MUWHUCTEPCTBO 3/IPABOOXPAHEHM S POCCUMCKON ®EJJEPALIU
MHCTPYKLIUA
[10 MEJJMIIMHCKOMY IMTPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEITAPATA
Tu3zadpu
Perucrpanuonnniii Homep: JICP-008582/10
Toprosoe naumenoBanue: Tuzabpu
Mezxaynapoanoe Henatenropannoe Hanmenosanne (MHH): naranusyma6
JlekapcrBennas ¢opma: KOHIEHTPAT JUIs IPHIOTOBIICHUS PacTBOpa JUlsl HHY3uii
Cocras:
1 MJT KOHIIEHTpaTa COJEPIKHUT:
akmuenoe éewjecmeo: Hatanuzymao 20,00 mr/mi;

gcnomozamenvuvle KomMnoxenmet: Hatpus auruapodocdara monoruzapar 1,13 mr/mu, Hatpus
ruapodocpara renraruapar 0,48 mr/mu, Hatpus xiopua 8,20 mr/mu, nonucopbar 80 (E433)

0,20 mr/mu, Bojia juist uabekiui 983,00 mr/mi.

[Tocne pas6aBiieHus pacTBOp s HH(Y3Ui COAEPIKUT MPUMEPHO 2,6 MI/Mi1 HaTanu3yMaba.
Onucanue:

BecuBeTHbIH MPO3payHblil WK CJIerKa OnalecUUpy Ui pacTBOp

dapMakoTepaneBTHYECKAsi TPYNNA: HMMYHO/ICTIPECCAHTBL, CEIEKTUBHBIE UMMYHO/IEIPECCAHTE]
Kox ATX: LO4AA23 _ MHH3APAE POCCHH
dapmakojioruyecKne cBoicTa
Dapmarkoounamuka —

[Ipenapar Tuzabpu cojepKUT HaTanu3ymMad — peKOMOHHAHTHOE I'yMaHM3MPOBAHHOE AHTHTEINO K
04-HHTErpuHy, BbIpadaThiBaeMOe Ha KICTOYHOM JIMHMM MBIIEH MpPH TIOMOIIHM TEXHOIOTHH
pekomOunantaoit JIHK. Haranmusymad — CeNeKTUBHBIH HHIHOMTOP MOJIEKY] — aJre3HH,
CBA3BIBAIOIIMIiCS ¢ 04-CyObequHHIICH YelIOBEYEeCKOro HHTEIpHUHA, B OOJIBIIOM KOJIMYECTBE
SKCIIPECCHPYIOIIErocs Ha IOBEPXHOCTH BCEX JICHKOIMTOB, 3a HMCKIIOYEHHEM HEHTPO(HUIIOB.
Hatanusymab crneuuduyecku cBs3biBaercsi ¢ o4Pl-unrerpunom, OJOKMpYys [pH  3TOM
B3aMMOJIEMCTBUE C COOTBETCTBYIOIIMM pPELENTOPOM, AIAre3MBHOH MOJEKYJIOH KIIETOK COCYJIOB
(VCAM-1) u nuranoM OCTEOIOHTHHA, JIoMeHOM (puOpoHekTHHA, 00pa30BaBIIMMCS B pPe3ybTaTe

aIbTEPHATHBHOTO CIUIACHHIa, coeuHUTENbHBIM cerMeHToM-1 (CS-1). Kpome storo, Hatannsymad
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GIOKHpYeT B3auMojeiicTBie o4f7-MHTErpHHA C MOJNCKYNIOH ajAre3ud CIM3MCTOH OOOIOYKH,
anpeccuroM-1 (MadCAM-1). BiusiHue Ha 3TH MOJEKYJISPHbIE B3aHMOICHCTBHS HPEIMATCTBYET
MHUTPALMK¥ MOHOHYKJICAPHBIX JICHKOIMTOB Yepe3 SH/I0TE/IMH B 04ard BOCHAIICHHSA TapEHXUMATO3HBIX
opranoB. JlanbHeiiuii MexaH!3M JeHCTBUs HaTaM3yMaba MOXKeET ObITh 00y CIIOBIICH MOJaBICHHEM
BOCIAJINTE/bHBIX PEaKIMii B TOPAKEHHBIX TKAHAX IIyTeM MOJABICHHS B3aHMOJCHCTBUS 04-
SKCIPECCUPYIOINX JICHKOLMTOB € MX JIMAHJaMHM BO BHEKJIETOYHOM BEIIECTBE M Ha KIJIETKaxX
napeHxuMbl. TakiuM o6pa3om, HaTanu3ymad MOMKET MOJABJIATH BOCHATHTE/IBHYIO AKTHMBHOCTDL B

IMOPaXCHHBIX TKAHAX H JaJIbHEHIIIee IIPUBJICYECHUE UMMYHHBIX KJIETOK K O4ary BOCIHAJICHHMA.

CumTaeTcs, uTO TOBPEKACHME TKAHEH TOJOBHOrO Mo3ra npu paccesHHom ckiepose (PC)
TIPOMCXOJIHUT NPH MEPEX0/Ie aKTHBUPOBAHHBIX T-THM(OIHUTOB Yepe3 remaTodHuepanuyeckuii dapbep
(I'3B). Murparus seiikouutos uepe3 ['Ob BiatouaeT B3aHMOICHCTBHE MEXK/TY MOJICKYJIAMH aIr€3HH
Ha IIOBEPXHOCTH AKTHBUPOBAHHBIX JIEHKOIMTOB M 9SHJOTEJIHEM KPOBEHOCHBIX COCYJOB.
Biaumogzeiicteue Mexay o4l U ero MMIICHAMM SBISETCS BaXKHBIM KOMIIOHEHTOM IaTOreHesa
dopMHpOBaHHS 04ArOB BOCIAJICHUS B TOJIOBHOM MO3I'e, IO9TOMY HapyILEHHE STHX B3aUMO/ICHCTBHH
CHMYKaeT aKTHMBHOCTh BocrajeHus. IIpn HopmanbHbix ycinoBuix VCAM-1 He skcnpeccupyeTcs B
napeHXKuMe roJIOBHOr0 Mo3ra. OJIHaKO B IPHCYTCTBHHU IIPOBOCIIATHTEIbHBIX INTOKWHOB MIPOUCXO/IHT
yewienue skcrnpeccun VCAM-1 B kieTkax 3SHJIOTENHs W, BO3MOXXHO, B IJIHAIBHBIX KIETKAX,
Haxosmuxcsi BOIM3M oyara BocnajaeHus. B ycioBusX BOCTaneHHs LEHTPaIbHOH HEPBHON CHCTEMBI
(LTHC) npu PC B3aumoneiictBue a4pl ¢ VCAM-1, CS-1 1 0CT€ONOHTHHOM OMOCpPEyeT MPOYHYI0
a/Ire31I0 U MUTPALKIO JIEHKOLMTOB B FOJIOBHOM MO3I€ M MOXKET YCHIIMBATh BOCTIAIMTEIbHBIN KacKal
B Tkansx I[HC. Brokaza MoJeKyJspHBIX B3auMOJCHCTBHH 0431 ¢ ero MHIIEHIMH CHHXKaeT
BOCMAJIMTE/IbHYIO aKTHBHOCTh B MapeHXHMe ronoBHoro mosra npu PC u moxasiseT nanbHeiimee
TpUBJIEYEHHE MMMYHHBIX KJIETOK B OYard BOCHAJCHHs, TEM CaMBIM CHMKas 00pasoBaHHE HIIH

3ame/ulss yBesndeHne oobema ouaros npu PC.

Knuanueckas 3bGeKTHBHOCTD

Knunuueckoe uccneoosanue AFFIRM

D HeKTUBHOCTH IPH MOHOTEpAIHK ObUTa H3y4eHa B OTHOM PaHIOMH3HPOBAHHOM JBOHHOM CIIEMIOM
11a1e60-KOHTPOIMPYEMOM  McclieoBaHnK, JmBmemcss 2 roza (uccnenoBanue AFFIRM) vy
MAlMEHTOB ¢ PEMHTTHPYIONIUM pPACCesIHHBIM CKJIEPO30M, Y KOTOPBIX ObLIO Kak MHHUMYM |
KJIMHUYECKoe 000CTpeHHe B TEUEHHE I'0/1a /10 BKIIOUEHHS B HCCIIEIOBAHUE U KOTOPBIC HMEITH OLICHKY
1o paciuperHoit mkane uaBamuansammu Kyprike (EDSS) ot 0 g0 5. Cpetauii BO3pacT nauneHToB

coctaBmsl 37 5leT, CpedHss TNpOJOJKUTENbHOCTh 3aboneBanus — 5 seT. Ilanuentsr Obuin
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PaHIOMU3HPOBAHBI B COOTHOIEHNH 2:1 1 momyyanu npenapat Tuzabpu B nose 300 mr (n=627) nin

mane6o (n=315) kaxasie 4 Henenu 10 30 uHy3uit.

HCBpOJIOI‘PI‘-IeCKaﬂ OIICHKA ITPOBOIUIIACH KaXK/IbI€ 12 Heenb U B cJIy4dae 1nmoJ103pE€HHusA Ha 0600Tpe1me.

MPT onenka Tl-ouaroB, HakalUIMBAKOUMX TragojduHUK, W T2-rHNEepUHTEHCHUBHBIX 04Yaros

pOBOAMIACH €KETOQHO.

Xapax('repncrmm M pe3yJIbTaThbl UCCIICAOBAHHA IIPEACTABICHBI B TabJIMIIE HUKE.

Hccnenoanue AFFIRM: oCHOBHBIE XapaKTEPUCTUKH U PE3yJIbTAThI

Jlu3aiin MoHoTeparnusi; paHIOMH3UPOBAHHOE JABOHHOE CIIENOE
m1ane60-KOHTPOITHPYEMOE HCCIIeIOBaHHE B
napajUiebHBIX Tpynnax B Tedyenue 120 Hesens.
CyOBeKThl PeMHTTHPYIOIINI paccesiHHBIN CKIepOo3 (COrnacHo
kputepusim McDonald)
Tepanus [Tnane6o/Haranu3zymad 300 mr B/B Kax/ple 4 HeeIH

Koneunas Touka MEPBOro roga

Yacrora obocTpeHuit

Koneunas Touka BTOpPOTO rojia

[IporpeccupoBanue no mkaie EDSS

BTOquHaﬂ KOHCYHasA TO4YKa

[Tpou3sBosHbIe YacTOTH 000CTpEeHHi /

ITokazarenu MPT

CyObeKTsl [Tnaue6o Haranuzymab
PangoMu3upoBaHsbl 315 627
3apepmmnu | rog 296 609
3aBepIniIu 2 roj 285 589
Bo3spacr, jiet, MeinaHa (Juana3oH) 37 (19-50) 36 (18-50)
JnutenbHocTs  3a0oneBaHMs,  JIET,

6,0 (0-33) 5,0 (0-34)
Me/1MaHa (Juamna3oH)
Bpems ¢ MOMeHTa  IOCTaHOBKH

2,0 (0-23) 2,0 (0-24)
JIHarHo3a, JieT, MeJInaHa (J1ana3oH)
Oboctpennit  3a mpeasiaymme 12
MECSIIEB, Me/IMaHa (J1ana3oH) 1,0 (0-5) 1.0 (0-12)
Ucxoauwii  Gamn  EDSS, wmeauana

2 (0-6,0) 2 (0-6,0)
(muama3on)




PE3VJIbTATBI

I'omoBas yactoTa 000CTpeHH

[Tocne 1 roma (mepBHYHass KOHEYHas

- 0,805 0,261
ITocne 2 ner 0,733 0,235

1 rox Otnomenue pruckos 0,33 Hose, 0,26; 0,41

2 rona Ornomenue prckos 0,32 [{THose 0,26; 0,40

be3 obocrpenuii

ITocne 1 rona 53% 76%
[Tocne 2 ner 41% 67%
WuBanuauzanus
JloJ1s1 MAIMEHTOB C MOATBEPIKICHHBIM
TIporpeccupoBaHueM' HHBAIMM3ALNHI
29% 17%

qyepes 12 HEIC/Ib, TICPBUYHAA KOHEYHAs

TOYKa

Otnomenue puckos 0,58, [Iose, 0,43; 0,73, p<0,001

IIOJ'DI IMAMEHTOB C IMMOATBEPKACHHBIM

TPOrpeccHpOBaHHEM HHBAIMM3AIIHH'

23%

11%

Ornomenue puckos 0,46, [IHos; 0,33; 0,64, p<0,001

MPT (0-2 rozna)

Menunana % usMeHeHus oobema T2- -9,4%
+8,8%
THIIEPUHTEHCHBHBIX OYaroB (p<0,001)
Cpe/iHee YHCIIO HOBBIX HIIH 19
yBeMuuBIIHXCs T2- 11,0
(p<0,001)
TMIIEPHHTEHCHBHBIX O4aroB
Cpennee yucno T1-runoMHTEHCHBHBIX |
4.6
04aroB (p<0,001)
Cpennee 4HMCII0 04aros, 0,1
. 1,2
HaKaIlJIMBAIOIIMX I'aJOJIMHHI (p<0,001)

! HpOI’pCCCHpOB&HHC HHBaJIMJIU3allHH ObLIO OIPEJCIIEHO KaK IMOBBINIEHHE KaK MUMHHUMYM Ha 1,0

6amn no mkane EDSS ot ucxoanoro EDSS >=1,0, coxpanstonieecs B Teyenue 12 uinm 24 Heznensb,
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WM TIOBBIIIEHHE Kak MUHUMYM Ha 1,5 6amuta EDSS ot ucxoanoro EDSS =0, coxpansiomeecs B

TeyeHue 12 wiu 24 Helelns.

JINU=noBepuTenbHbIH HHTEPBAI

B nmoarpyirine nmauueHToB ¢ OBICTPO MPOrpecCHPYIOIUM PEMHTTHPYIOLIMM PACCESHHBIM CKIIEPO30M
(mauuenTsl ¢ 2 U Oonee obocrpeHussMH M 1w Gonee odarom, HaKarUIMBAaIOILIMM IaJIOJHHHI),
cpe/HerooBas yactora obocrpenuii 6pu1a pasua 0,282 B rpymme, npuMensiBiieii npenapat Tuszabpu
(n=148), u 1,455 B rpynne miauedo (n=61) (p<0,001). OTHOLMIEHHE PUCKOB IPOrPECCHPOBAHHS
uHBanuau3anuu osu10 pasto 0,36 (95% JAU: 0,17; 0,76) p=0,008. DTu pe3ynbTaTsl OBUIM NOJIYYEHBI
B PETPOCIEKTHBHOM aHAIIM3€ U MX CJIe/lyeT HHTepPIPETHPOBATh C OCTOPOXKHOCTHI0. HeT nudopmannu

O TAKECTH 060CTpCHHﬁ J10 BKJIFOUEHHSA ITAITUCHTOB B HCCJIC/IOBAHHUE.

Habnwooamenvuas npoepamma npumenenus Tuzabpu (TOP)

[TpoMeskyTOUHBIE pe3yJIbTaThl aHAINU30B (10 cocTostHUIO Ha Mait 2015 roza) u3 npoao/KaroIEncs
HaGmonatensHoi nporpammel npumenennst Tuzabpu (TYSABRI Observational Program, TOP),
MHOTOLIEHTPOBOro uccneaoBanus IV ¢asel B equHcTBeHHON rpymnne (n=5770) CBUAECTENBLCTBYIOT O
TOM, YTO Y TAIMEHTOB, Mepeuequnx ¢ uHrepdepona-dera (n=3255) uiau rinatupamepa aunerara
(n=1384) na Tuzabpu HaOMOAANOCH CTOHKOE M 3HAYMMOE CHHKEHHME CPEIHEroI0BOM 4YacCTOThI
oboctpenwnii (p<0,0001). Cpeauuii 6ann EDSS octaBancs cTabMIBHBIM Ha NPOTSKEHUH 5 JIeT. Y
NalMeHToB, nepexoasumx ¢ ¢uuronumona (n=147) na Tuzabpu, 6bUIH MOTyYEHBI PE3yJIbTATHI,
CXOJKHE C pe3yJIbTaTaMH y TalHeHTOB, MEepexXOoAslIMX C HHTepdepoHa-OeTa MM IilaTHpaMepa
anerara: ObLIO 3aperHCTPHPOBAHO CTATUCTHYECKH 3HAYMMOE CHYIKECHHME CPEIHEroI0BOM 4acTOThI
oboctpenuit (CHO), koTopas octaBaiach CTaOMIBLHOM Ha MPOTSHKEHUM 2 JIET, KPOME TOr0, CPEAHUH
6am1 EDSS Takke ocraBajicss HEM3MEHHBIM B MEPUOJI C MCXOIHOM OLEHKH 10 BTOoporo roza. Ilpu
MHTEPIPETAIIMK 3THX JIAHHBIX HEOOXOJNMO yYUTHIBATH OrPaHUYEHHBIC pa3Mephbl BLIOOPKH M Oonee

KOPOTKYIO NPOAOJDKHTEIBHOCTS TEPAITHH IIPEIapaToM Tn3a6pn B 9TOH IMOATPYIIIC MAIIUCHTOB.

