBHBIX OOJE3HEl JIErKuX, BKIHOYas OCTPhIH HHTEPCTHIM-
AJIbHBIN ITHEBMOHHT.

Bo Bpemst sieyenus snedyHOMUIOM, aKTHBHBIM METabO0IMTOM KOTOPOTO ABJSETCs TepH(IyHO-
MHJI, COOOIIANIOCH O Pa3BUTHH MHTEPCTHIHAIBHBIX OONE3HEH JIerkux, 000CTpeHUH paHee cyle-
CTBOBABLIMX HHTEPCTHLHAIBHBIX OoJie3Hel nerkux. MuTepeTuinanbubie 60JI€3HH JIETKHX MOTYT
pa3BHBATBCS OCTPO B JIIOOOE BpeMs B TEUCHUE JICYCHHUS U MMETh PA3JIMYHbIE KIMHUYECKHE TTPOSIB-
nenust. inTepcTHinaibabie 60/1€3HH JISTKHX MOTYT IPHBOUTS K JIETATLHOMY HeXoAy. PasuTthe
HOBBIX WJIH YXY/IIIEHHE CYIIECTBYIOIMX JETOYHBIX CUMIITOMOB, TAKMX KaK Kalleb M OJBIIIKA.
COYCTAIOIINXCS C JIMXOPAAKOH MK O€3 JIMXOPAJKH, MOKET ObITh MPHYUHOMN JUlsl TPEeKpaleHus
TEpaIuH 1 JUIs JaTbHEHIIET0 COOTBETCTBYIONIEro oOcieioBanus namuenTa. B ciyyae neo6xom-
MOCTH OTMEHBI Ipernapara CleyeT pacCMOTPETh BOIPOC O Ha4ase Mpoueaypbl YCKOPEHHOIO Bbl-
BeJleHus TepudyHoMua (M. paszen « DapMakOKHHETHKAY ).

I'emamonozuyeckue napyuwienus

B nm1ane60o-KoHTpoIMpyeMBIX HCCIIeI0OBAHUSIX HAOII0AAI0Ch YMEHBIIIEHHE CPEIHEro KOJIHYeCTBa
JNICHKOLUTOB B KPOBH NPUOIM3MTENLHO HAa 15 % OT MCXOAHOrO YpoBHs (IJIaBHBIM 00paz’oM,
HEUTPOPUIBHBIX JTEHKOIUTOB M JTMM(OLUTOB) M KOJIHYECTBA TPOMOOIMTOB NIPHOIH3HTEILHO HA
10%. Ilepen Hauanom Tepamuu npenapatom TepudyHOMHI B BO BpeMs JeUeHHs HEOOXOIHMO
IPOBO/IMTH KIIMHUYECKUH aHAIM3 KPOBH € OINpe/e/ICHHEM JICHKOIUTAPHOM (OopMYJIbI H KOJIHYe-
cTBa TpoMOOLMTOB B nepudepudeckoii kposu. Ha done tepanun npenaparom TepudayHomun
HEOOXOIMMO MPOBOUTH JIOTIONHATEIIbHbBIN MOHUTOPHHT NP MOABJICHHH KJINHHYECKHX CHMIITO-
MOB U TIPU3HAKOB, YKa3bIBAIOLIUX HA HAIMYNE HHPEKIIUH.

Y mauMeHToB C CyLIeCTBYIOIIEH aHeMHUeH, JIeHKONeHHeH H/uim TpOMOOLUMTONEHHEH, a TaKkke y
TNAIHUEHTOB C HAPYUICHUSMH KOCTHOMO3IOBOIO KPOBETBOPEHHSI MITH HMEFOLIMX BBICOKHI PHCK T10-

JAABJICHUS KOCTHOMO3IOBOI'O KPOBETBOPEHHUS, UMEETCH MIOBBIIICHHBIH PHCK pasBUTHA IreéMaToJio-



FMYECKUX HapyIICHHH npu npuMeHennu npenapara Tepudiynomun. B ciyuae passutus ykaszan-
HBIX HEIKEIATEIbHBIX PeAKIHil [UIsl yMEHBIIECHHs KOHIEHTPALMH TepU(IIy HOMHIA B [I1a3Me KPOBH
HEOOXO/MMO PaccMOTPETh BONPOC O MPHMEHEHHH MPOLEIYPhl YCKOPEHHOTrO BBIBEJACHHS Te-
pudryHOMHA.

