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vTo3I/1 JICKaPCTBEH MPOAYKT TOJUICKH Ha JOMIBIHUTEIIHO HAOM0eHre. ToBa 11e o3Boau OBp30TO
YCTaHOBSIBaHE HA HOBA HH(POPMAIIUs OTHOCHO Oe30macHoCcTTa. OT MEUIIMHCKUTE CIICITUATIICTH Ce
M3WCKBA J]a ChOOIIABaT BCSIKA MTOM03MpaHa HeKellaHa PeakIis. 3a HaunHa Ha ChOOIaBaHe Ha
HEXEJIaHW PEaKIuK BIDKTE Touka 4.8.

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Ritemvia 100 mg koHieHTpar 3a nH(py3HOHEH pa3TBOP
Ritemvia 500 mg koHieHTpar 3a nH(y3HOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Ritemvia 100 mg koH1eHTpaT 3a HH(Y3HOHEH Pa3TBOP 62
Beexku ML cvaspxa 10 mg purykcumad (rituximab). @
Bceeku ¢uakon ot 10 mL ceaspxa 100 mg purykcnmad (rituximab). 0\
Ritemvia 500 mg koHIEeHTpaT 32 HH(Y3HOHEH Pa3TBOP Q

Bceexu mL cpappka 10 mg putykcumad (rituximab). @'

Bcexku ¢makon ot 50 mL ceappxa 500 mg purykcumab (rituximab). ) Q

Putykcnma0 e mpoayKT Ha T€HHOTO MHXEHEPCTBO, XUMEPHO MHULIE/ 0 MOHOKJIOHAJTHO
AHTHUTSUIO, IPEACTABIIABAIIO MNIMKO3WINPAaH UMYHOTJIOOYIIHH € 4O gG1 KOHCTaHTHH y4acTbUU
Y TIOCJIEIOBATETHOCTH B JIEKUTE U TEKKUTE BEPUTH HA Bapné%x y4acThIM. AHTUTSIIOTO ce

MOJTy4aBa OT KJIETbYHA CYCIICH3UOHHA KYATypa OT 003aliHU JHIK OT KUTANCKU XaMCTep) U €
MIPEYUCTEHO ¢ aMHUTETHA XpoMaTorpadust 1 HOHOOOMEHH, T8XHUKA, BKIFOYUTEITHO MPOLIETYPH 32
crneurn(pUIHO BUPYCHO HHAKTUBHUPAHE U OTCTpaHHBaH\

IloMoniHu BeliecTBa ¢ U3BECTHO ACHCTBUE: 0
Bceeku ¢uakon ot 10 mL ceaspxa 2,3 mmol (52,6mMQ) natpwmii.
Bceku akon ot 50 mL cpappxa 11,5 mm@G&Z MQ) HaTpHid.

3a IIBJIHUS CHUCHK Ha ITOMOIIHHUTE BCILEC a BIDKTE Touka 6.1.

O

Konnenrpar 3a nungy3 a3TBOP

3. JIEKAPCTBEHA @

buctpa, 6ezuBeTH®i oct ¢ pH 6,3 — 6,8 u ocmoanuter 329 — 387 mOsmol/kg
*

4, K YHU JAHHUA

4. epaneBTHYHH MOKA3AHUS

Ritemvia e mokazan IIpU BB3PAaCTHU 3a CJICAHUTC MMOKA3aHUA:

Hexopxkunos aumdbom (HXJT)

Ritemvia e mokasan 3a JleueHre Ha HEJEKYBaHM TIPEIN TOBA Bh3PACTHH MAI[HEHTH C (POIUKYIapEeH
sumpom B III-1V cramuii B kOMOUHAIMS ¢ XUMUOTEPAIIHsl.

[Moanbprkammara Tepanus ¢ Ritemvia e moka3sana 3a jieueHre Ha GOIMKYIapeH TUMPOM MpH
BB3PACTHU NAIMEHTH, MOBIHUABAIIH CE€ OT MHAYKIIMOHHA Teparusl.

Ritemvia xaro MOHOTEpanus € MoKa3aH 3a JICUCHUC HAa Bb3PACTHU MMALIUCHTH C q)OHHKYHapeH J'II/IM(bOM



B III-IV ctaauii, KOUTO ca pe3UCTEHTHU HAa XUMHUOTEPAIHS UK ca C BTOPU WM Clie/iBalll pelUIUB
CJell XUMHUOTEpaIHsl.

Ritemvia e mokasan 3a JieueHue Ha Bb3pacTHH narpenTr ¢ CD20 mosutuseH audysen B-
eAPOKIEThYEH HeXOMKKUHOB TuMdomM B komOuHarus ¢ CHOP (muknodocdammun, mokcopyOuuH,
BUHKPUCTHH, MPEITHU30JIOH) XUMHUOTEPATTHSL.

Ritemvia, B koMOMHaIMs ¢ XUMHOTEpAIKs, € OKa3aH 3a JICYCHHE Ha MeIUaTPHYHU MalUeHTH (Ha
BB3pact > 6 meceria 10 < 18 ronunn) ¢ CD20 mo3uTtHBeH, HeJICKYBaH MPEIU TOBA, B HAIPETHAI
craguii mudysen B-enpoxiersuen mumpom (DLBCL), mumdpom Ha Burkitt (BL)/nekemus na Burkitt
(3psina B-xnerpuna octpa neskemusi) (BAL) wmu Burkitt-momo6en mumdom (BLL).

I'panynomaro3a ¢ MOJIMAHTUUT U MUKPOCKOIICKH MTOJTUAHTUUT @
Ritemvia, B koMOHHAIHS C TJIFOKOKOPTUKOU/IN, € TIOKa3aH 3a JICYCHUE Ha Bb3PACTHH MaIH

TeXKa aKTHBHA TPAaHyJIOMaTo3a C MOJHAaHTHUT (Tpanynomarosa Ha Wegener) (I'TIA) u CKOIICKH
nonuanruut (MITA).

Ritemvia, B koMOHHAIHS C TJIFOKOKOPTUKOUIH, € TIOKa3aH 3a BbBEKIAHE B pew@% MeANaTPUIHU

nanueHTH (Ha Bb3pacT > 2 1o < 18 rogunn) ¢ Texxka aktuBHa ['TIA (rpanyneaardsa na Wegener) u
MIIA.

)
O
[Memduryc Bynrapuc C)\
Ritemvia e mokasaH 3a JieueHre Ha MAIIMEHTH C YMEPEH JI0 se\ K Jlemouryc Bynrapuc (11B).
4.2  J1o3upoBKa U HAYMH HA MPUJIOKEHHE \'OK

Ritemvia tpsi6Ba na ce mpuiara Mo BHUMATEITHO, JTEOJICHUE Ha OTUTEH MEANIIMHCKH CTIIeUATHCT
Y TIPY HAJIMYHE HA YCIOBUS 3a He3a0aBHO U3BBD ¢ Ha ITbJIHA pecycuuTalms (BxK. Touka 4.4).

IIpemennkarnms 1 npodUIAKTUYHA nexa;@Q

[Ipenn BCsiKO MpUITOKEHUE HA Ritemvg')p;l(ilsa BHHATH JIa C€ MIpHJIara mpeMeInKaInsi, ChCTOSINA Ce
OT aHTUNHPETUK U aHTUXHCTA MIpUMeEp MapameTaMol 1 TudeHXuIpaMuH.

[Ipu BBb3pacTHU MALIMEHTH JOKKUHOB JTMM(OM TpsiOBa J1a c€ OOMUCITH MTPEMETUKAITUS C
TJIOKOKOPTUKOU]IH, aK Via He ce mpuara B KOMOMHAITHS ¢ XUMHOTEPaIus, ChIbpiKaria
TIIOKOKOPTUKOUIH.

IIpu neanarpu IIUEHTH C HEXO/PKKMHOB JTUM(OM TpsIOBa Jja ce mpuiiara npeMeuKaius ¢
napareram anTuxuctamuH (= qudenxumpamun win eksuBaieHT) 30 10 60 MuHyTH pean
HaydanoT y3usta ¢ Ritemvia. OcBen ToBa TpsiOBa Ja ce mpuiiara mpeIHu30H, KaKTo € MOKa3aHo
B Ta

[pu'wanuentu ¢ I'TIA unu MITA, win nemduryc Bynrapuc, npemeaukanusita csc 100 mg
METHIIPETHM30JI0H HHTPABEHO3HO TPs0Ba a nmpukimodn 30 MUHYTH Mpean Besika HHPY3Us ¢
Ritemvia, 3a na ce HaMan YeCcTOTaTa M TEKECTTA HA peakIMuTe, CBbp3anu ¢ nHpysusara (IRR).

IIpu Bp3pactan manmenTn ¢ I'TIA mm MITA ce npenopbuBa NpuIoXKeHHE HA METUITIPEAHU30I0H
HMHTPaBEHO3HO B poabokeHue Ha 1 10 3 nuu B 1o3a 1 000 mg nHeBHO npeau mbpBata HHPY3UsC
Ritemvia (mocieanaTa 103a METHIIIPETHI30JIOH MOKE JIa C€ IPUIJIOKHU B JICHS HA ITbpBaTa HHPY3US C
Ritemvia). ToBa Tpsi0Ba /1a ce mocieaBa OT NEPOPATHO NPUIIOKEHUE Ha ipenHu30H | mg/kg/nHeBHO
(1e moseue ot 80 mg/nHEBHO, KaTO C€ HaMaJIM Bh3MOXKHO Hali-0bP30 Bb3 OCHOBA Ha KIIMHUYHUTE
HYX/IH) IO BpeMe Ha U cjieq 4-ceAMUIHUSA MHAYKIIMOHEH Kype Ha jJedenneTo ¢ Ritemvia.

IpenopbuBa ce mpoduiTakThKa Ha THEBMOHHMS, MpU4rHeHa or Pneumocystis jirovecii (PJP), pu



Bb3pacTaH nanvenTn ¢ [ TIA/MITA wnu ITB mo BpeMe Ha u ciex tedenue ¢ Ritemvia, kakTo e
MOJIXOJSIIO B ChOTBETCTBUE C MECTHUTE KIIMHIYHU PHKOBOJICTBA.

THeouampuuna nonynayus

Ipu neanarpuynn naruenty ¢ I'TIA win MITA npeau mbpBaTa HHTpaBeHO3HA HHY3us ¢ Ritemvia
TpsiOBa Jia ce TMPUIIOKH METHIIPEIHN30I0H HHTPABEHO3HO B Tpu aHeBHH 103u oT 30 mg/kg/nen (na
He ce HanxBbpiis 1 g//1eH) 3a JeYeHHe Ha TEXKKH CHUMITTOMU Ha BacKyauT. [Ipeau mepBaTa uHQY3Us ¢
Ritemvia Moxe ma ce mpuUiIoKaT 10 TPY AOIBIHATEIHN JHEBHHU q031 0T 30 MQ/KY MHTpaBEHO3HO
METHITPETHU3O0IO0H.

Crient 3aBBpIIBaHE HA HHTPABEHO3HOTO MPUIIOKEHNE HA METHIIIIPETHU30JIOH, TTAIEHTHTE TPSOBa 11a

noxyyar nepopaiso npeaun3on 1 mg/kg/nen (na ve ce Hanxpwpiat 60 mg/nen), karo go3at cm
HaMaJIsiBa MOCTEIICHHO Bb3MOYKHO Hail-Obp30 criope/l KIIMHUYHUTE HY)aH (BXk. Touka 5.1). ab
pu

IIpemoppuBa ce mpoUIaKTHKA Ha THEBMOHMS, IPHUYHHEHA 0T Pneumocystis jirovecii (.
nenuarpuanu nauuentu ¢ ['TIA nnn MITA no Bpeme Ha u cien Jeuenue ¢ Ritemvia, kaxho e

T0IXOISIIO. Q

Jlo3upoBka
 Q

HexomkkinaoB tumMdom ’\O
DOonuKyaper Hexo0O0NCKUHO8 TUMPOM ®C)

&
KombOunamnpana tepamnus \
[Ipenopbunrtennara qo3a Ritemvia B komOuHaIMs ¢ XU gpanml 3a UHIIYKIIMOHHO JICUYCHHE Ha
HEJIEKyBaHH MpeIy TOBA MAlMEHTH WK MAallUSHTH C B/pedpakTepHn nanueHTu ¢ GoIuKyIapeH
mumMdom e: 375 mg/m? TeaecHa MOBBLPXHOCT 34 I 0 8 HUKBIA.

Ritemvia Tps6Ba aa ce mpuioxu Ha feH 1 o €KW [IMKbJI HA XUMHUOTEpaIusl Clie]l UHTPABEHO3HO

MIPUJIO’KEHUE Ha TIIOKOKOPTUKOUIHUS K €HT Ha XUMHOTEPANUATa, aK0 € MPUII0KUMO.
[Monnbprkaiia Tepanus 0

. Henexysan donukymnape, J@bOM

IMpenopbunrennara no03a Rit %&aKaTo MOJITbPOKAIIO JICUSHHE MTPH MAIUeHTH C HeJIEKyBaH JJOTOTaBa
(honukynapeH JumM¢poM, K c& MOBNMABAT OT MHAYKIMOHHO JiedeHue, e: 375 mg/m? TenecHa
MOBBPXHOCT BETHBK I ecenia (KaTo ce 3armoyHe 2 Mecelia clie/l IocieHaTa 103a Ha
WHIYKIIMOHHATA TEP 0 TIporpecus Ha 3a00JIIBaHETO WIIA 32 MAaKCUMAJICH TIEPHO/T OT JIBE TOJTUHHI

(obmro 12 I/IH(l)y?,I/I%

1 “e: 375 mg/m? TenecHa MOBBPXHOCT BEIHBK TIpe3 3 Mecela (KaTo ce 3a1l0uHe 3 Mecena ciiel
nocJIeaHaTa J103a Ha MHAYKIHOHHATA TepaIus) A0 MPorpecus Ha 3a00IsIBAHETO HITH 32 MaKCHUMaJleH
Mepuo OT aBe roauHu (06mo 8 nHpy3un).

Monorepanus

. Peunnusupani/pedpakreper GpoauxyaapeH JuMbom

IMpenoppuntennara 1o3a Ritemvia MoHoTepanus, U3M0a3BaH KaTO HHIYKIIMOHHO JICYCHUE MIPU
BB3pacTHU NauueHTH ¢ pomukynapen aumpom craguii III-1V, kouro ca pesucrenTHr Ha
XUMHOTEPAITHS WJIK Ca MOJTyYHIM BTOPH WM MOCIIEBAIL PELMIMB CJIE XUMHOTEpanus, e: 375 mg/m?
TeJIecHa MOBBPXHOCT, TPUJIOKEH KaTO MHTPABEHO3HA UH(Y3US BETHEK CEAMUYIHO B IPOIBIDKCHUE Ha
YETHPH CEIMUITH.

ITpu moBTOpHO Jedenue ¢ Ritemvia MoHOTEpanus Ha MAIMEHTH, KOUTO Ca CE MOBJIUSIIN OT



HpEIIeCTBAIIOTO JieueHre ¢ Ritemvia MoHoTepanus 3a perauBuparty/peppaxreper GoaukynapeH
uMQOM, TIPENOPHUUTENTHATA 1034 €: 375 MQ/M? TeaecHa MOBLPXHOCT, IPUIOKEH KATO MHTPABEHO3HA
UH(DY3Hs BEIHBXK CCIMUYHO B MPOJABIDKEHHE HA YSTUPU CEAMUIIM (BXK. Touka 5.1).

Jughysen B-edpokiemvuen Hex00HCKUHO8 TUMPOM NpU 8b3PACHHU

Ritemvia Tpsi0Ba na ce npunara B komOunaius ¢ CHOP xumuorepanus. [Ipenopbunrtentara no3a e
375 mg/m? TenecHa MOBBPXHOCT, MPHIIATaHa Ha JIeH 1-BU OT BCEKM XMMHUOTEPANIEBTHYEH IIMKBII B
HPOABIDKCHUE Ha 8 LUKBJIA ClIe]l HHTPaBeHO3HA HH(Y3HUsI Ha TIIFOKOKOPTUKOUIHATA ChCTaBKa Ha
CHOP. bezonacHoctTa u eprkacHocTTa Ha Ritemvia npu KoMOMHMPAHO NPUIIOKEHHE C APYTH
XMUMHUOTEPANCBTUYHH CXeMHU TpH Au(y3eH B-enpokiieTbueH HeXOKKUHOB JTUM(POM HE € YCTaHOBCHA.

Kopurupase Ha go3aTa 1o BpeMe Ha JICUCHHUETO @

He ce npenopruBa HamajsiBaHe Ha mo3aTa Ha Ritemvia. Korato Ritemvia ce mpuiara B x IIUS C

XMMHOTEpaIust, TpsioBa Ja ce mpuiaraT CTaHJapTHUTE HaMaJICHHUs Ha J103aTa 3a \
XUMHUOTEPANIEBTHYHHTE JICKAPCTBEHU MPOTYKTH. QO

Ha nanuenture, nexyBanu ¢ Ritemvia, TpsOBa aa ce 1aBa CUrHajIHa Ka allMeHTa TIPU BCSIKa
nHY3US. ’\

Buveeosicoane 6 pemucus npu 6b3pacmuu

[penopruntennara go3a Ritemvia npu Tepamnus 3a BbBEK & MHCHS Bb3PACTHH MAUCHTH C

I'TIA u MIIA e 375 mg/m? TenecHa NOBBPXHOCT, MpUiIokefa kAo MHTpaBeHO3HA HH(Y3HUS BEIHBK
CEJMHYHO B IPOABDKEeHUE Ha 4 ceamuin (001110 quK 3HH).

I'panynomaro3sa ¢ mommanruut (I'TIA) u Mukpockorncku nojgranruut (MITA)

Tlooovpoicawo neyenue npu 6b3pacmuu 0
Cren BpBeXIaHe B peMucus ¢ Ritemvia, no,um,@\o JiedyeHue Bb3pacTHH nmanueHTu ¢ I'TIA u MITA
TpsiOBa J1a ce 3all04YHE He TI0-paHo oT 16 cez@n cien nocieanata uugysus ¢ Ritemvia.

Crnen BbBEXIAHE B PEMUCHS C APYTO THO JICYUCHHUE C UIMYHOCYIIPECOPH, ITOAABPIKAIIOTO
neuenue ¢ Ritemvia TpSI6Ba Ja ce 3aro 10 BpeMe Ha 4-ceIMUYHUSA nepuoJ ciesl peMUCHATa Ha

3a00JIsIBaHETO. \

Ritemvia Tpsi0Ba na ce mp 1'KaTo JIBE€ MHTpaBeHO3HU HH(Y3un oT 500 mg npe3 ABe cenMUIIH,
MOCJIC/IBAHM OT €JTHA U o3Ha uH(Dy3us ot 500 mg Ha Bceku 6 Mecena ciey ToBa. Ha
TIAIUEHTHTE TPSOBa puiara Ritemvia B mpoabpkeHre Ha Hali-Masiko 24 Mecelia ciiejl
MOCTUTaHE Ha pe JIUIICA HA KIIMHUYHM TPU3HALM U CUMITTOMH). [Ipy NaiueHTUTe, KOUTO MOXKE
Jla ca C Mo-BHC OT PelUIUB, JIEKapUTe TPsAOBA A2 UMAT IPEABUJ MO-TOJISIMA MPOABIKUTEITHOCT
Ha nonm,p@ tepanus ¢ Ritemvia, 1o 5 roauuw.

[lem Bynrapuc

Ha ranmenrure, nekyBanu ¢ Ritemvia, TpsiOBa 1a ce 1aBa cUrHajIHa KapTa Ha IMaleHTa IpH BCsKa
UHQY3HsI.

[penopbunrennara no3a Ritemvia 3a neuenne Ha nemduryc Bynrapuc € 1 000 mg, npuoxeHa Kato
WHTpaBeHO3HA WH(Y3Ws, ITOCIeIBaHa OT BTOpa HHTpaBeHo3Ha HHQy3us Ha 1 000 mg nBe ceaMuUIH mo-
KBbCHO, B KOMOWHAIINS ¢ KypC Ha TTIFOKOKOPTUKOHIM B TIOCTETIEHHO HAMAJISIBAIIIa JI03a.

THooovporcawo neuenue
Homneprkama uapy3us ¢ 500 mg MHTpaBEeHO3HO TPsiOBa J1a ce MPWIOKH Ha 12-us u 18-us mecen u

CJIEQ TOBA HAa BCCKH 6 Mecena, ako € HCOGXOJII/IMO, BB3 OCHOBA Ha KIIMHUYHAaTa OIICHKA.

Jleuenue Ha peyuous



B ciryqaif Ha peruanB, manmueHTuTe Moke 1a moimydar 1 000 mg uaTpaBeHO3HO. JIekapsT TpsiOBa ChIO
Jla 0OOMHUCIT BE300OHOBSIBAHE WITH MTOBHIIABAHE Ha JI03aTa HA MIIOKOKOPTHKOWINUTE MPH TAlEHTa Bb3
OCHOBA Ha KIIMHUYHA OLICHKA.

Crnenpamy nH(pY3UH MOTaT Ja ce mpujaraTt He Mo-paHo oT 16 cemMuIy cie mpeiiecTBamara
nHY3US.

CrernyaigHy MoIyJIalunl

Cmapuecka ev3pacm
He ce u3nckBa kopurupaHe Ha J103aTa MpH MAIUEHTH B CTapyeCcKa Bbh3pacT (Bb3pacT > 65 rogunm).

a}’b

OB4, B
ara B

THeouampuuna nonynayus
HexomkkuHoB tuMdom

[Mpu neuaTpUYHK MAIMEHTH Ha BB3pacT OT > 6 Mecena 10 < 18 roauHu ¢ HeJeKyBaH
Hanpeanan craauit CD20 nosutusen DLBCL/BL/BAL/BLL, Ritemvia tpsiosa na ¢
KoMOuHanms cbe cucteMaa Lymphome Malin B (LMB) xumuorepanus (Bx. Ta 1lu?2).
IIpenopwunTennara go3a Ritemvia e 375 mg/m? TenecHa MOBBPXHOCT, IIPUIOK TO MHTPABCHO3HA
unpy3us. He e HeoOxomumo kopurupane Ha no3ata Ritemvia, ocen CHOp@HGCH&Ta MOBBPXHOCT.

Be30macHOCTTa U eUKacHOCTTa Ha Ritemvia nmpu neamaTpuyHy mam
10 < 18 rogvHM HE € yCTaHOBEHA 3a MTOKa3aHUs, pa3INyHU OT HEJIEKYB
no3uTHBeH, B Hanpearai craauii DLBCL/BL/BAL/BLL. 3a na
caMo orpaHM4YeHH JaHHU. BrxkTe Touka 5.1 3a moBeye I/IH(b

a Bb3pacT oT > 6 Mecena
mpenu ToBa CD20
1 110]] 3 TOAMHHU Ca HAJIMIHU

Ritemvia He Tps0Ba a ce U3M0I3Ba MPH NEIUATPUYH TI/I Ha BB3pacT OT paXJaHeTo 10 < 6
Mmecena ¢ CD20 mo3utuBeH nudyseH B-enpomem% ¢dom (Bxk. Touka 5.1)

Tadmuua 1 {o3upoBka Ha Ritemvia npu nezn%nqlm NAIMEHTH ¢ HEXO/KKUHOB JUM(pOM

Hukba Jen Ha neqe}meo\ JonmbanuTennHa nH(pOpMaLUsi OTHOCHO
C NPHJI0KEHHETO
Ipendaza (COP) Ritemvia 16e351/mara -
Nuaykunonen Hen é\'
Kypce 1 (c cTBail Ha ieH 6 | Ilo Bpeme Ha 1-ust HHIYKIIMOHEH KypC
(COPDAMLY) nazara) MPEIHU30H Ce JIaBa KaTo 4acT OT Kypca Ha
{\Q a QY3 Ha XUMHUOTEpAIUs U TpSOBa Aa ce mpuiara npeau
L Ritemvia Ritemvia.
. Q Hen 1
6\ 2-pa uH(y3us HA Ritemvia e ce npusioku 48 gaca cie/ mbpBara

Ritemvia uHdysus Ha Ritemvia.
Wu eH Hen -2
K 3-Ta uHQYy3uUs Ha B®B 2-1s MHIyKIIMOHEH KYypC MPEHU30H HE ce
(COPDAM2) Ritemvia JlaBa 110 BpeMe Ha IpuiokeHue Ha Ritemvia.

Hen 1

4-ta nHdy3us HA Ritemvia e ce npusioxxu 48 yaca cieq Tperara

Ritemvia uHdy3us Ha Ritemvia.
Koncomunanuonen | Jlen 1
Kypce 1 5-Ta uHQYy3Us Ha IIpeaHn30H He ce 1aBa 110 BpeMe Ha MPHUIIOKEHHUE
(CYM/CYVE) Ritemvia Ha Ritemvia.
Koncomunanuonen | Jlen 1
Kypc 2 6-Ta uHQYy3uUs Ha IIpeaHn30H He ce 1aBa 10 BpeMe Ha MPHUIIOKEHHUE
(CYM/CYVE) Ritemvia Ha Ritemvia.