Ipumenenue y oemeit

Bbul poBe/ieH MOCTPEeruCcTPallMOHHBIH MeTaaHaIU3 ¢ HCIOJIb30BaHMEM JaHHBIX 10 621 nanuenTam
¢ PC nmerckoro Bo3pacra, nonyyaBiuum Tu3abpu (Meauana Boszpacrta — 17 net, quanason: 7-18 ger,
91% yuacTHMKOB ObUTH B Bo3pacte >14 siet). B Xoz1€ 9TOro aHanusa y orpaHH4eHHOMH cyOnonyisunH
MAIMEHTOB ¢ MMEIOIIMMHUCS JTAHHBIMH 32 NEpUOJI 10 Havasa jiedeHus (158 u3 621 naumenra) Obu10

jpocturayTo camkenne CHO c¢ 1,466 (95% JAU: 1,337-1,604) no 0,110 (95% JU: 0,094-0,128).

Pacwupennviit unmepsai 003uposaHus




B 3aruraHMpOBaHHOM peTpoclekTHBHOM aHanu3e mauuentoB 3 CIIA c anturenamu x JC-Bupycy,

modyuaBmmux npenapar Tuzabpu (perumctp TOUCH), puck pa3sBuTHa nporpeccupyomieii
MHOroouarosoi neiikosnuedanonatuu (IIMJI) cpaBuuBasics y mauueHToB, IPUMEHABIINX IIpEnapar
C YTBEPKIAEHHBIM PEKHUMOM JIO3MPOBaHHMsA, M Yy MAUMEHTOB, TNPUMEHSBIINX [pernapar c
PACIIMPEHHBIM HHTEPBAJIOM J03MPOBaHMs B TeueHue mocrneanux 18 mecsues nedenns (PHJL,
CpeJHHEe MHTepBalbl J03UPOBaHUS OKolno 6 wHenens). bonbmmnerso (85%) mauMeHTOB,
npumenssmx mnpernapar ¢ PUJI, no mnepexoma wa PHJl npumensim mpenapar COrJIacHO
YTBEPAKJIEHHOMY PEKHMY J03HPOBAaHUS B TeyeHHe =1 rojia. AHaJIN3 MPOACMOHCTPUPOBAJI CHHKEHHE
pucka [TMJI y nauuentos ¢ PUJ] (otHomenue puckos=0,06, 95% noBepuTenbHbIH HHTEPBAT JUIA

ornomenus puckos 0,01-0,22).

DdpdexkTuBHOCTH OBLIA CMOACNMPOBAHA U TIAIMEHTOB, MEPEKIIOYCHHBIX HA YBEIHYCHHBIC
MHTEpBaJIbl JI03MpOBaHKs mocie >1 roja npuMeHeHus npenaparta Tuzabpu B BH/Ie pacTBOpa JUId
BHYTPMBEHHOIO BBEJCHHSI COIJIACHO YTBEPKICHHOMY PEXHMY JO3HPOBAHWS W HE HMEBIIMX
obocTpeHuit B Te4eHHe roja nepes MEepeKITIOYEHHEM. Jlanuble
dapMakoKMHETHYECKOro/hapMaKoIMHAMHYECKOrO CTATHCTHYECKOTO MO/ICIIMPOBAHHS H CHMYIIALIMH
I0KAa3aJIi, YTO PUCK 00OCTPEHUS PACCESIHHOrO CKJIEpO3a NPH YBETHYEHHH HHTEPBAJIOB JI03UPOBaHUA
MOKeT OBITh BbIIIE y MAIMEHTOB IPH NMPHMMEHEHHH Mpernapata ¢ MHTEepBalaMH JI03MPOBaHUS =7
Helenb. B HacTosuiee BpeMs HET 3aBEPIICHHBIX MPOCMEKTUBHBIX KIMHHYECKHX HCCIIEI0BAHHI,

4TOOBI BaJIMAUPOBATH YKa3aHHBIC HaOJIIOJICHHS.

A dexrunocTs Hatanmusymaba npu npumenenun ¢ PUJl He ycranosieHa; TakuM 00pasom,

COOTHOIICHHUE HOJIB3I:I/pHCKOB JUISE IJAaHHOM CXEMBbI TEparuu HEU3BECTHO.

Buympuesennoe esedenue pas 6 6 neoeib

DdpdexruHocTh u  6e30MaCHOCTH  OLEHMBAIM B MPOCHEKTHBHOM, PaHIOMH3HPOBAHHOM,
MHTEPBEHIMOHHOM, KOHTPOJIMPYEMOM, OTKPBITOM, CIEIIOM B OTHOIICHHH TPOBOJSLIMX OLEHKY
CHEIMATMCTOB, MEXKIyHapoaHoM wuccienoBanun 3-i dazer (NOVA, 10IMS329) ¢ yyacriem
nauuenToB ¢ pemurrupyrommm PC cornacuo kpurepusm McDonald, kotopsie nosyvanu Tepanuio
HaTaIM3yMabOM BHYTPHBEHHO Kax/Ible 6 HeJlellb. DTO HcciieoBaHHe ObLI0 pa3paboTaHo /Ul OUEHKH

pa3nuuuii B 5GHEKTHBHOCTH MEK/Ly CXEMaMH BBEICHHS C HHTEpBAIOM 6 HeJlelb U 4 HeJIeNH.

B 370 HeeneoBanue 66U10 paHIoMu3HpoBaHo 499 yuacTHHKOB B Bo3pacte oT 18 10 60 neT ¢ oueHko#
no EDSS <5,5 6au1a Ha CKpMHHHTE, KOTOPbIE TOTy4Yaii HaTaiu3yMad BHYTPHBEHHO pa3 B 4 HE/Ie/H
Ha MPOTSKEHHH OJHOr0 Wik GoJiee rojia, H y KOTOPbIX ObUIO JOCTHIHYTO KIMHHYECKH CTabWIbHOE

coctosinue (orcyrcTBue obocTpenuii B mocneanue 12 mecsanes, orcyrcrsue Tl-ouaros,
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HaKaIIHBAKOIIUX I‘aLlOJIPlHPIﬁ, Ha CKpHHHHFC). B sTOM Hcclie10BaHMU MALIUEHTOB, nepeuIeannx Ha
TEpaIruo 1 pa3 B 6 Heenb Mocje 0JIHOTO UIIH 0osiee rojia JeYeHHUS HaTaJ'Ild3}'M360M BHYTPHBEHHO 1
pa3 B 4 HEeJEe/IM, CpaBHMBAJM C YYaCTHHKaAMH, KOTOPBIE IIPOJAOJDKAIHM JICHEHHE C BBCICHHUCM

npenapaToB BHYTPUBEHHO | pa3 B 4 HEZIENH.

['pynnel BBeseHus npemapata | pa3 B 6 u | pa3 B 4 Henenu ObUIM CXOKH 110 HCXOJHBIM
neMorpapu4ecKuM — XapaKTepHCTHKaM, BKJIIOYas BO3pacT, IIOJI, JUIMTEIBHOCTH  TEparuH
HaTanu3yMaboMm, cTpaHy, Maccy Teia, cratyc anturen k JCV, uncno obocTpenuii B Te4€HHE rojia /10
BBE/ICHUS TIEPBOH 7103b1, YHCIO 00OCTpEeHHiT BO BpeMs JiedeHus HaTanusymadom, uucio [TMTPC B

aHamue3se ¥ Turbl panee npumenssumxcs [IMTPC.

HccnenoBanne NOVA: 0OCHOBHBIE XapaKTEPUCTHKH H PE3YJIbTATHI
MoHoTepanusi; IpOCNEKTUBHOE,
paHJIOMH3HPOBaHHOE, HHTEPBEHLIMOHHOE,
Juzaitu KOHTPOJIUPYEMOE, OTKPBITOE, CIIENOE B
OTHOIIEHUHU CIEIHAIIUCTOB, TIPOBOISIIMX OLEHKY,
MeX/IyHapoHOe ucciieioBaHue 3b da3ss
[TareHTHI PPC (cornacuo kputepusim McDonald)
I[Mposenenne Tepanuu (dacts 1)| Harannsyma6b 1 pa3 B4 | Haranusyma6 1 pa3 B 6
HEJIeH HeJIelb
300 mr B/B 300 mr B/B
Panjiomusuposano 248 251
Pe3synbrarsl
1
l;lzc)nynxum mITT" s gactu 1 Ha Henene 242 247
Hossle / yBenuuuBmmecs: T2-ouaru ¢
MCXOJIHOTO 3HA4YEHHs J10 HeJenu 72
Y4acTHHKH ¢ YKCIIOM o4aros = () 189 (78,1%) 202 (81,8%)
=1 7 (3,6%) 5(2,0%)
=2 1 (0,5%) 2 (0,8%)
=3 0 0
=4 0 0
29 0 2% (0,8%)
JlaHHBIE OTCYTCTBYIOT 45 (18,6%) 36 (14,6%)
CKOppeKTHPOBaHHOE CPE/IHEE YHCIIO HOBBIX 0.05 0.20
/ yBenuuuBIIUXCS T2-rUunepuHTEHCHBHBIX : 2
o4aroB (NepBUYHAS KOHEYHAs TOUKa)™* (0,01, 0,22) (0,07, 0,63)




95% U >3
p=10,0755

J1o71st y4aCTHHKOB C HOBBIMH / 4.1% - 439
yBeIuIuBIIUMHUCS T2-04aramu e W
Jons yqacﬁ:mcoa C HOBBIMH / o o .
yBeTUIUBIIMMHUCS T 1 -rHNOMHTEHCHBHBIMH 0,8% 1,2%
o4aramu
J1o7st y9aCTHMKOB C HOBBIMH OYaraMH, 0.4% 0.4%
HaKaIIMBAIOIIMMH T'a/I0JTHHHH il i
gg;)g%e;r:é:onauuaﬂ roJIoBasi yacToTa 0.00010 0.00013
Jlons yyactHuKOB 6e3 ob6ocTpenuii™* 97,6% 96,9%
Jlons ygacTHHKOB Oe3 10oATBEPIKAECHHOTO 929 90%
gepe3 24 vepenu yxyamenus no EDSS ’ ’

! Monyasuua mITT BkmoYana Bcex paHAOMH3HPOBAHHBIX YYACTHHKOB, MOJYYHBIIMX MO KpaiiHed Mepe | 103y Mcciaeayemoi
Tepanuu (Hatanu3ymab co CTAHAAPTHLIMHM HIIH PACLIMPEHHBIMH HHTEPBAIAMH MEXKILY 03aMH), Y KOTOPBIX Obljia BBINOJIHEHA 110
Kkpaiineii Mepe | oueHKa ceayIOUMX KIHHHYECKHX nokasaTeneil 2 (eKTHBHOCTH Nnoc/ie HCXOAHO#H: oLeHKa YQHEKTHBHOCTH M0
nanueiM MPT, o6octpenus, EDSS, HPT, T25FW, SDMT, TSQM, CGI.

2 Tlo pe3ynbTaTaM OLEHKH C MCHOJIb30BAHHEM OTPHUATENbHON OWHOMHANbHON pPEerpecCHH C Tepanueil B KayecTse
KaaccHUuMpyroueil nepeMeHHol M MexoHoi maccoit Tena (<80 u >80 Kr), JIMTENBHOCTH TEpanuM HaTanuzymaboMm npH
HCX0HOM oueHke (<3 u >3 roaa) u pernona (CesepHas Amepuka; BeankoOputanus; EBpona n M3pauns; ABctpanus) B kauecTse
KOBapHar.

3 3aperucTpUpOBAHHBIE OYarH BKIIOYAIOT B AHAIH3 HE3ABHCHMO OT HHTEPKYPPEHTHBIX COOBITHIl, 3HAYeHMA, KOTOpbIE
OTCYTCTBYIOT 110 IPHYHHAM, CBA3AHHBIM € 3 (HEKTHBHOCTLIO MM Ge30MacHOCTbIO (6 YHACTHHKOB, MEPElISIIMX HA TEPANHIO pa3
B 4 HeleH, ¥ N0 OIHOMY YHACTHHUKY W3 TPYII, NOTyYaBIIHX TEPanuio pas B 6 1 pa3 B 4 HeIeH, NPEKPATHIIH JIEYEHHE) 3aMelIaoT
HA HAHXYALMIT BADHAHT Yy MPOAOJDKAIOLIMX JIeYeHHE YYACTHHKOB M3 TOH JKe TepaneBTHYECKOi TPYNIbI HA TOM JKe BU3HTE, OO
TpH MOMOLIH MHOKECTBEHHOTO 3aMELUCHHUS.

* KoaM4ecTBeHHAs Pa3HOCTb A1 YMC/A HOBBIX/YBEIHYHBILHMXCS OYATOB MEXKIY ABYMs TEPaneBTHYECKHMH rpynnamu Obiia
o0ycroBIeHa BHICOKHM 4HC/IOM OYaroB y ABYX YHacTHHKOB B IpyINme TepanuH pa3 B 6 HeAenb — Y OJHOIO NalHEHTa OYar
BO3HMKIIH Yepe3 3 Mecsla nocse NpeKpaleHus Tepanuy, a y BTOporo yqacthka Obi1a anarsoctuposana 6eccumntomuas [TMJ]
Ha Heaene 72.

** OBocTpeHHe — KJIMHHYeCKHe 000CTpeHHs ONMpeae/IsINCh HA OCHOBAHMHM HOBBIX WIIH PELHAMBHPYIOUHX HEBPOJIOrHUYECKHX
CHMIITOMOB, HE CBSI3AHHBIX C JIMXOPAAKOH HJIH HHOEKLHEH, H COXPAHABLINXCA MHHHMYM 24 yaca.

JlaHHBIE JOKIIMHUYECKOTO M3YUYeHHs 0€30IacHOCTH

Pe3yﬂbTaTbl NPOBCJACHHLIX CTAHJAAPTHBIX JIOKIIHHHUYECKHX (bapmal(onoruqecxux UCCIIeIOBAaHUH
6C3OH3CHOCTH, TOKCHYHOCTH Ha (I)OHC MHOT'OKpaTHOI'oO NIpUMEHEHHS IpernapaTta i FreHOTOKCHYHOCTH

He BBIIBUIM 0COOBIX ()aKTOPOB pHCKA JUIs YeJIOBEKA.

B GosnblMHCTBE HCC/IeI0BaHuUit in vivo Ob1U10 00HApYKEHO U3MEHEHHE MHIPALMH JIMM(OLMTOB, YTO
cornacyercsi ¢ (hapMaKoIIOrMYeCKOH AaKTHBHOCTBIO HaTaln3ymMaba; OTMEUEHO IOBBIIICHHE
KOJIMYECTBA JIEHKOLMTOB H MAcChl CEJIC3CHKH. DTH U3MEHEeHUs ObLITM 0OpaTHMBI M HE MMEJIH KaKHX-

00 BHIMMBIX TOKCHKOJIOTMYECKHUX MTOCIIEICTBHM.

B uccrienoBaHMsX Ha Mbllax IIpH BBECACHHUH HaTanmymaGa HE€ OTMCYCHO YCKOpPCHHsA pOCTa H

METAaCTasHpOBaHHUA MEJIITAHOMBI H OITYXOJIEBBIX KIICTOK HHM(I)OGJI&CTHOFO JeHKo3a.
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B Tecte DiiMca WK aHaIM3€e XPOMOCOMHBIX abeppaliiii y 4enoBeka He ObL10 BbIABIEHO MyTareHHOIO
WM KiaactoreHHoro s¢gdekra Hatanuzymaba. B uccie0BaHMM KIETOYHBIX JIMHHMI OIyXOJIEH,
cojiepKaluX o4-HHTErPHH, i Vilro He BbISBJICHO BIMSAHHA Ha NpoiMQepalyio WK MPH3HAKOB

IIUTOTOKCHUYHOCTH.

B uccnenoBanuu Ha MOPCKHX CBMHKAX C IIPUMEHCHHUEM 103, TIPEBBIIIAIOIIUX PEKOMEH/I0BAHHBIC JUIA
YCJIOBCKA, HC OBLIO BBISBJICHO BIUSHHS HaTanmymaGa Ha pEIpOAYKTHBHYIO crocoOHOCTh CaMIIOB; B
| uccnenoBaHUU IIpY IIPUMEHEHHUH J103, ITPEBLIILIAKOIIHUX PEKOMEHJOBAHHBIC JUIA 4€JI0BCKA, OTMCUCHO

CHHIKCHHUC ¢)emeH>Hocm CaMOK MOPCKHX CBHHOK.