B ciyuasix BbIpaKeHHBIX FeMaToJI0rHYeCKHX Hapy LICHH A, BKII0YAs MAHIHTONCHHIO, IPHMEHEHHE
npenapata TepudryHOMUL 1 TH060r0 APYroro NOAABIMIOMEr0 KOCTHOMO3IOBOE KPOBETBOPEHHE
npenapara JI0JOKHO OBITh NPEKpPAIEHo, U CIIeyeT PacCMOTPETh BOIPOC O MPOBEIEHHH MPOLe-
Jypbl YCKOPEHHOTO BBIBEICHUS TepH(IyHOMHU/IA.

Koorcuvie peakyuu

Coobmasnock o ciyyasx pa3BHTHS CePbe3HBIX KOKHBIX PEaKIHil, HHOT/A C JIETATLHBIM HCXOIOM.
BKIIIOYas pasBuTHE CHHApoMa CTuBeHCa-/[’KOHCOHA, TOKCHYECKOTO MUAEPMATBHOTO HEKPOIIH3a
H JICKapCTBEHHO-00YCIOBIECHHOH peakiui ¢ J03MHOQHIIMEH M CHCTEMHBIMH CHMIITOMAMH
(DRESS-cunpom).

Ecii Bo3HHKaeT no1o3penne, 4To HabIio1aeMble CO CTOPOHBI KOXKH H/HIIH CIU3HUCTHIX 0007104eK
PeaKIHMH (S3BEHHbI CTOMATHT) IPUHUMAIOT XapaKTep TSUKEbIX IeHEPATH30BAHHBIX KOKHBIX pe-
aKkuui (cuHapoma Crusenca-/[KOHCOHa, TOKCHYECKOT0 SHAEPMATLHOTO HEKPOIIH3a - CHHAPOMA
Jlaiiena, tekapcTBEHHO-00Y CIIOBICHHOI PEAKIMH ¢ 203MHO(UIINEH H CHCTEMHBIMU CHMITTOMAMH
— DRESS cunnpoma), neuenne tepudiyHOMHIOM H TIOOBIMH JPYTHMH TIpeNapaTaMi, MOTeHIH-
abHO BBI3BIBAIOIIMMH MOJ00HbBIE PEAKIMH, JODKHO OBITh IPEKPAIIEHO; CIEAYET HEMEICHHO
HayaTh MPOLEIYPY YCKOPEHHOIO BbIBeJeHHs TepudayHoMuaa. B Takux ciyyasx naiueHTsl He
JI0JDKHBI BO30OHOBJIATE jieueHue TepudiyHoMuIoM (cM. paszen «IIpoTuBonokasanus»).

Bo Bpemsi Tepanuu TepudryHOMHIOM COOOIIANOCH O CilydasX pasBUTHs MCOpHasa (B TOM 4YHCIIe
MyCTYJIE3HOTO NICOpHa3a) U 00O0CTPEHHs YiKe UMEIOIIerocs ncopuasa. Ha ocHoBaHMM OLIEHKH 3a-
OosieBaHMs W aHAMHE3a NALMEHTa MOXKET OBbITh PACCMOTPEH BOIPOC O MPEKPAIICHUH IIpHEMa Te-
prGIyHOMH/IA HITH HAYalle POLEAYPBI €10 YCKOPEHHOTO BhIBEICHHSL.