Hukba JeH Ha neyeHne JonbanuTenna uH(popManusi OTHOCHO

IMPUJTO0KCHUETO

Hen 25 mo 28 ot
KOHCOJIMIAIHOHEH KypC
2 (CYVE)

Ritemvia ue ce mpuiara

Iogabepxam Kypc
1(M1) 3anouBa, KOrato OposT Ha KIETKUTE B
nepudepHara KpbB Ce € Bb3CTAHOBUII OT
koHcomunanmoneH Kypc 2 (CYVE) no ABH > 1,0
X 10%1 n TpomGormT > 100 x 10%1

Hen 28 ot noaabpixai -
kypc 1 (M1)

Ritemvia He ce npuiara
ABH = abcomoren 6poit Heyrpodunu; COP = nunknodocdamun, Bunkpuctut, npeaauson; COPDAM =

ko ocdamu, BAHKPHCTHH, IPETHA30JI0H, TOKCcOpyouimH, Merotpekcar; CYM = uurapabud (apauutiH, Ara-C),
metoTpekcat; CY VE = nuutapabun (apauutus, Ara-C), enosuz (VP16)

[Mopappxaiy Kype
2 (M2)

Ta6auna 2 Ilaan 3a JeyeHne HA NeIUATPUYHH MANMEHTH € HEXOXKKMHOB nan)on:\(b
ChIOBTCTBAINA XUMHOTEpanusi ¢ Ritemvia 0
O\

Ilnan 3a Craauii Ha 00JiecTTa HA MAIIMEHTA JombaHuTtesHa nHg (51 OTHOCHO
JieyeHHe NPUJI0KEHHETO
I'pyma B Cragwuii 111 ¢ Bucoko auBo Ha LDH (> | Ilpendasa, nogna%a ot 4 Kypca:
N x 2), 2 VHIYKIIHOH ca (COPDAM) ¢
Cranuii IV orpunarenen 3a [THC HDMTX 2 KOHCOJIMJALIMOHHU
Kypca (
I'pyna C I'pyna Cl1: p nocnieBaHa oT 6 Kypca:

BAL IHHC orpunarenna, Cramuii [V u
BAL IHHC nonoxurenna u LICT
OTpHIIATEITHA

I'pyna C3:

TIpenda
2 nonnu kypca (COPDAM) ¢
X 8g/m?, 2 KOHCONUIAIIMOHHU

ca (CYVE) u 2 nogmppxammu Kypca
M1 u M2)

BAL LICT nonoxutenna, Craau
TICT nonoxxutenHa
[locnenoBarenHUTE KypcoBe TpsiOBa aa

o~

&MaraT BE€AHAra CJjici Bb3CTaHOBABAHC HAa KPbBHATA
KapTuHa U KOIraTo CbCTOAHHUETO Ha IT a MO3BOJIsABA, C M3KJIFOUCHUE HA MMOJAbPIKAIIUTE
KypCOBE, KOUTO C€ MpuiiaraT Ha UHT mu oT 28 nHU

BAL = neBkemus Ha Burkitt (3psina B-l@'ﬂia octpa neskemus); LICT = nepedbpocnuuanna teunoct; [JTHC = nenrpanna
HepBHa cucteMa; HDMTX = Bucoka erotpekcat; LDH = nakraT nexuaporenasa

Na\

\ hd
I'panyiomaro3sa ¢ Honnm@r (I'TTA) n Mukpockoncku nmoauauruut (MIIA)

Buveeowcoane 6 pe

IMpenoppuntendaTgiosa Ritemvia npu Tepamnus 3a BbBEK/IaHE B PEMUCHS HA TIETHATPHIHN TAIIUEHTH
C TEXKa aK N A win MITA e 375 mg/m? TeecHa MOBBPXHOCT, IIPUIOKEHA KATO HHTPABEHO3HA
UHPY3U JK CEIMUYHO B MPOJBIDKCHUE HA 4 CEIMUIIN.

b ocTTa 1 epukacHocTTa Ha Ritemvia npu neanarpudHu naiueHTy (Ha Bb3pact > 2 10 < 18
roJ1BN) He € yCTaHOBEHA 3a IPYT'H NOKa3aHus ocBeH Texka aktuBHa [ TIA i MIITA.

Ritemvia He Tps0Ba /1a ce U3M0I3Ba MPH MEIUATPUYHH TAIUSHTH MO 2-TOIUIITHA BB3PACT C TEXKKa
axtuBHa ['TIA nnm MIITA, Thi KaTo CchIIECTBYBa BEPOSITHOCT OT HEJJOCTATHUEH HMYHEH OTIOBOP KbM
BaKCHHAIIUY CpPEIly XapaKTePHUTE 3a JIETCKaTa Bb3pacT O0JIECTH, MPEJTOTBPATHMH C BAKCUHH (HATIp.
MOPOMIIH, ITAPOTHT, pyOeoIIa i MOJTHOMHETHT) (BXK. Touka 5.1).

Hauun Ha IPHUITOKECHUC

IpurorBeHusT pa3rBop Ha Ritemvia TpsidBa 1a ce npunara moj Gopmarta Ha HUHTPABEHO3HA HHDY3US
npe3 OT/IeNTHAa CHCTeMa 32 HHTPaBEHO3HO BiMBaHe. Toi He TpsOBa Ja ce mpuiiara KaTo HHTPaBeHO3Ha
WHXXEKIUS WU 00ITyC.



[MarnenTure TpsiOBa Ja ce MpoCIeIsIBaT BHUMATETHO 32 TI0sIBa Ha CHHJIPOM Ha OCBOOOXKIaBaHe Ha
IUTOKUHU (BK. Touka 4.4). [Ipu nanueHTy, npu KOUTO Ce TOSBAT JaHHU 3a TSKKH PEAKIHH, 0COOCHO
TEXKa JUCITHEs, OPOHXOCIIa3bM WIIH XUIIOKCHUs, HH(]y3usATa TpsOBa He3a0aBHO Jla ce IPECYCTaHOBH.
Cren ToBa MalMEHTHTE C HEXOHKKIHOB TUM(OM TpsiOBa J1a ce U3cIeBaT 3a JJAaHHU 32 CHHIIPOM Ha
TYMOpEH pa3naJi, BKIIOYUTEIHO ChbC ChOTBETHH J1a00PATOPHH U3CIICABAHUS, KAKTO U 3a OestoipodeH
uHUITpar, ¢ peHTreHorpadus Ha rpbaaus koml. [Ipu Bcuuky nanueHTy, nHQy3usaTa He TpsOBa aa ce
BBH300HOBSIBA JIO TBJTHOTO OT3ByYaBaHE HA BCHYKH CUMIITOMU M HOpMallM3UpaHe Ha JabopaTopHUTe
pe3ynTaTH U peHTreHorpadckaTa Haxoaka B Oenure gpodose. Expa ToraBa mH(y3usaTa Moxe na 6be
MOJHOBEHA, THPBOHAYAIHO CHC CKOPOCT HE IO-BUCOKA OT MOJIOBUHATA HA MpeaXokaamara. AKo
CBIIUTE TEKKU HEIKEITAHU PEAKIIMHU CE MOSABAT 33 BTOPH ITBT, TPSAOBA BHUMATEITHO JIa CE€ TIOMHCIIH 3a
npeKpaTsBaHe Ha JICYCHUETO PU BCEKH CITydai MOOTIEIHO.

JlekuTe WM yMEpeHO M3pa3eHH peakiuu, cBbp3anu ¢ nHy3usata (infusion-related reactions,

(Touxa 4.8), OOMKHOBEHO ce TIPEOIOIABAT ITPH HAMAIIIBaHE CKOpOCTTa Ha WHGY3mATa. CK Ha
nH(}Y3UATa MOKE Ja C€ YBEIHYHN IPU OJ0OpEeHNE Ha CHMIITOMUTE. 0

Ilvpsa unghysus Q
[IpenoprunTenHaTa HadyaIHa CKOPOCT Ha MH(PY3us ¢ 50 mg Ha Jac; ciex 1 HTg;O MHHYTH TSI MOXKE
na Obae mopumasaHa ¢ mo 50 mg Ha yac Ha Bceku 30 MHHYTH, MaKCUM 0400 mg Ha gac.

Creosawu unghysuu ( \’
Bcuuku noxazanus - @Z

Crnenpamure 1034 Ritemvia morar na Ob1aT BIUBaHU C @
yBenryaBanu ¢ o 100 mg Ha Jac npe3 HHTepBaIu 06 v

ayHa ckopocT 100 mg Ha yac u
HyTH, MakcumaiHo 10 400 mg Ha vac.

Tleouampuunu nayuenmu — HEXOOANCKUHOE UM
IIspBa uady3Us OQ
[penopbunTeiHaTa HAYATHA CKOpOCTQAH(i)ySI/IH e 0,5 mg/kg/h (makcumanno 50 mg/h); st moxe na

ce yBenmuasa ¢ 0,5 mg/kg/h @ﬂ/IHyTI/I 10 MakcumaiiHo 400 mg/h, ako He Bb3HUKHAT
CBPBXUYYBCTBHUTEIHOCT WITH pggn, CBBP3aHH C HH]Y3HUSITA.

[MocnenBany nuudy3un @

[MocnenBarure 1 itemvia moske na ce BiamBaT ¢ HadasHa ckopoct ot 1 mg/kg/h (makcumanuo 50
mg/h); s Moglce@ yBesmuaBa ¢ 1 mg/kg/h npes 30 munytu o makcumanuo 400 mg/h.

43 11 MOKA3aHUA

II OKa3aHHs 3a VHOT‘DC6a OpH HCXOJKKHMHOB J'II/IM(i)OM 1 XpOHHUYHA J'II/IM(bOI_[I/ITHa JICBKCEMUA

CBpBXYYBCTBUTETHOCT KbM aKTHBHOTO BEIIECTBO WM KbM MUIIIH MPOTEHHH, WIIM KbM HIKOE OT
JPYTUTE TIOMOIITHH BeIecTBa, m30poeHH B Touka 6.1.

AXTHBHU, TeXKH HHOeKIHN (BX. Touka 4.4).
[TanmeHTH B TEXKKO UMYHOKOMIIPOMETHUPAHO CHCTOSHUE

HDOTI/IBOHOKa3aHI/I$I 3a Vnome6a OpH pEBMATOUZCH APTPUT, 'PAHYJIOMATO34a C ITOJJUAHTHHUT,
MHKPOCKOIICKH ITOJITMaHT'UHUT U HeMd)I/IFVC ByJrapuc

CBp’bX‘IYBCTBI/ITeJIHOCT KbM aKTUBHOTO BCUICCTBO WJIM KbM MUIIU ITPOTEUHU, NI KBM HAKOC OT



JIPYTHTEe TIOMOIIHH BelllecTBa, U30poeHu B Touka 6.1.

AXTHBHU, TeXKH HHOEKIHK (BXK. ToUKa 4.4).

[TarmeHTH B TEXXKO UMYHOKOMITPOMETHPAHO CHCTOSTHUE

Texka chpreuna HepocTarbuHOCT (Hioliopkcka aconmarus 3a chpaeyHu 3a0omsBanus, kiac [V) wim
TEXKO HEKOHTPOINPAHO ChPIEYHO 3a00siBaHe (BXK. ToOUka 4.4 OTHOCHO JPYTH ChbPACIYHOCHIOBU

3a00JIIBaHUSA).

4.4  CpoeuuajHu npeaynpe:xIeHUs: U NpeIna3Hu MepPKH NPH ynoTpeda

IIpocaenumoct
3a f1a ce moIo0py MPOCISIUMOCTTa Ha OMOJIOTMYHUTE JICKAPCTBEHH MPOTYKTH, THPrOBCKOTO

NapTUIHUAT HOMEP Ha IIpWIaraHus NpogyKT TpsiOBa SICHO J1a ce 3aIKCcBar. \(b
[porpecusHa mynTudokanna nesxoeHnedasonarus (IIMJI) 0

Ha Bcuuky manueHTH, TIeKyBaHU C pUTYKCHMa0 3a peBMaToujeH apTput, ['TIA, i ieMpuryc
ByJNTapuc, Tps0Ba /1a ce JaBa CUTHAJHA KapTa Ha MalyeHTa Py BesKa I/IH(I) 5. CurnannaTa Kkapra Ha

MaIUeHTa ChIIbpXKa BakKHA MH(DOPMAIIKS 32 TAIIUEHTUTE OTHOCHO eBeH BCHI/I‘ICHI/IH pHCK OT
nH(peknuu, BrrroanteHo [TIMJL.

Nma cpobiienus 3a MHOTO peaku ciaydan Ha [IMJI ¢ neranen u3 Jen yHOTpe6a Ha PUTYKCHMAaO0.
[NanuenTure TpsOBa pegOBHO Aa OBAAT MPOCIEISBAHU 32 HOB BJIOIIABAIIY CE€ HEBPOJOTHYHH
CHUMIITOMU WJIH MPU3HALY, Ipeanonaramy Hanuuue Ha I1 . 0 CchlIECTBYBa nojxo3penue 3a [IMIJI,
MO-HATaTHIIHOTO MPHUJIOKECHUE TPsIOBA J1a ce TIpeycTa o u3kimouBane Ha [IMJI. CnenuanuctesT
Tpﬂ6Ba Jla Ha1ripaBU OLICHKA Ha CbCTOAHUETO Ha Maly ILa MMpeucHHU, JaJId CUMIITOMUTE MMOKAa3BaT
HapylleHa HeBPOJIOruyHa (GyHKLUS, a IPH TaKaB Y T€31 CUMIITOMH YKa3BaT BEPOSTHA IPOsIBA
Ha [IMJI. TpsibBa na ce oOMHCIN KOHCYNTALIUS ponor CIIope]l KIMHUYHUTE ITOKA3aHU.

Axo ChUICCTBYBA NOJO3PCHUC, TpSI6Ba bt %’II/ICHI/I JOIIBJIHUTCIIHO U3CIICABAHEC, BKIIFOYUTCIHO
AAPCHO-MArHuTCH PE30HAHC, 3a MIPEA € C KOHTpPAcCT, U3CJICIBAHC Ha Fp’LGHa‘IHO-MOS’B‘{HaTa

teunoct 3a JC BupycnHa JJHK u MmHOTO HU HEBPOJIOTUYHHU IPETIICIN.

Jlexapsit TpsiOBa 1a Ob/e U3 ’&u‘em{o BHUMATEIIEH 33 CUMITTOMH, Tipeanoiaramm [IMJI, kouto

MAIMEHTHT MOXKE U /12 He e (HanpuMep KOTHUTUBHU, HEBPOJIOTHYHHU WIIM TICUXUYHU
cumnTomu). [anuentu Ba CBHIO JIa ObAAT MOCHBETBAHM JIa YBEJJOMAT NapTHHOPA CH WIIH
JIMIIETO, KOETO Ce TP 32 TSIX, 32 JICUSHUETO UM, ThH KaTo T€ MOraT Ja 3a0efexaT CUMITOMH, KOUTO
MAIUEHTHT HE € 3 a.

*
AKko nanue Bue [IMJI, npunoxenueTo Ha puTykcumal TpsiOBa OKOHUATEIHO J1a ce
npeycTa
H BaHU Ca MOCJIEABAIO Bb3CTAHOBSIBAaHE HA IMyHHATa CUCTEMAa TPU UMYHOKOMIIPOMETHPAHU

naureHTn ¢ [IMJI, crabunusupane win noo0psBaHe Ha pe3yaTaTtute. Bee ole He € U3BECTHO Jaiu
pannoTo oTKkpuBane Ha [IMJI 1 mpekpaTsBaHe Ha JIEUYEHUETO C PUTYKCHMaO MOKe /1a JOBETE /10
Mo100HO CTaOMIM3MpPaHe WK OJ00PsIBaHe Ha PE3yJITaTUTE.

HeXOH)KKI/IHOB HI/IMdJOM 1 XpOHHUYHA _HI/IMd)OIII/ITHa JICBKEMHUA

Peaxyuu, cevpzanu c ungysusma

JleuenneTo ¢ puTyKCHMab ce CBBP3Ba C pEaklMy, CBbP3aHu ¢ HHPY3UATA, KOUTO MOXE Ja ca CBbP3aHU
€ 0CBOOOX/1aBaHe HA IUTOKWHH W/WITK IPYTH XUMUYHHA MeauaTopu. CHHIPOMBT Ha OCBOOOXKIaBaHE
Ha HUTOKUHU MOJKE Jia € KIIMHAYHO HEPA3JIMYUM OT OCTPUTE PEAKLUHU Ha CBPBXUYBCTBUTEIHOCT.

Ta3u CBBKYITHOCT OT p€aKIu1, KOATO BKJIFOYBAa CUHAPOM Ha OCBO60)K}1aBaHe Ha JUTOKWHU, CUHIPOM



Ha TyMOpEH pa3naj 1 aHA(QUIAKTUYHN 1 PEaKIMU HA CBPBbXYyBCTBUTEIHOCT, € OTIHCaHa MO-I0JTy.

Nma cpoOmieHus 3a TeXKKU peakilluu, CBbP3aHu ¢ MH(Y3UITA, C JISTAICH U3XO0/ I10 BpeMe Ha
MOCTMapKETHHIOBaTa yIoTpeda Ha pUTYKCHMA0 JiekapcTBeHa (hopMa 32 MHTPABEHO3HO MPUIIOKEHUE, C
Havajo, Bapupaio oT 30 MUHYTH /10 2 Yaca cie]] 3al0YBaHe Ha IIbPBaTa HHTPABEHO3HA HH(Y3HS HA
putykcuMab. Te ce xapakrepusupar ¢ 0emoIpoOH CHOUTHS U B HAKOHU CITydad BKJIIOUYBAT ObP3
TYMOPEH pa3Najl U MPU3HAIY Ha CHHAPOM Ha TYMOPEH pasmaj B JOMBIHCHUE KbM (peOpruTeT,
BTpPHCAHE, PUTOP, XUIIOTOHHUS, YPTHKAPHSI, AHTHOEIEM U JIPYTH CUMITOMH (BK. Touka 4.8).

TeXKUAT CHHAPOM Ha OCBOOOXK/IaBaHE HA LIMTOKUHU C€ XapaKTEpU3npa C TEKKa AUCIHES, YeCTO
CBIIPOBOJICHA ¢ OPOHXOCTIa3bM U XUIIOKCHS, B IOMbIHEHHE KbM (peOpuInTeT, BTpHCaHE, PUTOD,
YPTHKapus U aHruoeaeM. To3u CHHIPOM MOJKE J1a UMa BPB3Ka C HIKOM OT MPU3HALUTE HA CHHAPOMA
Ha TyMOpEH pa3Najl KaTo XUIEePYPUKEMUs, XUIIEpKaIHueMusl, XUIToKaueMus, xunepdocdat

ocTpa ObOpeUHa HeIOCTaTHYHOCT, TIOBUILIABAHE Ha JakTaT nexuaporenasa (JIJIX) u moxe 1
acoLMMpaH ¢ OCTpa JUXaTeIHa HeOCTaThYHOCT U JeTaneH u3xo. OcTpara auxaresiHa
HEIOCTATHIHOCT MOXKE J1a ObJIe CHIIPOBOJICHA OT CHOUTHS KaTo O0eIo1po0eH HHTEPCTH
WHQUITPAT WIK OTOK, BU3yaTH3HUPAILH C€ IIPH PEHTIeHOrpadCKO U3CIICABAHE HA TPBARHIP KOIII.
CHHAPOMBT 4ECTO CE MPOsIBSIBA A0 €IUH WIH ABA Yaca OT HA4alI0TO Ha IIbpBATa U
[NarmmentuTe c anamHe3a 3a O6e10poOHa HETOCTATHYHOCT WIIH TE3U C OeI0Apo
WHQUITPAT MOXKeE J]a ca M3JI0KEHU Ha MO-BUCOK PUCK 110 OTHOIIIEHHE Ha HEQAAroNpUsATHA IPOTHO3a U
TpsiOBa 11a ObJAT JeKyBaHH 0cOOEHO BHUMATENHO. [Ipy nanueHTure, Ko %BI/ISIT TEXbK CHHIPOM
Ha 0CBOOOXK/IaBaHE HA IUTOKWHU, HH(]Py3UsATa TpsIOBa HE3a0aBHO Ja C cTaHOBH (BX. Touka 4.2) u
Tpﬂ6Ba Ja UM C€ NIPUJIOKHU arp€CUBHO CUMIITOMATUYHO JICUCHUEC. T O I'bPBOHAYATIHOTO
noJo0peHre B KIIMHUYHATa CHMIITOMATHKA MOXe Aa Obe OCIE 0 OT BJIOIIABaHE, Te3H MAIUEHTH
Tps0Ba 1a ObAaT BHUMATEITHO NPOCIIEASBAHN JOKATO CHH/IPO TYMOpEH pa3nan u 6enoapodeH
MHQUATPAT OT3BYYAT MJIHM C€ U3KIIFOYAT AUATHOCTUYHO IO cberoanus. [lo-HataTpIIHOTO
JICYCHUC Ha NAIMUCHTH, I[IPU KOUTO UMaA ITBJIHO OT3BYYAB IMpu3Halli U CUMIITOMHU, PAAKO BOAU 10
MIOBTOPHO pa3BUTHE Ha TEXXBK CHHAPOM Ha 0CBOOOK, Ha [UTOKHUHHU.

[TarueHTH ¢ BUCOK CTEIICH HA TYMOPEH TOBap MI@;MCOK opoit (> 25 x 10%/1) uupkynuparu
3JI0KQYeCTBEHH KJICTKHU, KaTo narueHtuTe ¢ X¥J1, mpu KouTo MOKe Jia uMa 1Mo-BUCOK PUCK OT
0CO0EHO TEIKKO MPOTHYAI CHHIIPOM Ha JKJIaBaHE Ha [IUTOKWHU, TPSIOBA J1a ce JIEKyBaT
W3KITFOYUTEITHO BHUMATENTHO. Te3u na TpsiOBa 1a ObJAT MHOT'O BHUMATETHO MPOCJICASIBAHU MPH
mbppBaTa uHPy3us. TpsaodBa I[a ce MpereHH JOKOJIKO MIPU Te3U MAIUEHTH € MOIXOAIIO J1a Ce HaMallld
CKOPOCTTA Ha BIUBAHE TIPH IT Hq)ysm WU J1a Ce Pa3Jieliy 103aTa B [Ba THU MPe3 MbPBUS
[UKBJI U IPH CIICBAIINATE IIH KO OposAT Ha TUMQOLUTHUTE € BCe omie > 25 X 1091.

Cebp3anuTe ¢ HHQY3H I/I‘-IHI/I BUJIOBE HEXEJIAH! peakiuu, ce Habmoaasar npu 77 % ot
MalUeHTHTE, JEKyBa TyKcHMab (BKJIIOUUTEIHO CUHAPOM Ha 0CBOOOX/1aBaHE HA IUTOKUHU
CBIIPOBOJIEH C XU s 1 OponxocmnazbsM npu 10 % oT manueHTHTe), BIKTe Touka 4.8. Tesn
CHMIITOMH 0QuU 0 ca o0paTuMU IpH NpeKbcBaHe Ha MHQY3UsITa C PUTYKCHMa0 1 TIpUIIaraHe Ha
AQHTHUITUPET HTHUXHUCTAMHHOBH JIEKapPCTBa, IOHSIKOIa KUCJIOPOJ, UHTPABEHO3HO (PM3HOJIOTHYEH
pasTBOp @%ﬁxom«lnammpn, a MpH HYX/1a- TIIOKOKOPTUKOUIH. 3a TEKKUTE PeaKLuu, MOJIs,
Harp paBKa Mo-rope OTHOCHO CHHPOM Ha 0CBOOOK/1aBaHE HA IIUTOKUHHU.

Nma‘eno0mienns 3a anHaQWIaKTUYIHE U APYTH PEAKLUH Ha CBPBbXUYBCTBUTEIHOCT CJIE]] HHTPABEHO3HO
MIPUJIOKEHUE Ha IPOTEUHH NPY MaMEeHTUTE. 3a pa3inuKa OT CHHAPOMA Ha OCBOOOXKIaBaHE Ha
[MUTOKWHH, ICTUHCKHUTE PEAKIMY Ha CBPBXUYBCTBUTEIHOCT OOMKHOBEHO CE Pa3BUBAT MUHYTH ClIe]|
3arnouBaHe Ha uHQy3uara. [Ipu npuwiokeHue Ha puTykcuMad TpsOBa Jja MMa Ha Pas3loIoKEeHUE
JIEKapCTBEHU MPOAYKTH 32 JISUEHNE Ha PEakI[y Ha CBPBXUyBCTBUTEIHOCT 32 He3a0aBHa yroTpeda B
ciIydail Ha alepruyHa peakiys, HanpuMep enuHepuH (aApeHaInH), aHTUXUCTAMUHU U
TIIIOKOKOPTHKOUAX. KimmHnyHKUTE NposiBM Ha aHadUIIakcusITa MOXe Jja HaloA00BaT KIMHUYHUTE
NPOSIBH Ha CHH/IPOMA Ha OCBOOOX/IaBaHEe Ha IMTOKWHU (OMUcaH No-rope). Peakuuure, cBbp3aHu cbe
CBPBXUYBCTBUTEIHOCT, C€ ChOOIIABaT MO-PSIJIKO OT T€3HU, CBhP3aHU ¢ 0CBOOOXKTaBaHE HA IIUTOKUHHU.

Jpyru peakiyu, CbOOIIEHN B HAKOU CITy4au, ca MUOKapACH WH(PAPKT, MPEIChPAHO TPENTEHE,
0emoapoOeH OTOK U ocTpa o0paTuMa TPOMOOITUTOTICHHUS.
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Twif KaTo pU NMPUIIOKEHNE Ha PUTYKCHMAO MOXKE Ja ce pa3BHe XUIIOTOHUS, TPSOBa J1a ce nMa
npensuy 12 yaca npenu nHQy3UaTa HA PUTYKCUMAO J1a Ce CIpe MPHIaraHeTo Ha AaHTUXUIICPTCH3UBHH
JIEKapcTBa.