Jlns OUEHKM BIMSHUS HaTanu3ymaba Ha penpoAyKTUBHYIO (YHKUHIO OBUIO NpOBEAECHO 5
HCCIIeI0BaHMM, 3 M3 HUX HA MOPCKHX CBHHKaX M 2 Ha o0e3bsHax Cynomolgus. DTH HCCleloBaHUs He
MOKa3aJMd TepaToreHHbIX A ¢eKToB WIH BIMSHHUA Ha pocT nmoromcrBa. B 1 mccrnenoBannu Ha
MOPCKHX CBMHKax ObUIO OTMEYEHO HE3HA4YMTEJIbHOC CHIKEHHE BbKMBAGMOCTH JeTeHbllled. B
Mccie0BaHMM Ha o0e3bsHax B rpymne, noinyumBmieit 30 Mr/kr Hatanusymaba, dacrora
CaMOIIPOU3BOJILHBEIX aDOPTOB YBEJIMYMWIACH BJBOE 110 CPABHEHHMIO € KOHTPOJBHOH TpyMIoi. ITo
ABUIJIOCH PE3YJIBTATOM BBICOKOH YacCTOTBI CAMOIIPOM3BOJIBHBIX a0OPTOB B MEPBOH KOropTe, Yero He
HaOJro1aock Bo 2-i koropte. B apyrux ucciieioBaHusx He ObUIO BBISBICHO BIMSHMSA Ha 4acTOTY
caMomnpou3BoibHBIX abopToB. MccnenoBanue Ha OepeMeHHBIX camkax o0esbsH Cynomolgus
MoKa3aj0 BIIMSHHE HaTalM3yMada Ha IU10/I, BK/IIOYABILIEE AHEMMIO JIETKOH CTENEHH, CHHKECHHE
KOJIM4YeCTBa TPOMOOILIMTOB, YBEJIMYEHHE MACCHI CENE3CHKH M CHHIKEHHME MACChl NIEYCHH U THMYCa.
OTH U3MeHEeHHs ObUTH CBA3aHbI C MMOBBIMICHUEM YKCTPAMEIY UIIPHOIO KPOBETBOPEHHS B CEJIE3EHKE,
aTpo(ueit TUMyca M CHIJKCHHEM KPOBETBOpeHHs B redeHd. CHHKEHHE KOJIHYecTBa TPOMOOILMTOB
OTMEYEHO TaKXke y MOTOMCTBAa CaMOK, IOJIy4aBIIMX HaTaau3ymald /10 poJ0B, OJHAKO NMPH3HAKOB
AaHEMHMHM y HHX He oOoTMeveHo. Bce wu3MeHeHus HaOmIOJalIMCh TIPH  103aX, MPEBBILIAIOLIHX
PEKOMEHJIOBAaHHYIO JUIsl 4YejloBeKa, W TI0Ka3aTe/ld MPUXOJAMIM B HOPMY IIOCIE BbIBEIACHHsA

HaTaJin3yMaba.

VY HeKoTopbIX camMok o00e3psin Cynomolgus, 1ojlyyaBIIMX HaTaau3zymal /10 poOJOB, OTMedYeHa

HE3HAYHUTC/IbHAsA KOHUECHTpaALNs Harann3yma6a B MOJIOKE.
(Dapmakommemuka

Cpennsis  MakCHMallbHas ChIBOPOTOYHAS KOHILIEHTpaUMs Hataiu3ymaba mocie I[OBTOPHOrO
BHYTpHBEeHHOro BBeleHHs B 703¢ 300 mr GonbubiM PC Obuta paBua 110 + 52 mxr/mn. Cpennsis
paBHOBECHAasi OCTAaTOYHAsh KOHIIEHTpalUs HaTalu3ymaba B mepuoj Mexay HHY3uIMHU 1o cxeme |
pa3 B 4 He/ie/in BapbupoBaa ot 23 10 29 Mkr/mil. MUHHMaIbHAS OCTATOYHAsS KOHIIEHTpalus B J1ioboe

BpeMsi Ieproia jgedeHus no cxeme 1 pa3 B 6 Hejens Obuta npumepHo Ha 60-70% Huxke, yeM NpH
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Tepanuu 1o cxeme 1 pa3s B 4 Hezgenn. IIporHosupyeMoe BpeMsl JOCTHKEHHsS PaBHOBECHOM

KOHIEHTPAIMU COCTABIISAIO HpH6HH3HTCJIbHO 24 »enenu.

B rony/IMIMOHHEIH aHatH3 papMakoKMHETHKH ObUTO BKITIOYEHO 12 uccnenopanuii ¢ yqactuem 1781
NALMEHTa, KOTOPBIE MOJTyYalu JledeHHe B J103ax ot | 10 6 Mr/kr u B ¢pukcuposannoit nose 150/300

M.

Pacnpeienenue

Meanana paBHOBECHOro oObema pacrpeiesneHus Obuta paBHa 5961 (4,59-6,38 1, 95%

JIOBEPUTEIBHBII HHTEPBAI).

DIIUMHHALUS

[TonynsSIMOHHOE MeTMAHHOE 3HAYEHHE JIMHEHHOro KimpeHca 6b110 paHo 6,1 mi/4 (95% JIU: 5,75—
6,33 M1/4), pacyeTHBIH CpeIHHMI MepUO/1 Moy BbIBeIcH s Obl paBeH 28,2 1Hs. COOTBETCTBYIOLIHM
95-0My MPOIEHTHIIIO HHTEPBAI ISl TEPMHHAJIBHOTO MIEPHOIA MOJTyBEIBEICHUS BapbupyeTes oT 11,6
1o 46,2 nus. B monyisuMOHHOM aHaJW3e HA OCHOBAHMM JaHHBIX IO 1781 nmauueHTty H3ydainn
BIIMSIHHE BBIOOPOYHBIX TEPEMEHHBIX, BKJIIOYas Maccy Tejla, BO3PACT, I0JI, HAJMYME AHTHUTEN K
HaTanu3ymMaby M JiekapcTBeHHYI0 ¢opMmy Ha (apMakoKMHETHKy. bbulo 10Ka3zaHo, 4YTO Ha
pacrpe/ie/ieHHe Tpenapara BIHAIT TOJIBKO Macca Tella, aHTHTeNa K HaTalnu3ymMaly H JIeKapCTBeHHAS
dopma, npuMeHsBLIascs B uccienoBaumsx (assl 2. Kiupenc HaTanusymada yBeInIUBaICs ¢ Maccoi
TeJa, PUYEM TO MPOUCXOIMIO ¢ OTCTaBAHHEM OT MPONOPUHOHAIBHOCTH; HANPUMeEp, H3MCHEHHUE
Macchl Tena Ha +43% npuBOIUT K H3MeHeHUIo kiupeHca Ha 33-30%. [lepcuctupyromiue auTiTeIa K
HaTann3yMaby MOBBINIAIOT €r0 KIUPEHC IPUMEPHO B 2,4 pa3a, 4TO COOTBETCTBYET HabIIr01aeMoOMy

CHHIKCHHUIO KOHIUCHTpallHH! HaTanu:;ymaGa y OOJILHBIX C MEPCUCTHUPYIOIHUMH aHTUTEJIAMH.

Oco0Oble NOnyJISILHU

Jletn
dapmakokiHeTHKaA HaTanuzymaba y nereii ¢ PC He usyyanace.

Hapywenue d)ymcuuu no4ex

@apmaxomﬂemxa HaTEUTI/BYMaGa Y NalMeHTOB C MOYEYHOM HEJOCTATOYHOCTHIO HE H3y4aliachb.

Hapywenue (f)}/’HKl{llll nevYeHu

(Dapmaxoxnﬂemxa HaTanmyMaGa Yy IAlIMCHTOB C [IEYEHOYHOH HEJOCTATOYHOCTHIO HE H3y4daliacChb.



[Moxka3zanusi K NPHMEHEHHIO

TmaGpu [I0Ka3aH B KayecTBe IIperapara, U3MCHAIOUIEro TE€YEHHE pacCEeAHHOro CKIeposa, Ui
MOHOTEpAIM BBICOKOAKTHBHBIX (bOpM PEMHTTHPYIOMIETO PACCEAHHOI0 CKIIEpoO3a Yy CJICAYHOLIHX

rpyniI B3pOCIibIX MMAITHEHTOB!

e [lanMEHTOB C BHICOKOAKTHBHBIM TEYCHHEM 3a00/1eBaHHs, HECMOTPS Ha IIPOBE/ICHUE MOJIHOIO
M aJIeKBaTHOTO Kypca JieYeHHs KaKk MHHMMYM | IpermapatoMm, H3MEHSIOUIMM Te4YeHHe
paccesiHHOTO CcKiepo3a (MckitoyeHus M HH(OpMamHs 00 OTMBIBOYHBIX IEPHOJAX IpH
nepexojie Ha Tuzabpu mocie Tepanuu JAPYrHMH IpenapaTaMd, H3MEHSIOIMMH TeYeHHE
paccesiHHOro CKJIepo3a, yKa3aHsl B pa3jienax «Papmakonorndeckue cpoicrsa. Knunuyeckas
2 (HEeKTUBHOCTHY " «Ocobbie yKa3aHHUA. [TpeuiectByomniee JIeYeHHe

MMMYHO/IETIpECCAaHTaAMH»)
HJIH

e [lampenToB ¢ OBICTPO MPOrPECCHPYIOUIUM TSKEIBIM PEMUTTHPYIOLIMM PAaCCEsHHBIM
CKJIepo30M (T.e. mepeHeciux 2 win Oolbliee YHCIO HHBATMAMZUPYIOUMX 000CTpEHHIi B
TeueHHe roja ¥ uMeronmx | u 6osee ovar 1o JaHHBIM MarHUTHO-PE30HAHCHOH TOMOrpaduu
(MPT) ronoBHOro mMo3ra, HakarIMBaloIMi KOHTpacTHeIe cpejcTBa uit MPT, conepxkamue
rajJoJMHuM, ITHO0 3HAYMTE/ILHOE YBEJIMYECHHE YHCICHHOCTH o4aroB B pexume T2 1o

CPaBHEHHIO C pe3yJibTaTaMH npeabyiyuei Heaasueit MPT).
[IporuBonokasanus
— FUNEpPYyBCTBUTEIBHOCTD K HaTaau3yMaly niin 1000My U3 BCIIOMOTaTeIbHbIX BEILECTB;
— mporpeccupylonias MHoroo4darosas neitkosnuedanonarus (IIMJI);

—  MOBBIIICHHBIH PHCK umbexuun YCIOBHO-ITATOT€HHBIMH ~ MHUKPOOpraHU3MaMH, B T.4.
HMM}/HOlle(bHHHTHBIe COCTOSAHUA (HanpnMep, 60HbeIC, MOJIy4Yarlmue HJIH [OoJIy4YaBIIHC

MMMYHO/ICTIPECCAHTBI, CM. Takxke pasjen «Ocobble ykazauus» U «Ilobounoe aeicTBue»);

— OJIHOBPEMEHHOE€ MPUMEHEHHE C JIDYTHMH IIperaparam, U3MEHSAIOUHUMH TECHYCHHE PAaCCEIHHOIO

CKJIEpO3a;

— HAJIHYHUEC BBIABJIICHHBIX 3JIOKA4YCCTBCHHBIX H03006pa3oaaﬂuﬁ B aKTUBHOM (1)336, 34 UCKIITIOYCHHUEM

0a3aJIbHOKJIETOYHOr0 paKka KOXxH;
— JIETH W MOJIPOCTKU Mutajame 18 ner.
IIpuvenenne npu GepeMeHHOCTH H B IEPHO/I IPY/AHOI0 BCKAPMJIHBAHNSA

enwunosl ¢ 0emopooHbIM HOMEHYUATIOM
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Ecnu manmeHTka 3abepemMeHeeT BO BpeMs JiedeHHs npenapatoM Tu3aOpu, ciejiyer paccMOTpeTh
HeOOXOMMOCTh OTMEHBI JIaHHOro mpenapata. IIpH OLlEHKE COOTHOIIEHHS pPHCKAa H IOJIB3bI
npuMeHenus npenapara Tu3abpu Bo Bpemst GepeMEHHOCTH HEOOXOJMMO YYHTBIBATH KIHHHYECKOE
COCTOSIHME TTAlMEHTKH, a TAK)KE BO3MOXKHOCTH PEaKTHBALMU 3a00JI€BaHUs 110CIIE OTMEHbI TEpAIuu

npenaparoM Tuzabpu.

bepemennocmn

WccnenoBaHus Ha JKMBOTHBIX MTOKA3aJIH pENpOYKTHBHYIO TOKCHYHOCTD.

Ha ocHoBaHUH pe3yIbTaTOB KIIMHHYCCKHX uccnenosam{ﬁ, IMPOCIIEKTHBHOI'O perucrpa NpuMCEHEHHA
[pernapara BO BpEMA 6epemeHH0cm, JIAHHBIX IMOCTPErHCTPALlHOHHOI'O HaOJIIOJIEHUSI U1 UMEIOIIIUXCS
JIMTEpPATYPHBIX HMCTOYHHKOB IIpEAIoJaraeTcs, 4To IMpernapar TH336pH HE BIJIMACT HA HCXOIBbI

OepeMeHHOCTH.

[IpoCHeKTUBHBIN pErucTp MpHMeHeHus rpenapata Tuzabpu npu OepeMEHHOCTH COAECPKHUT
undopmanuio o 355 ciaydasx GepeMEHHOCTH ¢ AOCTYmHOH uHpopmauueii 06 ucxomax. 316
MJIAJICHIIEB OBUIM POKJICHBI )KUBBIMH, U3 HUX 29 MMENH BPOXK/ICHHbIC aHOMAIHU pasBuTus, 16 u3
KOTOpPBIX ObUIM  KJIacCH(OUIMPOBAaHbBI KaK cepbe3Hble. YacTora aHOMaiWii COOTBETCTBYET
MokasatelisiM, O KOTOPHIX COOOIIANOCh B JPYTMX PErucTpax OepeMEHHOCTH Y TMalMEeHTOB C
paccestHHBIM CKIepo30M. HeT HHKaKMX CBHIETENIBCTB CeH(DHUECKUX 0COOEHHOCTEN BPOK/ICHHBIX

aHOMaJIHH pa3BUTHA, CBA3aHHBIX C IIPEIIapaToM T113a6pn.

B wnacrosmee BpeMsl OTCYTCTBYIOT aJICKBaTHBIE H HaLJICKaAIIHM o6pa30M KOHTPOJIHpYEMBIC

HCCJICIOBAHUA HaTaJIH3}’M363 Yy 6epCMCHHle KCHIIHUH.

B NEPHOJI TOCTPErUCTPALIMOHHOIO IPHMEHCHHA coobmranoce 0 mOMﬁOuHTOﬂCHHH U aHEMHH Y
MJIAJICHIIEB, KOTOPBIC POAHUIIUCEH Y KCHIIIHH, ITOJTYYaBIIHX HaTaJTH3YM36 BO BpEMs 6CpCM€HHOCTH. ) 4
HOBOPOXK/JCHHBIX, POJMUBIIUXCA Y IKEHIIMH, KOTOPBIC IIOJYy4aIHn HaTaJlH3)'M36 BO BpEMsi

GepeMeHHOCTH, PEKOMEH/IYETCSl MOHHTOPHHT YHC/Ia TPOMOOLIMTOB H YPOBHS reMorjaoouHa.

Tu3abpu cieayer NpUMeHsTh BO BpeMs OEpeMEHHOCTH TOJIBKO B cilydae SBHOH HEOOXOIMMOCTH.
Ecnu nauuenTka 3abepemeneeT BO BpeMs JsieueHus npenapatom Tu3abpu, cieyeT paccMOTPETh

HEOOXOIUMOCTh OTMEHBI JIJAHHOTO rpenapara.

I pyonoe sckapmausariue

Hatanuszyma®  BbuledseTcs ¢ TPYAHBIM  MOJIOKOM.  Bimsume — Hatanmsymaba  Ha
HOBOPO3K/JICHHBIX/MJIA/IEHIIEB Heu3BecTHO. Bo Bpems Tepamnu npemapatom Tusabpu kopmienue

rpy/ibI0 HEOOXOANMO MPEKPATUTb.

DepmunvrHocmb
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B 1 uccnemoBanuu IIpH NPUMEHEHHH [103, MNPEBHIIIAIOIINX PEKOMCHIOBAHHBIC U1 4€JIOBCKA,
OTMEYCHO CHHIKCHHC ¢)epTHJ'IbHOCTI/l CaMOK MOPCKHX CBHHOK; IIpH 3TOM HaTa.rm3yma6 HE BJIMAJI HA

(bepTUIIBHOCTH CaAMIIOB.

Cuwnraercs MaJIOBEPOATHBIM, YTO HaTanmymaG BJIMACT Ha (bepmnbﬂocm YeJIOBEKa IIPpU BBEJICHHUH

MaKCHMaJIbHOW PEKOMEH/TyeMOM 0351
Cnocod npuMeHeHHs H 103bl

Tepanus npenapatom Tuzabpu TOKHA HA3HAYATHCA M MPOBOAUTECS T10/] IOCTOSHHBIM KOHTPOJIEM
Bpayei, CHNENHATM3UPYIONMXCS Ha JMArHOCTHKE H JICYCHHH HEBPOJOrMYECKHX 3a00eBaHHIi.
Heob6xomuMo 0GecrednTh BO3MOXKHOCTh CBOeBpeMeHHoro mposenenuss MPT B neueGnom

YUYpECXKICHHH, I'/I€ MPOBOJUTCS JICYCHUE, HIIH B n00omM JApYTroM.