Ilepughepuueckan neuponamus

Y nauuenTos, npuHMMaBImxX npenapar TepuduryHomus, Habmoaanuck ciyuau nepudepuyeckoii
Heiiponatuu. [locne npekpamenus npuema npenapara COCTOSHHE OOJIBIIMHCTBA MALMEHTOB
ylydmanocsk. Tem He MeHee, oTMeyaach 3Ha4YHTe/bHAS BapHAOEILHOCT HeXo/1a nepudepuye-
CKOM HEHPONATHH, T. €. Y HEKOTOPBIX MALUEHTOB HEHPONATHS Pa3pPEIINIaCh, a Y YACTH MALHEHTOB
MHTCHCHBHOCTb CUMIITOMOB HE MeHs1ach. Eci y nannenta, npuaumasiero npenapar Tepuduy-
HOMH/I, IMarHOCTHPOBaHa nepudepuyeckas HEHPOMaTus, CleayeT paccMOTPETh BOIPOC O Mpe-
KpalleHuu npuema npenapara TepudryHoMua ¥ IPOBEACHHH MTPOLIEYPbl YCKOPEHHOTO BhIBE/IE-

HUS TepUQITyHOMM/1A.
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Bakuunayus

JIBa KJIMHMYECKUX HCCIIe/IOBAHHS MOKA3aH, YTO BAKI[MHAIMH HHAKTHBHPOBAHHBIM HEOAHTHTE-
HOM (TIepBasi BAKIMHALKSA) /M IOBTOPHBIM AaHTUTEHOM (PEBaKIMHALIASA) HIIH CEHCHOMITH3NPYIO-
LM QHTUTEHOM (CTUMYJIsilHA ) ObLIM Ge30macHbIME U 9)(EKTHBHBIME BO BpeMst JICYeHHs Mpena-
patom Tepudaynomua. Ilpumenenne KUBBIX OCIA0JIEHHBIX BAKIMH MOMKET OBITh CBSI3aHO C
PUCKOM MH(HUIIMPOBAHHS U [I0ITOMY €r0 CIIEJyeT u3derarh.

Hmmynocynpeccusnasn u uMMyHOMOOYIUPYIOUWGA mepanua

[TockombKy nediyHoMu ABISETCS HCXOHBIM COSIMHEHHEM TepU(IyHOMHU/IA, OJHOBPEMEHHBIH
npueM TeprdayHOMHIA ¢ 1edIIyHOMHIOM HE PEKOMEH/I0BaH.

OnHoBpeMeHHOE NPUMEHEHHE TePUDITYHOMH/IA C AHTHHEOILIACTHYECKHMMHU MIIM MMMYHOCYTIpEc-
CHBHBIMH IIpENapaTaMu, IPUMEHAEMBIMH [UIsl JICYEHHS PACCETHHOTO CKJIepo3a, He u3yyanock. Mc-
CIIeJ0BaHU 110 0e30MaCHOCTH, B KOTOPBIX TePH(ITYy HOMUJI IPUHHUMAIICS OJIHOBPEMEHHO C MHTEp-
(peporom Geta Wim ¢ riaTHpaMepa aleTaTOM Ha MPOTSHKEHHH 10 OIHOTO T0/Ia, He BBIABHIIN IPO-
O1em ¢ Ge3onacHOCThIO. be3omacHocTh 3T0M KOMOHHALMHU [PH JUTHTETLHOM TIPHEME JUTS JICUCHHUS
PACCEessHHOTO CKJIEpO3a He W3yyaliach.

Ilepexoo na npenapam Tepugpnynomud unu ¢ npenapama Tepugpaynomuo

Ha ocHOBaHMH KJIMHHYECKHX JAHHBIX, OTHOCSIIMXCS K OJJHOBPEMEHHOMY IIPUMEHEHHIO TepudITy-
HOMM/Ia ¢ HHTep(hepOoHOM OeTa WM ¢ rIaTHpaMepa aleTaToM, MOYKHO CKa3aTh, YTO HET HUKAKOH
HEOOXOMMMOCTH B NIEPUO/IE OJKMIAHUS NPH HaYasle Tepanuy TepudIyHOMHIOM Mocae uHTepde-
poHa GeTta WM rIaTMpamepa alerara, Wid IpH Hadajle Tepanuu HHTephepoHoM OeTa Wil rIaTh-
pamepa aleraToMm Mocje Tepanuu Tepud Iy HOMUIOM.