Cvpoeynu Hapyuerus

[Tpu manuenTy, JIeKyBaHU ¢ PUTYKCUMA0, ce HaOJII0IaBaT aHTUHA MTEKTOPUC, ChPJICYHH APUTMHUHU KaTO
NPEACHPIHO MBXKJICHE U TPEIITEHE, ChPJIeUHa HEJOCTATHYHOCT /WU HHpApKT Ha MUOKapa. [Topamu
TOBA, MAIMEHTUTE C aHAMHE3a 33 ChPJICYHO 3a00ISIBAHE H/MITH KapJUOTOKCUYIHA XUMUAOTEPAITUS
Tps0Ba BHUMATEITHO JIa C€ MPOCIIC/IABAT.

Xemamonoeuuna moxcuyHocm

He3aBrcuMo ue puTykcHMa0 Ipyu MOHOTEpAIHS HAMa MUEIIOCYIPECUBEH eeKT, € HeoOXoau 0@
MOBUIIIEHO BHUMAHHUE, KOTaTo ce 0OMUCIIS JICUCHHUE MTPH MAIUeHTH ¢ Opoii Ha HeyTpoqmnHHT§
rparymomuty < 1,5 x 109/1 u/uiu 6poii Ha TpoMmGoruTHTe < 75 X 101, THi KaTO KIMHMYH

NIPY Ta3W NOMYJIanus ¢ orpaHuueH. PuTykcumat e npuiaras npu 21 nanueHTH, Ha Kou npaBeHa
aBTOJIO’KHA KOCTHO-MO3bUHA TPAHCIUIAHTAIIMS, Y TIPU APYTH PUCKOBY IPYIIH C Bepo;r@c oT

NOTHCHATa KOCTHO-MO3b4HA (pyHKIH, 0e3 1a HHIyIpa MHETOTOKCHYHOCT. Q
[To BpeMe Ha Je4eHUETO ¢ pUTYKCUMal € HeoOXOIUMO PETOBHO JIa CE U3CIIgHBA @HH& KpbBHA
KapTUHA, BKIIOYUTEIHO Opoii HAa HEYTPODUIUA U TPOMOOIIUTH. b

*
Hngpexyuu
ITo BpeMe Ha JIeUEHUETO ¢ pUTYKCUMal MOXKe 1a Bb3HUKHAT Ce WH(EKINHU, BKIFOYUTEITHO C
netaseH u3xox (Bx. Touka 4.8). Purykcumab He TpsOBa 1a e¢ ra Ipy MalueHTH ¢ aKTUBHA,

Texka nHpeKus (HanpuMep TyOepKyo3a, CeNcuc u onopﬁ THYHHA HHDEKIMH, BXK. Touka 4.3).

Jlexapute TpsiOBa Aa ObAAT NPEANIA3INBH, KOTaTo 00 ynorpebaTa Ha pUTYKCHUMA0 MpH
HAIMEHTH C aHAMHE3a 3a PELHMBUPALIN WU XP UH(DEKINH WK ChITBTCTBAIM 3a00JIBaHus,
KOHMTO MOJKE JJOI'BIHUTEIHO J1a TPEPa3noyioxka VCHTHTE KbM CEPUO3HH HHDEKINH (BXK.

Touka 4.8). Q

Cpo01maBar ce ciay4yan Ha HOBTOPHO a, aHe Ha XernaTuT B npu nuia, momyyaBamy puTyKCUMao,
BKITIOUMTENTHO Ha (DyTIMUHAHTEH Xera netaneH u3xoll. [loBeueTo OT Te3u MHAUBUIH ca OUITN
MOJJIOKEHH CHILO U HA [IUTOTO, xumuotepanus. OrpanndeHara uH(GopMays ot eTHO
MIPOYYBAHE MPH MALKUEHTH C §gwnaHpama/peq)paKT(;‘:pHa XJUI moka3Ba, 4e JEYEHUETO C PUTYKCHUMA0
MOJK€ /1a BJIOUIH CHIIO U3 %m)pm/lqﬂn xernatut B nadekuuu. [Ipu Bcukn nmanueHT TpsioBa 1a
C€ U3BBPIIBA CKPUHUHI, yca Ha xerratuT B (HBV) npenu 3amouBane Ha JieueHHe ¢ pUTYKCUMAO0.
Karo Munumym TOB a na BkimouBa HBsAg — craryc u HBcAb — cratyc. Te morar na ce
JOMBIHAT C APYT OJIAIIN MapKepH CIIOpe MECTHUTE yKa3aHusl. [larmenTrre ¢ akTuBeH

xenatut B Hg T Ja ObJaT JIeKyBaHU ¢ pUTYKCHMa0. [lanimeHTHTe ¢ ONOXKUTETHA CEPOJIOTHYHH

U3CleBaH atut B (mmmm HBsAg nnn HBcADb) TpsiOBa 1a ce KOHCYNTHPAT ChC CIEHATHCTH
0 YEPHO, 1 3a00JIsIBaHMS TIPEIM 3aII0YBAHE HA JICUEHUETO U TPsIOBa Ja ce mpociensBaT u

JeKy Cce cIia3BaT MECTHUTE MEIULIMHCKN CTaHIapTH 3a MPEA0TBPATABAHE Ha pEaKTUBAIIMS Ha
X

ITo Bpeme Ha mocTMapKeTHHroBata ynotpeba Ha purykcumad mpu HXJI n XJIJI nma cpobmenus 3a
MHOTO PEJIKH CIIy4au Ha IMporpecuBHa My aTudokaiHa seskoenredanonarus (IIMJI) (Bx. Touka 4.8).
[loBeueTo OT MaMEeHTHUTE ca MOIy4aBalId PUTYKCUMa0 B KOMOMHAIMS C XUMHOTEPAITUS MIIH KaTo 4acT
OT TpaHCIIAHTAIINS HA XeMaTONIOETHYHH CTBOJIOBH KIIETKH.

Hmynuzayuu

BesonacHocTTa Ha UIMYHHU3AIUSTA C XKMBH BUPYCHU BaKCHHU CIIe]l JIEYEHUE C pUTYKCUMAO He €
n3cnensana npu naureHTd ¢ HXJI u XJIJI 1 BAKCMHUPAHETO C )KMBU BUPYCHU BaKCHHHM HE Ce
npenopbyuBa. [lanuenture, neKyBanu ¢ puTykcumal, MOXe J1a TIoJTy4daBaT yOUTH BaKCUHH, HO
CTETEHTa Ha OTTOBOP KbM yOUTHTE BaKCHHHU MOKe J1a ObJie HamalieHa. B eqHo HepaHIOMU3UpaHO
IIPOYyYBaHE Bb3PACTHUTE MALMEHTH ¢ peruanBupan HuckocrteneHed HXJI, nosryyaBain MoHOTEpanus
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C PUTYKCHMAa0, ca MMaJIM TI0-HUCKA CTETIeH Ha OTTOBOP KbM BaKCHHAIHS C TETAHYC aHTHICH B
CpaBHEHHE ChC 3/[paBH HeneKyBaHu KOHTpoiH (16 % crupsmo 81 %) u Keyhole Limpet Haemocyanin
(KLH) neoantures (4 % cupsimo 76 %, KOraTo ca OIeHSIBaHH 3a > ABYKPATHO yBEIMUYCHHE HA TUTHPA
Ha aHTUTenara). Karo ce uma npenBuj nogo0ueTo Ha ABETe 3a00JIABaHuUs, MOXKE Jla Ce IPUEMe, ue TIpU
nanueHTn ¢ XJIJI pesynrarure 1ma ObaaT Mo00HH, HO TOBA HE € U3CIEIBAHO B KIIMHUYHU
W3MUTBaHUSL.

CpenHuTte THTPH Ha aHTUTENATa PEIN JICUSHUETO cpenly Habop oT aHTturenu (Streptococcus
pneumoniae, rpum A, 3ayiika, pyoeosia, Bapuiiena) ca Ouin MOAIbpKaHU MOHEe 6 Mecera clie/t
JICYCHUETO C PUTYKCUMAD.

Koowcnu peaxyuu

Hma cpo01ieHns 3a TeKKH KOXKHU PEaKkIMy KaTo TOKCHYHA enuiepMallHa HEKPOIn3a (CHHAPQM

Lyell) u cunapom Ha Stevens-Johnson, HIKOM OT KOUTO C JieTaneH u3xo. (Bxk. Touka 4.8). B Ha
TaKoBa CHOUTHE C BEPOSTHA BPH3Ka C pUTYKCHMAO, ICICHNUETO TPIOBA OKOHYATEITHO /1a ce@ aTH.

Ileouampuuna nonynayus
Hann4yau ca caMo orpaHHYeHH JaHHHM 33 MAUEHTH 10/ 3-TOANIIHA Bb3pacT. BI/DkaqKa 5.13a
rmoBeue MHPOPMAIIHSL.

PeBmarounen aptput, rpanyiaomMarosa ¢ noauanruut (I'TIA), MUKpOCK  I0JTHaHTHUT (MIIA) u
neMQuUryc Byarapuc ’\

THonynayuu ¢ peemamouden apmpum, Koumo He ca AeKy8aHu ¢ ipexcam (MTX)

Ymorpebara Ha pUTYyKCHMab He ce MPerophYBa MPH MAUCHTH, 0 He ca JekyBaHu ¢ MTX, Tbit

KaTo He € YCTAaHOBEHO OJIArONPHATHO CHOTHOIICHHE non3a/k 4

Peaxyuu, cevpzanu c ungyzusma 3\:

[TpunoxxeHueTo Ha pUTYKCHMA0 ce acoIuupa c p , cbp3anu ¢ uHpy3uaTa (IRRS), koo Moxe
Jla ce IBJDKAT Ha OCBOOOK1aBaHe HA [IMTOKUHU M/ JPYyrd XUMUYHU METUATOPH.

IIpu manueHTH ¢ peBMaTOUIEH apTPUT 1T TMapKETHHI'OBOTO MPUJIOKEHHUE €A ChOOIEHH TEKKU
IRR c neranen uzxon. [Ipu pesmaron, PHT, IOBEUETO CHOUTHS, CBBP3aHU ¢ HH(DY3UITA,
CHOOIIABaHU 110 BpEMe Ha KIMHUYHATCNHSITUTBAHUS, Ca JIEKH JI0 YMEPEHH 1o TexxecT. Haii-uecture
CHUMIITOMH Ca alepruYHH peaK IpuMep IaaBodone, Cbpoex, Apa3HeHe Ha I'bPIIOTO,
3ayepBsBaHe Ha KOXxara, o0p Igq)nxmaplxm, XUIEPTOHUS U nUpekcusi. OOMKHOBEHO, MPOLEHTHT
MALWEHTH, TIOJyYUIIU pea M HH(]Y3UITa, € IO-BHCOK clie]l TbpBaTa HH(QY3HsI OTKOJIKOTO CIIe]T
BTOpara MH(QY3Ms BbB B ypc Ha nedyenue. Yecrorara Ha IRR HamaisBa npu nociiesanure
KypcoBe (BX. TOUKa
CroOuieHure pea

Ha MHY3UATA

OMKHOBEHO ca 00paTHMHU IIPU HaMaJliBaHEe Ha CKOPOCTTA WIIM MIPH MTPEKbCBaHE
KcuMal u CJICq IpujiaraHe Ha aHTUIMAPETUIIU, aHTUXUCTAMWHU U ITOHAKOI'a
KHCJIOPO/I, Ha HATPHUEB XJIOPHUJI HHTPABEHO3HO MJIH OPOHXOAMUIATATOPU U TITIOKOKOPTHKOHM TN
npy HE0O %1001 [MarueHTHTE ¢ MPEANIECTBAINN ChPICUHH 3200 SIBAHUS U TE3U, KOUTO MPEIH ca
O-TIyJIMOHAJTHM HEXEJIaHU Peakiuu, TpsiOBa Ja ce MpocieasBaT BHUMATEIHO. B

cT oT TexectTa Ha IRR 1 HeoOXoaMMHTE MHTEPBEHITNH, IPUIOKEHUETO Ha PUTYKCUMA0

TpsAOBA J1a ce MPEYCTAaHOBU BPEMEHHO WJIM TTOCTOSHHO. B moBeveTo ciyyan nHQy3usATa MOXKE Ja ce
BBH300HOBH TP HamajieHne Ha ckopocTTa ¢ 50 % (mampmmep ot 100 mg Ha gac 10 50 mg Ha vac),
KOraTo CUMIITOMUTE Ca OT3BYYalld HAIThJIHO.

[To BpeMe Ha mpHIIOKEHUE HA PUTYKCHMa0 TpsiOBa Jia ce pasioiiara ¢ JICKapCTBEHH NMPOTyKTH 32
JieUueHHE Ha PeakluiTe Ha CBPBXUYBCTBUTEIHOCT 32 He3a0aBHA ynoTpeOa B cllyvaii Ha ajlepruvHa
peakuusi, HapuMep enuHeQpuH (aIpeHANINH), aHTUXUCTAMUHH U TITIOKOKOPTHKOUIH.

Hsima manHm 3a 6€301acHOCTTa Ha PUTYKCUMA0 MPpH MAIMEHTH ¢ YMEPEHO TEXKa ChpIeTHA
HepoctaTbyHOCT (Kiac [ mo NYHA) unu Texko, HEKOHTPOJIUPAHO ChPACUYHOCHI0BO 3a00IsIBaHE.
[Ipu manmenTH, TIEKyBaHU C pUTYKCUMa0, ¢ HaOIroAaBaHa mposiBa Ha MPEIIIeCTBAIN HCXEMHUYHI
ChbpACUYHN 3360}15[BaHI/I$[, CTaHaJIu CUMIITOMaTUYHH, KaTO aHT'MHA IIEKTOPUC, KaAKTO U MPEACHPAHO
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TpernTeHe U MbxeHe. [lopaay ToBa, Mpy MAMEHTH ¢ aHAMHE3a 32 ChPACYHO 3200JIsIBaHE U TE3H,
KOUTO TIPEIH ca UM KapIuo-ITyIMOHAIHH HEXXeJlaH! PEakiiuy, IIPeIn JICYCHHE C pUTYKCHMaOo,
TpsOBa J1a ce MPELEHU PUCKBT OT ChPICYHOCHIOBH YCIIOKHEHUS, IbJDKAIIY CE HAa PEaKIH KbM
WH(Y3UATA, KaTO MAIUESHTHTE CE MPOCIICIIBaT BHUMATEIHO 10 BpeMe Ha PUJIOKEHHETO. Thif KaTo 1mo
BpeMe Ha HH}Y3Hs ¢ pUTyKcuMald MOKe 1a Bh3HUKHE XUITOTOHMHS, TPsiOBa Ja ce MMa MpeIBU/] CIIHpaHe
Ha aHTUXUIEPTEH3WBHHUSI JIGKAPCTBEH MPOAYKT 12 yaca npenu uHPY3HATa C PUTYKCUMAO.

IRR mpu marmmentu ¢ I'TIA, MITA u nmemuryc Bynrapuc ca B CbOTBETCTBHE C-T€3H, HAOII0JaBaHU
NIPY TIAIMEHTH C PEBMATOWJICH apTPUT B KIIMHUYHUTE U3MUTBAHKS U B TOCTMapKETHHIOBATa yIIoTpeoa
(Bk. Touka 4.8).

Cvpoeynu Hapyuenus

[Ipu manuenTw, JIeKyBaHU ¢ PUTYKCUMAO, ca HaOIF0IaBaH! CTCHOKAPIUs, ChPICYHH aPUTMHU
HaIpUMEp MPEIChPIHO TPENTSHE U MBXKICHE, ChpACYHa HEJJOCTATHYHOCT /WK MHOKAP/ICH @fa
[Mopanu ToBa, MAIMEHTHTE C aHAMHE3a 32 ChPACYHO 3a00MsIBaHe TPsAOBA Ja ce npocnesz
BHUMATENHO (BX. ,,Peaknnu, cBbp3aHu ¢ nHPY3HUATA" TTO-TOpE). 0

Hngpexyuu 9
B®3 ocHOBa Ha MexaHU3Ma Ha JeHCTBUE HA pUTYKCUMA0 U KaTo Cce 3Hae, 4e B—K@; T€ UTpasiT BaXkHa
POJId B IOAABPIKAHETO HA HOPpMAJICH UMYHCEH OTI'OBOP, MALIUCHTHUTE MOXKC a JIOJKCHU Ha
MOBUILCH PUCK OT MH(DEKIHS CIIe]] ICYCHUE C pUTYKCUMab (BK. Touka St %BPGMC Ha JICUCHHE C
puTykcuMab MOJKe J1a ce TOSBAT CEPHO3HU MH(EKIMM, BKIIOUUTETHO gneH n3x0x (BXK.
touka 4.8). Purykcumab He TpsOBa j1a ce npusiara npy NanueHTH ¢ \Ha, TeXKa UHQEKIUs
(manpumep TyOepKyI103a, CETICHC M OMIOPTIOHUCTHYHH HHPEKIIN TouKa 4.3) WIK TIPU CUITHO
MMYHOKOMIIPOMETHPAHH NMaIeHTH (HarpuMep kKorato HuBaTa Ha £D4 i CD8 ca MHOTO HHCKH).
Jlexapute Tpsi0Ba BHUMATEIHO /12 NPELCHABAT ynome6am§§ TykcuMal Ipy MAIEHTH ¢ aHaMHe3a
3a peuyauBUpaIliy Uin XpoOHUIHU I/IH(bCKHI/II/I, WnJIn Cb TBallIH 3a6OJ'I$1BaHI/I§I, KOUTO MOXEC
JOIIBIIHUTEIHO JIa MPEpasnookKaT MallueHTUTE Kb 03Ha UH(]EKIUs, HAPUMEP
XUTNOTaMario0oyIrmHeMus (BK. Touka 4.8). Hpene Jla ce OTIpeIeTsIT HUBaTa Ha

&

UMYHOTTIOOYJIMHUTE, TIPE/IN /1a Ce 3allovyHe JiedeHycle puTykcumao.

[larmenTure, croOIIaBAIIN 32 IPU3HAITU NITOMU Ha WH(EKIHS CIIe]| ISYeHHEe C pUTYKCHMaO0,
TpsAOBa BeHAra /ia ce Mperjexaar u KyBat noaxoasmo. [Ipeau na ce mpuiioxxu mocieaBal
KypC Ha JIEYeHUE C pUTYKCUMAO, MaIu Te TpsiOBa Jia ce OEHSBAT MIOBTOPHO 32 HAJIMYUE Ha

MOTCHIHAJICH PUCK OT I/IH(I)CKLIK

cilydau Ha (paTajaHa mporpecuBHa MyaTH(OKaIHA
cien ynorpeda Ha pUTYKCHMa0 3a JieUeHHE Ha PEBMATOUJICH apTPUT U
BKITIOUHTEITHO CHCTeMeH Jiynyc eputemarodyc (CJIE) u Backymur.

HMma cro01eHns 3a MHOTO,
neBKoeHedaIonaTus
aBTOMMYHHH 32007151

A
Cllyyad Ha peakTHBALMs HA XENaTUT B, BKIIOUUTETHO TaKUBA C JIETAJIEH U3XO/,
peBmatouzer aptput, [ TIA u MIIA, noxy4aBamy puTykcumao.

Xenamum B yn

II KM NallMeHTH TPsAOBa Ja ce 3BBPLIBA CKPHHUHT 3a BUpYyca Ha xenatut B (HBV) npeau
3arouBaHe Ha JieueHue ¢ purykcumad. Karo MuHrMyM ToBa TpsioBa aa BkirouBa HBsAg — cratyc u
HBCADb — craryc. Te morar ia ce ZOIBIHAT C APYTH IMOIXOISIIN MapKEPH CIIOPE MECTHUTE
ykazaHus. [lallueHTuTe ¢ aKTUBEH XenaTtuT B He TpsiOBa na ObJaT JIEKyBaHH C PUTYKCHUMAO0.
[lanueHTHTE C MOMOXKUTEIHU CEPONIOTMYHH H3cenBanus 3a xenatuT B (wim HBsAg ninun HBcAg)
TpsiOBa JIa c€ KOHCYJITHUPAT ChC CIIEIHATIMCTH 110 YePHOAPOOHH 3a00JISIBaHUS MIPEIH 3all0YBaHe Ha
JICUCHUETO U TPsIOBa Jla ce TIPOCIIE/SIBAT U JISKYBAaT KaTo Ce CIa3BaT MECTHUTE MEAMIIMHCKY CTaHIapTH
3a IPeIOTBPATABAHE HA PEAKTUBALIMA HA XeNaTUT B.

Kvcna neymponenus

Bposit Ha HeyTpodmiHTe B KpBBTa TPsIOBa Jia Ce U3MEPBa MPEJId BCEKH KypC Ha JISYEHHUE C
pUTYyKCHMab, peAOBHO A0 6 Mecela ciiel] PEeKbCBaHe Ha JICYSHUETO U MPU I0sIBa Ha MPU3HALM HIIH
cUMITOMHU Ha HHpeEKIHs (BXK. Touka 4.8).
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Koowcnu peaxyuu

Hma choO1IeH s 3a TeKKH KOXKHU peaklMy KaTo TOKCHYHA eNuepMallHa HEKpoIr3a (CHHAPOM Ha
Lyell) u cunapom Ha Stevens-Johnson, HIKOM OT KOUTO C JieTaneH u3xo/ (Bxk. Touka 4.8). B cimydyaii Ha
TaKoBa CHOUTHE C BEPOSTHA BPBH3Ka C PUTYKCUMA0, JIEIEHUETO TPsIOBA OKOHYATEIHO J1a CE IIPEKPaTH.

Hmynuzayus

Jlexapure TpsOBa 1a ce OCBEIOMSBAT 32 BAKCMHAIIMOHHUS CTATyC Ha MAI[MeHTa, a Ha TIAI[eHTHUTE
Tpsi0Ba, aKO € BE3MOXKHO, IIPEIN 3alI0YBaHE Ha JIeYeHHe ¢ pUTyKCUMa0 Ja ObIaT MPHIIOKEHN BCUYKH
WMYHHU3AIMU B CbOTBETCTBHUE CAKTyaJTHUTE yKa3aHUs 3a HMMyHH3UpaHe. Bakcunarmure TpsoOBa ia
OblIaT 3aBBPIICHH HA-MaIKO 4 CEIMUIIM MIPEIU ITBPBOTO MPUIOKECHUE HA PUTYKCUMAO.

be3onacHocTTa Ha HMYyHH3alHuATa C )KUBU BUPYCHH BAKCHUHU CJIC JICUHCHUC C pI/ITYKCI/IMa6 HC L

u3ciesasa. [lopagu T0Ba, BAKCHHUPAHETO C )KMBU BUPYCHU BAaKCHHU HE C€ IIPENOPHYBA 110 Ha
Tepanus ¢ puTyKcumMal uin JokaTo nepudeprure B knetku ca HamaneHu. @
[MatmenTHTE, JEKYBAaHH C PUTYKCUMAO0, MOKE JIa TOJTy4aBaT yOUTH BAKCHHH, HO CTE Ha OTTOBOP

KbM yOHTHTE BAKCHHH MOXKE J1a Obie HamalieHa. B eTHO paHIoMH3NpaHO M3MUTBANE, MAIIHEHTH C
PEBMaTOH/ICH apTPHUT, JIEKyBaHH C PUTYKCUMA0 U METOTPEKCaT, ca UMaln cpaB@ CTEIeH Ha
OTTOBOp KbM TeTaHyc aHTureH (39 % crpsimo 42 %), MOHWKEH OTTOBOP KbMaITHEBEMOKOKOBA
nosnm3axapuaHa Bakcuna (43 % crpsmo 82 % kbM Hail-Manko 2 cepOT@MOKOKOBM aHTUTENA) U
kbM KLH nHeoanTuresn (47 % cupsimo 93 %), korato ca npunaraiu 6 cliesl puTykcumad B
CpaBHEHHE C MAIMEHTH, TIOITyYaBallld caMo METOTpeKcaT. AKO ce Haflana*BakCUHUpaHe ¢ youTa
BaKCHHa M0 BpeMe Ha JIeYeHHe C pUTYKCUMa0, TO TpsiOBa aa 3aB Haii-MaJiko 4 ceIMHIIN PeTu
HayaJoTO Ha HOBHS KYPC C PUTYKCHMAO. .

&M&TOI/IZ{CH apTPUT B IIPOIBIDKCHUE HA
CIIHU TUTPU HA aHTHUTENA Cpely S.
WYEH TOKCOUT OOMKHOBEHO € O Mo100eH Ha

LlenusT OomUT ¢ MHOTOKPATHO JICYEHUE C PUTYKCUMAO 1T
ellHa TOJIMHA TI0Ka3Ba, Y€ MPOLCHTHT MAIUEHTH C IO
pneumoniae, rpu, 3ayika, pyoeoia, BapHiiesia
H3XOJHHA IPOLECHT.

Cvnvmemeaawa/nociedosamenta ynomp Q&pyeu bonecm-mooupuyupawu aHMupeemMamuyHu
nexapcmea (BPMAPJI) npu pesmamou pum

CeroprcTBamiara ynorpeda Ha pUTYKC Y aHTUPEBMATUYHU JICYEHUSI, OCBEH MPE/IBUICHUTE B
MOKA3aHHUETO M JI03UPOBKaTa 3TOI/I):[6H apTPUT, HE ce MPErophYBa.