[TamwenTam, nonydaronM —TuzaOpu, HeoOX0AMMO BbIIATh  CHENMAIBHYIO HAMATKY H
uH(POPMHUPOBATH O PHCKax JaHHOro npenapata. Yepes 24 mecsua je4eHHs MAIUEHTOB CIEAyeT
TIOBTOPHO NPOMH(POPMHUPOBATH O PHCKAX, 0COOCHHO O MOBBIIEHHOM pucke passuTus [IMJI Ha doue
npuema Tuzabpu. Kpome Toro, cieayer npouHGOPMHPOBATH CaMHMX [AUMEHTOB W JIHII,

OCYIIECTBIISIONIMX YXO0/1 32 HUMH, 0 XapakTepHbIX i1 [IMJI paHHHX cUMIITOMaX M JKajiobax.

Jlo Havasa nH(QyY3UH MpenapaTa JI0HKHO ObITh 0OecrneueHo HauuHe HeOOXO0IMMBIX JIEKAPCTBEHHBIX
IpenapaToB ¥ CPEJICTB sk OKa3aHUsI IOMOILH B CJIy4ae pa3BUTHS PEaKLMi TUIIEPYyBCTBUTEIbHOCTH.
Heo6x011M0 00ecneunTs BO3MOKHOCTD rpoBeienuss MPT B 1aHHOM JieueOHOM yUpeKAEHUH WK B
n06oM JpyroM. MHCTPYKIMH 1O pa3Be/ICHHIO Npernapara JI0 BBEJCHHUS IMAIMEHTy CM. B pasjene

«HpaBpma NPUrOTOBJICHUS, BBCJACHUS, XpPaHEHUS U YTUIIM3ALIHH TIpEIIapaTa.

[Tocne pa3sB€ICHHUA pAacTBOP BBOJAHUTCH B (bOpMe PlH(by3HPI IIPUMEPHO B TE€YEHHE Yaca; BO BpPEM:A
HHQ)y3PIH U B TEUEHHE Yaca rocie Hee 00JIbHBIC JOJIKHBI OCTaBaATbhCA IO HaO0JTI0/IEGHHUEM B CBSI3H C

BO3MOXHOCTBIO peaxunﬁ THICPYYBCTBUTCIIBHOCTH.

I[Tocne nepsuix 12 BBeaeHui npenapara Tuzabpu BHYTPHBEHHO 3a MAIIMEHTAMH CIIE/Iy €T MPOJI0JIKATh
Habmo1aTh Bo BpeMst HH(y3uit. Eciiu y nauneHToB He pa30BbETCs HUKAKUX HH(Y3HOHHBIX PeaKIuii,
JUINTEJILHOCTh HAOIOZEHHUS TOC/Ie BBEJCHHUS MOXHO YMEHBLIMTH HJIH BOBCE HE IPOBOJIHUTH €ro,

COrjIaCHO KJIIMHHYE€CKOMY 3aKJIHOYCHHIO.

3a manMeHTaMH, y KOTOPBIX BO300HOBISIETCS Tepanus HaTaau3ymaboM Iociie MpoMexyTka 0Oe3
npernapara JUIMTeJIbHOCTBIO > 6 MecsileB, He0OX0JUMO Ha0II01aTh BO BpeMsi HHDY3HH U B TEYEHHE
1 uwaca mocie ee 3aBEpLIEHHMs HA MPEAMET MOSABICHHS OOBEKTHBHBIX NPU3HAKOB M 3Kasoo,
XapaKTepHbIX JUIS PEakKIMil THIepUyBCTBUTEIBHOCTH, B TEYEHHE IEPBLIX |2 BHYTPUBEHHBIX

uH(y3Hi ocie BO300HOBIEHHS TEPaIuH.



BomtocHoe BBejieHe Tu3abpu He 1011y CKaeTCs.

HekoTopble GONbHBIE MOIJIH paHee MOJTy4aTh HMMYHOJIEINPECCAHTHI (HAPUMEpP, MHTOKCAHTPOH,
uukaohochaMul,  a3aTHONPHH). OTH  JICKAPCTBEHHBIE  CPEJICTBA  CIIOCOOHBI  BBI3BIBATH
MPO/IOJKHTENIbHOE UMMYHOJETIPECCHBHOE COCTOSIHHE, COXPAHSIONIEECs Jake I0CIe MX OTMEHBL.
CrnenoBaTenpHo, mepej] HasHaueHHeM Tu3a0pu  HeoOXonuMo  yOemuThCs B OTCYTCTBHH

umMMyHoehuiHTa y 60IBHOrO.

led OTCYTCTBHMH IIpU3HAKOB YJIy4IICHHUSA 4YCpPE3 6 MecsleB CieayeT THIATEJIbHO OLCHHTDH

uenecoo6pa3ﬂocn IMPOJOJKEHHUS TEPATIHH.

Jlanusle 0 6e3omacHocTH ¥ YQPEKTUBHOCTH MPUMEHEHHS HaTam3yMaba 3a 2 rojia ObUIH TI0JTyYCHBI
B KOHTPOJIMPYEMBIX JIBOMHBIX CIENBIX HccienoBanusX. [1o ucreyennu 2 jiet pereHne o NpoieHHH
Tepanuu CjeayeT NPUHUMATh TOJIBKO T10CjIe MOBTOPHOM OLEHKH COOTHOLICHHS PHCKA M IOJb3BL.
[lauueHToB HEOOXOJMMO BHOBH INPOMH(POPMHUPOBaTH O (JAKTOpaX pPHCKAa NPOTPECCHPYIOMICH
MHOrO0O4YaroBod  JieiKodHIedanonaTuy, BKIOYas JUIMTEIBHOCTH  TEpaluH, IMPUMEHEHHE
MMMYHOJICIIPECCAHTOB JI0 Hayajia JIeYeHHs mnpernapaTtoM Tu3alpu M HalM4ue aHTUTEN K BHPYCY

Jlxxona Kaununrema (JC-Bupycy) (cm. pazaen «OcoOble yKazaHUs»).
Tu3zabpu 300 Mr BBOJMTCS BHYTPHBEHHO B Buje HH(y3uu 1 pa3 B 4 Hezenu.
Bo3zo6noenenue mepanuu

D¢ deKTHBHOCTH Npenapara npH BO300HOBICHHH TEPaIHH 110c/Ie NepepbiBa He ObUIa yCTaHOBIIEHA

(cm. pasnen «OcoOble yKazaHHs»).
IlpuMeHeHne y OT1eJIbHBIX TPy NALHEHTOB
JTuya noxcunozo eo3pacma

[Ipumenenne TuzaOpu y maueHToB cTapiie 65 JIeT He peKOMEH/IYETCsl H3-3a OTCYTCTBUSL JaHHBIX O

©e30MacHOCTH VIS 3TOH KaTeropuu OOJIbHBIX.
Jemu u nodpocmru
Tuzabpu NpOTHBONOKA3aH JETAM H MOJAPOCTKAM.

BesonacHocTh u 3ddekTHBHOCTH npenapata Tuzabpu y aeTeil u noApocTKoB B Bo3pacte 10 18 et
He u3ydeHa. JlaHHBIE, IOCTYIIHBIE B HACTOSIIIEE BPeMsl, OIMcaHbl B paszienax «llobounoe aeiicTBue»,

«DapMaKoIIOrHYECKHe CBOMCTBAY.
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Hapywenue (hynkyuu novex u neuexu

UccnenoBanuii no onenke 3(h¢QeKToB mpenapaTa Npu HapylUIeHHOH (QyHKIMH NEYEHH U MOYEK He

IIPOBOJHIIOCK.

MexaHu3M BBIBEJICHUS U pe3ynbTaThl IOIYJIAIHOHHBIX HCCJIelIOBaHPIﬁ Q)apmaxorcmiemxu
IO3BOJIAIOT MPEAIOJIOKHTh, YTO MMpenapaT MOKHO Ha3Ha4YaTh Mallue€HTaM ¢ HapyﬂleHHOﬁ Q)yHKHHeﬁ

[10Y€eK M MevYeHu 0e3 H3MEeHEHHUs JI03bl.
Hpamma NPHIOTOBJICHHUSI, BBE/ICHHS, XpPAaHCHHSA H YTH/IH3AIIHH NIpenapara

Ilepen pasBelicHHEM M BBEICHHEM OCMOTPHTE IPENAapaT Ha HalMuue TBepAbIX npumeceil. He
MCIIONB3YHTE Npenapar, CoAep)Kalluil TBep/ble YAaCTHIBI HJIM HE COOTBETCTBYIOLIMH OIMHCAHHIO

«OecLBETHBIN MPO3pAYHBIIl MIIM CIIErKa ONalECLUPYIOUHH PacTBOP».

I'0TOBBTE PACTBOP /Ul BHYTPHBEHHOTO BBEICHHS B aCENTHYECKHX yCIOBHAX. CHUMHTE BEPXHIOIO
KpBILIKY ¢ (iakoHa. [TpokonuTe MpoOKy B IIEHTpe MIJIOH mmpuua u otbepure 15 MiI KOHIEHTpaTa

JUI IPUTOTOBJICHUS pacTBOpa Ul BHYTPHBEHHOI'O BBCJICHHS.

Jlo6assre 15 M kxouuentpara k 100 mu 0,9%-Horo pactBopa Hatpus Xjopujaa. OCTOPOKHO

nepeBepHUTE (IAKOH HECKOIIBKO pa3, 4ToObI NiepeMenmiath coaepxkumoe. He Berpsxusaiire.
He cmemmBaiite Tuzabpu ¢ JpyruMu pacTBOPHTENIAMH U MIperapaTaMu.

Hepe,u BBCJICHHEM OCMOTPHUTE pa3BCIleHHbIﬁ pacTBOp HAa HAJIMYHUE TBEPABIX YaCTHIl HIIH U3MCHCHHEC
1BETA. PaCTBOp C HHOPOJHBIMH TIPUMECAMH WM HU3MEHCHHEM I1IBETa HEIPHUIOACH A

HCITOJIB30BAHHA.

Pa3Be/ieHHBII npenapaT HeoOX0IMMO HCIIOIB30BATh KAk MOKHO CKOpEe M HE M03/IHee, YeM yepes &
y nocie passeiaeHus. Eciam pactBop xpaHwics npu Temneparype 2-8°C  (3aMopakuBaHHE

sanpeneHo!), nepea nudy3ue JaliTe eMy HarpeTbes 10 KOMHATHOM TEMIIEPATYPBI.

Pa3zBeieHHBIN pacTBOp BBOJAMTCA B BHE HH(by:iI/II/I B TCUCHHUE HpH6JIH3HTeHbHO qaca CO CKOpOCTbIO

OKOJIO 2 MJI/MHH.

[Tocie 3aBepiieHHs BBeJeHHMs mpernapata npomoite cucteMmy 0,9%-HBIM pacTBOPOM HATpHUs

XJIOpU/IA.
Kaskplit h1akoH nmpeiHa3HavyeH TOJIBKO IS 0JIHOPAa30BOr0 HCIIOIb30BaAHMS.

JIr060i HEMCNOIB30BaAHHBIA TPOAYKT HIM OTXOJbI CJIEIYeT YTHIM3HPOBATH B COOTBETCTBHH C

MCCTHBIMH TPCGOBaHHﬂMH.



Ilo6ounoe neiicTBHE

B mnane6o-koHTponupyembix uceieaoBanuax y 1617 mauuenros ¢ PC, nonyyaBumx HaTanu3ymad
B TeyeHue MakcumyM 2 et (riane6o: 1135), HexkenarenbHble SBICHUS, IPUBEILINE K JOCPOYHOMY
NpeKpaleHuio Tepanuu, Habmonanucs y 5,8% mnanueHToB, nmomydaBmux Hatanuzymab (u 4,8%,
nonydaBmMX miane6o). 3a 2 roja Mccie0BaHMI HeXenaTelbHble peakuun' orMedeHsl y 43,5%

MalMEeHTOB, MOJIyYaBIIMX HaTamu3ymal, iy 39,6%, nomydaBiuux ranebo.

B KIMHHYECKHMX UCCIIEI0BAHMUSX ¢ ydacTHeM 6786 malMeHToB, MoyyaBuiux Hatanuzymab (B Gpopme
pacTBopa Juisi NPUrOoTOBJICHUH HH(DY3UI H pacTBOpa JUlsl MOJKOKHOIO BBEICHHs) HanOoJee YacThlie
HeKellaTeIbHbIE PeaKIMu BKIIKOYaIM TooBHYIO 6011k (32%), HazodapuHrut (27%), yToMIseMoCTh
(23%), uHpexkuun wmoveBbBoAAmMX myTel (16%), Tommory (15%), aprpanruio (14%) wu

ronoBokpyxenue (11%), cBsi3aHHBIE C IPUMEHEHHEM HaTanu3ymaba.

Tabauynwviit nepeyensy HedlcenamenbHblX peaKyuu
B Tabnuue HWKe Tpe/ICTaBICHbl HEXKEIAaTelbHble PEAaKIMHU, 3apErHCTPUPOBAHHBIE B XOJ€
KIMHUYECKHX UCCIIeIOBAHUH, TIOCTPErHCTPAIHOHHBIX HCCIIeJ0BaHHH 6€30MaCHOCTH M HA OCHOBAaHHH

CITOHTAHHBIX COO6I.U,CHHF[.

B cHcTEMHO-OpraHHBIX KJIaccax sBJCHUS TEPEYHCIICHBI C HCIIOIb30BAaHHEM CIIEYIOMIMX YaCTOTHBIX
kareropuii: Ouens yacro (>1/10); Yacro (>1/100 — <1/10); Hewacro (=1/1,000 — <1/100); Peaxo
(>1/10000 — <1/1000); Ouens peako (<1/10000), HeuzpecTHO (4acTOTY HEBO3MOKHO OLEHHMTDH Ha
OCHOBAHMM HMEIONIMXCS JIaHHBIX). B KakIOH 4YacTOTHOW TIpyIIe HeKelaTeIbHbIC SBICHHS

pas3/ICJICHBI 110 yGLIBaHHlO CEPbLE3HOCTH.
B kax/10i yacTOTHOM IPYIIIEC HEXEIATEJIBbHBIE ABJICHUSA pa3/I€JICHbI 110 y6BIBaHHIO CEPBE3HOCTH.

Tabauua He:xenareabHble peakuHi

Cucremno- |[Yactora HexkeJaTeJbHbIX PeaKUHi

OpraHHbIH Ouyens Yacmo Heuacmo Peoko Heuszeecmno
Kaace yacmo
MedDRA

Hugpexyuu  u/Hazodapunr |['eprnetnyeckue |[Iporpeccupyromas|Odransmorepn|l’epneTnueckuii

uHBaA3UU UT MH(EKIUH MyJIbTH(OKaIbHAs [eC MEHHMHTOYHLIE(
neikosHedanonat auT
sl

! HexenatensHele SIBJICHWSA, PACLICHCHHBIC ITPOBOAAIIHUM HCCIE0BAHHE BPAaYOM KaK CBA3AHHBIC C JICUCHHCM.