B CBsA3M C UIMTEILHBIM MEPHOIOM TIOJTYBbIBEICHHS HaTaIH3ymMada O/JHOBPEMEHHAs CHCTEMHas
OKCHO3HLMUSA, H, CIIEI0BATEILHO, OJJHOBPEMEHHOE BO3/ICHCTBHE HA MMMYHHYIO CHCTEMY MOJKET
IIPOU30MTH B ClTy4yae Havaia Tepanuu npenaparoM TepudiyHOMH B TeYeHHE 2-3-X MECAIIEB T10-
Clle MpeKpalleHus prueMa HaTaau3ymaoa.

[TosTomy crexyeT cobmonath Mepbl IIPeIOCTOPOKHOCTH [IPH IIEPEX0/IE ¢ TEparui HaTaIn3yMa-
Oom Ha npenapat TepudayHoMu.

C yueTom nepuoia nojyBbiBeIeHAs (PUHIOIHMO/1a HEOOX0/ 1M 6-He IeIbHbII HHTepBa 6e3 Tepa-
IIHH JUIS QIAMHHAIIMK W3 OpraHu3Ma HUPKYJMpyomux Bemects. OT 1-ro 10 2-X Mecses HeoO-
XOMMO JUISl BO3BPAILUCHUS KOJIMYECTBA TUM(POIMTOB K HOPME I10CIIe NPEKPALICH S TPUMEHEHH S
¢unrommona. Hauano nedenus npenaparom TepudpiyHOMUJI B TEUEHHE HTOTO BPEMEHHOTO HH-
TepBalla MOKET MPHBECTH K OJIHOBPEMEHHOH CHCTEMHOMN KCMO3UIMU GPUHTOIMMO/1a B TepudIIy-
HOMH/Ia. DTO MOXKET NPUBOIHTH K a/UIMTHBHOMY BO3/ICHCTBHIO HA HMMMYHHYO cucTemy. [TosTomy
cleayer coOmoiaTh MephI PEeIOCTOPOIKHOCTH TPH MIEPeXo/ie ¢ Tepanuu GHHIOIMMOI0M Ha Te-

panuio npenaparoM TepudyHomu.



Y NauMeHTOB ¢ paccesHHBIM CKJIEPO30M Me/IHaHa MepHo/ia MOy BbIBEICHHS M3 OPraHH3Ma co-
craBisia mpuOIM3uTENnbHO 19 Heil Ha GoHe npruema NOBTOPHBIX /103 Mpenapara B g03e 14 wmr.
Eciu npunsTo pemenne o npekpaiienny Jeyenns npenapatoM TepugiyHOMHII B TedeHue 5 me-
PHOJIOB IOJTyBBIBEICHUS (IPUOIM3UTENBHO 3.5 Mecsla, XOTS Y HEKOTOPBIX MAalMEHTOB MOXKET
OBITh ¥ JI0JIbLIE), HAYAJIO JPYTON TEepalv| NPUBEIET K OJHOBPEMEHHOMN CHCTEMHOMN KCIIO3UIMH
¢ npenaparom TepudryHomMua. ITO MOKET NPUBECTH K A/UIMTHBHOMY BO3/EHCTBHIO HA MMMYH-
HYIO CHCTEMY, 4TO TpeOyeT 003aTebHOr0 COOIIOICHHS MEP MPEI0CTOPOKHOCTH.

Jlakmosa

[Tockoneky Tabnerkn npenapara TepuduyHOMII conepKaT 1aKTO3y, MAMEHTaM ¢ HETIePEeHOCH-
MOCTBIO TrajlaKTO3bl, J€YUIMTOM JaKTa3hl MM IJTFOKO30-TAIaKTO3HOH MantbabcopOimeii He cle-

AyeT NPUHAUMATh 3TOT JIEKAPCTBEHHBII Mpenapar.