VMa orpaHu4eHH JaHHU O YHUTE M3MIUTBAHKA 3a IIBJIHA OI[EHKA HA 0€30MacHOCTTa OT
nocieBamia ynorpeoa k it BMAPJI (Bxmountenno uaxubutopu Ha TNF u npyru 6uonoruasu
e,C puTykcuma0 (Bx. Touka 4.5). HannuHuTe 7aHHM OKa3Bar, 4e 4ecToTara Ha

3 6enu 3a400116aHUA

HNmyBoMo Iy TupanuTe IeKapCTBEH! MPOJAYKTH MOXKE Jla YBEIMYAT PUCKA OT 3JI0KAYECTBEHO
3a0osisiBaHe. B3 0cHOBA Ha OrpaHUYCHHUS OIHT C PUTYKCUMAO MPH MALUEHTH ¢ PEBMATOMICH apTPUT
(Bk. Touka 4.8), HACTOSIINTE JaHHU HE M3TJIEXK 1A 1A TIOKA3BaT IMOBUIIEH PHUCK OT 3JI0KAYE€CTBEHO
3abousBane. 3acera o0ave He MOXKeE JIa C€ U3KIIIOYU BB3MOXKEH PUCK OT Pa3BUTHE HA COJIUTHU TYMOPH.

IlomMominu BemecTBa

To3u nekapcTBeH NPOAYKT chabpxka 2,3 mmol (wmu 52,6 mg) Hatpuii B equs ¢uakod ot 10 mL u 11,5
mmol (um 263,2 mg) Hatpuii B enun ¢uakon ot 50 mL, ekBuBanentHu Ha 2,6% (3a ¢aakona ot 10
mL) u 13,2% (3a ¢uakona ot 50 ML) OT npenopbsYUTETHUSI MAKCUMAJICH JTHEBEH ITPUEM HAa HATPUH OT
2 g 3a BB3pacthu criopexa C30.

4.5 BzaumopeiicTBHe ¢ IPYrd JIeKAPCTBEHN MPOAYKTH U APYru (popMH Ha B3auMo/elicTBIe
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Jlocera nMa orpaHHYCHU IAHHH 32 BEPOSTHHUTE JICKAPCTBEHH B3aUMOJICHCTBUS HA PUTYKCHMA0.

[Tpu manmenTu ¢ XJIJI eHOBpEMEHHOTO MPHUIIOKEHUE HA PUTYKCUMA0 U3rIiexk1a HaMa epeKT BbpXy
(hapmakokuHEeTHKATa Ha (iyaapadbuH win nukiaodochamua. OcBeH ToBa, HAMa BUANM e(eKT Ha
¢aynapabun u mukiodpochamMu BEpXy papMakKOKHHETHKATA HA PUTYKCHMAO0.

EnHOBpeMEHHOTO PUITOKEHNE C METOTPEKCAT HAMa eeKT BbpXY (apMaKOKHHETHKATa Ha
pUTYKCHMAaO MPH MalMeHTH C PEeBMaTOHIEH apTPHUT.

TTareHTH ¢ TUTHP HA YOBEHIKH aHTU-MUIIH antutena (HAMA) uu aHTUTeNa cpely JeKapcTBOTO
(ADA) MoKe fa pa3BUSIT aIepPrUYHH PEAKIMN MM PEAKIIUU Ha CBPBXIyBCTBUTEIHOCT MPH MTPUJIAraHe
Ha APYr'¥ MOHOKJIOHAJTHU aHTHUTENA C AUATHOCTHYHA WIHM TepaneBTUYHA eIl

IIpu manmeHTH ¢ pEeBMATOMIEH apTPHT, 283 MAIMEeHTH ca MOTyYHIIH MTOCIIeIBaIa TeParH 6
omonormano BMAPJI cnex purykcumab. [Ipu Te3n nammenTH, yectoTara Ha KITMHUIHO, Ma
WHQEKIHS 10 BpeMe Ha JieueHune ¢ puTykcumad e oumna 6,01 na 100 manueHTOroquH ABHEHHE C
4,97 na 100 nanMeHTOroAUHH ciie] Jieuenue ¢ onosiornuno BMAPJIL.

4.6 @epTHanTeT, )PEMEHHOCT U KbPMEHe

{ Q
KoHTpaLeIIs Py MBXKE 1 KCHH ’\O

[Topagu mpoaABIKUTETHOTO BpEME Ha 3aJIbpKaHE HA PUTYKCHUMA TaIUeHTH ¢ HamalieH Opoii B
KIIETKH, JKEHUTE C IETEPOACH MOTEHITHAN TPSIOBa /1a U303 TUBHHU METOAU 32 KOHTPALICTILIHS
10 BpEME Ha JICUEHHUETO U B NPOABIDKEHUE Ha 12 Mecena ci YEHHETO C PUTYKCUMaO0.

BbpemeHnHoct 0\'0

H3BecTHO e, ue IgG MMyHOTOOYTHMHUTE TIPEMU IUTalieHTapHaTa oapuepa.

HuBara Ha B-kneTkute npu HOBOPOJEHH, C SKCIIO3UIIMS HAa PUTYKCUMAa0 npu MaiikaTa, He ca
M3CJIEBaHM B KIIMHUYHY W3nuTBanus. H CTaTbhYHO U JOOpE KOHTPOJIMPAHH AaHHH OT
NPOY4BaHUs IPH OPEMEHHU KEHH, U LIeHUs 00ade 3a NpexoIHO U3ueprBaHe Ha B-kieTkure u
TUM(OIMTOTIEHHSI TIPU HIKOW KbPMaUuCHd, POJICHH OT MalK1 C €KCIIO3HIIUS Ha PUTYKCUMA0 110 BpeMe
Ha OpemenHoctTa. [logo0HM e a HaOJIr0/JaBaHy B MPOYYBAHKSATA [TPU KUBOTHH (BXK. TOuKa 5.3).
[lopanu Te3u NpUYKUHU PUTY He TpsiOBa J1a ce mpuiiara npu OpEMEHHH JKEHH, OCBEH aKO
BB3MOKHATA T10J13a HE Ha, a TIOTCHIIUATTHHS PUCK.

Kopmene

He e u3BecTHO HUTYKCHMa0 ce eKCKpeTupa B KbpMara. He3aBUCHMO OT TOBa, Thil KaToO
MauyHUHUTE S\ EKCKPETUPAT B KbpPMAaTa U PUTYKCUMAO ce OTKPHBA B MIIIKOTO HA MAHMYHH B
epuo/I éaum, JKEHUTE He TPIOBa J1a KbPMSIT JIOKATO CE JIEKYBAT C PUTYKCHUMA0 U B

PO %e Ha 12 Mecelia ciie1 JJeUeHUe ¢ pUTyKcumao.

DepMIuTeT

[IpoyuBaHusTa MPH )KUBOTHU HE TIOKA3BAT BpEJHU e(PEKTH HAa pUTYKCUMAO BBPXY PEIIPOAYKTHBHUTE
Oprasu.

4.7 EdexTu BbpXy cioco0HOCTTA 32 mo¢upaHe U padoTa ¢ MAIIUHU
He ca npoBexaanu nmpoy4Banus 3a eheKTUTE Ha PUTYKCUMAa0O BBPXY CIIOCOOHOCTTA 32 OQHUpaHe U
paboTa ¢ MalIMHK, HE3aBHCUMO Y€ JIAHHHUTE 32 (DapMaKoJIOTHYHATA AaKTHBHOCT M HEXKETaHUTE

peakiuu, ChOOIIEHH! 10 MOMEHTA MTPE/IIoJIarat, 4e puTyKCMMal He MOBJIMSBA WU MOBJIUABA
npeHeOpeRUMOo criocoOHOCTTa 32 modupane 1 padoTa ¢ MaLIUHU.
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4.8 Hexenanm JiekapcTBeHH peaKuu

Omnur ¢ HCXOIKKHHOB J'II/IMd)OM 1 XPOHHUYHA J'II/IMd)OIII/ITHa JICBKEMMU IIPHU BB3PACTHHU

Obobwenue na npouna na bezonacrHocm

OO6musAT mpodw Ha 6€30TTaACHOCT HA PUTYKCHMA0 TIPY HEXOHKKUHOB TUM(POM 1 XpOHUYHA
JTUMQOIIUTHA JICBKEMUS CE OCHOBaBa HA JIAHHU OT MAIMEHTH OT KIIMHUYHU U3MUTBAHUS U OT
MOCTMAapKETHHTOBOTO HabOmroieHue. Te3n MalueHTH ca JISKYBaHU HITH ¢ MOHOTEpPAIHS ¢ pUTYKCUMaO
(kaTo BBBEXKIIAINO JICUCHUE WM KAaTO MOIBPKAIIO JICUCHHE CIICH BhBEXK/IAIIO JICUCHHUE) HITH B
KOMOMHAIIUS C XUMHUOTEPAIIHSI.

Haii-gecto nabmonaBanute Hexxenanu JexapcrBeHupeaknnu (HJIP) mpu manmenTn, noxygasBamu
putykcumab, ca IRR, KOouTo Bb3HMKBAT MPH MOBEUYETO MALIUEHTH 110 BpeMe Ha IbpBaTa HHPY. 145@.
YecToTaTra Ha CAMIITOMUTE, CBbP3aHH C MHPY3UATA, HAMAJISIBA 3HAYUTEIHO MPU TOCIIEABAII
uHQy3uu u e nox 1 % cuen ocem n03u puTykcumao. @

HNudexnmno3nn cpOuTHs (MPeIUMHO OaKTepHaIHU U BUPYCHH) BE3HUKBAT MPH MPUOIAZUTETHO
30-55 % OT manueHTUTe N0 BpeMe Ha KIMHUYHUTE U3IUTBAHUA IPU ITALUEHTH C mpu 30-50 %
OT MMAIMEHTHTE 110 BpeMe Ha KIIMHUYHHUTE U3NMUTBaHM pH nanueHTy ¢ XJIJI.

Haii-yecto cpo011aBaHuTe MM HAOMIOAaBaHU CEPUO3HH HEXKENAaHH JIeK eHUpeaKIny ca:

. IRR (BKJIIOYHTETHO CHHIPOM Ha OCBOOOJKIaBaHE Ha LII/ITOKI/IHI/f,\ OM Ha TYMOpPEH pasman),
BHXKTE TouKa 4.4. 0

. WNndexunu, BrxTe ToUKa 4.4. @

. ChpIeyHOCHI0BY CHOUTHSA, BHKTE Touka 4.4, . /v

Hpyrute cpobmmenu cepuosnn HJIP Brirousat peamr@\la xenatut B u [IMJI (Bx. Touka 4.4.)

TabnuueH CHUCHK Ha HEXXEIIAHUTE PEAKIIUNA 0

Uectotute Ha HJIP, chobiienu mpu npuiio
¢ xuMuoTepanus, ca 0600menu B Tabmm

€ Ha pUTYKCUMaO CaMOCTOSITEITHO WIIM B KOMOUHAITUS
NCIopes; uecToTaTa ce ONpenessaT KaTo MHOTO YeCTH

(> 1/10), wectu (> 1/100 mo < 1/10), u (>1/1 000 mo < 1/100), peaxu (> 1/10 000 no < 1/1 000),

mHoro peaxu (< 1/10 000) u ¢ HensBe yecToTa (0T HAJIMYHKUTE JaHHU HE MOXKe Ja ObJie

HamnpaBeHa orieHka). [Ipu Besik @x:paﬁe B 3aBHCHUMOCT OT Y€CTOTAaTa, HeXKEIaHUTE JIEKAPCTBEHU

peaxiuu ce u30posBaT B HHB@ Pex 1o OTHOIIIEHHE Ha TAXHATa CEPUO3HOCT.

HJIP, ycraHOBEHU camQ Q{’eMe Ha MOCTMApKETHHI'OBOTO HAOIIOICHUE U 32 KOUTO YECTOTaTa He
Moxe 1a Obe ompe ) ca 130pPOEHM KaTo TaKMBa ,,Cc HEM3BECTHA YeCTOTa"".

Tadauna 3 - " C'I)Oﬁlllel-ll/[ NP KIIMHUYHUTEC U3NMMUTBAHUA UJIH 110 BPpEME Ha

TMAPKETHHIOBOTO HA0J/II0/IeHUe NPU NalueHTH cbe 3a0oasBane HXJI u XJLJI,
JIEKYBAHH ¢ MOHOTEPaNUsl/MOAIBPKAINA TePpanusi ¢ pUTYKCMMAa0 WM B

§ @ KOMGI/IHaIII/Iﬂ C XUMHOTEpANUus
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CucremMHoO-

MHoro C HensBecTHA
oprases KJjac no | Muoro yecru Yecru Heuecru Peaxu
MedDRA peaxu 4ecToTa
HNudexnun u Bakrepuanau | Cencuc, CepuosHa IMJI
uHdecTanun uHbEKIHH, *HIHEeBMOHUS, BUpYCHA
BUPYCHU *(ebpunna uHpeKIus?
nHpekmy, uHbeKIMs, "Xeprec Pneumocystis
*OpPOHXHUT 30cTep, THHEKIHsI jirovecii
Ha JIUXaTCIHUTE
IbTHUILA,
MHKOTHYHH
nHpeKxny,
MH(EKINH ¢
HEU3BECTHA
€THOJIOTHSL, *OCTBp
OpOHXUT, 'CHHY3HT, @.
xemnarut B! A
Hapywmenust na | Heytpomnenus, | Anemus, Hapymenns [pexoxnno Kpenas?
KPbBTA H JICBKONEHHUS, | ‘HaHLIUTOIEHHUS, Ha NOBUIICHHE | %eHHZB
JumM@HaTa *(eOpuHa *rpaHyJIOLHUTONCHHS | KOaryJanusra, Ha CepyMHH e‘}
cucreMa HEYTPOIICHHUS, anacTuvHa HHBa Ha |
*rpoMGoLUTO- aHEMHs,
TICHHS XEMOJIUTHYHA @
aHeMHus,
numpaneno- Q
aThs
Hapywenus Ha | Peakuum, CBpPBX4yBCTBU- WCurmpom va | Cebp3aHa ¢
HMYHHaTa CBBP3aHH C TEJTHOCT TYMOpEH uHby3HATA,
cucTemMa undysusra, pasmafn, ocTpa obpaTuMa
aHrHoeIeM CHHIIPOM Ha | TPOMOOLIUTO-
0CcBOGOXKa- | meHus*
BaHE Ha
LUTOKUHHY,
cepyMHa
‘\7 Gosect
Hapyuienus Ha XUrepriukeMus, @,
MeTadoIm3Ma u HaMaJileHUe Ha
XpaHeHeTo TEroTo, Q,
nepudepen 0@
OTOK Ha JI
yBeaneHg
LD
x@memm
Menxnunu 40 Henpecus,
HapyUIeHHs! ~ HEPBHOCT
Hapymenust Ha w INapecre3us, Jusreysus [epudepna | Kpannamaa
HepBHATa XHIIOECTE3Hs, HEBpOIATHsl, | HEBPOMATHUs,
cucrema KHUTALHSA, napanusa Ha | 3aryba Ha gpyra
p@ Ge3chHHE, JII/IIIGSBI/I}I CETHBHOCT®
. Ba30MIATALNS, HEpB
&‘ 3aMaiiBaHe,
TPEBOKHOCT
Hapy, 6@17 Hapymenus Ha Texko
0 CBJI300TACIISIHE- YBpEXIaHe Ha
TO, KOHIOHKTHUBHT 3peHneTo®
Hapyhienust Ha Ilym B ymure, 3ary0a Ha
YXO0TO U GoJKa B yImTe cayxa®
JIA0UPUHTA
Copaeunn *MuokapaeH *JleBokamepHa | Texku Copeuna
HapyUIeHHs! uapapkT? " 6, HEJOCTaThy- | ChbpJCUHH HE/I0CTa-
apuTMus, HOCT, Hapymienus * | Tbu HOCT* ¥ 6
*npencepaHo *nmagkamepHa |6
MBXKJICHE, TaxuKap/us,
TaxyuKapaus, *kamepHa
*ChpIeUHO TaxuKap/us,
HapyIeHUEe *cTeHoKapaus,
*MHOKapIHa
HCXEMHUS,
Opanukapams
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CucremMHoO-

MHoro C HensBecTHA
oprases KJjac no | Muoro yecru Yecru Heuecru Peaxu
MedDRA peaxu yecToTa
CbaoBu XuneproHusl, Backymur
HapyIIeHus OopTOCTaTHYHA (IpenuMHO
XHUIIOTOHMS, KOJKEH),
XHUIOTOHHS JIEBKOLIUTO-
KITacTU4eH
BacKYyJIUT
Pecnupatophu, Bponxocmassm?, ActMma, Hurepcru- Juxarenna Benonpobuu
TPbIHU U pecupaTopHO obnurepuparny | IHanHa HeIoCTaThu- | MHQUITpaTH
MeAHACTUHATHU 3a6onsBane, 6oNka | OpOHXHONHT, |bemoapobHa | HOCT*
HapyIIeHus B T'BpAUTE, GenoapobHo | Gonect’
IICIIHEs, 3aCHIeHa | HapylIeHHe,
KallUTUIA, PUHAT XHUIOKCHS
CromamHo- I'anene IoBpeuiane, PasnyBane Ha Mepdoparms (y
YpeBHHU Juapusi, KOpeMHa KopeMa Ha CTOMAIIIHO-
HapyLIeHUst 6ouka, aucdarus, YpeBHUSA
CTOMATHT, 3aIleK, TpakT’ :\@
JHCIeTCHs,
aQHOpEeKcHs, \>
JIpa3HeHe B I'bPIOTO 0
Hapymenusi Ha | CppOex, VYprukapus, Tesxxh 7
KOKATa U o0pus, U3IOTSABaHE, HOIIIHO 03H
MOJAKOKHATA Tanonenus U3IOTSABaHE, '] u
TbhKaH “HapyIlIeHHe Ha S CIe KIHH,
KOJKaTa \ HHJIPOM Ha
0 Stevens-
(b Johnson,
. $ TOKCHYHA
9 enuiepMaHa
<> HEKpOoJIu3a
O (cuHApOM Ha
“ Leyll)?
Hapymenust Ha XunepToHyc, v
MYCKYJIO- MU, @,
cKeJIeTHATA apTpanrusi, 0ojika
cHCTEMA B repba, 6onka B h
CheTMHHUTETHATA 1UATa, 60JH<0
TbKaH 7
Hapymenust Ha \J Bbrbpeuna
6nOpenuTe U O HEJOCTaThY
NUKOYHHTE \ nocr?
MBTHINA Q
Oom DebpumuT nvflopHa Ooutka, Bonka Ha
HApPYUIEHUs U CTyZeH e@ 3adepBsBaHe HA MSICTOTO Ha
edexTH Ha TPBIKIA KOJKara, uHpy3us
MSICTOTO Ha acged HEpa3IoI0KCHUE
NMPUIOKEHHe ’@ ofie |, MPOCTyIeH
. CHHJIPOM,
\, “ymopa,
*Tpemnepene,
*MynTHOpraHHa
HEJIOCTATHYHOCT?
[Tonmxenu

nuBa Ha IgG

3a BceKH TEPMHH, YECTOTaTa Ce OCHOBABAa Ha PEAKIMU OT BCUYKHU CTENEHH (OT JICKU JI0 TEXKKH), C H3KIIIOUCHUE Ha
TEPMHHUTE, OTOENsI3aHH ¢ "+", IPU KOUTO YECTOTAaTa Ce OCHOBABA CAMO HA TEKKHUTE PEaKLUH (> OT CTENeH 3 10
kputepuute 3a obma TokcnaHocT Ha NCI). CrobmiaBa ce camo Haif-BUCOKaTa 4ecToTa, Habro1aBaHa B M3MUTBAHUATA.

1

peunauBuparia/pedpaxrepaa XJLI.

2
3
4

BWKTE | pazfen ,, THpekuuu** mo-moimy.
BIDKTE U Pa3fiel ,,XeMaTOJIOTHIHH HEeXKEIAH! PEaKIHN * 110-/10IIy.
BIDKTE U paszen ,,Peakunn, cBbp3aHu ¢ HHY3HATA TO-10ITy. PAaKo ce cho0IaBaT Cirydau ¢ JIeTaleH U3X0J.

BKJIFOUBA PEAKTHUBAIIMS U IbPBUYHU HHEKIINH; YeCTOTaTa CE OCHOBaBa Ha cxema Ha sieuenue R-FC npu

S IpM3HALM M CHMIITOMHU Ha KPaHHAIHA HEBPONATHs. BB3HUKBAT 10 Pa3IMYHO BPEME JI0 HAKOJIKO MECELA CIIE
MIPUKJIIOYBaHE Ha TepanusaTa ¢ pUTyKCUMao.
6 HaGMI0/TaABAHM TJIABHO TIPH MAIMEHTH C TIPEIIECTBAIIN ChPIEYHH ChCTOSHHUS H/HITM KapAHMOTOKCHYHA XUMHOTEPAIHUs 1 ca

CBBP3aHH NPEIUMHO C PEaKIi1, CBbP3aHU ¢ HH]Y3HUATA.
BKJIIOYBA CIIy4aH C JETaJIeH U3XOI.

7
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CregHUTE TEPMUHHM CE CHOOIIABAT KaTO HEXKEIaHU CHOUTHS 10 BpeMe Ha KIIMHUYHUTE M3ITUTBAHMS,
HO ca ChOOIaBaH! C MMOJ00HA WM TI0-HUCKA YECTOTa B paMeHaTa ¢ pUTYKCUMal B CpaBHEHHE C
KOHTPOJIHUTE PaMEHA: XeMaTOTOKCUYHOCT, HEyTPOIICHMYHA HH(PEKINS, THOEKIHMS Ha TMKOYHHUTE
IBTHIIA, CEH30PHO HApYIICHHUE, TUPEKCHSI.

[Tpu3HaIM ¥ CUMIITOMH, TIPEIIONIArallly PeaKiys, CBbp3aHa ¢ HH}Yy3HsTa, ce ChOOIIABAT IPH HAJ|

50 % oT manmeHTUTe NpH KIMHUYHUTE U3UTBAHM, KaTo ce HaOII0qaBaT MIPEANMHO 0 BpeMe Ha
nbpBaTta nHQY3Hs, 0OOMKHOBEHO IIPe3 IMbPBUTE €IMH /0 JBa Yaca. Te3u CUMIITOMH BKJIIOYBAT IJIABHO:
(beOpuInTeT, CTYICHH TPBIKK U pUrop. Jpyrd CHMITOMHU BKIIIOYBAT: 3a4epBsSBaHE HAa KOXKara,
aHruoeieM, OpoHxocIa3bM, OBPBIIAHE, TaJcHe, YPTUKapHUs/00puB, yMOpa, T1aBo0oJIHe, Ipa3HeHE B
I'BPIIOTO, PUHHT, ChPOEK, O0NKA, TAXUKAPANS, XUIIEPTOHNUS, XUIIOTOHHS, TUCITHES, TUCICTICHS,
aCTEHHMs M TIPU3HAIM Ha CHHAPOM Ha TYMOpPEH pasmaj. TeXKH peakluu, CBbp3aHu ¢ HHDy3u a‘&ro
OpoHXOCHa3bM, XUIIOTOHHMS ), BB3HUKBAT TpH 10 12 % ot ciaydaure. [pyru peakuuu, cho01L

HSKOM CITydau, ca MHOKap/eH HHPapKT, IPeAChPAHO MBXKIEHE, 0eI0Apo0eH OTOK H OCTP AMa

TPOMOOITUTOTICHHSI.

OO6ocTpsiHe Ha MPEAXOKAAIN CHPIICYHH 3a00JIBaHUs KaTO aHT'MHA TIEKTOPUC WIIH 336@}121 Chbp/Ie4Ha
HEJOCTaThYHOCT, WIIM TEKKHU ChP/ICUHH HApYIICHHS (Chp/edHa HETOCTATHYHOCT @apz{en
WHPAPKT, TPEICHPAHO MBXKICHE), 0e10apo0eH OTOK, MyITHOPTaHHA HEIOCTAT , CHHApPOM Ha
TaTbYHOCT U JUXAaTCJIHA
oTaTra Ha CUMIITOMUTC,
ue<19% npu

0 pUTyKCHMa0.

TYMOpEH pasnajl, CHHIPOM Ha OCBOOOXIaBaHEe Ha IMTOKWHH, ObOpedHa He
HEJOCTaThYHOCT CE ChOOIIABAT MO-PSIIKO MM Ca C HEM3BECTHA yecToTal
CBBP3aHU ¢ MHQY3UATA, HAMAJISIBAa 3HAYUTEITHO TIPH TOCIICIBALIUTE U

NaqUECHTUTE KbM OCMUA LIUKDBJ HA JICUCHUC C pI/ITyKCI/IMa6 501041 C'I)Il'b@

Onucanue na u3bpanu Hedceranyu peakyuu . @Z

Hngpexyuu
Putykcumal npenn3BukBa n3ueprBaHe Ha B-kineTku okono 70-80 % ot mauueHTUTE, HO CE
CBBP3Ba C HAMAJIIBaHE HA CEPYMHUTE UMYHOTJIO0, caMo IpU MAIIBK OpOH MAIMeHTH.