Cucremno- |YactoTa HekeNaTeAbHbIX PeaKIMi
OpPrauublii  |Quens Yacmo Heuacmo Peoxo Heussecmno
KIace yacmo
MedDRA
Uudexuus JC-BupycHas
MOYEBBIBO/IS rpaHyJISIpHO-
UIMX MyTel KJIETOYHAas
HEUpOHONATHUs
HekpoTtusupyro
mas
repreTuyecKas
pPETHHOIATHS
Hapywenus co ['uriepuayBcTBUTES [AHaUIAKTHYECKA
CMOPOHDbI HOCTh s peakLus
UMMYHHOU BocnanurenbHbIN
cucmemvl CHH/POM
BOCCTAHOBJICHUS
UMMYHHUTETA
Hapywenus co Anemus TpomGouuTonenus |I'emonuTHIecK
CMOpPOHbBL WUnuonatuyeckast |as aHEMHMs
KpO6U u tpombouutonenny |[Ipucyrcreue
numpamuyeck eckas nypuypajsaep
ou cucmembvl (UTII) IPUTPOLIUTAX
Do3uHOGHIUS
Hapywenus co [nepOwmpyouH ([ToBpexienue
CMOPOHb emMust TIeYCHU
nevexu u
JHCen4eevl600s
wux nymeu
Pesyromamut [ToBbiIeHHE
obcnedosanul YPOBHS
(dbepMeHTOB
Tne4YeHu




Cucremno- |Yacrora HexkeNaTeJbHBIX PeaKIHil
Opramubiii  |Quens Yacmo Heuacmo Peoko Heuszeecmno
Kaacce yacmo
MedDRA
[IpucyrcrBue
aHTHUTE K
npenapary
Ipasmur,
ompasnenusi, |[UHpy3nOoHHBI
OCNOJICHEeHUS!  |€ PeaKLuu
npoyeoyp
Hapywenus co Onplnika
CMopoHbl
obIxamenbHou
cucmemst,
2pyoHoi
K1emKu u
cpedocmenus
Hapywenus co|TomHoTa PBota
cmopomwl
AHCENYOOUHO-
KUWEUHO20
mpakma
Obwue Yromnsiemoc |JIuxopaaka Otek nuua
Hapyuienus  u|Th O3H00
peaxyuu 6 Peakuus B mecte
Mmecme HHDY3UH
s6edenus Peakuus B mecte
npenapama BBEJICHHSI
Hapywenus co 3yn AHIVIOHEBPOTHYES
CMOopOHbI Choinb KUi{ OTEeK
KOJiCU u KpanusHuua




Cucremno- [Yacrora HeKeaTeIbHBIX PeaKIHii

OpraHHbIi QOuensb Yacmo Heuacmo Peoko Heuszeecmuo

Kiacc yacmo
MedDRA

NOOKONCHBIX

mraneu

Hapywenus co [TpunuBsl
CMopoHbl

cocyoos

Hapywenus co|l'onoBHas

CMOopOoHbI 6omb
HepBHOU ["or10BOKpYKEH
cucmemvl e

Kocmmno- Aptpanrus

MbllULEYHbLE
HapyweHus u
nOpadsceHus

COeOUHUMENbH

ou mKamu

Onucanue Haubo1€€ BANCHBIX HEHCEAAME/IbHbIX pe(ll\‘l(llﬁ

Peakuuu Ha uady3uo

[Io JaHHBIM JIBYXJIETHErO KOHTPOJIMPYEMOro KIMHHYECKOro HcciefoBaHus y nauumentos ¢ PC,
SIBJICHUAMH, CBS3aHHBIMHU C HH(Y3HEHl, CYUTAIIN HEXKelaTeIbHbIE SBJICHHUS, BOSHUKAIONIHE BO BpeMs
uHpy3uH WM B TedeHwe | 4 mocne ee 3aBepiueHns. Oun HabGmonanuce y 23,1% mnauueHTos,
noayyaBiMxX Hatanusymad, u y 18,7%, nonyuaBumx ruiaue6o. SBnenus, danie HaGnonaBuMecs B

rpyiine Hatajauzymaba, BKIIOYaad roJI0BOKPYKEHHE, TOIIHOTY, KPAITMBHHUILY H 03HOO (

Peakiiuy runepyyBCTBUTEILHOCTH

[To JaHHBIM JIByXJIETHErO KOHTPOJIUPYEMOro KIIHHHYECKOro uceieioBanus Ha 6onbHbIx PC, yacroTa
peakuuil IMIep4yBCTBHTEIBLHOCTH cocTaBimsia 10 4%. AnaduiakTuueckue/aHaduIaKTOM/IHbIE
peaklMM OTMedYeHbl MeHee d4eM Yy 1% mnaunueHtoB, mnomydaronmx TuszaOpu. Peakunu

THIICPYYBCTBHTEIIBHOCTH 00BIYHO BO3HHKAIOT BO BpeMmst HH(l)y3HH WJIN B TEYEHHE Yaca noclie Hee. B
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paMKax IOCTPETHCTPALlHOHHOTO HaGHlOlIeHMﬂ ObLIH IMOJTYYCHBI cooOmieHust o peaKkuugax
TUIEPYYBCTBHTEIIBHOCTH, ITPH KOTOPBHIX TOMHMO 0o0J1ee THITHYHBIX CHMITTOMOB, TAKMX KaK ChIIb HIH
KpariuBHHIIA, OTMEHaJIOCh I10 Kpaﬁﬂeﬁ MEpE OJHO M3 CICAYIOUIHX KIHHHYECKHX npoasneuuﬁ:
apTepHalibHas THIIOTCH3HA, apTepHalibHas HIIEPTCH3HA, 0onb B prﬂ,HOFl KJIETKE, llHCKOM(bOpT B

obnactu [‘pynHOﬁ KJICTKH, OJIbIIIIKA, aHI'HOHCBPOTH‘lCCKPlﬁ OTCK.

MUMMYHOIreHHOCTE

Bo BpeMs JIByXJIETHEr0 KOHTPOJIMPYEMOro KIIMHHYECKOT0 HCCIIeI0BAaHNS aHTHTENA K HaTalnn3ymaly
oonapyxumuce  y 10% Gombueix PC. Ilepcuctupylome aHTHTeIa K HaTanusymaly
(MONOKUTENBHBIN Pe3yJIbTaT, IMOATBEP/KACHHBIH 10 KpaiiHel uepe3 6 Hejenb) OOHapyIKEHbI
npumepHo y 6% mnauuenToB. OJHOKPATHBIH TOJOKHUTENBHBIA pe3yinbTaT oTMedeH eme y 4%
nauueHToB. [IepCHCTHPYIOIINE aHTHTENIa CYUIECTBEHHO CHHXkaT 3(dextnBHocTs TH3abpu u
MOBBIIIAIOT YaCTOTY PeaKiHii FHIMepYyBCTBUTEILHOCTH. JlonONHUTEIbHbIE HHDY3HOHHBIE PEAKIIHH,

oGycnoaneuume MEPCUHCTHPYIOIIHUMH aHTHTEIaMH, BKITIOYaJIH 03H06, TOUIHOTY, PBOTY H «IIPHITHBBI»

KPOBH.

[Ipu no1o3peHnH Ha NePCHCTHPYIOLIME AHTHTEIA T10CIIe MPUMEPHO IIECTUMECSYHON Teparuu, JIn0o
B CBSA3M CO CHIDKeHHEM 3()(eKTHBHOCTH, JINOO NMPH BOZHUKHOBEHHH PEaKkIMK Ha HHDY3HIO, ClIeIyeT
c/lenaTh ellle OJMH aHalMu3 Yepe3 6 Heaenb rnocie |-ro mojxoKHUTEeNbHOrO pelynbTara. Y 4HThIBas
BO3MOJKHOE CHHKEHHE s dexTHBHOCTH WITH TOBBIILICHHE YacCTOTBI peakuui
THIIEPYYBCTBUTEIBHOCTH MM PEaKlUMil B MeCTe BBEJCHHS Y IMAIMEHTOB C MEPCHCTHPYIOUIMMH

AHTHTCIIAMH, JICYCHHUC CIICAYCT IPEKPATHTh.

Uudexkunu, siaroyas [IMJ] u unbEKUHHA YCIOBHO-TTATOT€HHEIME MHUKPOOpPraHH3MaMH

[To 1TaHHBIM JIBYXJIETHETO KOHTPOJIMPYEMOT0 KIIMHHYECKOro HeeietoBanus Ha 6onbHbIX PC, yacrora
uHpekunii Opu1a mpubIM3UTENLHO 1,5 HAa MAMEHTO-TO/] KaK B IPYIIe HaTalIn3ymMada, Tak ¥ B rpyIne
rianedo. [pupona nudekunit B o0enx rpynmnax Obuta npumepHo cxojHoi. Coobmanock o ciyyae
auapeu, oOyclOBIeHHOH cryplosporidium. Bo BpeMs Ipyrux KIHHHYECKHX HCCIIE0BaHHMI
OTMEYEHBI JIPYTHE YCIOBHO-TIATOTeHHbIE HH(EKILIMH, B T. 4. CMEPTE/IbHBIC ciiydan. Y OOIbIIHHCTBA
MalHeHTOB BO BpeMs HH(eKiii He moTpeboBaiach NPUOCTAHOBKA TepanuH rnpenaparoM Tuzadpu, u

B pe3yJIbTaTe HAJIEKALIETO JICYeHUs ObIUIO JOCTHIHYTO pa3pelieHne HH(EKIMOHHOro rmporecca.

Bo BpeMsi KIIMHHYECKMX MCCIIEJI0OBAHUII B TPYyIIIe, M0Jy4yaBlleid HaTalnn3ymad, oTMeYeHa HEMHOTO
Oonbluas 4YacToTa TreprecBUPYCHOM HH(EKUHH (BBI3BIBAEMBIX BHPYCOM BapHIEIa-30CTep H
BHPYCOM IPOCTOrO reprieca), 4em B rpyrine, nojayyasuiei miane6o. B xoae noctpeructpaltioOHHOro
HaOJII0/IeHNsT Y TIALMEHTOB C PpacCcesHHBIM CKICpO30M, INoiyuaromux npenapar Tuzabpw,

3apEeruCTpUpOBAHbl CEPHE3HLIC YIPOXKAIOUIUEC KU3HU H HHOI/IA JIAXKE IMPUBOIAINHNE K JICTAJIbBHOMY
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MCXOJIy CllyYad sHIedannTa i MCHHHTUTA, BHI3bIBAEMbIE BUPYCOM IPOCTOrO repreca Wil BHPYCOM
Bapuie/UIa-30cTep. JluTensHOCTh Tepanuu npenapatoM Tu3abpu 0 pa3BUTHS 9THX SIBICHHH

BapbHpOBaJIaChb OT HECKOJIBKUX MECALIEB 10 HECKOJIBKHX JICT.

B X0je MOCTPErdCTPalMOHHOr0 HAONIOAEHHs y NALMEeHTOB, IOMydaBIIMX npenapat Twu3abpu,
OTMEUEHBI PEJKHME Cllydad OCTPOro HeKpos3a cerdaTku. Psiji cimydaeB ObUI 3aperdMCTpHpOBAH Y
NMALMEHTOB C TrepreTHYecKMMH HMH(EKIMsIMH LeHTpanbHoi HepsHoi cuctembl (LHC) (1. e.
reprneTHYecKMM MEHHHTHTOM M SHUedanuToM). Y HEKOTOPBIX MAlMEHTOB IMPH TSKENBIX CIIydasx
OCTPOro HEKpO3a CEeTYATKH C MOPa)KeHHEM OJIHOrO WM 00OMX Iila3 HacTynuia cienora. Jleuenne
JaHHBIX CJIyYaeB BKIHOYAJIO MPOTHBOBHPYCHYIO TEpalMI0 M B HEKOTOPBIX CIIydYasX ONEepaTHBHOE

BMECIIATEJIbCTBO.

Bo BpeMsl KIIMHMYECKHX MCCIIE0BAHHH, MTOCTPErHCTPALIMOHHBIX 00CEepBallHOHHBIX HCCIIEI0BAHUH H
IOCTPErMCTPALIMOHHOTO TACCHBHOrO HabuoieHus 3apeructpupoBansl ciayyan [IMJI. O6bp4HO OHH
NPUBOJIMIIN K CEPHE3HOM MHBAIMIAHOCTH WK cMepTH. Kpome Toro, B X0/i€ MOCTPErucTpaiuoHHOro
npumeHeHus npenapara Tu3aOpu ObutH BbIsBICHBI ciiydan JC-BHPYCHOM IpaHyJISpPHO-KIETOYHOM

neiipononaruu. [To cBoMM cumnTomMaM JlaHHoe 3a0oneBanue cxoxe ¢ [IMJL.

Peakiiiu co CTOpPOHBI IIEYEHU

3a IIEPpHUOJ IMOCTPEruCTPAallHOHHOIO Ha0JI10JICHUS ObLTH IMOJTY4Y€HbI CIIOHTAaHHBLIC cooOIIEeHus 0
ClIy4asiX CEpbE3HOro MOpPa)XXCHUs MEYCHH, NMOBBIIICHHH AKTHBHOCTH IICYCHOYHBIX (bCpMEHTOB H

runepOHIMpyOHHEeMHH.

AHeMus (B T. 4. FeMOJIUTHYECKAS )

v MaHuCHTOB, ITOJIY4YaBIIUX IIperapaTt Tn3a6pn, B X0OJI€ IMOCTPETUCTPALIHMOHHBIX Ha0JII0/1aTeTEHBIX

HCCIIEJOBAHUM OTMEYAIUCH pPE€AKHE CillydaH CEPBE3HBIX SIBJICHUH aHEMHH (B B4 FCMOHHTH‘ICCKOﬁ).

3110KkaYeCcTBEHHBIE HOBOOOpa30BaHHUS

Ha nporskenuu Gosiee yeM 2 JIeT Teparmiu He ObUIO OTMEYEHO KAKMX-THO0 pas3snMyuidl B 4acToTe
3]10KAYECTBEHHBIX HOBOOOpa30BaHMi B rpynmnax Hatamusymada u mianebo. Tem He MeHee, 4TOOBI
MOJIHOCTBIO MCKIIIOYMTh BIHMSHHE HaTanu3ymada Ha 4acTOTy BO3HMKHOBEHHMS 3JI0KAYECTBEHHBIX

HOBOOOpa3oBaHMii, HeOOXOIMUMBI O0JIee JUTMTENILHBIE HCCIIEI0BAHHS.

Bausinue Ha j1abopaTopHBIE ITOKA3aTEIN

B IBYXJIETHHX KOHTPOJIMPYEMBIX KIHMHHYECKHX MCCIECJOBAHMAX Yy MAIMEHTOB C PaCCESHHBIM
CKJIepo30M JiedeHHe Tu3abpH  COIMPOBOKIATOCH TOBBILIEHHEM KOJMYECTBA JIMM(OIMTOB,
MOHOIIUTOB, 203MHO(HIOB, 6a30()MUIIOB U sIEPHBIX (HOPM IPUTPOLMTOB B LIUPKYIUPYIOIIEH KPOBH.

[ToBbIeHHs] KOHIEHTPAMK HeNTpoduiIoB He Habmroaanock. [1oBbIICHHE YPOBHS JHMM(OIHUTOB,
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MOHOIIMTOB, 203HHO(GHIOB U 6a30()MIIOB MO CPABHEHHIO C HCXOIHBIM IIOKA3aTe/IeM BApbHPOBAJIO OT
35 10 140%, B 3aBUCHMOCTH OT THIIA KJICTOK, HO CPE/IHEE KOJIMYECTBO KJIIETOK OCTaBaJIOCh B Ipe/ienax
HOPMBbI IIPH BHYTPUBEHHOM BBeieHHH. Bo Bpems Tepanun Tuzabpu oTMeueHo HeGOIbIOE CHUKEHHE
KOHIEHTpalnu reMorinoouHa (cpeanee cumkenne 0,6 r/un [6 r/1]), reMaTokpuTa (cpe/iHee CHIKEHHE
2%) u sputpomutoB (cpeanee cHmwkenue 0,1 % 10°1). Bce H3MEHEHHs TIeMaTONOrHYECKHX
rnokasatejieil BO3BpPALIANKCH K UCXOJHBIM 3HAYCHHSAM JI0 JIeueHHs, oObIYHO B TeyeHue 16 Hexenb
noce nocneaueit 10361 Tuzabpu, 1 M3MeHeHHs ObUTH He CBS3aHbI ¢ KIMHUYECKMMH CHMITTOMaMH. B
X0J€ MOCTPErMCTPALIMOHHOTO TMPHMEHEHHS TakKe OTMEYalHCh Ciydan OecCHMMITOMHOM
y03uHOGIIHE (KOTHYecTBO 303uHOGHIOB >1500/MM*). Tlocne oTmensl npemapara Tuzabpu ot

SIBJICHUS pa3pellaluch.

TpomOouuTOoneHus

3a IMEPUOJA  MOCTPErHCTPALIHOHHOI'O HaOmoleHust  OBUTM  OTMEYEHBI  HevyacThle Clly4yaun

TPOMOOIMTONEHHH M HAHONATHYECKOH TpomOormTonennueckoi mypmypsl (MTII).

ﬂem

OueHKa cepbe3HbIX HeKelaTelbHbIX sBICHHH mpou3Boaunack y 621 peGenka ¢ paccessHHBIM
CKJICPO30M, BKJIIOYEHHOro B MeraaHaiu3. OleHKa STHX OrpaHMYEHHBIX JIAHHBIX I[OKa3ajia
OTCYTCTBHE B YKa3aHHO# MOMYJIAIMH HOBBIX CHrHAIOB Oe3omacHocTH. B MeTaananuse coobuanock
00 | cirydae MeHHHIHUTa, BEI3BaHHOTO BUpycoM reprieca. Ciydaes [TMJI ne Ob110 BBISIBIEHO COIIACHO
JIAHHBIM METaaHaJIM3a, 0JIHAKO, U3BECTHBI ciydan pa3sutus [IMJI npu npuMenennu Hatanuzymaba

B JIETCKOH MOIYJISILIMK B TOCTPErHCTPAIIHOHHOM MIEPHOJIE.
Ilepenosuposka

Hajuiexamiue ouneHKH 0€30MacHOCTH MPU TPHMEHEHHH mpenapara B jo3ax Bbiue 300 mr ne
NPOBOJAMIKCL. MakcuMalibHas J103a HaTanu3ymaba, KOTOPYIO MOXKHO O€301acHO BBOJMTH, HE

OoIpe/iciicHa.