Bausinne Ha cnocoGHoCTh yNPaBASITE TPAHCIIOPTHLIMH CPEICTBAMH, MEXaAHH3MAMH

[Ipenapar Tepudaynomua He OKa3bIBaeT WM OKa3bIBAaeT HE3HAUMTEILHOE BIMSHHE HA CIOCOO-
HOCTb YNpPaBJISATh aBTOMOOKIIEM HJIM MOJTB30BaThCs MexaHu3MamMu. OIHAKO MPH BO3HHKHOBEHUH
HEIKEIIATEIbHBIX ABJICHUH CO CTOPOHBI HEPBHOM CHCTEMBI, HAIIPHMED, FOJOBOKPYIKEHHS, CIIE/TyeT
BO3/IEPKaThCs OT YNPaBJICHHS TPAHCIIOPTHBIMH CPEJICTBAMH M 3aHATHH JAPYTHMH NOTEHIUAILHO

OIMIAaCHBIMM BHJIAMH JICSATCIBHOCTH.

®opma BbINycKa

TaGnetku, noxpeIThie MICHOUHON 06010uKOi, 14 MT.

Io 14, 28 nim 84 Tabnetku B GaHKM M3 MOTMAITHICHTEPedTAIATA, YKYTOPEHHBIE KPHIIKAMH H3
MOJIUITUIICHA € KOJIBLIOM KOHTPOJIsI IIEPBOTO BCKPbITUs 1K Oe3 Hero. Ha Ganku HakIeuBaroT HTH-
KketKy. [lo 1 Ganke B7MecTe ¢ MHCTPYKIHEH [0 IPUMEHEHHIO TIOMEIIAIOT B NAYKy KaPTOHHYIO.

[To 14 Tabnietok B KOHTYPHYIO A4EHKOBYIO YIAKOBKY U3 IJICHKH OJMBUHUIXIOPHIHOMN U DOJIBIH
ATIOMHHHEBOH JIAKAPOBAHHOM 1eyaTHOM. [0 1, 2 uitk 6 KOHTYpPHBIX SYEHKOBBIX YTAKOBOK BMECTE

C HHCTPYKILKEH 110 IPUMEHEHHIO MIOMELIAIOT B MAYKy KapPTOHHYIO.

Cpoxk rogHocTH
2 roja.

He npumeHsTh 110 HCTEYEHHH CPOKA FOHOCTH.

YcioBust XxpaHeHus
B 3ammineHHom ot cBeta MecTe npu Temmneparype He Boime 25 °C.

XpaHHTb B HEAOCTYITHOM J1JIsA JIETEH MecTe.
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YcaoBus ornycka

OtmyckatoT 1o peuenry.

Baajenen peruerpanmonHoro yocrosepenus
000 «BUCEPHO», Poccus
IOpuanyeckuii aapec:

143404, Poccust, MockoBckast obnacts, r. Kpacuoropek, yi. Jlaunas, 1. 11A, nom. 11

[Ipoussoaurenn/Opranusanus, NPHHAMAIONIAS IPETEH3 NN NOTPebuTE T€H
00O «OnkoTaprer», Poccus

Azpec pOU3BOACTBEHHOM IIOIIAJKH:

r. Mocksa, Bonrorpazckuit npocnekr, 1. 42, k. 24

IOpunuecknii aapec:

109316, r. Mocksa, Bonrorpackuii npocrnexr, . 42, k. 24, kom. 21.2

Ten.: (495) 233-01-38

E-mail: info@oncotarget.pro

WwWWw. oncotarget.pro

O pasBHTHH HeKeIATeIbHBIX PEAKIHIl, CBA3AHHBIX ¢ IPHEMOM NpPeNapaTa, coobmarh:
Ten.: 8 800 333 0435
daxc: +7 (499) 638 23 00

e-mail: pv@pharmrussia.com

['eHepanbHbIi AUpeKTOp
000 «BUCEPHO», Poccus
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M. 1O. Tuxonos

IO
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