Jlokanu3upaHu KaHIUI03HU HHPEKIUH, Ka
pPaMOTO Ha JIEYEHHUE, BKIIFOYBALO PUTYKC,

XepIiec 30¢Tep, ce ChoOIaBaT ¢ M0-BUCOKA YECTOTA B
MIPY paHJIOMU3UPAHHU NPOy4YBaHus. TexKH HHPEKIUN
ce chobmaBat npu okouo 4 % ot mnair e, IEKyBaHW CaMOCTOSITeTTHO ¢ puTykcuMad. [lo-Brucoka
001112 yecToTa Ha UH(EKIIUH, BKIIIOUH o nH(eKuu creneH 3 win 4, ¢ Ha0ro1aBaHa 10 BpeMe Ha
MOJTBPIKAIIO JICUCHUE C PUTY [@\ JI0 2 TO/IMHU, B CPaBHEHHUE ¢ Tpymnara Ha HaOmroaeHue. Hava
KyMyJIATUBHA TOKCUYHOCT T10,0T HQIICHHE HAa HHPEKIMUTE, KOUTO Ce ChOOIABaT MO BpeMe Ha 2-

TOMILIHUS NIEPUO] Ha JIed CBEH TOBA, 110 BpEMe Ha JieueHHe C PUTYKCHUMa0 ce choOIaBar u
JIPYTH CEPUO3HU BUPYC €KUY - HOBOBB3HUKHAJIH, TOBTOPHO aKTHUBHPAHU MM 0OOCTPEHH,
HSIKOM OT KOMUTO (aT .YloBedeTo OT MaLMEHTUTE ca MOJy4YaBajl PUTYKCUMaO B KOMOMHALIUS C

XUMUOTEpAIus 1
TE€3U CCPUO3HU

YacT OT TPAHCIUIAHTAIUS HA XEMaTOIIOETUYHN CTBOJIOBH KJIeTKU. [IprmMep 3a
1 uHpEeKIuKN ca MHPEKIUHATE, IPUIMHEHH OT XEPIIECHUTE BUPYCH

#Varicella Zoster Virus u Herpes Simplex Virus), JC Bupyc (nmporpecusHa
neskoeHnedaronarus (IIMJI)) u Bupyca na xenatur C. 1o Bpeme Ha KITMHUYHHUTE
ce cpo0mmasar chio cirydan Ha (artanna [IMJI cnen nporpecust Ha 3a0onsBaHeTO U
i neyenne. CpoOIIaBaT ce ciydad Ha MOBTOPHO aKTHBHPAaHE Ha XenaTut B, moBeuero ot
KOHTO, [P NAIMEHTH, IOJTyYaBally pUTYKCUMa0 B KOMOMHALIUS ¢ IUTOTOKCHYHA XUMuoTepanus. [lpu
HanueHTH ¢ peuuanBupaiia/peppakrepra XJIJI, vecrorata Ha xenatut B undekuus crenen 3/4
(peaxtuBartust U mbpBruHa HHpekwms) e 2 % npu R-FC cnpsmo 0 % FC. HabmonaBana e nporpecust
Ha capkoM Ha Kaposi npu nanueHTy ¢ npeamectsai capkom Ha Kaposi ¢ ekcro3umust Ha
putykcumab. Te3u ciryuan ca Bb3HUKHAIW IIPH HEOJOOPEHH TTOKa3aHUs M TTOBEYETO OT MAIMEHTHUTE ca
6mm HIV nonoxxurenHu.

XemamonoauyHu Hedceranu peakyuu

[Ipu KIMHUYHY U3MHUTBAHHS C MOHOTEPAITHS C PUTYKCHMA0 B IPOIBbIDKEHUE Ha 4 CEIMHIIN MPH MaJIKa
YacT OT MaIUeHTUTE ca HAOII0IaBaHH XeMaTOJIOTUYHU OTKJIIOHEHUS, KOUTO OOMKHOBEHO ca OMITH JICKH
u obparumu. Cro01aBa ce 3a TexkKa HeyTponeHus (ctened 3/4) npu 4,2 %, anemust ipu 1,1 % u
TpomboruTonierws npu 1,7 % ot manmenture. [1o Bpeme Ha oIbpIKaIiaTa Tepamnus ¢ puTyKCuMal B
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NPOJBIDKCHUE Ha JI0 2 TOJMHU, NeBkorieHus (5 % crpsamo 2 %, crenen 3/4) u neyrponenus (10 %
cipsimo 4 %, crenieH 3/4) ce chOOMABAT C MTO-BUCOKA YECTOTA B CPAaBHEHUE C PAMOTO Ha HAOIIOICHUE.
YecToTara Ha TpoMOOLUTONIEHUsTa € Onna Hucka (< 1 %, crenen 3/4) u He ca HaOMIOJaBaHU PA3THKH
MEXIy paMeHaTa Ha JieueHre. B xona Ha ileueHreTo npu NpoyYBaHUs C pUTYKCUMA0 B KOMOWHAIINS C
xuMuoTepamnus, teskonenus crenen 3/4 (R-CHOP 88 % crnpsmo CHOP 79 %, R-FC 23 % cnpsimo FC
12 %), neyrponenus (R-CVP 24 % cnpsimo CVP 14 %; R-CHOP 97 % cnpsimo CHOP 88 %, R-FC
30 % cupsimo FC 19 % npu HenekyBana npeau toBa XJ1JI), manmuronenus (R-FC 3 % crnpsmo FC

1 % npu HenexyBaHa npean ToBa XJIJI) 0OMKHOBEHO ce ChOOIaBaT C MO-BUCOKA YE€CTOTA, OTKOIKOTO
camo mpH xuMuotepamnus. [1o-BricokaTa 4ecToTa Ha HEyTPOIICHHUS TIPH MAI[MESHTH, JICKYBAHH C
PUTYKCHMa0 U XUMHOTepamnusi, obade, He € CBbp3aHa C MO-BUCOKA YECTOTa Ha HHPEKINH U
uH]ecTalny B CpaBHEHHUE C MALUCHTUTE, JIEKyBaHU caMo ¢ XxumuoTepamnus. [IpoyuBanus npu
HeJIeKyBaHa Ipean ToBa U pennauBupaiia/pedpaxrepra XJIJI ca ycranosuim, ue B 25 % ot
nanueHTure, JekyBanu ¢ R-FC HeyTponenusTa e Ouna npoabkuTenaHa (onpeaeieHa KaTo @
neyrpoduien 6poit mox 1x10%1 mesxay 24 u 42 neH cliesl noceanaTa 103a) Wi € Bb3HUKBA

KBCHO Havaso (onpeseneHa kato Heyrpoduien 6poit mox 1x10%1 cnex 42 nen cnen mocn Io3a
NIPY TAMEeHTH 0e3 TpeniecTBalla MPoIbKUTETHA HEYTPOIICHHS UITH KOUTO ca Ce Bb TN
npenu 42 neH) cien yiedeHue ¢ putykcumad mnoc FC. He ce cho0OImaBat pa3iuku B %TaTa Ha
aHemus1. FiMa choOIIeH s 3a ClTydan Ha KbCHA HEYTPOTICHUS, Bh3HUKHAIIA CIIE] 1T OT YEeTHPH
CeIMUIIM CJIe TocieqHaTa napy3us puTykcumad. B mpoyuBaHeTo mpu JiedeHn ‘bPBa JIMHUS HA
XJUI, natmentute B craauid C no Binet ca monmyunim nopeue Hexxenanu Ch@RTUs B pamorto ¢ R-FC, B
cpaBuenue ¢ pamoto ¢ FC (R-FC 83 % cnpsimo FC 71 %). B mpoyuBan
petmauBupama/pedpaktepra XJIJI ce chobmasa 3a TPOMOOIUTONEH f’QheH 3/4 pu 11 % ot
nanueHTute B rpynata ¢ R-FC B cpaBHenue ¢ 9 % oT manueHTuTe B@}&Ha c FC.

[Tpu mpoyuBaHusTa ¢ pUTYKCHMAO IpH MAIUEHTH ¢ Makporaobymiemus Ha Waldenstrom e
Ha0JII01aBaHO MTPEXOTHO YBEIMYCHNE HA CEPYMHHUTE HUBA g CJIe/T Ha4aJIo0To Ha JICYCHUETO,
KOETO MOJKE J]a € CBBP3aHO C XUIIEPBUCKO3UTET U CBBP3 Hero cumnroMu. [IpexogHoTO
yBenuueHne Ha [gM oOMKHOBEHO ce BpbIlla MOHE K% JHOTO HUBO 110 4 Mecela.

CvpOeuHocv006uU HeXCceNanu peakyuu
CBpIAeYHOCHIOBH PEAKIIUU IO BpeMe Ha KT
crobmasar npu 18,8 % ot manueHTHUTe,

YHHTE M3IUTBAHUS C MOHOTEPAITUS C PUTYKcUMalb ce
ali-yecTo ChOOIIABAHUTE CHOUTHS Ca XUIIOTOHUS U
xunepronus. CpoOIIasar ce ciydan MU cTeTeH 3 WK 4 (BKIIIOUHUTETHO KaMepHa U
HaJIKaMepHa TaXWKapJus) U aHTHHA IT puc 1o Bpeme Ha nH(py3usTa. [To Bpeme Ha moyrbprKamaTa
Tepanus, 4eCTOTaTa Ha ChpAeuiy(Hapyenns crenet 3/4 € cpaBHUMA NIPU NALMEHTHTE, JIEKYBAHH C
PUTYKCHMA0, U IALIUEHTHTE apJroieHne. CbpaeyHnTe CHOUTHS e ChOOIABaT KaTO CEPUO3HU
HEXXEeNaH! ChOUTHS (BKIIIQ FO TIPEJICHPAHO MBXK/ICHE, MUOKap/IeH HH(APKT, JIeBOKaMepHa
HEJO0CTATBYHOCT, MUOK cxemust) ipu 3 % OT MalUeHTHTE, JIEKYBaHH C PUTYKCHMA0, B
cpaBHeHHE € 10 < 1 % IUEHTUTE Ha HabOroneHue. [Ipu mpoy4uBaHusTa, OLEHIBALN PUTYKCUMA0
B KOMOHMHAITHUS C X epanvsi, YeCToTaTa Ha ChbPJICYHH apUTMHUU CTETeH 3 U 4, IperuMHO
HaJIKaMEPHU AP , KaTo TaxuKapus U MPeICHPIHO MBXK/IeHe/TpenTeHe, e mo-sucoka B R-CHOP
rpymnarta (1 T™H, 6,9 %) B cpaBaenune ¢ CHOP rpynara (3 mauuentu, 1,5 %). Benuku te3n
apUTMHN HUKHAJIM WIK BbB BPb3Ka ¢ HH(Y3UsITa HA PUTYKCUMA0, WK ca OWIIK CBBP3aHH C
npex ramy CbCTOSIHUS Kato pedpuntet, HHQEKIUS, OCThp MHOKapAeH HH(apKT nin

i BaIllO PECTIMPATOPHO WM ChPACYHOCHAOBO 3abonaBaHe. He e HabmogaBana pa3inka MEXIy
rpymaga ¢ R-CHOP u ¢ CHOP no oTHoeHre Ha 4ecToTara Ha APYTH ChbpACYHH CHbOUTHUS CTENEH 3 U
4, BKITIOYHUTEITHO ChPJIeYHa HEJIOCTAThUYHOCT, MUOKAP,THO 3a00JIsIBaHE U TIPOSIBU Ha UCXEMHYHA OOJIECT
Ha cwpueto. [Tpu XJIJT obmaTa yectora Ha ChpJCYHUTE HAPYIICHUS OT CTereH 3 uiu 4 e Ouia Hicka
U B IPOYYBAHETO NpH JieueHune ot mbpBa jJunus (4 % R-FC, 3 % FC), u B npoyuBaneTo ¢
pennauBupanio/pedpaxrepro 3abomnssane (4 % R-FC, 4 % FC).

,ZZuxameJlHa cucmema
Nma choOiieHus 3a cliydan Ha MHTePCTUIHATHA OeT0ApoOHa OOIECT, HIKOU OT KOUTO 3aBBPIIUIH
¢aTaiHo.

Hesponoeuunu napywenus
ITo Bpeme Ha nepuona Ha JjiedueHue (pa3a Ha HHIYKIUOHHO JeueHue, cherosia ce oT R-CHOP 3a naii-
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MHOT'O OCEeM ITUKbIIa), deTuprMa nanueHTu (2 %), nexkyBanu ¢ R-CHOP, BcHuku ¢bC ChpACUHOCHI0BH
PHUCKOBH (PAKTOPH, Ca MOTYUHIH TPOMOOSMOOIMIHA MO3bYHO-CHIOBH HHIIMICHTH IO BpeMe Ha
BPBUS LUKBJI Ha JiedeHue. He e umano pasinka Mexay rpynuTe Ha JISYSHUE 110 OTHOLICHHE Ha
YyecToTaTa Ha Apyrute TpoMboembonuunu croutus. Hampotus, Tpuma nanuentu (1,5 %) B rpynara c
CHOP ca nony4niny MO3b4HO-CHJIOBH CHOUTHS, KATO BCHYKH Ca Bh3HUKHAIY B MIEpUOJIa Ha
npocienssane. [Ipu XJIJI oOmara yectora Ha HapyIIeHUATa HAa HEPBHATA CUCTEMa OT CTETIeH 3 WITN

4 e Ouya HUCKA U B IPOYYBAHETO NpH JieueHue oT mbpBa tuHus (4 % R-FC, 4 % FC), u B
POYYBAHETO ¢ pernuanBupaio/pedpakrepto 3adbomssane (3 % R-FC, 3 % FC).

CroOmiaBar ce cilyuau Ha CHHAPOM Ha IocTepruopHa oopatuma ennedanonarus (PRES)/cunnpom Ha
oOpatuma noctepropHa JeBkoeHnuedanonatus (RPLS). [IpusHanure u CMMOTOMUTE BKIIIOUBAT
3pUTEIHN HapyLICHUs, [N1IaB000IMe, IbPYOBE U IPOMEHEH IICUXHUYEH CTaTyc, ChC MM 0€3 CBhp3aHa

xunepronus. [locraBsHeTo Ha quarno3a PRES/RPLS u3nckBa noTBepikaeHUE ¢ 00pa3Ha AuarH Ka
Ha Mo3bKa. [Ipu choOIIEeHUTE CiTy4an ca ChIIECTBYBAIM U3BECTHU PUCKOBU (akTopu 3a PRE ,
BKIIFOUYUTEITHO CHITHTCTBAIIM 3200 sIBaHIS HA MAIIMEHTUTE, XUIIEPTOHHUS, IMyHOCYTIPECHB U

W/WAITA XUMHOTEPATTHSL.

Cmomawno-upesHu HapyuieHus ?
[lepdopanus Ha cToMaIIHO-YPEBHUS TPAKT, B HSAKOU CIy4ad BOJELIA 10 CMbPT JII0/1aBaHa MpU
MaIMEHTH, TTOTyYaBallld PUTYKCUMa0 MpH JICYCHNUE Ha HEXOIKKUHOB HHM% OBEYETO OT Te3U

CIIydal PUTYKCHMAa0 € puiiaraH ¢ XUMUOTEPaIHs. O

Huea na IgG \

[Ipy KIMHUYHUTE U3NUTBAHUS, OLIEHSABAILHN MMOJAbPKAIIOTO JIeY C pUTyKCUMal npu
pernuBupany/pedpakreper GoruKyIapeH TMMQPoM, MeTuaH HuBata Ha IgG e Onna mox

nmonmHaTa rpanuna Ha HopMmara (JI'H) (< 7 g/l) cien BBex
HaOJroIeHNe, Taka U B TpymnaTa Ha puTykcuMab. B rpyn
IgG cnen Tosa ce e mopummina Haa JAI'H, Ho e ocTan
IIponeHTsT Ha nanueHTuTe ¢ HUBA Ha [gG mox
npe3 2-TOAWIIHUS TIEPHO/ Ha JICUSHHE, TOKATO

2 TOIMHM). Q

[Ipu nenuaTpuyHU NALMEHTH, JIEKYBa TykcuMa0, ca HaOMroJaBaH! MalTbK OpOil CHOHTaHHU U
OTIMCAaHHU B IUTEpaTypara ciiydyad, Ha XBHHOraMarioOyIMHEMHUS, HSIKOU OT KOUTO TEXKHU HITH
M3UCKBAIIU JABJITOTpaiiHa aaMe Ha Tepanus ¢ UMyHoriao0ynuH. [lociaencrsusra ot
HPOABIDKUTEIHOTO mqeprm% B-Ki1eTKrTe MpH NeIUaTPUYHY NALMEHTH HE Ca U3BECTHH.

€ueHHe, KaKTo B Ipymara Ha
HaOJIo/IeHUe MeIMaHaTa Ha HUBaTa Ha
pOMEHEHa B rpynara Ha puTykcumao.

w1 okono 60 % B rpymnara Ha pUTYKCUMaO
aTta Ha HaOmoeHue ¢ Hamamsut (36 % cnen

Hapywenus na xoscam KOJICHAMA KA
MHoro psiako ce cho{fiaBa 3a TOKCHYHA enuIepMaiHa Hekposn3sa (cuHapom Ha Lyell) u curapom Ha
Stevens-Johnson, OT KOHUTO C JIETAJIEH U3XO/I.

*
Cybnonyna UeHmu - MOHOMEPAanusl ¢ pUMYKCUMAO

Crapuec act (> 65 romuHM):
Yect a HJIP ot Bcsikaksa crenen u HIIP crenen 3/4 e mojmoOHa npu MaliMeHTHTE B CTapUecka
B CpaBHEHHE C MO-MJIAANTE MAUEHTH (< 65 roanHN).

MacusHo 3a0ossiBaHe

HabmomaBana e no-pucoka yecrora Ha HJIP crenen 3/4 npu nanueHT ¢ MACUBHO 3a00IIsiBaHEe
OTKOJIKOTO TIPH MAaleHTH 0e3 MacuBHO 3abomnsBane (25,6 % cnpsamo 15,4 %). Yectorara na HJIP ot
BCSKAaKBa CTETIEH € M0/I00HAa B T€3U JIBE TPYIIH.

IToBTOpHO NEueHUe
[IponenTsT Ha nanuenTuTe, chodmanany HJIP o Bpeme Ha MOBTOPHU KypCcOBE Ha JIEYEHHUE C
puUTyKCHMa0, € mo1Io0eH Ha MpOoIeHTa mauenTy, cbodimasanm HJIP npu mbpBoHavyanHara

excrio3uius (3a Bcuuku crenenu u HIIP cbe crenen 3/4).

Cybnonyrayuu nayuenmu — KOMOUHUPAHA MePAnusi ¢ PUMyKcumao
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Crapuyecka Bb3pacT (> 65 ronuam):

YecToTaTa Ha HEXETAHU CHOUTHUS OT CTpaHa Ha KPHBTA M JIMMQHATA CHCTEMa CTereH 3/4 e mo-BhucoKa
NIpY TIALMEHTH B CTapyecKa Bb3PacT B CPaBHEHUE C MO-MJIAAN NanueHTH (< 65 ronuHn) ¢ HeleKyBaHa
Npeay TOBa WM penuauBupaiia/pegpaxrepHa XJJI.

Omut ¢ DLBCL/BL/BAL/BLL mpu neguaTpudHY NAIUEHTH

Obobwenue na npoduna na bezonacrHocm

EHO MHOTOIIGHTPOBO, OTKPUTO PaHIOMHU3UpaHo npoyuBane Ha Lymphome Malin B xumuorepanus
(LMB) cbe nimun 6e3 puTykcrMad € MpoBeCHO NPH MeIUaTPUYHH MalueHTH (Ha Bb3pacT OT > 6
meceria jio < 18 romunn) ¢ HenexyBaH mpean ToBa CD20 mo3uTHBeH, B HAPEIHAT CTAARI
DLBCL/BL/BAL/BLL.

O61mo 309 mearaTpUYHM MAIMEHTH ca TTOIYIHIA PUTYKCHMAa0 U ca BKJIIOYEHH B ITOITYJIALl
aHanM3 Ha O6e3omacHocTTa. Ha menmarpuyHuTe manueHTy, paHIoOMU3HpaHd B PAMOTO C
LMB ¢ putykcuMa0 Wiv BKIFOUCHHU B 4aCTTa Ha MPOYYBAHETO C €HO PaMo, € Ipuia

B 11032 375 Mg/m? TeecHa MOBLPXHOCT, KATO T€ Ca MOTyYUIH 0OMLIO IECT HHTpaBQ\HH nH(pY3UH ¢
putykcumab (IBe o BpeMe Ha BCEKH OT ABaTa MHAYKIMOHHH Kypca U e/IUH T10 Ha BCEKH OT
JIBaTa KOHCOJHMIAIMOHHU Kypca Ha cxemara Lymphome Malin B (LMB))

IIpodupT Ha 6e30MaCHOCT HAa PUTYKCUMAO MIPH MTEANATPHYHH TTaIie Qa BB3pacT > 6 Mecerna 7o <
18 roaunn) ¢ Henekysan mpeau Toa CD20 mosutuser DLBCL/ BL / BLL B nanpenHan craauit
KaTo ISJI0 ChOTBETCTBA IO BUJI, ECTECTBO M TEKECT HA U3BECTHH n Ha 6e30MacHOCT pU
Bb3pactHU nanuenty ¢ HXJI u XJIJI. BxiarouBaneTo Ha pmy KbM XUMHOTEPAIHsI BOJU A0
yBEJIMYaBaHE Ha PUCKa OT HIKOU CHOUTHS, BKIIFOUBAIIN I/IH 1 (BKJI. CEIICHC), B CPABHEHHUE CaMO C
XUMUOTEpAIus.

OIUT ¢ PEeBMATOUJICH apTPUT 20

Obobwenue na npoduna na bezonacHocm Q

OO6mwmsT npodun Ha 0€30MacHOCT Ha nMal IpU PEeBMAaTOUICH apTPUT CE€ OCHOBABa HA IaHHH OT
MAIUEHTUTE OT KIMHUYHUTE U3MTUTBA OT NMOCTMAPKETHHIOBOTO HAOIIOICHHUE.

\WKCHM% IIPY MAIMEHTH ¢ TeXBbK peBMaTounieH apTput (PA) e

0 BpeMe Ha KIMHUYHUTE n3nuTBanus nmoseue oT 3 100 manuenTtu ca
C Ha JICYCHHUE U Cca MPOCIIeIEHH B IPOIBbIKEHUE Ha TIEPHOJ OT

* mpubmu3nTenHo 2 400 manueHTy ca MoJydnd JBa WU MOBeYe Kypca Ha
ca MpeMHUHaIU 5 win noBeue kypca. Mudopmariusara 3a 6€301macHoCT,
MOCTMAPKETHHTOBUSI OITHT, OTpa3siBa OUYaKBaHUs PO Ha HEKEaHH

BaHM 110 BpeMe Ha KJIMHUYHHUTE U3MUTBAHUS ¢ pUTYKCHMab (BXk. Touka 4.4).

[Ipodunbt HA Oe30macHOCT
00001IIeH B pa3/IeiIuTe Mo-
MOJIYYHWJIA HAal-MaJIKO €
6 Mecera 1o Hag 5 T
JieueHHe, KaTo Ha,

Iarg @ ca noyumiin 2 X 1 000 mg purykcuma0, pa3aeneHu OT UHTEPBaJ OT JIBE CEAMHMIIY,
bi M MeToTpekcaT (10-25 mg cenmuuno). Mudy3unte ¢ putykcumal ca nmpuiaraiu ciex
uHTpaBeHo3Ha nHGY3usa Ha 100 mg METHIIPEAHN30JI0H; TALIMEHTUTE Ca MOJIyYaBald ChILO U
NIPEIHU30H MIEPOPATHO B TIPOIbIDKEHNE Ha 15 mHU.

Tabnuuen cnucvk Ha Hediceranume peakyuu

Hexenanute peakmnun ca n3dpoenn B Tabnwuma 4. [1o yecToTta ca onpeaesieHn KaTo MHOTO YeCTH

(= 1/10), wectu (= 1/100 no < 1/10), mewectu (= 1/1 000 no < 1/100), u muoro peaxu (< 1/10 000).
[Ipu Besiko rpynupaHe B 3aBUCMMOCT OT YE€CTOTaTa, HeXKeJIaHUTe JIEKApCTBEHHU PEaKlnu ce u30posBatT
B HU3XO/IAII Pe/I [T0 OTHOIIICHUE Ha TSIXHATA CEPHO3HOCT.

Haii-uectute HexxeslaHN peaklny, 32 KOUTO CE CUMTA, YE Ca CBbP3aHU C IPUEMAHETO Ha PUTYKCHMAO,
ca IRR. O6mara gecrora Ha IRR 1o Bpeme Ha KTMHUYHNTE U3NUTBAaHUSA € 23 % mpH mbpBarta
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uH}y3Hs, KaTo HaMajsiBa npu nociueasaiiure uHy3un. Cepruosuute IRR ca veuectu (mpu 0,5 % ot
MAIMEHTHTE) U ca HaOJII0JaBaHu MPEIUMHO 110 BpeMe Ha HavanHus Kypc. OCBEH HeXellaHUTE
peakuuu, Ha0JII0IaBaHU B KIMHUYHUTE U3MUTBAHUS HA pUTYKCHMAa0 Npu narnueHTu ¢ PA, o Bpeme Ha
MOCTMaPKETHHTOBYSI TIEPHOJ CE ChOOIaBa 3a MPOTrPEeCUBHA MYATH(OKAIHA JIEBKOSHIIe(aromaTus
(ITMJI) (Bx. Touka 4.4) u peakusi, mo100Ha Ha cEpyMHa OOJIEeCT.