AHTHIOT JUIs TMPUMEHEHMUS ITPH MEPEJIO3HPOBKE HaTaﬂl/ByMaGOM HEU3BCCTCH. Teparmx 3aKJIIO4YacTCA
B OTMEHE JICKapCTBEHHOT O IIperiapaTa U B IIPOBE/ICHUH TTOUIEPKHBAIOIICTO JICYCHHS B HeoOX0MMOM

obneme.
B3aumojieiicTBHE ¢ IPYTHMH JIEKAPCTBEHHBIMH CPeACTBAMH

l'lpnmeuemxe Haranmymaﬁa B COYCTAHHHU C JIPYTHMH IIp€raparaMH, H3MEHSAIOUIUMMH TCHYCHHC

pacCeaHHOIo CKJIIEpO3a, MPOTHBOITOKA3aHO (CM. pasjaei «HpomBonoxa3aHm»).
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WmmyHH3anms

B paHIoMM3MPOBAHHOM OTKPBITOM HCCIIEOBAHHH, MPOBEJEHHOM € ydactHeM 60 NalHEeHTOB ¢
paccesHHBIM CKJIEPO30M C 000CTPEHHAMH, He ObLIO BBIABIEHO 3HAYUMbIX OTKJIOHCHHH B HUMMYHHOM
OTBETEe MALMEHTOB HA BBEJCHHBIH PEBAKLMHHUPYIOUMI aHTUIreH (CTONOHAYHbBIH aHATOKCHH), MPH
TOM OTMEYal0Ch JIMIIL HE3HAYMTEIILHOE 3aMeJUICHHE Pa3BUTHS M CHH)KEHHE HMHTEHCHBHOCTH
ryMOpaJbHOr0 MMMYHHOTO OTBETa Ha HEOAHTHIeH (remoumaHuH JuMQbr yiutkn). CpaBHeHHe
NPOBOJIMIIOCH B TPYNNAx MAlMEHTOB, POXOAMBIINX JedeHue npenapatom Tuszabpu B Tedenne 6
MECSI1IeB, M KOHTPOJILHOM IPYIION, He MojyyaBiuei jedeHne npenapatom Tusabpu. [lpumenenne

KMBBIX BaKLIMH HE H3YYallH.
Ocobbie ykazanus

OTciie;kuBaHue

IIJ'IH BO3MOYKHOCTH OTCJIEKMBAHUS OMOTEXHOJIOIMYECKHX npemnapaTtoB  CICAYET 3allHChIBATh

HAaHWMEHOBAaHHE H HOMEp CEPHUH BBCIACHHOTO ITpeliapara.

[Tporpeccupyiomias MHOrooyarosas Jeikosnnedanonatus (ITMJI)

[pumenenne Tuzabpu mMoxker noBbicHTh puck passutus [IMJI. Mndekuus, Bo3BaHHas yCIOBHO-

natoreHsM JC JIHK monoMaBHpycoM, MOKET MPHBECTH K CMEPTEIbHOMY HCXOJIy HMIJIH TSKeEJIOH

HHBaAJITHJIU3AlIUH.

B cBsa3u ¢ HanuuneM pucka pa3sutus [IMJI Bpay M mauMeHT J0/KHBI B HHIMBHIYalbHOM IOPs/IKE
paccMOTpeTh COOTHOIIEHHE MOJb3bl M PHCKAa NpH sedeHnH npenapatom Tuszabpu. Ha Bcem
MPOTSHKEHUH Teparui HeoOXOIMMO peryJisipHoe HaOII0/IeHHE 3a MAllMEHTaMH, KPOME TOTr0, CaMHX
MAlMEHTOB M OCYIIECTBIIAIONIMX YXO/ 32 HUMHM JIHI( ClIeyeT NPOMH(POPMHUPOBATL O XapaKTePHBIX
s TIMJT panaux cumnromax H kanodax. JC-BHpPyC TakxkKe BbI3bIBACT Pa3BHTHE IPAHYJISPHO-
KiIeTouynoit nHeifpononaruu. [lo cBoum cumnTomam manHoe 3abonesanue cxoxe ¢ [IMII (t. e.

Ha0JII0/1aeTCsl MO3KEYKOBBII CHHIIPOM).

Kaxx/iplii U3 ONMHCAaHHBIX HUIKE HE3aBUCHMBIX (baicropoa PHCKa CBsA3aH C MOBBLIIICHHBIM PHCKOM

pazsutus [IMJI:

» Hanuuue anturen k JC-Bupycy.

« JlnurensHoe JieyeHue, ocobeHHo bonee 2 nert.
[Tocne 2 seT Tepamuu BCEX MAlIMEHTOB ClieIyeT MOBTOPHO NPOMH(OPMHPOBATH O PHCKE
passutus [IMJ] Ha pone Tepanun npenaparom Tuzabpu.

+ IIpuMeHEHHE HMMYHO/ICTIPECCAHTOB /10 nedeHus Tuzabpu.
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V nanueHToB ¢ HanugueM anTtuten K JC-Bupycy uMmeercs moBblmeHHbIH puck passutus [IMJI no
CPAaBHEHHMIO C TalMeHTaMu Ge3 aHTHTEN K 3ToMy BHpYcCy. IIpu Hanmuuu Beex 3 (akropoB prcka
nporpeccupyionieii MHOroo4aroBoil JeikosHuedanonaruu (T. €. Hanuuue anturel K JC-Bupycy n
MPOJIO/KUTENLHOCTD JieueHns: mpenapatoM Tuzabpu Gonee 2 jieT M MpeAIIecTBYIOMAs Tepanus

UMMyHoenpeccantamu) puck pa3sutus IIMJI cymecrBenHo Bbie.

V nauueHToB ¢ antuTenaMu K JC-upycy 0e3 nmpeamecTByIomen Tepanui HMMYHOICTIPECCAHTaMH

ypoBeHnb pucka [IMJI koppeaupyeT ¢ ypoBHEM OTBETa CO CTOPOHBI JIAHHBIX aHTUTEIN (HHICKCOM).

IIpeanonaraercs, 4T0 y NAUMEHTOB ¢ anTutenamu K JC-BUpyCy paclUMpeHHbIH HHTepBal
103upoBaHMs Tpenapata Tu3abpu (CpeHHH HMHTEpBAl JO3MPOBAHMs OKOIO 6 HeJenb) ObUl
acconuupoBaH co cHipkenueM pucka IIMJI, mo cpaBHEHHIO C YTBEPKICHHBIM HHTEPBAIOM
no3upoBanus. I[IpH NpUMEHEHMHM [perapaTa ¢ pacIIMPEHHBIM HHTEPBAJIOM JI03UPOBAHHA
PEKOMEH/IYeTCsl COONI0aTh OCTOPOKHOCTD, T.K. 3((EKTHBHOCTh NpPH PACIIMPEHHOM HHTEpBale
JI03UPOBAaHUs HE M3yYeHa M COOTBETCTBYIOIEE COOTHOLIEHHME IOJIb3a/PUCK B HACTOSIIEE BpeMs
Hen3BecTHO (cM. paszaen «®Dapmakonorudeckue cBoictBa»). Jlis momyuenus Gonee 1oapoOHO#
uHGOpMaNHK cileayeT obpaTuThes K MHpopMaluu [uis Bpada B PeKOMEHIALMAM 110 HAOII0ICHUIO

IMMAallIMEHTOB, IOJYyYaKIIHX ITperapaT HaTanmymaG.

VYV nauueHTOB U3 IpyIIbl BBICOKOIO pHUCKa JIEYEHUE IPEIapaToM Tn3a6pn CJICAYET MpOoaO0/IKATh,

TOJIBKO €CJIH IT0JIb3a MPEBBIIIACT PUCK.

Ananu3 Ha anturena k JC-Bupycy

AHanu3 Ha aHTUTENa K JC-Bprcy NpeaHasHa4YCH U IOJTY4YCHHS CBClIEHHﬁ, HCITOJIB3YEMBIX IS
crpam(bnxaupm pHCKa TEpaluu IpernapaTomM Tma6pu. B cBs13u ¢ 3TUM HcClIeIOBAaHUE HA aHTUTEIIA
CJIeYEeT IPOBOJIMTH /10 HAYaJla JICUYEHHUS IpeTriapaToM Tn3a6pn HJIM Y IALIUEHTOB, YK€ MOJTYyYaloIIuX

JIaHHBII JIeKapCTBEHHBII MPEnapar, ¢ HeM3BECTHBIM cTaTycoM aHTuTes K JC-Bupycy.

V NanueHTOB ¢ OTPHIATENBHBIM Pe3yJbTaToM aHain3a Ha anturena k JC-supycy puck I[IMII Bce
PABHO COXPAHSETCS, YTO MOXKET ObITh CBS3aHO C TAKUMM NpPHYMHAMH, Kak uHpuuuposanue JC-
BUPYCOM, KojeOaHWs KOHUEeHTpalmu aHTuTen K JC-BHpyCy, a Takke JIO)KHOOTPHLATEIbHBIN
pe3y/ibTaT aHanM3a Ha anTurena. [ToBTOpHBIA aHanu3 y mauueHToB Oe3 anturen k JC-Bupycy
PEKOMEH/IyeTCsl Kaxk/iple 6 MecsleB. Y paHee He NOJIyYaBIIMX WMMYHO/ICIIPECCAHTHI MAlLlUEHTOB C
HHU3KHM MHIEKCOM ITOBTOPHBIM aHAIH3 TAK)KE PEKOMEHIYEeTCsl TPOBOMTH KakIble 6 MECSLEB 110cie

JOCTHIKCHHUA 2 et TEpalluu.

Bonee noapoGubie cBeieHus nmo ananudy Ha JC-Bupyc npusejeHsl B Mudopmaumu s Bpaya

PEKOMEHAAUAX I10 Ha0JII0JICHUIO TTAIIHEHTOB, MOJIy4YarIlIuX Mnpemnapar HaTanmyMaG.
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JUns muarHoctuku ITIMJI Henb3s HCMONB30BaTh aHanM3 Ha aHTuTena K JC-BUpyCy MeTOIOM
ummynopepmentroro  ananmmsa  (MDA).  Ilnasmadepes/minasmoobMern ¥ HCIONB30BAHHE
MMMYHOITIOOY/JIMHA Ul BHYTPUBEHHOrO BBeJeHMs (Ig B/B) MOryT NOBIHATH HAa JOCTOBEPHOCTH
MHTEpNpeTalMy aHAM3a CBIBOPOTKU Ha aHTHTena K JC-Bupycy. Anamu3 Ha antuTena k JC-upycy
HEJb3s TPOBOJMTL B TeueHHE 2 Hejelb mocie Iuasmadepesa/miasMooOMeHa M3-3a y/IaleHHs
AHTHTEJ M3 CHIBOPOTKH HJIM B TEYEHHE 6 MeCsIEeB Moclie Henonb3oBanus Ig B/B (T.€. 6 Mecsies = 5-

KpaTHOC 3HAYCHHUE NEPHUO/A ITOTYBBIBCICHHA PIMMyHOFII06yJIHHOB).

Jns onpenenenust pucka [IMJI B pasHbIX MOArpymNNax MAlMEHTOB HEOOXOAMMO OOpaTHTBCS K
Undopmanuu yis Bpaya ¥ peKOMEHIALHAM 110 HAOIIOICHUIO TAMEHTOB, MOJIYYaroIUX MpernapaT

HaTanuzymab.

[To ucreuennu 24 MecseB ¢ Hayaja JIeYeHUs MALMEHT JI0/KeH OBITh OBTOPHO MH(OPMUPOBAH O
pucke passutus [IMJI na ¢one npuema TuzaOpu. Kpome Toro, camux TNalHEHTOB H
OCYIIECTB/IAIONMX YXO/ 3a HHMH JIHI CieayeT npouHdopMupoBaTh 0 XapakTepHbix mis [TMJI

PaHHHUX CUMIITOMax U xKanobdax.

MPT-ckpununr ITMJI

Haumnats Tepanuio TuzaGpu ciielyeT TOIBKO MPH HAIMYHH PE3YJbTaTOB MarHMTHO-PE30HAHCHOM
tomorpaduu (MPT), npoBe/ieHHOI He paHee YeM 3a 3 Mecslia 10 MOMEHTa Hadasa Tepanuu. [lanuas
MPT sBasiercsa 6a3oBoii. Kaxnoe cinenyromee uccnegoBanue (MPT) 1o/mkHO IpOBOAMTECS HE pexke
1 paza B rox. Y mauuentoB ¢ Gonee BbicOkMM puckom pasutus [IMJI crnexyer paccmorpeTs
HeoOXoMMocTh Gosee yacToro nposejienuss MPT 1o cokpalieHHOMY NPOTOKOIy (T. €. Kaxble 3

WK 6 MecsIeB). DTO KacaeTcsl CleAyIOIUX IPyII NallMeHTOB:

* [amMeHThl co BceMH 3 (akTopaMH pHCKa TPOrpecCHpYIOIIed  MHOroo4aroBou
nenkosHuedanonaTuu (T. e. Hanuyue aHTuTen K JC-BUPyCy H NMPOJIOJIKUTENBHOCTD JICYCHHS

npenaparom TuzaOpu Gosee 2 eT H MPEAIIECTBYIONIAs TEPANMs HMMYHOIEIIPECCAHTAMH)
WITH

*  paHee He M0JTyYaBIIME MMMYHOIEIIPECCAHTHI ALIMEHTHI C BRICOKUM MHIeKcoM aHTuTen k JC-
BHpYCY, NPOJOJIKUTENILHOCTD JIeueHus npenapatom TH3abpu y KOTOpBIX cocTaBiseT Ooiee 2

JIET.

B COOTBETCTBHH ¢ MMEIOIMMHUCS B HacTosiee Bpems qanubiMu puck IIMJI knaccuduuumpyerces kak
HU3KHi pu 3HaueHusaX uHjekca < 0,9. Puck IIMJI BospacTaer, eciiu npoaoIKUTEIbHOCTD TePaNuH

npenapatom Tuzabpu npesbiiaet 2 roja Mpu 3HaueHHH uHjekca aututen k JC-pupycy 21,5 (bonee
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nopoGHEIe cBeIeHUs NpuBe/eHbl B MHbOpMaImK Ui Bpaya M PeKOMEHALHAX 110 HAOIII0ICHHIO

MAalHEHTOB, MMOJYyYarluX Mpernapar HaTaJIH3yM36).

He npoBojimiiock HUKAKUX HcciefoBanuil 3¢ dekruBHOCTH M Oe3onacHocTy npenapara Tusabpu y
MAlMEHTOB, paHee MOJyYaBUIMX TIPErapaThbl, W3MEHSIONIHE TEYEHHE PACCEHHOIO CKIEpo3a ¢
HMMYHOCYIIpECCHBHBIM 3¢ pekTom. B HacTosIee BpeMst HEM3BECTHO, HAOIII01aeTCs JIH Y MALMEHTOB,
NepexoIsIInX ¢ ITUX TpenapaToB Ha Tu3abpu, nossienue pucka [IMJI; Takum 0Opa3omM, 3a HUMH
Tpebyercss Oonee wactoe HabmroneHHe (Kak M B Clydae C IIallMEHTaMM, INEPEXOJAIIMMH C

UMMYHO/ienipeccaHToB Ha Tuzabpwu).

VY moboro nmanuenra ¢ PC, monyvatomero Tuszabpu, B ciiydae BOSHUKHOBEHHS HEBPOJIOTHYECKHX
CHMIITOMOB W/M/IM HOBBIX 0O4YaroB B ronoBHoM wmo3re Ha MPT B xoxe auddepenumansHon
JIMarHOCTHKU HeoOxoaumo uckimodnuts [IMJL. 3apeructpupoBansl cinydan 6eccumnromuoii TIMJI,
IpH KOTOPBIX AMarHo3 Obui mocrasieH Ha ocHoBaHMH MPT u BeBaenus JIHK JC-upyca B

CIIMHHOMO3IOBOM KHJIKOCTH.

Bpau nomken oOpatutbes k MuHpopmammu Uit Bpada M PEKOMEHJIALMAM I10 HAONIOIEHHIO
NalMEeHTOB, MOIYYaOIHMX Npenapar HaTalu3yma0, s nomydeHus 6osee moapodHoH nHbopMaLHu

00 ynpasienun puckamu ripu [IMJ1 y narenTos, noayyatommx TuzaOpu.

Ipu noxospennn Ha IIMJI nam JC-BupycHYI0 IPaHY/ISIDHO-K/JIETOYHYI0 HEHPOHONATHIO,

HeoOX0IMMO NPHOCTAHOBHTH Tepanuio 1o nekiaouenus IIMJL.

Jlewammii Bpa4 JIOJDKEH IPOBECTH OCMOTP MAlMEHTA, YTOOBI BBIABUTH BO3MOJKHBIE CHMIITOMBI
HEBPOJIOTHYECKOM MUCHYHKIMU M NPH UX HATMYUH ONMPEIENNTh, THIHYHEI 11 oHu s PC u He
ABJIAIOTCS M ToBoJIoM utst mojo3penuit Ha [IMJI unu JC-BupycHYyIO IpaHyJISIpHO-KIETOYHYIO
HelipoHonaTuio. B mocieiHeM M APYrMX COMHHTEIBHBIX CIydasX HeoOXoIMMa HalibHeHIas
jquartHoctuka, Birodas MPT ¢ koHTpacToMm (ee pe3yiabTaThl HY)KHO CPaBHHMTH C pe3yiIbTaTaMH
6azoBoit MPT 10 neyenus Hatanu3zymabom), HeeneoBaHie CTMHHOMO3roBoit sxuakoctd (CMIK) na
nHannuue JJHK nmonnomasupyca (JC-BupyC) M OBTOPHBIE HEBPOJIOTHYECKHUE OCMOTPHI, KAK OMHCAHO
B Mudopmanmu s Bpaya 1 peKOMEHIALHSM 110 HaOII0IeHUIO MAIIMEHTOB, MOJIyYalolIuX npenapar

HaTanu3ymao.

[Tocne Toro, kak IIMJI w/mmu JC-BupycHash TpaHy/IIpHO-KJIETOYHAs HelpoHomaTusi Oyner
HCKIItoYeHa (e HeoOX0MMO, Ha OCHOBAaHHH ITOBTOPHBIX KIIMHHYECKHX HEHPOBHU3YaJIM3alIMOHHBIX
w/unu 1abopaTOpHBIX MCCIEJOBAHUI B Cllyyae COXPAHSIOLIErocs KIMHHYECKOrO II003pEHHs),

Tepanuio npenaparoM Tuzabpu MOXKHO BO30OHOBHTS.
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Jledaniemy Bpady cieayeT ObITh 0COOCHHO BHUMATENbHBIM B OTHOLIEHHH cuMnToMoB TIMJI uinm JC-
BHPYCHOM TI'pPaHyJISPHO-KJIETOYHON HEHpPOHONATHH, KOTOpbIE MOIYT OCTaThCsl HE3aMEYEHHBIMH
caMHM TMalnMeHTaMm (HarmpuMmep, CHUMIITOMBI KOTHHUTHBHBIX, INCHXHYECKHX HapyleHHi, 1ubo
MO3K€4KOBBIH cuHapom). CrieyeT aTh MalMeHTy COBET MpeayNpeJuTh OJM3KHX POJCTBEHHHKOB
WIIH yXaXKMBAIOIIMX JIUI[ O TIPOBOJISAIIEMCS JICYEHUH, TIOCKOIbKY OHM MOT'YT 3aMETHTh CUMIITOMBI, HE

3aM€4acMbIC CAMHM IIAIIHEHTOM.

3aperucTpupoBaHbl ciaydau passutis [IMJI nocine ormens! npenapata Tuzabpu y nauueHTos 0e3
NPU3HAKOB, XapaKTEPHBIX I JaHHOro 3a00jeBaHUs Ha MOMEHT OTMeHBI. IlanmenTam u Bpauam
HEOOXO0MMO TPOJIOJKATh TOT K€ IMPOTOKOJ MOHHTOPMHIA M COXPaHATH HACTOPOKECHHOCTH Ha
[Ipe/IMET HOBBIX JKaI00 WITH CHMIITOMOB, XapakTepHsIX it I[IMJI, B Teuenne npumepHo 6 MecsleB

nocrie OTMeHsl npenapara Tuzabpu.
ITpu passutuu [IMJT HeoGxo1MMO HaBcer1a MpeKpaTuTh Tepanuio Tuzadpu.

[Tocne BoccranoBeHus uMMyHUTeTa y 001bHBIX ¢ [IMJl, Bo3HuKIIe# Ha poHE HMMYHOCYIIPECCHH,

OTMEYACTCA YJIYUYIICHUE KIIMHUYECKHX HCXO/10B.

Ha ocHOBaHMHM PETPOCHEKTHBHOIO aHA/IM3a JAHHBIX MAIMEHTOB, IMOJYYaBIIMX HaTanuzymad c
MOMEHTa €ro PerucTpaliH, He HaOJI0Janoch pa3IM4uMil B 2-X JIETHEH BBDKHBAEMOCTH IIOCIIE
MOCTAHOBKM auarHoza IIMJI Mexay mMauuMeHTaMH, KOTOpPBIM IPOBOAMIACH IIpOLEaypa
ninasMadepesa/iuiazMooOMeHa U TeMH, KOMY Takas Ipoleypa He MpoBoauiach. Jlist mosmydenus
uHpOpMAaLMKH MO JAPyrHM OcoOeHHOCTAM BejeHus nauueHtoB ¢ IIMJI cinenyer wu3yduTh
Undopmanmio [y Bpaya U peKOMEHJAIMU 110 HAOII0EHHIO NALMEHTOB, MOTy4YarolMX MpernapaTt

HaTaau3yma.

[IMJI 1 BocnanuTeIbHBIH CHHAPOM BoccTaHoBleHHss uMmyHHTeTa (BCBU)

I'Ipaxmqecxn Yy BCEX MAaMCHTOB, ITOJYy4YaBIINX THS&GPH, I10CJI€ €ro OTMCHBI U, €CJIX NTPOBOANIIOCH,

yJaJleHus Tpenapara ¢ rmoMolipio miasmadepesa/miazmaodmena Habmroaanocs passurue BCBU.

BCBU npeamnonokKHTeabHO SBISETCS Pe3y/IbTaTOM BOCCTAHOBJIECHUS UMMYHHMTETA y IALMEHTOB C
I[IMJI. OH MOXeT NpPUBECTH K CEpPbE3HbIM HEBPOJIOTHYECKHM OCIIOKHEHHSAM, a TaKke K

CMEpTEILHOMY HCXOJLY.

HeobOxomuM MoHUTOPHUHT ¢ 1enbio BeusiBieHUs BCBU, a Taxkke Haulexkalniee jie4eHHE BOCTIAICHHS,
Habmoaromerocs npu Bei3oposinennn nocie [IMJI (Gonee nmoapoOHbIe cBe/leHHsI IPUBEIEHBI B
Wudopmaimu /uis Bpadya U peKOMEHJALMAX 10 HAO/II0EHHIO MAlMEHTOB, MOIYYalolIUX Mpenapat

HaTanu3ymab).
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Nubekuuu (B T. 4. ONNOPTYHUCTHYECKHE)

Onucansl cIy4au Apyrux HHGEKIHIl, BBI3BAHHBIX YCIOBHO-ATOT€HHBIMH MUKPOOPraHM3MaMH, IIPH
npumenennn  Tu3abpu, B  ocHoBHOM npu  Oonesnn Kpona ¢ comyTCTBYHOMIMMH
MMMYHOJEDUIMTHBIMH COCTOSTHUSIMH M COITyTCTBYIOIHMH 3a00/ICBAaHHAMH, OJIHAKO B HACTOsILEE
BpeMsl HEBO3MOKHO MCKJIFOYUTH MOBBIIIEHHS PHCKA PAa3BUTHs TaKuX MHpexuuit Ha doue Tepanuu
npenapatoM Tuzabpu u 6e3 comyTcTByrommx 3aboneBanuii. MHpekuuu ycioBHO-TIATOreHHBIMH

MHKpOOpraHW3MaMH ONUCcaHbl Takke y 00nbHbIX PC, momyuasmmx Monotepanuio Tuzabpw.

TuzaOpu MOBBINIAET PUCK PA3BUTUS dHUE(DATUTA U MEHHHIHUTA, BBI3HIBACMOT0 BUPYCaMH IIPOCTOrO
repreca ¥ BapHle/Ia-30cTep. B mepHox MOCTPErncTpalMOHHOrO NPHMEHEHHUs Yy MAIUEHTOB C
pacCesiHHBIM ~CKJIEPO30M, TIONyYaBIIMX mpenapaT Tu3aOpu, 3aperMcTpUpOBaHbl Cephe3HbIC
YIPOKAIOLIME KU3HU M MHOT/IA JaXke TPUBOMISIINE K JIETAIBHOMY HMCXOMy Cilydad SHuedanura u
MEHMHIHUTA, BBI3bIBAEMBIE BUPYCOM MPOCTOrO reprieca WM BUPYCOM Bapulesia-3octep. B ciyudae
Pa3BUTHS FePIETHYECKOrO MEHHHIUTA WIIH SHLE(DAIHTa JaHHBIH TTpenapat HeoOX0AMMO OTMEHHTD H

Ha4vaThb HaJJIC)KaAIICEC JICYCHHUE.

OcTpblil HEKPO3 CETYaTKH — 3TO peJkas BUPYCHas HMHQEKIHA CeT4aTKH ¢ (yJIbMHHAHTHBIM
TeueHHEM, BhI3bIBa€Masi BHPYCaMH CEMeicTBa reprec-BUpPycoB (HallpMMEp, BHPYCOM BapHIIE/UIa-
3octep). JlanHoe 3a00/€BaHNe PErHCTPUPOBATIOCH Y MAIMEHTOB, MOMyyaBIIKX npenapat Tuzadpu.
OcTpblii  HEKpPO3 CETYATKH IOTEHLHATbHO CcrnocobeH mnpuBoauTh K cienore. [laumento c
o(TaTBMOIOrHYECKUMH Kalo0aMu (CHMKEHHE OCTPOTHI 3peHHMs, KpacHoTa M 0oib B Ija3ax)
He00XO0IMMO HAIPABUTH HA CKPHHUHIOBOE 00CIIEJ0BAHHE CETYATKH C LEIbI0 HCKIIIOYEHHS OCTPOro
HEKpO3a ceT4yaTKd. B ciydae MOCTAaHOBKM KIMHMYECKOrO JMAarHo3a OCTPOro HEKPO3a CETYaTKH

CJICAYET pacCMOTPETH HCO6XOILI/IMOCTB OTMEHBI IIperapara TH336pPI.

IIpu Ha3HAYEHHH Mpenapara HeoOXOAUMO TIOMHHTb O BO3MOKHOCTH Pa3BUTHs HH(EKIHUU APYyTrHMH
YCIIOBHO-IIATOrEHHBIMH ~ MHKPOOPraHM3MaMH, KOTOpbl€  CJI€AyeT BK/IIOYHTH B  CIIHCOK
nuddepeHIHaNIbHOro AnarHos3a HHGEKIHi y naueHTos, nojydaromux Tuzabpu. Ilpu nogo3pennn
Ha MH(QEKIMIO YCIOBHO-TIATOIEHHBIMH MHKPOOPraHW3MaMH CJIEyeT MPHOCTAHOBUTL TEPAIHIO

TH336PH J0 UCKIIKOYECHHA HH(t)eKHHH 10 pe3yjibTaTaM COOTBETCTBYHOIIHUX HCCIe/IOBAaHUM.

HpH pasBUTHH HH(beK[IHH YCJIOBHO-ITATOICHHBIMH ~ MHKpPOOpPraHU3MaMH CIEAYET HaBCeriaa

npekpaTuTh Tepanuio Tuzadpu.



OGY‘I&IOH],PIC PYKOBOJICTBA

Bcem BpauyaM, KOTOpble cOOMparoTCs Has3HadaTh Tepamuio Ipenapatom Tusabpu, ciexyer
Y/IOCTOBEPUTBCS, YTO OHH TIATeNbHO H3yunwin Mudopmamuio mis Bpaya W peKOMEHAALMH I10

Ha0JII0/ICHUIO MALIUEHTOB, MoJIyJarouux mnpemnapar HaTaJIH3)’Ma6.

Bpauy cieyeT 06CyauTh NPEeUMyIeCTBa H PHCKU Tepanuu Tu3aOpy ¢ MaUeHTOM U MPe10CTaBUTh
eMy NaMsTKy MalMeHTa, COJeprkallylo BaxHylo HHpopmaimmio o GesomacHoctu. Crenyer
NPOMHCTPYKTHPOBATH MALMEHTOB, YTO B CIIydae Pa3BHTHS MH(EKIHMH MM CIIEAYeT MPEeayNnpeanTh

JIeYaIero Bpaya o npumeHeHuu Tuzabpu.

Bpaqn JOJIZKHBI 00BACHUTH MaMEHTY BaXHOCTb HEIPEPBIBHOIO JICYCHHA, 0COOEHHO B IIEPBLIC

MECAIBI JICYCHUS.

'Mnep4yBCTBUTEILHOCTD

Tuzabpu MOXET BBI3BIBATH PEAKIUH TIMIEPUYBCTBMTEIBHOCTH, B T. Y. CEPbE3HBIC CHCTEMHBIE
peakuuu. DTH peakini 00BIMHO Pa3BUBAIOTCS BO BpeMs HH(Y3HH MIIM B TEYCHHE Yaca MOCIe Hee.
PHCK pa3BUTHs THIIEPYYBCTBUTEIBHOCTH HAKOOBLINIA B HAYasIe TEPAIMH, @ TAKKE IIPH OBTOPHOM
BBeeHMM Tu3abpu mocine jonroro mepepbiBa (3 mecsua win Gonee), mocnenosaswiero 3a 1-m
kpatkoBpeMeHHbIM KypcoM (1 wmmm 2 uudysun). OaHako PpHCK pasBUTHS — PeaKIHi

TUIEPYYBCTBUTEILHOCTHU CIIEYET YUUTBIBATH IIPH TI000H HHDY3HH.

[TarieHTHI JOJIKHBI OCTaBaThCS IO Ha0JII0JIeHHEM BO BpEMA HH(byZSHI/I U B TCUYCHHUE 4Haca I10CJIE €€
okoH4aHus. B yeueOHOM YUYPEKACHUHU JOIZKHO OBITH BCE HCOGXOIIHMOC JJIA JICYCHUA peaxunﬁ

I'ANEPYYBCTBUTEIIbHOCTH.

HpH NEPBLIX MPU3HAKAX PEAKIIMH I'HIIEPYYBCTBUTCIIBHOCTH CICAYCT NPEKPAaTUThL BBEICHUE TH3a6pH

U HEME/JICHHO Ha4aTb neyeOHbIe MEPOIIPHUATHSA.

Haunemm, Y KOTOpPBIX Pa3BHJIIMCH PEAKIHUU THINEPUYBCTBHUTCIBHOCTH Ha HaTanmymaﬁ, JIOJIZKHBI

OKOHYATENILHO MPEKPaTHTh Teparnuio Tuzadpu.

CoInyTcTBYIOIIEE JIeYEHHE HMMYHO/IENIpEecCaHTaMHU

BesonacHocts M 3¢ dexruBHocTs Tu3abpu B coueTaHMH ¢ APYIMMH MMMYHOJETIPECCAHTAMH HIIH
POTHBOOIYXOJIEBBIMI MPENapaTamMy I0Ka HeJOCTaTOYHO ycTaHoBiIeHa. COIMyTCTBYIOMMH MPHEM
3THX MNPENapaToB MOKET MMOBBICUTh PHCK MH(EKIMH, B T.4. BBI3BAHHBIX YCIOBHO-NATOTCHHBIMH

MHUKpPOOpPraHU3MaMH, H, CJIEA0BATEIILHO, IIPOTHBOIIOKA3aH.

[1o aHHBIM KIMHHYECKHX HCClleoBanuii 3-i (a3sl y mauuenToB ¢ PC, npu Tepaniu BHY TPUBEHHOM

uHdy3uell Haramu3ymaba OJHOBPEMEHHOE JIeYeHHE OOOCTPEHMS KPATKOBPEMEHHBIM KypCoM
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TTIOKOKOPTHKOCTEPOHM/IOB HE COIMPOBOK/IANOCH y4YallleHHeM ciydaeB uHekuui. Takum obpasoM,
KPAaTKOBPEMEHHYIO TEpalHiO TIIOKOKOPTHKOCTEPOHIAMH MOKHO TPOBOAMTH TapaliebHO ¢

tepanueit Tuzabpu.

[IpeaiecTByoniee JIeueHUE UMMYHOAENpeccaHTaMu MIH HMMYHOMOJYJIATOpaMHU

V NanMeHTOB, paHee MOIyYaBIIHX HMMYHOICTIPECCAHTBI, CYIIECTBYET MOBBILICHHBIH PHCK Pa3BUTHSA
[IMJI. He npoBOAMIOCH HHKAaKHX HCCle0BaHHH >((PeKTHBHOCTH M 0e30MacHOCTH Mperapara
Tu3abpu y NAUMEHTOB, paHee IOTyYaBIIMX IIPENapaThl, W3MEHSIOUME TEYCHHE PACCESHHOrO
CKJIEpO3a ¢ HMMYHOCYpeccHBHBIM 3G dekroM. B HacTos1ee BpeMs HEM3BECTHO, HAOII01aeTCs JIH Y
NMAIMEHTOB, MEPEXOAIMX ¢ 3TUX npenapatoB Ha Tu3abpu, nosbnuenne pucka passutus [IMII,
TakuM 00pa3om, 3a HUMH Tpebyercs Oosee yacToe HaOnroAeHHE (KaK M B Cydae ¢ MaleHTaMu,

TIepexo/IAIMMHU ¢ UMMyHoenpeccanToB Ha Tu3abpu, cm. MPT-ckpunuur [IMJT).

[TanmenTam, paHee MOJMYYaBIIMM MMMYHO/EIIPECCAHTHI, Ha3HAayaTh npenapat Tusabpu ciexyer ¢
OCTOPOKHOCTBIO; HEOOXOIUMO J0XKAATHCS BOCCTAHOBICHHS QYHKIIMM MMMYyHHOH cuctemsl. [lepen
Ha3HayeHHeM Twu3abpu Nedamuil Bpad JO/DKEH OLEHUTH KaXKIBIH OTJIENBHBIN Cilydaid, 4TOObI

BBISIBUTH BO3MOXKHBIC IPU3HAKH nmmynoaecbuuma.