Ta6auna 4 O000menne Ha HesKeJAHUTE PeaKIiy, CbOOIIEeHN 10 BpeMe Ha KIMHUYHHTE
H3NUTBAHUA UJIH HA MOCTMAPKETUHIOBOTO Haﬁmone}me, HaﬁﬂlOIlaBaH]/l npu
NalMeHTH C PeBMATON/IEH APTPUT, NOJy4aBallld PUTYKCHMA0
Cucremo- MHoro yectu Yectn Heuectn Penxn MHoro peaku
OpPraHEH KJIac Mo
MedDRA
HNudexnun u Wndexnns va | Bponxwur, cunysnt, TIMJI,
uHdecTanun TOpHHTE TacTPOCHTEPHT, peaKkTuB H@.
UXATETHU tinea pedis, xenann%
IIBTHILA,
WH(EKIHUU Ha \@
[HKOYHHTE 0
TBTHIIA ﬁ
Hapyuienus Ha Heyrponenus® KbcHa f aKIus, Io00Ha
KPbBTa H HeyTponeHHﬂ@» Ha cepyMHa OoJect
aumHaTa
cucremMa 4 (\
Hapymienusi na | *Peakuun, SPeakuun, - O‘
HMYHHATa CBBP3aHH C CBBP3aHH C \
cHcTeMa nHOY3UATA HHOY3UATA 0
O0mm (xumepToHus, (reHepanm3upan om%
HApYIIeHHUs H rajiene, oOpus, BponxocHassy,
edexTH HA TTUPEKCHs, XPHIIOBE, OTO X
MSICTOTO HA CBHpOEeK, JTapHHKCA, {
MPHJI0KEHHE ypTHKapus, aHFHOCH
Jpa3HeHe B OTOK, RCHEPATHN3UpaH
I'BPJIOTO, Chb %
ropery @ aKcus,
BBJIHH, aHa@)MIaKTOUTHA
XUIOTOHHS, Qmeakum)
PHHUT, pHTOD, O
TaxHKapus,
swopa O
opodapunTe-
amHa OoJIKa, \'O
nepudepeH '\

Hapymenust Ha

OTOK, eppm%\

Xunepxoiecre-

paSﬂSBHBaHI/Iﬂ Ha
ycrara, 00JKa B
TOPHMTE OT/IENH Ha

KopeMa

MeTad0IM3Ma U @ ponemus
XpaHeHeTo
Henxuynu €/ Henpecus,
HApyIIeHUs & o ) TPEBOXKHOCT
Hapymiennst \‘ aBobosme | [lapecresus,
HepBHATa MHTpEHa,
CHCT a@ 3amMaiiBaHe u
K HIIHac
%1‘4 Awnruna nexropuc, |Ilpencepano
HapyeHus MIPEACHPIHO TpenTeHe
MEBXJICHE,
ChpacyHa
HEAOCTaThbYHOCT,
MHOKapJeH
uH(papKT
CTtomamHo- Hucnencus,
YpeBHHU JIMapHsi, TacTpo-
HapyIIeHus e3oareaneH
pedyxe,
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Cucremo- MHoro yectn YecTn Heuyectn Penxn MHoro peaku
OpPraHEH KJIac 1o
MedDRA
Hapymenust Ha Anonenus Toxcuuna
KOKaTa H enuaepMaIHa
MOAKOKHATA HEeKpom3a
TbKaH (curgpom Ha Lyell,
CHHJIPOM Ha
Stevens-Johnson®
Hapymenus Ha Aptpanrus/
MYCKYJIO- MYCKYJO-CKeJIeTHa
CKeJIeTHATA 0oJIKa,
cucreMa u 0CTE0apTpHT,
CheIHHUTETHATA Oypcut
ThKaH
Hzcaensanus Ionmxenun Ilonwxenu HuBa (y
nuBa Ha IgM* | na IgG* g
)

! Yecrorara e noydena ot 1abopaToOpHUTE CTOHHOCTH, ChOPAHU KATO YacT OT PYTHHHOTO JJAG0PATOPHO PO
BpeMe Ha KIMHUYHATE M3IUTBaHMS. %

2 YecroTaTa € MOJTydeHa OT IOCTMAPKETUHTOBH JTaHHH.

8 Peaxuuu, BL3HMKHAIH TI0 BpEMeE Ha W 710 24 Yaca oT HH(Y3uATa. BUKTe CHIIO PEaKiy, CBbP3a y3usITa 10-
noiy. IRR Moske 1a BE3HUKHAT B pe3yaTaT Ha CBPHXUYBCTBUTEIHOCT /MM MOXeE J1a C€ ABJDKAT %Hma Ha
JielcTBHE. %b

4 Bousa HaGI0AEHHs, CHOPaHH KaTo 4acT OT PYTHHHOTO J1a60pPaToOpHO MPOCIEIABAHE.

5 Brousa CIIy4au C JICTaJIEH U3X0. ]
O
Mmnoeoxkpamnu Kypcoge
MHOTroKpaTHUTE KypcOBE Ha JIeYeHHUE ca CBhP3aHU C IPOQIIT Ha ono0OeH Ha HAOII0JaBaHUS
creq mppBara excrnosuist. Yecrorara Ha Bendku HIIP creg m EKCITO3UIHS Ha PUTYKCHUMa0 e
1

Hali-BHCOKa IIpe3 IbpBUTE 6 Mecella U HamallsiBa clie]] TOBa touBaT npeaumHo IRR (Haii-uectu
Tpe3 MbPBUS KypC Ha JIeueHne), o0ocTpsHe Ha PA u un 1, KaTO BCUUKH T€ Ca Hali-4eCTH Mpe3

IbpBUTE 6 Mecela Ha JICYCHHE. 05\'

Onucanue Ha u36pauu Hexcelianu peakyuu @

Peakyuu, cevpzanu c ungysuama Q

Hait-uecture HJIP cnex nonyvaBaHe H KCHMa0 110 BpeMe Ha KJIMHUYHUTE U3nuTBanus ca IRR
(Bx. Tabmuma 4). [pu 3 189 HaLII/IeHTGKYBaHI/I ¢ putykcumad, 1 135 (36 %) ca mosyumsu moxe
enna IRR, a 733/3 189 (23 %) ot sawuentute ca noiry4mwtu IRR criex mbpBata uHby3ust Ha mbpBata
€KCITO3UIIUS Ha PUTYKCUMA0. QT& Ha IRR HamansiBa npu Bcuuku nocneaBamu uadysun. [1o
BpEME Ha KJIMHUYHUTE 1/13111/1@«5{ noxa 1 % (17/3 189) ot nauuenTute ca nmoiay4miu cepuosna IRR.
IIpu KIMHUYHATE U3NUTB e ca HaOmonasanu IRR CTC crenen 4 u He ca 0TOENA3aHN CMBPTHH

clly4dau, IbJIKaIIU Ce . [IpouientsT Ha chOuTHss CTC crenen 3 u Ha IRR, Bozemu 10 oTTerisiHe

OT U3MHUTBAHETO, H siBaT C KypCOBETE U Ca PEJIKU Clie] Kypc 3 U ciiesl TOBa.

[Ipemeaukanus ABEHO3€H [IIOKOKOPTHKOCTEPOU/I 3HAUMMO HaMaJjsiBa 4YecToTaTa U TeXecTTa
'b4.2 u 4.4). Ilpn mocTMapKeTHHTOBY yclIoBUsA ce choOmaBaT Texku IRR ¢ neranen

Ha IRR (B %\
M3XO]I. 6
B gan WTBaHE 3a OLICHKa Ha Oe30MacHOCTTa Ha MOo-0bp3aTa MHQPY3Us Ha pUTYKcHMad npu

na Y C pEBMATOWCH apTPHT, Ha MAllMEHTUTE C YMEPEH A0 TeKbK akTUBeH PA, KouTo He ca
nonyuniu cepruo3na IRR mo Bpeme Ha wim 1o 24 vaca cieq| mbpBaTa U3NUTBaHa HHDY3HsL, € OUII0
MIO3BOJICHO Ja MOJIy4YaT 2-yacoBa MHTPaBEeHO3HA HH(Y3HA Ha puTyKcuMad. [lanyuenture ¢ anamHe3a 3a
CepHOo3Ha peakiivs, CBbp3aHa ¢ nH(py3usATa KbM OHOJIOrHYHa Tepanus 3a PA, ca Onim U3KI0YeHH OT

y4yacTue B u3nurBaHeTo. Yecrorara, BUIBLT U TexecTTa Ha IRR ca B chOTBETCTBUE € TE3H,
HaOmoaBaHu B MUHAIOTO. He ca HabiromaBanu cepruo3nu IRR.

Hngpexyuu

Oo61ata yectora Ha MHGEKUY € mpubau3uTenHo 94 Ha 100 manueHTOroJUHY MIPH MAIUSHTHTE,
JeKyBaHu ¢ puTykcumad. MH]ekmuTe ca mpeIuMHO JIEKU JI0 YMEPEHHU U BKIIFOYBAT TJIABHO
MHQEKIUY Ha TOPHUTE AMXATEJIHU MbTHUINA U Ha MMKOYHUTE MbTHUINA. YecToTara Ha MHQEKIMHUTE,
KOHTO Ca CEPHO3HU MIJIM U3UCKBAT i.V. IPIIIOKECHNE HA aHTUOMOTHK, € ipeauMHo 4 Ha 100
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nanueHToroanHu. Yectorara Ha CepHO3HUTE UHQEKIIMU HE TIOKa3Ba 3HAYNMO TIOBUIIICHHUE CJIE]T
MHOTOKPaTHHU KypcoBe Ha puTykcumal. [lo Bpeme Ha KITMHUYHUTE M3MHUTBAHUS ce ChoOIIaBa 3a
WH(EKIUY Ha JOJTHUTE AUXATCITHYU THTUINA (BKIFOYUTEITHO ITHEBMOHHUS) C TIOJJ00HA YECTOTa B
pamMeHara ¢ pUTyKCHUMad B CpaBHCHHE C KOHTPOJIHHUTE paMeHa.

CpoOmaBar ce cirydau Ha IIPOrpecuBHA MyITH(HOKATHA JIEBKOCHIE(AIONATHS C JIETAICH U3XO]] CIIe]T
yrnoTpeba Ha puTykcuMab 3a JiedueHHe Ha aBTOMMYHHH 3200 siBaHus. Te BKIIOYBAT peBMaTONICH
ApTPUT ¥ ABTOUMYHHH 3200JISIBaHUS, KOUTO HE ca BKIFOUCHH B OJJOOPEHHUTE IMMOKA3aHHUS, BKIIIOUHTEITHO
cuctemeH Jymnyc epuremarosyc (CJIE) u Backymut.

C'I)06HIaBaT CC CJIyuau Ha pCaKTUBAIlUA HA XCIIATUT B IMpU MauCHTU C HCXOP’KKNHOB J'H/IM(bOM,
IojrydJaBaliy pI/ITYKCI/IMa6 B KOM6I/IH3.HI/I$[ C HUTOTOKCHUYHA XMMHUOTEPAITUA (B)K. HCXOIKKNHOB

numpom). PeaktuBanms Ha xenaTut B nHbekus ce cho011aBa ChII0 MHOTO PSIKO MPU Tall H%
PEBMaTOM/ICH apTPUT, KOUTO MOJy4aBaT PUTYKCHUMAO (BXK. Touka 4.4).

Cwpoeurnocv0osu Hedceranu peakyuu \(b
CepHo3HH ChPJICUHHU PEaKIMU ce ChoOIIaBar ¢ uectora ot 1,3 Ha 100 narpeHToroau )5
MAIMEHTHUTE, JIEKyBaHH C pUTYyKcuMal, B cpaBHeHHe ¢ 1,3 Ha 100 marueHToronuy MAalUECHTUTE C
rane6o. [IpoleHThT manueHTH ChC CHPICYHH HEXKETTaHH PEAKITNH (BCUYKH HH% O3HH) HE Ce
yBeInYaBa IIpd MHOTOKPATHHU KyPCOBE.

QO
Heeponozuunu cvbumus * O

Hma cpobienns 3a ciydan Ha OCTEpUOpPHA 00paTHMa eHueq)aﬂon@ PRES) u cunapom Ha
nocrepropHa ooparuma JieBkoeHtedanonarus (RPLS). [Tpu3na 1 CUMIITOMHTE BKJIIOYBAT
3pUTETHN HApYIIEHUs, [M1aBo00INE, IbPUYOBE U IPOMEHEHO 416fIXICCKO ChCTOSIHUE, ChC MK 0e3
cBbp3ana xunepTens3us. luarnosara PRES/RPLS nanara r% JKICHUE C 00pa3Ha JUarHOCTHKA Ha
Mo3bKka. CHOOLICHUTE CITydau ca CBhP3aHU C MIPU3HA BU (aktopu 3a PRES/RPLS,
BKJIIOYBAIIM OCHOBHOTO 3a00JIsIBaHE Ha MAIMEHTa, X H3US1, TEpausi C IMyHOCYIIPECOPU H/HITH

XUMHUOTEpAIus. 2

Heymponenus

[Ipu nevyenune ¢ putykcumad ca HaOMIO chﬁmm Ha HEYTPOIEHHUS, TIOBEYETO OT KOUTO Ca
MIPEXOJIHU U JIEKU WM YMEPEHHU TI0 Te B(GIGYTPOHGHI/IH MO’K€ J]a BB3HUKHE HAKOJIKO MECELa CIIe]
MIPUIIOKEHUETO Ha PUTYKCUMab (BK. T)Qa 4.4).

HHUTE MEPUON Ha KIIMHUIHUTE u3nuTBanus, 0,94 % (13/1 382) or
cumab u 0,27 % (2/731) ot manueHTUTE, JIeKyBaHU ¢ Tuianebo, ca

[lo Bpeme Ha ru1ane00-KOHTP
MalUeHTHTE, JICKYBaHH C
Pa3BUIIN TEXKKA HEYTPO

Heyrponenuunu sI, BKIIIOYMTEITHO TEXKKA U NIEPCUCTHPAIIa HEYTPOIICHHSI ¢ KbCHO HAYajIo, Ce
choOIIaBaT PALL MOCTMAPKETHHIOBH YCJIOBHSI, HIKOH OT KOMTO ca OWJIM CBBp3aHH ¢ (haTaHU
WHpEKINH. t\
Hap HA KOJCAmMa U NOOKONCHAMA MbKAH

M JIKO ce ChOOINaBa 3a TOKCHYHA eruaepMaiHa Hekponm3a (cuHapoM Ha Lyell) u cuaapom Ha
Steveps-Johnson, HAKOM OT KOUTO C JETAJIEH U3XO/L.

Jlabopamopnu omxnonenus

[Ipu nauuentu c PA, nexyBanu ¢ putykcuma0b e HabmronaBaHa xunoramarioOynuaemust (IgG nnn
IgM nio mosiHaTa rpaHuiia Ha HopMaTa). He ce HaOJ1r01aBa MOBHINIEHA Ye€CTOTa Ha 001 MHPEKIIUN
WK CepUO3HHN UHDEKINHK CIIe]] pa3BUTHETO Ha HUCKHU HuBA Ha IgG wimn IgM (Bxk. Touka 4.4).

[Ipu nenuaTpuyHu NALMEHTH, JIEKYBaHU C PUTYKCHMa0, ca HaOro1aBaHu MallbK Opoii cirydan Ha
XUIOTaMario0yTMHEeMusl, CIOHTAHHU | OT JINTEPaTyPHH U3TOYHHIIN, KOUTO B HIKOH CITydau ca Onim
TEXKH U ca U3UCKBAIIM MTPOIBIDKUTETHA 3aMECTUTEIHA Teparnus ¢ uMyHorio0ynuau. [locnencTeusra
OT MIPOABILKUTEIHOTO N3UEPIIBAHE HA B-KNEeTKUTE NpH eAMaTpUYHN NallMEHTH HE Ca U3BECTHH.
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Omnwurt ¢ rpagynomarosa ¢ moaruanruut (I'TIA) u MUKpocKoIICKH mojranruut (MITA)

Bweeoicoarne 6 pemucus npu evspacmuu (I'TIA/MIIA Ilpoyusane 1)

[o Bpeme Ha I'TIA/MIIA IlpoyuBane 1, 99 Bb3pacTHU MAIEHTH ca JIEKyBaHU 3a BbBEKIAHE B
pemucust Ha T'TIA u MIIA ¢ purykcumab (375 mg/m? BeqHbk ceIMUIHO B IPOIBIDKCHHE Ha
4 ceMMITH) U TIIIOKOKOPTHKOUAN (BXK. Touka 5.1).

Tabnuuen cnucvk Ha Hediceaanume peakuuu

HJIP, u3bpoenu B Tabnuna 5, ca BCHUKM HEKETaHU ChOUTHSI, KOUTO Ca HACTBITHIIM ¢ YecToTa > 5 % B
rpynara Ha pUTyKCHMa0 U C TI0-BUCOKA YECTOTa, OTKOJIKOTO B TPyIlaTa Ha CPABHUTEIIHUS IPOAYKT.

Ta6auna 5 He:xkenann peakuun, KOUTO €2 HACTHLIMIM Ha 6-ust Mecen npu > 5 % ot
Bb3PACTHUTE NaleHTH, moJydaBamm purykcumad B 'TIA/MIIA IIpoy ,
U ca ¢ M0-BHCOKA YeCTOTa, 0TKOJIKOTO B CPABHUTEIHATA IPyNa B 0 H%
KJIMHHUYHO M3NUTBaHE. ‘\

CucremHo-opranen kjaac no MedDRA Putrykcumad @Q)
Heskenana peakums -
Nudexnnn u uapecTanuu (9.‘
WNHudeknns Ha TUKOYHUTE THTHIIA AN
Bponxur '~N\ 5%
Herpes zoster N 5%
Hazodapurarut U‘ 5%
Hapymienusi Ha KpbBTa M JUM(pHATA cUCTEMA (
TpombonuTOoneHus 4V 7%
Hapyuiennsi Ha HMMYHHATa CHUCTeMa A\ i
CHHIpPOM Ha OCBOOOX/IaBaHE Ha IIUTOKUHU \&D N 5%
Hapymenusi Ha MeTa60JIM3Ma U XpaHeHeTO . N\
XunepKajlueMus O\ | 5%
IcuxXu4HM HAPYLIEHUS U
bescbHuE JRQS | 14 %
Hapyuiennsi Ha HepBHata cucrema _( )
3amMaliBaHe O 10 %
Tpemop W ay 10 %
Cb10BH HApYIIEHHUS R\
XunepToHus RO 12 %
3auepssiBane Ha JHEETO 5%
PecMpaTOPHH, IPHAHAY MeIHACTHHATHN HAPYIIEHHs!
Kanuna 9, 12 %
Jlucrmes~ &7 11%
11%
6 %
18 %
N Jlucnencus 6 %
3arek 5%
Hapyuennsi Ha KOKaTa M MOAKOKHATA ThKaH
AxHe 7%
Hapyumienusi Ha MyCKYJ10-CKeJIETHATA CHCTEMA U CheJHHUTETHATA ThKaH
MycKyITHY cria3Mu 18 %
Aptpanrus 15%
Bonka B repba 10 %
MyckynHa c1abocT 5%
MycKkyo-ckeseTHa 0oska 5%
Boiika B kpalHUIIUTE 5%
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CucremHo-opranen kjac no MedDRA Putykenmad (n = 99)
Hexenana peakuust

OO01u HapymeHusi M e(peKTH HAa MSICTOTO HA MPUJIOKEHH e

[lepucdepen oTok | 16 %
HM3caenBanus
Hamanen xemornobun | 6 %

Tlooowvpoicawo neuenue npu ev3pacmuu (I'TIA/MIIA [Ipoyusane 2)
B I'TTA/MIIA Tlpoyusane 2, 00110 57 Bb3pacTHH NauueHTu ¢ Texxkka aktiHa [ TIA u MITA ca
JIEKyBaHM C pUTYKCHUMa0 3a MO IbpKaHe Ha peMucHsaTa (BXK. Touka 5.1).

Ta6auna 6:  Hexesanu peakuuu npu > 5% 0T Bb3pacTHUTE NALMEHTH, 0TyYaBALIU
putykcumad B I'TIA/MIIA IlpoyuBaHe 2, ¥ ¢ I0-BHCOKA 4Y€CTOTA OTKOJIKQT
CPABHHUTEJIHATA rpyna

Cucremo-opranen kiac no MedDRA Putykcumab (bv
Hexenana peaknus (n=57) \
Nudexuun u uHpecTannu f\O‘
Bponxur 14% AN\,
Purant 5% @'
OO0uu HapymeHus U edeKTH HA MSICTOTO ‘ Q
HA NPHJIOKEHHE « 0N
[Tupekcust ~N79%
['punionogo6HO 3a001s51BaHe \J 5%
[epudepen otok N % 5%
CroMalHo-4YpeBHH HAPYIIEHHS #\L
Huapust =\ 7%
PecniupaTopHu, rpbIHU H \y
MeIMACTHHAJHHA HAPYIIEHHs “~
JucnHes (0. N 9%
HapaunsiBanusi, oTpaBsiHUs H ~
YCJI0:KHEHNUs], Bb3HUKHAJIN B pe3yJTa
HHTEPBEHIINHU
Peakuuu, cBbp3aHu C HHq)y:;HﬂTal\) | 12%
! Tlogpo6HOCTH OTHOCHO peaxiy @LpsaHn ¢ uH(y3usTa, Ca TaJCHH B pa3jieia ¢ OMHUCAHUETO Ha H30paHu
HEXKCJIaHU PEAKIINHU. GMK

A3

OO01muAT mpod i Ha Ge80NACHOCT ChOTBETCTRBA Ha J00pE YCTaHOBEHUs MPoGuI Ha 0€30IaCHOCT Ha

pUTYKCHMab MpH p, CHUTE TIOKa3aHMUs 32 aBTOUMYHHU 3a00JsiBanus, BKitountenno [ TIA/MIIA.
Karo mso, 4:% EHTUTE B IpylaTa Ha PUTYKCHMAa0 ca MOJIyIHIIN HEXXETaH! ChOUTHs, BOJCIIN
JI0 IIpeycTa e Ha ieueHuero. [loBeyero Hexxenanu cbOMTHA B TpynaTa Ha puTyKcumao ca ¢ JieK
WA yMepe H3UTEeT. HUTO eMH OT MaIyieHTHTe B rpymnara Ha pUTYKCUMal He € UMall ChOUTHS ¢
JeT H@OI{.

Ha TO choOmaBanuTe chOUTHA, cuntanu 3a HJIP, ca peakiuu, cBbp3anu ¢ uHpy3usTa, U
HHPEKINH.

Ilvreocpouno npocneoseane (I'TIA/MIIA Tpoyusane 3)

B eaHO IBATOCPOUHO 0OCEPBAIMOHHO TIPOyUBaHe Ha Oe3omacHoCTTa, Ha 97 marmentn ¢ ITIA/MIIA e
NpuiIarato JeueHue ¢ purykcumad (cpenHo 8 nHQysuu [rpanunu 1-28]) B mpoabinkeHue Ha 110 4
TOJMHU CTIopes oOMuaiiHaTa MpaKkTHKa U MpeLeHKa Ha Jekaps. O0musT npodui Ha 6€30macHOCT
CHOTBETCTBA Ha 00pe ycTaHOoBeHuMs Mpoduit Ha Ge30macHOCT Ha putykcnMad mpu PA u TTIA/MIIA,
KaTo He ce ChOOIABaT HOBU HEXKEJIAaHU PEAKLIUH.
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IleduampUuna nonyrayus

[TpoBeneHo € OTKPUTO MPOYUBAHE C €JHO PaMO IPH 25 NMeANaTPUIHH MAIUEHTH C TeXKKA aKTHBHA
I'MA nnu MITA. OOmusT nepuoa Ha MPOY4YBaHETO Ce ChbCTOU OT 6-MeceuHa (paza Ha BbBEKIaHE B
pemucus ¢ Haii-manko 18-meceuno npociensBane, 1o o0mo 4,5 ronunu. [1o Bpeme Ha dazara Ha
npocesBaHe, pUTyKcUMa0 € IpHiIaraH 1o npereHka Ha ucnemonarens (17 or 25 nanuentu ca
HOJTYYHIIH AOITBJIHUTEIHO JICUSHHE ¢ pUTyKcuMa0). Pa3penieHo e ChIrbTCTBAIIIO JICUCHHE C JpyTa
UMYHOCYIIPECHBHA Tepanus (Bxk. Touka 5.1).

3a HJIP ce cumTat HexXenaHu ChONTHSA, Bh3HUKHAHM ¢ YectoTa > 10%. Te BximrouBat: nadexuu (17
nanueHTu [68% ] BbB (hazara Ha BbBEXIaHE B peMucus; 23 manueHTH [92%] 3a menust mepuo Ha
npoyuBaHeTo), IRR (15 mammenTtu [60%] BB (a3aTta Ha BbBexxgaHe B pemucus; 17 mammentu [68%]
3a [eJwsl IepHoJ] Ha Ipoy4uBaHeTo) u rajeHe (4 mamuentn [16%] BbB (ha3aTta Ha BEBEXKIAHE B

pemucust; 5 manuenTu [20%] 3a 1eIus Mepuo] Ha MPOYYBaHETO). @.
[Ipe3 nenus mepro1 Ha MPOyYBaHETO MPOGUITHT Ha OE30IMaCHOCT Ha PUTYKCHMAa0 ChOT 6T® a
npoduina, cbo0UIeH BB (pazaTa Ha BbBEKIAHE B PEMUCHSI. 0
[IpoduabT Ha Ge30macHOCT Ha pUTyKCUMab Tipu nexauaTpudau naruedTn ¢ ['T1 ITIA
CHOTBETCTBA I10 BHJI, ECTECTBO U TEKECT Ha N3BECTHUS MPOoQHiT Ha 6e301macHoC BB3pPaCTHH
MAIUCHTH IpU 0JI00PCHUTE aBTOMMYHHHU UHJIMKALWH, BKIFOUATETHO [ TIA A TIpu BB3pacTHH.
!