ﬂﬂﬂ TOrO, yT0OBI H30€KaTh IIO6aBO‘IHOFO BO3JICUCTBHS Ha UMMYHHYIO CUCTEMY, IIPH 3TOM CBEJS K
MHHHUMYMY PHUCK HOBTOpHOﬁ aKTHUBalluH 3360HeBaHHﬂ, IIpHU Mepexoae € npenapaToB, U3MEHAIOMHNX
TEYCHHE paCCEIHHOTO CKIIEpO3a, Ha TH336pPI HCO6XOIIHMO YYUTBHIBATH IEPHO/] IMOJIYBBIBEICHUS H
MEXaHHM3M JIEHMCTBHUS 3THUX IpernapaTos. IIJ“I}I rapaHTuM TOro, 4TO BO3JICHCTBHE HaA HUMMYHHYIO
CHCTEMY paHEE IOJIyJaeMbIX IPEIapaToB (T.C. LIHTOHGHI/ISI) ObLI1O IpEeKpaleHo, 10 Ha4yajla Tepalru

Tu3abpu peKoMeH/IyeTcs IPOBECTH OOIIHiT aHAIN3 KPOBH (BKJIIOYAS TUM(OLMTEI).

ITanmenTsl MOTyT OBITH IEpPEBECIIEHBl C 6eTa-HHTep¢)ep0Ha HIIM TIJjlaTupaMepa aneTaTa
HEMOCPEJACTBEHHO Ha  TEpaluio HaTaJ"IH3yMa6OM Npu YCJIOBHHM OTCYTCTBHUA  IIPU3HAKOB
COOTBETCTBYIOIIIHUX OTKJIOHGHHﬁ, CBA3aHHBIX C JICYEHUEM YKa3aHHBIMHU IIp€liaparaMy, HallpUMEp,

HEHTPOICHUH U JTUM(OTICHHH.

[pu nepexoze ¢ mumetHipymapara Ha THzaOpn nepro/i «BBIMBIBAHUS JI0JKEH OBITH I0CTATOYHBIM

JUISE BOCCTAHOBJICHUA 4YHCJIa HHM(bOL[HTOB Iepea HavyaJloM JICUCHHA.

ITocine oTMeHBI (PUHTOIMMOA YUCIIO JTUM(OIMTOB IMOCTENEHHO BOCCTAHABIMBACTCS JIO TPE/ICIIOB
HopMbl 3a | — 2 mecsua. [lo Havana Tepanuu npenaparom Tuzabpu Nepuojl «BHIMBIBAHUS» JIOJKCH

OBITH JIOCTATOYHBLIM JUISI BOCCTAHOBJICHHS YHCIIA HHM(bOHHTOB.

TepudiyHoMH)I BBIBOAMTCS H3 IUIa3Mbl KPOBM MeUICHHO. be3 mposejienus mpouenyp,

HamnpaBJIEeHHbBIX Ha YCKOPEHHOE BBIBE/ICHHUE IIpenapaTa, KIHPCHC TepPI(pJ'Iy'HOMHI[a MOKET
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TIPOUTMTHCS OT HECKOIBKHUX MecsleB 10 2 neT. BenencTsue 9T0ro, B COOTBETCTBHU € HHCTPYKIIHEH
npenapara TepU(PIYHOMHI, PEKOMEHIYETCS BBINOJIHUTL MPOLEAYpPY, HAIlpaBICHHYIO Ha €ro
YCKOPEHHOE BbIBE/ICHHE, B IPOTHBHOM CIIy4ae OTMbIBOYHBIH TIEPHO/L IOJDKEH COCTaB/IATh HE MEHEe
3,5 mecaues. [Tpu nepexoze ¢ TepuduryHomuia Ha Tuzabpu HeoOX0AMMO COOIIOAATH OCTOPOIKHOCTH

B OTHOUIEHHHU IMOTEHIHUAJIBHBIX COITYTCTBYIOIIHX 3¢)(beKTOB CO CTOPOHBI HMMyHHOﬁ CUCTEMBbI.

AnemTy3ymMab 0071aaeT BBIPAKEHHBIM JUTHTEIBHBIM HUMMYHOCYNpeccHBHBIM ¢ dekTom. Tak kax
(akTHuecKas MPOAOIKHUTEIBHOCTh ITHX S()(HEKTOB HEM3BECTHA, HE PEKOMEHIYeTCs Ha4YMHATh
neyenue Tuzabpu mocne anemTy3ymada, 3a MCKIIOYEHMEM TEX CJIy4aeB, KOrJa I0Jib3a TaKOro

JICYCHHUS SIBHO TPEBLIIIACT PUCKH IS OTACJIbHOIO IMalMCHTA.

MNMMYHOreHHOCTh

O6GocTpenue 3a00/1eBaHKs HIH HE)KeNaTeIbHbIC PEaKlMH Ha HH(Y3HIO MOTYT CBHIETEILCTBOBATH O
BbIpabOTKE aHTUTEN K Hatann3ymaldy. [Ipy BOSHMKHOBEHMH TaKMX ABIECHHH HEOOXOAMMO clenath
aHaJIM3 HA aHTHUTEJIa K HaTaau3yMaly JIBYKpaTHO C HHTEPBAJIOM 10 KpaiiHeil mepe 6 Helelb; eClli B
X0JIe MOJATBEPIKAAIONIEr0 aHajiu3a Takke OyJeT MoJlydeH IOJOXKHTENIbHBIA pe3ysbTaT, ciejyer
NPEKPAaTHTh TEPANUIo, IOCKOJIBKY IOCTOSHHOE HAJIM4He€ AaHTHUTE CYNIECTBEHHO CHHIKAeT

s¢pdexruBHOCTs TH3abpH M MOBBIIIAET BEPOSTHOCTh PEAKIIMI FHIEPYYBCTBUTEIHOCTH.

[TockosbKY TpH JIONTOM IIepepbiBe B JICYCHHM [OC/IE KpaTKOBPEeMEHHOro Kypca Tuszabpu
TOBBILIAETCS PUCK 00pa30BaHKs AHTHTEN K HaTaIM3yMaly /WM peakiuil THIepYyBCTBUTEIbHOCTH
IpH TIOBTOPHOM BBEJCHHH, CJIE/yeT MPOBECTH HCCIEJ0BAHHE HAa aHTHTENA, M, €CIM pe3yJbTaT
IO/ITBEPIK/IAIONIET0 MCCIE/I0BaHUS Yepe3 Mo KpaiiHei mepe 6 Helellb OCTaeTcs MOI0KHUTEIbHBIM,

JanbHeias Tepanus npenaparoM Tu3abpu He JommycKaeTcs.

Peakiiuu co CTOPOHBI IEYEHU

3a nepuo/| MOCTPEruCTPALIMOHHOI0 Ha0II0AeH s ObIIM 3apPErUCTPUPOBAHBI CIIOHTAHHBIC CEPbe3HbIC
HeKeJIaTeJIbHBIE ABJICHUS CO CTOPOHBI TedeHu. [lopaskeHne medeHH BO3MOKHO B J1000€ BpeMs Ha
NPOTSHKEHHH Kypca JIedeHHs, Jaxe rocie BBeleHHs |- 7103bl. B HEKOTOPBIX ciydasx peaxiis
BO3HHMKaJla CHOBA IMPH BO300HOB/IeHHH Tepaniu Tu3abpu. Y HEKOTOPHIX MAIMEHTOB ¢ OTKIIOHEHHAMH
nokasareseil (pyHKIMH MeYeHH B aHAMHE3€ OTMEYEHO MX YXYAIIeHHe BO BpeMs Tepanuu Tuzabpw.
HeobxouMo Tiiare/ibHo HaOII0/aTh 3a TMALMEHTAMH, YTOOBI BBIABUTH BO3MOKHBIE HApyIICHHS
GYHKUMM NeYeHH, W TPEayNpeanTh UX O HeoOXOAMMOCTH OOpaTHThCA K JieyalleMy Bpady IpH
TMOSIBJIGHHH CHMIITOMOB TOPAKEHUsSI TIEYSHH, HANPUMeEp, KeATyXH U pBoThl. [Ipu 3HaunTeIbLHOM

TNopakeHUM MEYEHH ClIeyeT MPEKPaTUTh TeparHio npenaparoM Tuzabpu.

TpomOouuTOINIEHUA
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Ilpu Tepanuu HaTanu3ymMaboMm ObUIH 3aperHCTPUPOBAHBI CIyd4aH TPOMOOUMTOIECHHH, BKIIOYas
HIMONATHYECKYI0 TPOMOOUMTONCHHYECKYIO MypIypy. 3aJepKKa B BbIABICHHM W JICYCHHH
TPOMOOLMTONEHHH MOKET IPUBECTH K CEPHE3HBIM H OMACHBIM JIIsl )KM3HU NOCIeACTBHAM. [attueHTE!
JIOJKHBI OBITH IPOMHCTPYKTHPOBAHBI 0 HEOOX0MMOCTH HEMELIEHHO cO00IIaTh JievaliemMy Bpady, B
cIlydae TOSB/ICHHs KaKMX-THO0 MPU3HAKOB HEOOBIYHBIX MIIM JUTHTENIBHBIX KPOBOTEYEHHUH, ETEXHH
WM CIOHTAHHO TOABHMBIIMXCS CHHAKOB. B cilyyae BBISABICHUS TPOMOOLMTONEHUH, CIEIyeT

PaccMOTPETh BO3MOKHOCTB Ipekpamienus npuema Tuzabpw.

[Ipekpamenue Tepanuu Tuszadbpu

Ecnu nedammii Bpau NPMHHAMAET PELICHHE IPEKPaTHTh TEPANMIO HATAIM3yMaOOM, eMy CIeayeT
MOMHHTB, YTO Mperapar COXpaHsieTCs B LMPKYJIMPYIOIIEH KPOBH H MPOJOIDKAeT OKa3bIBaTh
dbapmakoMHAMUYecKoe JeHCTBHE (HAmpuMep, MPHBOJA K JTUMQONHTO3y) NpubausutensHo 12
HeJeNb [ocie BBEAeH s nocieiHei 1036l [Ipu Ha3HaueHHH ApyTUX JIEKAPCTBEHHBIX CPEJICTB B 3TOT
IepHoJl OHM MOTYT B3auMoJieiicTBoBaTh ¢ HaranusymaboM. [lo pesynbrataM KIHHMYECKHX
yicClIe/IOBAaHUM, MPHMMEHEHHE B 9TOT IEPHOJ] TAKUX MPENapaToB, KaKk HHTEP(EPOHBI U IIaTHpamepa
aleTaT, He TpEACTAaBIsSeT yrpo3sl 0e30MacHOCTH mManueHToB. JlaHHBIX 0 0€30macHOCTH
0/IHOBpeMEHHOr0 BBejieHus Tu3abpu u MMyHozenpeccanTos nauuentam ¢ PC uer. Ilpumenenne
3THX MpenapaToB BCKOpE IOCE MPEKPAIIeHHs Tepanuy HaTaliu3yMaboM MOJKET HPHBECTH K

JIOTIOJTHUTEILHOMY HMMYHOCYTIpeCCOpHOMY b dexTy.

D10 cieAyeT THIATEIBbHO YYHTBIBATH B KakKIOM Cjydae, TII0Cie MPEKPAIleHUs Teparnuu
HaTaaM3yMaboM HeOOXOIMM OIpe/Ie/ICHHBIH 1epHo/| «BbIMbIBaHU». [10 JaHHBIM KIMHHYECKUX
HCCIIE/IOBAHMH, KPATKOBPEMEHHbIE KyPChl IJIIOKOKOPTHKOCTEPOHIOB JUlsl iedenus oboctpenuii PC

HE MOBBIIAIT PUCK PAa3BUTHS HH(EKLHIA.

Conepsxkanue HaTpus B npenapare Tuzadbpu

Ilepen passenenveM npenapar Tuzabpu comepkut 52 Mr Hatpus B OAHOM (uakoHe, 4HTO
SKBHBAJIEHTHO 2,6 % oT pekomeHmayemoit BO3 MakcHMaibHON CyTOUHOM /103l HATpUs 2 T JUis

B3pOCIIOro.
Bausinue Ha cnoco0HOCTH YIPABJATH AaBTOMOOHIEM HJIH APYTHMH MeXaHH3MaMH

Tn3a6pn HE3HAYMTEILHO BIIMSET Ha CIOCOOHOCTH YHIpaBJIsiTh TPAHCIOPTHBIMU CPEACTBAMH H
3aHUMATHCA JIPYTHMH BHJIAMU ACSATCIIBHOCTH, Tpe6y}011IPlMH ITOBBIILIEHHOH KOHICHTpAallMi BHUMAaHHA
H 6blCTpOTbI IICHXOMOTOPHBIX peaxuuﬁ. ITocne BBeJIeHUS JaHHOT'O rnpernapara MOXKET BO3HUKHYTH

rosoBokpy»xenue (cM. paszen «ITobounoe neicTBUER).
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®opma BbINyCKa:
KoHueHTpar Juis IpUroToBISHNS pacTBopa uls HH)y3uit 20 Mr/mi.

[To 15 ma npenapata Bo ¢uiakoH u3 crekna (tun I), yKynopeHHbIH XJIOpOYyTHIOBOH HIH
OpoMOYTHIIOBOM MPOOKOI M ATFOMHHHEBBIM KOJIITAYKOM MO/ 00KATKY, CBEPXY 3aKPBITBIH KPBILIKOH,

obecrieunBaromei KOHTPOJIb IIEPBOTO0 BCKPLITHA.

1 ¢makoH ¢ MHCTPYKILMEH 110 MPHUMEHEHHIO MOMENAIT B KapTOHHYIO Ma4yKy C BHYTPEHHHMH
pasnenutensmMd. C 1EIbI0 KOHTPOIS MEPBOr0 BCKPHITHS IpejycMaTpuBaeTcss mepdopaius,
HAaHECEHHAss C Hapy/KHOH (POHTAIBHOH CTOPOHBI, W/WIH 3allMTHAs HaKJIEHKa C OJIHOH HIIH

HECKOJIBKUX CTOPOH KapTOHHOM MayKH.

YcaoBusi XxpaneHust

Konyenmpam u 20mogwlil K npuMeHeHu1o pacmeop:

I[1pu Temneparype ot 2 a0 8 °C B 3amuiieHHOM OT cBeTa mecTe. He 3amopaxuBath.

XpaHUTh B HEJJOCTYITHOM JIJIsl JIETE€H MecCTe.
Cpoxk roanoctu

Konuenrpar: 4 roza.

["OTOBBII K MPUMEHEHHIO PACTBOP: 8 4acoB.

He mucnonps30BaTh 10 HCTEYEHUH CPOKA FOHOCTH.
YeaoBus ornycka

OTnycKaoT 1Mo peLenty.

Baajesien perucTpauHoHHOro0 y10¢TOBEpeHHs
buoren Aiinex Jiumuren., BenukoOpuranus

Uunossitn Xayc, 70, Hopaen Poyn, Meiinenxen, bepkump, SL6 4AY.

IIponsBoaurenn
Berrep ®apma-Pepruryur 'm6X u Ko. KI'
Mocsusen 2, 88214 PasencOypr, ['epmanus

dacoBuHK (MepBHYHAS YIIAKOBKA)

Berrep ®apma-Oeprurynr 'm6X u Ko. KI'




Mocsusen 2, 88214 PaBencOypr, ['epmanus

YnakoBuuk (Bropuynas (moTpeduTe/IbCKas) yNIaKOBKa)
OV DKUDUIIM  Tnocunr baitorexknonomkus [enmapk AnC,

Xunnepon, Janus

HITH
OAO  «®apmcranmapt-YpaBUTA», Poccus, Pecmybnuka
yn. Xynaibepauna, 1. 28

Boinyckawuiuii KOHTPOJIb Ka4yecTBa
OVDKUOUIIM Iuocunr baitorexknonomkus [deumapk AnC,

Xumepon, Jlanus

HITH
OAO  «®Dapmcranmapt-YpaBUTA», Poccuss, Pecnybnuka
yi. Xynaitbepauna, 1. 28

IIperen3zun norpeduTe el HANPaBJATH 110 aapecy

C.34

Buorexk Amnes 1, DK-3400

Bamkoproctan, r. Yda,

Buorexk Amnes 1, DK-3400

Bamkoprocran, r. Yda,

000 «JIxxoncon & Jlxoncon», Poccus, 121614, r. Mocksa, yi. Kpsutarckas, a. 17, xopi. 2

KoHTakTHBIE TeNIEe(OHBI:
Ten.: (495) 755-83-57
dakc: (495) 755-83-58

PYKOBOJIPITCJIL oT/ic]1a perucTpaluu JIEKapCTBEHHBIX C

000 «/Ixoncon & JIKOHCOH»

JXepnoskosa A.B.