*

Onucanue Ha u36pPaHU HedceNanU TeKAPCMBEHU PeaKyuu \O

Peakyuu, cévpzanu c ungysuama C)

B m3nmTBaneTo 3a BrBeXMaHe B peMucHs Ha Bb3pacTHU (['TH [Ipoyusane 1), IRR ce
OTIPENIeJIAT KaTo BCAKO HEXETaHO ChONTHE, HACTBIINIO O ca oT uHy3uATa, KOCTO
U3CIIeI0BATEINTE CUNTAT 3a CBBP3aHO C HH(PY3HsTa, IUATA 32 U3CIIeIBaHe Ha 0€30IaCHOCTTA.
Ot 99-Te maruenTH, JeKyBaHu ¢ putykcuma0o, 12 (12%onea nomyuran node enxa IRR. Benyku IRR ca
owmmm crerieH 1 wm 2 ciopen CTC. Haii-uecture F0YBAT CHHIPOM Ha OCBOOOYX/IaBaHE Ha
LIMTOKWUHY, 3a4E€pPBIBAHE HA JULIETO, IPA3HEHE B 0TO M TpeMop. Putykcumab e mpuiaras B
KOMOWHAINS C TIIFOKOKOPTUKOHMIA HHTPABE 0, KOETO MOXeE J1a HaMaJIM 4eCTOTaTa 1 TeXECTTa Ha

TE3U CHOUTHSA. O

B u3nuTBaHEeTO ¢ MOAABpIKAIIA TS mg&pn Bo3pactan (I'TIA/MIITA TIpoyusane 2), 7/57 (12%)
NaIMeHTH B Ipynara Ha PUTYK n@ca MOJTYYMIIM Ha-MaJlko €JHa PEeaKLysl, CBbp3aHa ¢ HHY3HsITA.
YecToTaTra Ha CAMIITOMH Ha c&{aﬁ-BI/ICOKa 10 BpeMe Ha WM ciell mbpBata nHoysus (9%) u
HaMaJisiBa ¢ NOCIIEBALIUT, y3un (< 4%). Bcuuku cumnromu Ha IRRs ca nexu nin ymepenu u
MIOBEYETO OT TAX Ca Cb ot COK ,,PecniupatopHu, rpbJHI U MEANACTUHAIIHU HAPYLIEHUS “ U
,HapyleHus Ha KO OJIKO’KHATa ThKaH".

B xnmuaMYHOTO 3 Bane npu neauaTpuydHu narueHT ¢ ['TIA wim MITA, crobmienute IRR ca
HaO0Ir0aBa TTIMMHO Tipy ITbpBaTa nHpy3us (8 mamuentH [32%]), kato ciex ToBa HaMaABaT C
BpPEMETO nuaBaHe Ha Opost Ha nHDy3unTe putykcumad (20% npu Bropara uady3ust, 12% mnpu
TpET y3ust U 8% mipu ueTBbpTaTa HHQPY3us). Haii-uecture cumnromu Ha IRR, chobmienu mo
Bp (azaTta Ha BbBEXXJaHE B peMHCHS, ca r1aBoboue, 00puB, puHOpes 1 nupekcus (8% 3a
Bcekmvcumnrom). Habmoaasanure cumntomu Ha IRR ca momoOHM Ha M3BECTHUTE CUMITOMH IIPH
BBb3pacTHy nanuenty ¢ ['TIA nan MITA, nexyBanu ¢ putykcuma0. IloBeueto IRR ca crenen 1
creneH 2, uMa camo niBe Hecepro3Hu IRR crenen 3, karo He ce chobmaBat IRR crenen 4 wmu 5.
CpoobmiaBa ce eqna cepuosna IRR crenen 2 (reHepanu3upaH 0TOK, KOWTO € OT3BYYaJl CJIE]T JICUCHHE)
TIPH €IVH MauenT (BX. Touka 4.4).

HUngpexyuu

B I'TTA/MIIA Ilpoyusane 1, oOmara yectora Ha HH(peKunu e npudbausurenHo 237 Ha 100
nanuenToroauau (95 % CI 197-285) npu mbpBUYHATA KpaiiHa Touka Ha 6-us Mecell. Madeknuute ca
NPEIUMHO JIEKH A0 YMEPEHU U C€ ChCTOSAT INIABHO OT MH()EKLUHU HA TOPHUTE TUXATEITHH IbTUIIA,
herpes zoster 1 HHpEKIMK HA TUKOYHUTE MIbTHIIA.YecToTaTa Ha CEpHO3HU HHEKINH €
npubausurenHo 25 Ha 100 marmenToroanan. Hali-uecto crobmaBanaTa cepro3Ha HHMEKITIS B
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rpymara Ha puTykcuMal € THEBMOHHUS ¢ yecToTa oT 4 %.

B I'TTIA/MIIA Tlpoyusane 2, 30/57 (53%) nanueHTH B Tpynara Ha puTykcumad ca modyqnin
nHeknuu. YectoTara Ha HHPEKIMN OT BCUYKH CTETNIEHH € CXOJIHa MEXX Iy TpynuTte. Mudeknunre ca
MIPEeTMMHO JIEKH 10 yMepeHu. Haii-uecTute nHpEKINN B rpynaTa ¢ puTyKcuMa0 BKITIOYBAT WH(EKIINN
Ha TOPHUTE TUXATEIHN IBTUIIA, TACTPOCHTEPUT, MH(EKIINK Ha MMKOYHHUTE TbTUIIA U herpes zoster.
YecroTara Ha CepHO3HU MH(PEKIUH € CXOHA B ABeTE Ipynu (mpubausutenHo 12%). Haii-uecto
ChOOIIaBaHaTa CeprO3Ha MHQEKITUS B TpyIaTa ¢ pUTyKCHUMa0 € JIeK WA yMepeH OpOHXHT.

B xIMHUYHOTO U3NMUTBaHe MpH NMEAUATPUUHU MAMEHTH ¢ Texkka akTuBHa ['TIA u MIIA, 91% ot
cpoOmmennTe nHpeKknny He ca cepro3Hu u 90% ca nexu 10 yMepeHu.

Haii-yecture nundexunn B odmara ¢asa ca nHPEKIMK HA TOPHUTE AUXaTeNnHu mbTHia (48% )
(24%), xoutonkTuBUT (20%), HazohapuaTUT (20%), MHGDEKIMH HA TOTHUTE TUXATEIHU ITh

(16%), cunysur (16%), BupycHu nHMDEKIMH HAa TOpHUTE quxarenHy npruma (16%), y Athexius
(12%), ractpoentepur (12%), bapunrut (12%), napEKIUs HA MMKOYHUTE THTUIIA ( €pUO3HH
uHpeKuun ce chobIasat npy 7 nanueHTH (28%) 1 BKIIFOUBAT IpHII (2 MALMEHTH s 1 MH(DEKIUH

Ha JIOJIHUTE qUXaTelHu mbTria (2 nanueHt [8%]) karo Hal-4ecTo CLo6maBa@$ UTUSL.

 Q

HalUEeHTHTE, JIEKYBAHH C
TIAlHEHTOrOJMHHU Ha 00IIaTa
€ 3aBBPIIWI TIEPHOIa Ha
a 4ecToTaTa, 4eCTOTaTa Ha
00IIIeHa TIPe/i TOBA MTPH MAI[MEHTH C

3noxavecmeenu 3abona8anus
B I'TIA/MIIA IIpoyuBane 1, gecToTaTa Ha 37T0Ka4eCTBEHH 3a00IIs1Ba
pUTYyKCHMal B KIMHUYHOTO mpoyuBane npu [ TIA u MIIA, e 2,00 u
JlaTa Ha MPUKIIIOYBAHC HA IIPOYYBAHETO (KOI‘aTO HOCJICAHUAT I1a
npociuensBaHe). B3 ocHOBa Ha cTaHIAPTU3UPAHUTE CHOTHA!
3JI0KaueCTBEHUTE 3a00JIIBaHMS U3TIEXK A € TOA00Ha Ha Tﬁ(

ANCA-cBBp3aH BacKyIHT. \'O

B neauaTpudHOTO KIMHUYHO M3IUTBAHE HE Ce Ch @aT 37I0KaueCTBEHHU 3200 IIBaHHS B IEPUOAA HA
npocieasBaHe 10 54 mMecena.

Cvpoeuno-cv008u Hedcenanu peakyuu Q

B I'TIA/MIIA TlIpoyuBasne 1, cepredn 1 CHOMTHS ca HACTBIIWIN C YECTOTa MPUOIU3UTENHO 273
Ha 100 manmenToroaunu (95 % Cl 14 0) mpu mbpBUYHATA KpaifHa TOYKa Ha 6-US MECell.
YecroTara Ha CEPHO3HU CHPJIE outus ¢ 2,1 Ha 100 marmuenToroauau (95 % CI 3-15). Haii-gecto
CHOOIIIaBaHUTE CHOUTHSA Ca T mvst (4 %) u npencepano mpxiaeHe (3 %) (Bk. Touka 4.4).

Heeponocuunu cvboumu
HMwma cro0rmenus 3a
MOCTEpUOPHA 00
3PUTENIHU Hapy.
CBbp3aHa Xy

ﬁi

al Ha moctepuopHa obpatuma ennedanonarus (PRES)/cunapom Ha
nerkoeHuedanonarus (RPLS). [Ipu3HaiuTe U CAMIOTOMUTE BKJIFOUBAT

, TI1aBO00JIKE, THPUYOBE M MPOMEHEHO TICUXUYECKO ChCTOSIHHUE, ChC WITH 0e3
3ust. lmarnozara PRES/RPLS Hanara moTBbpxkaeHue ¢ 00pa3Ha TUAarHOCTHKA Ha

Peaxmusayus na xenamum B

Cpo0111aBa ce 3a MaJIbK OpO¥t Cilydyau Ha peakTHUBallMs Ha XeHaTuT B, HAKOM C JieTaJIeH U3XO0J, ITPH
MAIUEHTH C TPAHYJIOMATO3a C MOJHAHTUHAT U MAUKPOCKOIICKH ITOJIMAHTHUUT, ITOJTy4aBallil pUTYKCUMad B
MOCTMAPKETHHIOBHSI TIEPHOI.

Xunozamaznobynunemus
Xunoramarnooynmunemus (IgA, IgG wm IgM noa nonHata rpaHuia Ha HopMata) € HaOJlloaBaHa MpH

BB3pacTHU U neauatpuaan nanuentu ¢ ['TIA u MIIA, nexyBanu ¢ puTykcumao.

B I'TTA/MIIA Ilpoyusane 1, Ha 6-us mecet, 27%, 58% u 51% oT nanueHTHTe C HOPMAITHA HUBA HA
MMYHOTJIOOYJIMHY Ha U3X0HO HUBO B IpyIara Ha puTyKcuMal ca uMalii HUCKH HuBa Ha IgA, IgG u
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IgM, B cpaBHeHue ¢ 25%, 50% u 46% B rpynata Ha nukinodochamua. Hsama nosumeHne Ha
YecToTaTa Ha 00U WHQEKIIMU | Ha CepUO3HHM UH(EKIINY clie]l pa3BUTHE Ha HUCKY HUBA Ha IgA, 1gG
nnu [gM.

B I'TIA/MIIA IIpoyuBane 2, He ca HaOMIOAaBaHH KIIMHIYHO 3HAYMMHE PA3IMKN MEXIY JBETE TPYIH Ha
JIeYeHNe WK TIOHIKaBaHe Ha HUBaTa Ha oOmwst umyHornoOynuH, IgG, IgM nmu IgA mpes msumoto
W3MUTBAHE.

B neamatpuaHOTO KIMHWYHO U3MUTBAHE, IO BpEMe Ha IeNHs MEPUO Ha M3NUTBaneTo, 3/25 (12%) ot
MAIUCHTUTE ChOOIIABaT 3a ChOUTHE C XUIIOraMariooymuaemus, 18 namuentu (72%) umat
NPOABIDKUTEIHO HUCKK HUBA Ha IgG (onpexnernenu kato HUBa Ha [g Mo HoNTHATA TpaHUIa HA HOpMAaTa
3a Hal-MaKko 4 Mecera), a oT TsX 15 manueHTH UMat ChIo MPOABIDKUTETHO HICKH HUBa Ha IgM.
Tpuma marueHTy ca Mmoay4uiu JIUeHne ¢ MHTpaBeHo3eH nmyHorno0yauH (IV-1G). Bb3 ocHo, afb.
OrpaHUYEHHUTE JAaHHHU HEe Morat Aa ObAaT HallpaBeHU KaTErOPUYHH 3aKJIFOYCHUS 32 TOBA Aajl
MPOIBIDKUTETHO HUCKUTE HUBA Ha [gG 1 IgM ca moBenwm 10 OBHINIEH PUCK OT cepnosHH

mpu Te3u nanueHTy. [locieaumure oT IPOABIDKUTEHO H3UEpIIBaHe Ha B-kieTkure np anI/I‘{HI/I
MAIMEeHTH He Ca U3BECTHH. 6

Heymponenus @»Q
B I'TTA/MIIA IlpoyuBane 1, 24 % oT naiueHTUTE B rpynaTa Ha pUTYKCHM Kype) u 23 % ot
MAIMEeHTUTE B rpynaTa Ha unmoq)ocq)aMHa ca MOy HEYTPOTICHUS @leH 3 criopen CTC, nnu
no-roisiMa. HeyTporeHusra He € cBbp3aHa ¢ HaOII0aBaHO ITOBUIIICH ‘gmq)elcunme npu
MalMeHTHTE, JIEKYBaHH C pUTYKCUMAO.

B I'TTIA/MIIA IlpoyuBaHe 2, yecToTaTa Ha HEYTPOIICHUS OT+B crenenu € 0% mpu nanueHTuTe,
JIEKyBaHH € pUTyKcuMao, cpsaMo 5% Ipu NauueHTUTe, ne( C a3aTUOIIPHH.

Hapywenus na kodxcama u nooKojicHama mvKam \:
MHoro psiaKo ce ch0o0IIaBa 3a TOKCUYHA e IEP eronnsa (cuagpom Ha Lyell) u cuaapom Ha
Stevens-Johnson, HIKOM OT KOUTO C JIETaJeH U3

Omut ¢ neMburyc ByJrapuc O

Obobwernue na npodhuna na 6e30ncg)ocm 6 IIB Ilpoyusane 1 (IIpoyusane ML22196) u IIB
IIpovusane 2 ([Ipoyusane WA29 _‘}@,‘

IIpodunst Ha Gezomac
JI03U TJIFOKOKOPTHKO
PaHIOMU3UPAHO,

nemMQuryc, kpe

PUTYKCHMMa0 B KOMOMHALIUS C KPATKOTPAHO NMPUIIOKEHNUE Ha HUCKU
1 JIeYEHUE Ha MALEeHTH ¢ IeM(Uryc ByJITrapHc € MIpOy4YeH B eIHO
JMPaHO, MHOTOIIEHTPOBO, OTKPUTO MpoyuBaHe (aza 3 mpu ManueHTy ¢
1ouBa 38 manuentu ¢ nempuryc synrapuc (I1B), pannomusupanu B rpynarta Ha

PUTYKCHMA poyuBane 1). [lanmentuTe, paHIOMU3UPaHH B IpyIiaTa Ha pUTYKCUMAa0, ca
MOJTy4aB BoHauaiHo 1 000 mg i.v. Ha len 1 ot mpoyuBaneTo u Bropa i.v. uady3us ¢ 1 000 mg
Ha [l npoyuBaneTo. [Tomabpkamu no3u 500 mg i.v. ca npunaranu Ha 12-us u 18-ust Mmecent
II Te Moxke 1a nosydasat 1 000 mg i.v. mo BpeMe Ha penuauB (BX. Touka 5.1).

B IIB IlpoyuBane 2 (paHaoMu3upaHo, IBOHHOCIAMO, IBOMHO MAaCKUPaHO, MHOTOIIEHTPOBO MPOYYBaHE
C aKTHBHO CPaBHHUTEJIHO JICKAPCTBO), € OLleHEeHa e()UKACHOCTTa U O€30IaCHOCTTa Ha PUTYKCHMAal B
cpaBHeHue ¢ Mukodenonar moderun (MMF) npu nanmenTu ¢ ymepen 1o Texbk [1B, kouto ce
HY>KIasIT OT IEpOpaTHU KOpTUKOocTepouan. 67 manueHTu ¢ [1B ca momy4dninm nedenue ¢ puTykcuMad
(mauvanHa mo3a 1 000 mg i.v. B [len 1 ot nmpoyuBaneto u BTopa n03a 1 000 mg i.v. B len 15 ot
NpOy4BaHETO, ¢ moBTOopeHue B Ceamuua 24 u 26) 1o 52 ceamuiu odmio (Bx. Touka 5.1).

[IpodpunbT Ha Ge3omacHoOCT Ha puTykcuMab nipu [1B e B choTBETCTBHE C ycTaHOBEHHS IPOQHI Ha
0e30macHOCT 3a Ipyru 0J0OpeHH aBTOMMYHHHU TOKa3aHUsL.

Tabauuen cnucvk Ha Hexceranume peaxyuu 6 IIB [poyusane 1 u 2
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Hexenanute peakmum ot 1B IlpoyuBane 1 u 2 ca npeacrasenu B Tabmuma 7. B I1B IIpoyusane 1,
HJIP ce neduHmupaT KaTo HE:KENAHU ChOUTHS, KOUTO Ca HACTBIIIIU C YecTOTa > 5% MpU MaIUESHTUTE C
I1B, nexyBanu ¢ putykcumao, ¢ > 2% abCOI0THA pa3jikKa B 4eCTOTaTa MEXly Tpyrara, JICKyBaHa ¢
pUTYKCHMab U TpyIara CbC CTaHIapTHATA /1032 MPeaHN30H 110 24-us mecen. B [Ipoyusane 1 msma
narenTty, orreraenn nopaau HIIP. B I1B Ipoyusane 2 HJIP ce nedpunnpar kato HexenaHu
CHOUTHS, KOUTO Ca HACTBIIMIN C YeCTOTa > 5% TP MalMEHTH B PAMOTO Ha PUTYKCUMAa0 U KOUTO ca

OIICHCHHU KaTO CBbP3aHU.

Taoauna 7

He:xenann peakuun npy NauueHTH ¢ neM@uryc ByJrapuc, JeKyBaHu ¢

putykcumad B IIB IlpoyuBane 1 (10 Mecen 24) u I1B IIpoyuBane 2 ([lo Ceamuna
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CucTeMo-opraHeH KJjac mo
MedDRA

MHoro yecTn

YectHn

Nudexnun u nadpecranumn

Wudexnun Ha TOpHUTE
JUXaTEIHHU IIbTUILA

Wndexums c xeprec @
BUPYC \
Xeprmec 30cTep 0
Xeprnec Ha yCT
KoHnronktueu

Hazodap T

Opant 1nosa

I/ITI){g Ha MUKOYHUTE
OBIUIY

3J10Ka4YeCTBeHH! U
HeonpeeJeHH (BKJI. KUCTH U
ManuJIoOMM)

Heomiazmu 100pokayecTBeHH,

xO

&

-
CH ITIaITuJIOM

IcuxuyHyu HapyeHust

ITepcuctup
JeTIpecrB

lNonsima genpecus

Pazppasnurennoct
pascT TBO
Hapymenns Ha HepBHaTa I'n ue 3amasiHOCT
cucTemMa [l
Chbpaeynn HapyleHust 7 Taxukapaus

CToMalIHO-4YpeBHH

&

Bosika B ropHara yact Ha

HApYLIEHHUS NaN KopeMa
Hapyumenusi Ha KO)K&T:«@\ ~ | Anonerus Copbex
MOJIKO0KHATA ThKAaH Yprukapus
m'@ Hapymenue Ha koxxara
Hapymen a MYCKYJIHO- MyCcKyIHO-CKeNeTHa
cTemMa, Ooka
aTa TbKaH U Aptpanrus
Bosnka B repba
apyueHus u epeKTH Ymopa
HA MSICTOTO HA NPHJIOKEHHE Acrenus
[Tupexcust

HapaHﬂBaHl/lﬂ, OTpaBsAHUA U
YCI0KHEHU S, Bb3HUKHAJ/IU B
pe3yJaTaT Ha UHTEPBCHIUN

Peakuuu, cBbp3anu ¢
uHpy3usara*
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CuctemMo-opraseH KJjac 1no
MedDRA

* Peakuuute, cBbp3anu ¢ nHQYy3uATa, B I1B [IpoyuBane 1, BKIIOYBAT CHMITOMH, CHOpaHH MIPH
clleiBaIaTa INIaHWPaHa BU3UTA Clie]] BCAKa MH(QY3Hs M HEKENIaHW ChONTHSA, HACTBIIMIIN B JICHS HITH
€IUH AeH cieq nHy3uaTa. Haii-uecTure cCHMITOMI/IPEAIIOYNTaHN TEPMHUHH Ha PEaKIIUUTE,
cBBp3aHu ¢ nHQy3uara, B [1B [Ipoyusane 1, BkIrouBaT riaBodome, CTyICHH TPBIIKH, BUCOKO
KPBBHO HaJATaHE, FaJicHe, aCTEHHS U OOJIKa.
Haii-uecTrTe cCHMIITOMH Ha peakii, CBbp3anu ¢ nHpy3usta / [Ipeanmountanu TepMunn 3a [1B
[IpoyuBane 2 ca aucnHes, EpUTEM, XHIIEPXUAPO3a, 3aUCPBIBAHE/3aTOIUIIHE, XUIOTOHHS/HUCKO
KPBBHO HaJsiraHe U 00pUB/CHPOsII 0OpHB.

MHoro yecTn Yectn

Onucanue Ha M36DLZHM Heacelaru peaxkyuu

Peaxyuu, cevpzanu c ungyzusma
B IIB IlpoyuBane 1, peakmunte, cBbp3aHu ¢ HHY3MATa, ca yecTr (58%). [loutn Bcuukn
CBBP3aHM C UHPY3UATA, Ca JICKHU JI0 YMEPEHU 110 TexecT. [IpOIeHTHT NaueHTH, moayy KIIHS,

cBBp3aHa ¢ nHpy3uara, e 29% (11 mauuentn), 40% (15 namuentn), 13% (5 namuent % (4
MAIMeHTH) ChOTBETHO CJIe] MhPBATa, BTOpara, TpeTaTa U 4eTBhpraTa nadpysus. H HCHTH,
OTTETJICHHU OT JICUSHUETO TIOPaJ Peaklnu, CBbp3aHu ¢ HHPYy3usTa. CHMITOMH peakLuuTe,

CBBbp3aHM ¢ UHPY3UATA, ca TOJOOHHU 10 BUJ U TEKECT Ha TE3H, Ha6moz[aBa$p

I'TIA/MIIA. ‘

*
B I1B IIpoyuBane 2, IRR ca HacTbImiIM 0CHOBHO ITpH TbpBaTa HHE 4ecToTaTa UM HaMajsiBa ¢
nocneasamute uHbY3uN: 17,9%, 4,5%, 3%. 3% oT nanueHTHTE iy IRR croTBETHO IpH

IbpBaTa, BTOpATa, TpeTata ¥ YeTBbpraTa MH(y3us. [Ipu 11/1 Mtatwenty, nomryuunu none eana IRR,
peakiusita ¢ ot Crenen 1 wiu 2. [pu 4/15 nanuenTu ce ¢ a 3a IRR Crenen > 3, xouto ca
JIOBEJIH A0 MPEYCTaHOBSBAHE HA JICYEHUETO C PUTYKCUM, gnMa OT YETHPUTE NALUEHTH ca
MONTyYMIIA CEprUO3HU (KUBoTo3acTparraBamy) [IRR. u IRR ca HabmronaBanu npu mepBata (2
nalnueHTH) uiK Bropara nHpy3us (1 nauueHr) u o sIBaT CJI€] CUMIITOMAaTUYHO JICYECHHUE.

Hngpexyuu

B I1B IIpoyusane 1, 14 maunentu (37%) aTa HA PUTYKCHMAa0 ca MOJTyYHIId HHPEKIUH,
CBBP3aHU C JIEUEHUETO, B CPABHEHUE C nenty (42%) B Tpymara Ha CTaHAApTHA J03a MPETHU30H.
Haii-uecture nHpEKIMU B TpynaTa Ha'RUIYKCUMa0 ca Xepriec CHMIUIEKC U 30CTep MH(DEKIHH,
OpOHXUT, HH(PEKINS HA TUKOYHI THIA, MUKOTUYHA WH(EKIMS 1 KOHFOHKTHBUT. Tprma
nanuenTy (8%) B rpymnaTa Ha )@SM&@ ca MoJTy4Yrii 00110 5 cepro3Hu nHGEKIH (TTHEBMOHUS,
MPUYUHEHA OT Pneumocystis@/ecii, nH}EKIN03Ha TPOMOO03a, HHTEpBEpPTEOpaIeH TUCIIHT,
6enoapoOHa nHbpekuwus, ¢ UI0KOKO08 CETICUC), a enH nanueHT (3%) B rpynara Ha CTaHAapTHA 1034
NPEHI30H € MoNy4np=gePuo3na nupekims (MHeBMOHMS, MpUYMHEeHa oT Pneumocystis jirovecii).

BIIB Hpquiaa @2 nanueHTH (62,7%) B paMoTO Ha puTyKcuMad ca moiy4yuiau nHexkuu. Haii-
YEeCTHTE WH B IrpyraTa ¢ puTyKCMMab ca MH(MEKIM Ha TOPHUTE JUXATEeITHH ITbTHIIA,
Ha3ogapuH paJiHa KaHau103a U HHPEKIU Ha MUKO4YHUTE mbTuiia. [llectuma narmentu (9%) B
pamMo @TYKCI/IM36 ca MOJTyYHIIH CEPHO3HH HHPEKINH.

Jla OpHU OMKNIOHEHUs

B I1B IlpoyuBaHe 2, B paMOTO Ha pUTYKCUMA0, MHOTO YeCTO ciie]i HH(pYy3HsITa € HabIro1aBaHO
NPEXOAHO MMOHIKEHUE Ha Oposi TMM(OIHUTH B pe3yiITaT Ha HaMaJIeHUTE ToMyIauuy Ha nepudepuan T-
KJIETKH, KaKTO ¥ MPEXOIHO MTOHWKEeHUe Ha HuBaTa Ha Gocdop. Cmsra ce, ue Te ca MPUIHHEHH OT
HHTpaBC€HO3HAaTa I/IH(i)y3I/I$I Ha METHUJINIPCIAHNU30JIOH KaTO MPEMEIAUKAIIUA.

B IIB IlpoyuBane 2, Hucku HuBa Ha IgG ce HabmromaBaT yecto, a Ha IgM — mHOTrO yecto. Benpekn
TOBA, HSIMa JIOKa3aTeJICTBa 32 IMOBUIIICH PUCK OT CEPHO3HN MH(EKIINHU ClIe/T pa3BUBaHe HA HUCKW HHUBA

Ha IgG nmm IgM.

C’I)O6HIaBaHe Ha ITOA03UPAaHN HEXKCIIaHU PCAKIINH
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Cp0o011aBaHEeTO HA MOI03UPAHU HEXKEIIAHN PEaKIIUU ClIe pa3peliaBaHe 3a yrnorpeba Ha JeKapCTBEHUS
MPOAYKT € BaykHO. ToBa 1M03B0JIsABA Ja MPOIB/KHM HAOIIOICHUETO Ha ChOTHOIIICHUETO 0JI3a/PUCK 32
JICKapCTBEHUS NPOAYKT. OT MEIUIIMHCKUTE CIICIIUAIMCTH CE U3UCKBA Ja ChOOIIaBaT BCAKa
MOI03UPaHa HEXKETaHa PeaKilns Ype3 HAI[MOHAIHA CUCTeMa 3a ChOOIaBaHe, MOCOYCHA B
IIpunoxxenne V.

4.9 Ilpepo3upane

OT KIMHAYHHATE M3MUTBAHUS TIPU XOpa € HAJIMIIEC O'PAHUYEH OIUT C JI03H, TI0-BHUCOKHU OT 0100peHaTa
J103a Ha MHTpaBeHO3HAaTa JIeKapcTBeHa (hopMa Ha puTykcuMad. Haii-BicokaTa MHTpaBeHO3Ha 1032
puTyKcuMab, n3nuTBaHa npu xopa gocera e 5 000 mg (2 250 mg/m?), u3nuTBaHa B IPOyYBaHE C
MOBHUIIIABaHE Ha J103aTa MPH MAIUESHTH ¢ XpOHUYHA JTuMponnTHA JeBkeMus. He ca yctaHoOBeHH

JOIBJIHUTETHN CUT'HAJIM M0 OTHOIICHHE Ha 0€30MacHOCTTa. @.
[Tpn manmenTuTe, P KOUTO MM NpeTo3upaHe, TPsOBa a ce U3BBPIIHN He3a0aBHO IPEKD a
nH(}Y3UATa U TPAOBA 1a ce HaOII01aBaT BHUMATEIHO. 0\
[Ipn mocTMapKEeTHHIOBY YCIIOBHSA CE ChOOIIABAT IET CiTydas Ha Ipelo3upaHe Ha pUTYkcuMad. B tpu
CIIy4as He ce ChOOIIaBa 3a HeXKellaHo chOuTHe. J[BeTe ChoOIeHN HeXellaHu Ch ca
TpUTNIONIOO0HH CUMIITOMHU TIpH Ao3a 1,8 g purykcumad u dartanHa pecriupapepHa HeJOCTATHYHOCT
npy 1032 2 g pUTYKCUMaO0. b

*

5.  ®APMAKOJIOTMYHU CBOMCTBA

51 @apMakoIMHAMHYHH CBOCTBA K\

®apmMakoTepaneBTHYHA TpyIa: AHTHHEOITACTHYHU Ba, MOHOKJIOHaNTHU aHTUTena, ATC kox:
LO1XC02

Ritemvia e 6uoorn4Ho mog00eH JIeKapCTB onykT. [TonpoOHa nHpoOp™MaIIUs € peoCTaBeHa Ha
yeOcaiita Ha EBporneiickara areHIus 1o TBaTta http://www.ema.europa.eu.

Putykcumab ce cBbp3Ba CHeHI/I(i)I/ILIHOQbaHCMeMGPaHeH antureH, CD20 - Hernuko3uInpan
(doconporenH, TOKaTU3NPaH npe-B u 3penu B mumdonnTi. AHTHTEHBT ce eKclpecupa BbpXY
> 95 % ot Bcuuku B-kineTkn XOJDKKUHOBH JTHM(oMHU.

@—IHO BbpPXY HOPMAJIHU U 3JI0KAYECTBEHU B-KIIETKH, HO HE U BHPXY
KJIETKH, TPO-B-KJIETKU, HOPMATTHH TUIA3MOIUTH WIH APYTH HOPMATHU

€ ce MHTEpHAIM3UPa TIPU CBBP3BaHE C AHTUTEIA H HE CE€ OTJIEIIS OT

ct. CD20 He nupkyivpa B Ijia3Mara Kato CBOOOJICH aHTUIEH U [TOPaji TOBa HE

CD20 ce oTkpuBa €1HO
XEMaTOMOETUYHH CT
ThKaHu. To3M aHT
KJIEThYHATA [JO

ce KOHKYpH 'HP3BAHETO C AHTHUTSIIO.
O6n omelinbT) Fab Ha putykcumab ce cebp3Ba ¢ CD20 anturena Ha B mumdonurute, a Fc

0 (moMelHBT) MOXKe Ja BKIIIOUM eeKkTopHaTa GyHKIMS Ha UMyHHATa CUCTeMa, KaTo MeIurpa
B-k YHOTO JM3UpaHe. BeposTHUTE MexaHU3MU Ha e(heKTOp-MEeIUUPAHO KIETHYHO JIU3UPAHE

BKJTFOYBAT KOMIUIEMEHT-3aBucuMa IuToTokcnanoct (CDC), mewkamia ce Ha Clq cBbp3BaHe, U
aHTHUTSII0-3aBHCHMA KiIeTh4Ha IuToToKCHuHOCT (ADCC), MequupaHna oT enuH wiiu mosede ot Fey
peuenTopuTe BEPXy HOBBPXHOCTTA Ha rpaHyjouutute, Mmakpodarure 1 NK-kinetkure. JJokaszano e, ye
CBBbp3BaHeTO Ha puTykcumad ¢ CD20 anturena Bepxy B nmumdormrure nHIynmpa kierbuHa CMBPT
Ype3 arnonTosa.

Bposar na nepudepnure B-kneTku cnazna nmoa HopMarta ciel] 3aBbpIIBaHETO Ha IIbpBaTa 1032
putykcnmab. [Ipu manmenTy, JIeKyBaHU 32 XeMaTOJIOTHYHO 3JI0KA4eCTBEHO 3a00JsIBaHe,
BB3CTAHOBSIBAHETO Ha B-KieTkuTe 3amouBa B paMKHTE Ha 6 Mecela OT JICYCHUETO, U OOMKHOBEHO Te
ce BPBIIAT KbM HOPMAJTHUTE HUBA 10 12 Mecena cies 3aBbpIlBaHE Ha JIEUEHUETO, BHIIPEKH Y€ TpU
HSKOM TTallMEeHTH MOXKE Jla € He00X0AUMO MOBeYe BpeMe (MenaHa Ha BPEMETO 32 Bb3CTAHOBSIBAaHE
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23 Mecelia 3a IIOCTUHAYKIIMOHHA Tepanus). [Ipy manueHTy ¢ peBMaTouIeH apTpUT € HaOIi01aBaHO
He3abaBHO HamalieHue Ha B-kierkure B nepudepHara KpbB cien ase unpysuu ¢ 1 000 mg
pUTYKCHMAa0, pasaeneHu npe3 uarepsai ot 14 nau. bpost Ha nepudepuute B-kiaeTku B KpbBTa
3aroyBa Jia ce OBHUIaBa OT 24-Ta CeAMHIIA, KAaTO MPH TOBEYETO NAMEHTH AaHHH 32 HOPMaIu3upaHe
ca yctaHoBeHHU KbM 4(0-Ta ceqMuIla, HE3aBUCUMO Jalld pUTYKCHMa0 ce Mpriiara KaTo MOHOTEpaIus
WA B KOMOWHAINS C MeToTpeKcaT. [Ipr MaTbK MPOLIEHT OT MallMeHTHUTE € HaOIF01aBaHO
NPOABIDKUTEIHO N3YepIBaHe Ha epudepHuTe B-kieTku, K0eTo € MPOABIKIIO 2 TOAMHU HITH [TOBEYEe
cien mocienHaTa qo3a purykenmadb. [Ipu nmammentn ¢ ['TIA umu MITA, 6posr Ha B-kietkure B
nepudepHa kppB HamamsiBa ot < 10 xknetkw/pl ciaen apyceamuyaHu HHGY3UN HA pATYKCHMA0

375 mg/m? 1 ocTaBa Ha CHIIOTO HUBO IIPH TO-TOJIAMATA 9acT OT MALUEHTUTE JI0 6-Usl MeCELL.
[ToBewero ot mauueHtute (81 %) ca mokaszanu MpU3HAIM Ha BpblIaHe KbM Opoii Ha B-knerkute > 10
kaetku/pl no 12-us mecen u nosumrasaxe 10 87 % ot nauueHtute 10 18-us mecel.

KipHydeH onuT pyu HEXODKKHHOB JUM(OM M XpOHWYHA TUMQOIIMTHA JIEBKEMUS 6@

Donukyrapes aumpom 0\@
Monomepanus Q

Hauanno neyenue, euH BT CEAMHUYHO C 4 103U
B nunotHOTO M3nUTBaHe, 166 NanyueHTy ¢ peuuANBUpa Wi pedpakre Q(I/IMI/IOTCP&HI/IH
HHUCKOCTeneHeH umu Gonukyiapen B-knersuen HXJI ca momydapanu’” g/m? putykcumab 1on

(opMaTa Ha UHTPaBEHO3HA MH(Y3US BEIHBK CEAMUYHO B IPOABIDKEHUC HA 4 ceqmunn. OOmaTa
creneH Ha otroBop (ORR) B momysamusita “intent-to-treat” (ITT 1a 48 % (Closw 41 % - 56 %) ¢

6 % gectota Ha BIEeH O0TroBOp (CR) 11 42 % Ha yacTnuen orrOBOP™(PR). Ilpenmknanara Mmeanana Ha
Bpemeto 1o nporpecus (TTP) na 3abonsBaneTo npu OTFOB& Te manueHTH e omna 13,0 mecena.
[Tpu ananu3 Ha moarpynute, ORR e Ouna nmo-Bucoka neHtu ¢ IWF ¢ xucronornuau
noxnrunose B, C u D B cpaBaenue ¢ IWF noarum A ( Cpemry 12 %), no-BrcoKa Mpu MalMeHTH,
TP KOWUTO Hall-ronsmara je3us e Omra < 5 cm ¢ 7 cm B Hali-ronmemus cu quametsp (53 %
cpenty 38 %) 1 T0-BHCOKA MPU TALMEHTH C Pell , IyBCTBHUTEJICH Ha XUMHUOTEpAIHs, B CPaBHEHHUE C

PE3UCTEHTHUTE HA XUMHOTEPAIIUS TTAITUCHT pelesieH KaTo MpOABIDKUTEITHOCT Ha
otroBop < 3 mecena) (50 % cpeury 22 % MIPY MAIUEHTH, JIEKYBaHH IIPEIN TOBA C aBTOJOXKHA
TpaHCIUIAHTALUsI HA KOCTEH MO3BK (A ; € onna 78 % B cpaBHeHue ¢ 43 % npu nauueHTu 0e3

ATKM. Bb3pacrra, MOJIbT, KIMHUUHUMS-CTAIUN Ha JInM(pOMa, HayaaHaTa AMardo3a, HATMIUeTO HIu
OTCHCTBHETO HAa MAaCUBHO 3200 , HOpMaJIHUTE WM BUCOKH cToiHOCTH Ha LDH 1 HanmaueTo Ha
€KCTPaHOIaTHO 3200 IsIBaHe OBJIMSUTH CTaTUCTHUYECKHU 3HAYMMO (ToueH TecT Ha Fisher)

0TroBOpa KbM PUTYKCHMA JIs13aHa € CTATHCTUYECKU 3HAYMMa KOpelalus MEeKIy CTelleHTa Ha
OTTOBOP U 3aCATaHETO Hus Mo3bK. OTroBopuiu ca 40 % OT manueHTUTe ChC 3acAraHe Ha
KOCTHHSI MO3BK B Cp e ¢ 59 % ot nanuenture 6e3 3acsrane Ha KoctHUs Mo3bK (p = 0,0186).

Ta3u HaxonKa He % JUbPKa OT CTBIIAJIOBUIHUS JIOTUCTUYEH PETPECUOHEH AHAIIN3, ITPU KOUTO
crneHuTe GaKT UACHTH(PHUIUPAHN KaTO MPOTHOCTHYHH: XHCTOJIOTMYCH THII, TO3UTUBEH

pe3yJTar 3a a M3XOJTHO HUBO, PE3UCTEHTHOCT KbM TOCJICHATA XUMHUOTEPAITHS U MACUBHO
3a60n5{Ba§
H JIEUEHHUE, €IUH BT CEAMUYHO, C 8 703U

B eaho MHOTOLIEHTPOBO U3MUTBAHE C €IHO PaMo, 37 MAMEHTH C PEUUIUB HIIH C PE3UCTEHTHOCT KbM
xumuoTepanus, ¢ HXJI ¢ HuCKa cTeneH Ha MaJMrHeHOCT uiH (onukyiaaped B-knersuen HXJI ca
nosy4asanu 375 mg/m? purykcuMa6b o popMara Ha MHTPaBEHO3HA MH(Y3Us BEIHBK CEIMUYHO, 3a
ocem 103u. ORR e 57 % (95 % nosepurenen untepain (CI); 41 % - 73 %; CR 14 %, PR 43 %) ¢
Npe/BIDKIaHa MeHaHa Ha BPEMETO JI0 TIPOrpecHsl Ha 3a00JsIBAHETO MPU OTTOBOPUIIHTE

nanuertu 19,4 mecena (rpanunu ot 5,3 10 38,9 mecera).

Hauanno neuenue, MacuBHO 3a00J1s1BaHe, BEIHBK CEAMUYHO, 4 1031

Criopen 0000IIIEHATE TAHHW OT 3 KIIMHUYHU U3MUTBAHUS MPH 39 MalMEeHTH C PEUINB HITH C
PE3UCTEHTHOCT KbM XMMHOTEpAIN¥s, C MAaCUBHO 3a0osiBane (ennHn4HA j1e3ust > 10 cm B AmaMeTsp), ©
HXJI ¢ Hucka creneH Ha MaMTHEHOCT WK Gonukynaper B-xiersuen HXJI ca nomyuaBanu

375 mg/m? putykcumab o popMara Ha HHTPABEHO3HA HHPY3HS BEAHBK CEIAMHUYHO, B IPOIBIDKEHHE
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Ha 4 ceamuid. ORR e 36 % (Clos o 21 % - 51 %; CR 3 %, PR 33 %) c MeaunaHa Ha BpEMETO JI0
MpOrpecus Ha 3a00JIIBaHETO IIPU OTTOBOPUJIMTE NalreHTy 9,6 Mecena (rpaHuiu ot 4,5 10
26,8 mecera).

IToBTOpHO JIEUEHNE, BEAHBX CEAMUIHO, 4 103U

B eqHO MHOTOIIEHTPOBO M3MUTBAHE C €THO PaMO, 58 MAIMEHTH C PEIUINB WIIH C PE3UCTEHTEH KbM
xumuotepanus HXJI ¢ Hucka creneH Ha MaTUrHeHOCT Win GonukynapeH B-knersuen HXJI, kouro ca
MMOCTUTHAIIN O0CKTHBEH KIIMHUYEH OTTOBOP IMPH MPETUIIeH KypC C pUTYKCHMa0, ca JISKyBaHU
OBTOPHO ¢ 375 Mg/m? putykcumab mox GopmaTa Ha HHTPAaBEHO3HA MH(DY3Hs BEIHBXK CEIMUYHO, B
NPOABIDKCHUE HA YeTHPH ceAMUIH. TprMa OT MalMeHTUTe ca MOJYYHiIH JBa Kypca Ha pUTYKcuMad
MIpeIy BKIIOYBAHETO UM U 110 TO3M Ha4MH IO BpeMe Ha MPOYYBAHETO ca MOIYUYHIIN TPETH KypC Ha
nedeHue. /Iama marMeHTH ca MOBTOPHO JICKYBAHH JIBa ITETH 110 BpeMe Ha U3MUTBaHeTo. 3a 60
NOBTOpHH JieyeHus o Bpeme Ha nu3nutBaneto ORR e 38 % (Closy 26 % - 51 %; 10 % CR, 28§
npeABIKAaHa MEANaHa Ha BPEMETO JI0 IPOrpecHst Ha 3a00JsBaHETO NPH MOBIUSUIUTE CE Mal]
17,8 mecena (rpanuiu ot 5,4 10 26,6). CpaBHEHHUETO C BPEMETO J0 IIPOrpecHst Ha 3a00J1s
JIOCTUTHATO CJIeN IPEIIIeCTBAIINSA Kype Ha JIeYeHHE C pUTYKCUMa0, € 6IaronpusTHO ( cera).

Hauanno neuenue 6 KOM6uHal4uﬂ C Xumuomepanusi Q

B e1HO OTKpUTO paHIOMU3MPAHO U3MUTBaHE, 00110 322 HENeKYBaHU Ipe/] BaQ;uHeHTM c
¢donukynaper TMMQpoM ca OuM paHaoMu3upanu jna nonyuyasatr CVP x %arﬂ/m
(maxnodocdamun 750 mg/m?, suakpuctun 1,4 mg/m? 1o makcumym a neH 1-su n
npeaun3ooH 40 mg/m2 JTHEBHO B JHUTE OT 1-BU 70 5-TH) mipe3 3 cefiMuNU B MPOILIDKCHHUE Ha

8 mukbaa unm 375 mg/m? purykcumab B komOunaius ¢ CVP (R . Purykcuma0 e npuaras mnpes
IBPBHSA JI€H OT BCEKH IUKBI Ha seueHne. O0mo 321 manueHT: ¢ R-CVP, 159 ¢ CVP) ca
TIOJTYYHIIH JICYEHHUE U Ca aHATM3UPAHU 32 e(PUKACHOCT Ha JI eTo. Menuanara Ha reproja Ha
npocieisiBaHe Ha ManueHTuTe e ouna 53 mecena. R- BeJa 10 3HAYMTEIHO MO-ToJIsIMa T10J13a B
cpaBHenne ¢ CVP no oTHolIeHHe Ha MbPBUYHUTE K OYKH, BPEMETO JI0 HEeycIieX Ha JICUCHHETO
(27 mecena cperry 6,6 mecera, p < 0,0001, log-r ). IIpOIICHTHT Ha MAIIMEHTH C TYMOPCH
otroop (CR, CRu., PR) e 3HaunTeIHO M0O-BUCO 0,0001 Chi-Square tect) B rpynara ¢ R-CVP
(80,9 %) B cpaBHenwue ¢ rpymnara ¢ CVP (57,2%). Jleuenuero ¢ R-CVP 3HaunMO € yIbJDKUIO0
BPEMETO JI0 Tporpecus Ha 3a00JIIBaHETO MBPT B cpaBHeHUE ¢ CVP, cvoTBeTHO 33,6 Mecena u
14,7 mecena (p < 0,0001, log-rank Tecg’t
MenuanaTa Ha IPOIBIDKUTETHOCTTa HATTOBOD € 37,7 Mecena B rpymnata ¢ R-CVP u 13,5 mecena B
rpynara ¢ CVP (p <0,0001, |O®T€CT).

Mexy rpynuTe Ha Jie4eH % 3HaUMMa KJIMHWYHA pa3JiiKa [0 OTHOLIEHUE Ha obmara
npexussemoct (p = 0,0 -rank tect, crpaTuduUIMpaH MO EHTHP): CTENEHTa Ha MPEKUBIESMOCT
Ha 53-us mecen e 80 1 nanueHTuTe B rpynara Ha R-CVP B cpaBrenue cwe 71,1 % npu

MAIUEHTUTE B rpy% a CVP.

*
Pesynrarut Qf,a JpPYTH paHIOMU3UPAHU U3MIUTBAHUS, KOUTO M3II0JI3BAT PUTYKCUMAO B

KOMOWHA UMHOTepaneBTUIHN cxeMu, pasznuuau ot CVP (CHOP, MCP, CHVP/unrepdepon-a),
cam CBIIIO 3HAYUMO MTOJJOOPEHUE B CTEIIEHTA HAa OTTOBOP, OKA3ATEINTE, 3aBUCHMU OT
B obmara npexuBseMoct. OCHOBHUTE PE3YJITATH OT BCHUKUTE YETHUPH MPOYUBAHHUS Ca

0000mienn B Tabmuma 8.

Ta6auna 8 O0001mene Ha OCHOBHHUTE Pe3yJITATH OT YeTHPHU PAHAOMHU3MPAHYU NMPOYyYBAHUA
¢daza 111, ouensiBamu nMosI3ara OT pUTYKCHMad NPH PasIMIHH
XMMHOTEpaNneBTHYHHU cXeMHU NpH doaukynapen Jumdpom

Meanana Ha

Tewenme HeDHONA Ha O0ma crenen CR Menuana Ha CreneH Ha

IIpoyuBaHe ’ PHOX Ha OTTOBOP o TTF/PFS/ EFS, 0sS,

n npocJjensiBaHe, (ORR),% Yo Mecemn %

Mecenu

Menuana na TTP: 53 Mecena

CVP, 159 57 10 14,7 71,1

M39021 R-CVP, 162 53 81 41 33,6 80,9
p <0,0001 p = 0,029
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Menunana Ha
Teuente, nepHONa Ha O0ma crenen CR, Menunana Ha CreneH Ha
IIpoyuBane n npocrensBane, Ha 0TTOBOP % TTF/PFS/ EFS, oS,
Mecer (ORR),% Mecenu %
Mennana na TTF: 18 mecena
s CHOP, 205 90 17 2,6 roquHu 90
GLSG00 g cHOP, 223 18 96 20 He e z0cTHIHATO 95
p < 0,001 p=0,016
Menunana Ha PFS: 48 mecera
MCP, 96 75 25 28,8 74
OSHO-39 R-MCP, 105 47 92 50 He e nocturunaro 87
p < 0,0001 p = 0,0096
CHVP-IFN, Menunana Ha EFS: 42 mecena
183 85 49 36 84
FL2000 R-CHVP- 42 94 76 He e nocturnaro 9
IFN, 175 p <0,0001 ,
EFS — IIpexussiemoct 6e3 cOUTHS
TTP — Bpeme 1o nporpecus Wim cMBpT @
PFS — IIpexwussiemocT 6e3 mporpecus \
TTF — Bpeme 10 HeycIiex Ha JICYCHHETO 0
OS crenen — CreneH Ha MPEKHUBASMOCT [0 BpeMe Ha aHaIn3a Q
Tlooowvpoicawa mepanus @'
 Q
Henexysan gporuxynapen aumgpom . O

B enHO MPOCTIEKTHBHO, OTKPUTO, MEXKTYHAPOIHO, MHOTOIICHTPO
1 193 manmenTy ¢ HeNeKyBaH aBaHCHpaIl (HOIHMKYIapeH JINMP

¢ R-CHOP (n = 881), R-CVP (n = 268) unu R-FCM (n = 4
O6mo 1 078 ot marMeHTrTe ca ce MOBIHSUTH OT HHITYKIT
PaHJIOMU3UPAHH 32 MTOTBPIKAILO JICYCHHE C PUTYKC
JBete rpymnu Ha JieueHue ca 1o0pe OalaHCHpaHU 1T
craryca Ha 3a0onsBaHeTo. [logapprkamoro neqe‘&

it

uH]y3us Ha puTyKCHMMab ¢ 375 mg/m? Tenec§a

TBaHe ¢a3a Il

OJIYUHJIM MHAYKIIMOHHA TCpaInsa
e n30opa Ha U3CclieoBaTeInTe.
a Tepanus, oT kouro 1 018 ca
= 505) unn 3a Habmogenue (n = 513).

CHHE Ha N3XOJHUTE XapaKTEPUCTUKH U
UTYKCUMal ce ChbCTOU OT €IHOKpaTHA
PXHOCT, IpHUJIarana npe3 2 Mecewa 10 Iporpecus
JIB€ TOJHHHU.

Ha 3a00JIIBaHETO MIIM 32 MaKCUMaJIeH 11(510) 41

[IpenBapuTeHO ONPEACICHHUAT IHPBHUCH aHAIN3 € IPOBE/ICH ITPU MEANaHa Ha BPEMETO Ha
HaOJro1eHue 25 Mecela OT paHIoMH3NPAHETO, ITOIbprKallaTa Tepanus ¢ pUTyKCuMad e JjoBerna 10
KIIMHAYHO U CTATUCTUYECKU 3H@ noo0peHne Ha MbpBUYHATA KpaliHa TOYKa, OIIEHEHa OT
U3CIIe0BaTeNs HpeX(HBHeMo? nporpecusi (PFS) B cpaBHeHHE ¢ HAaOII0IEHNETO NPHU MALUEHTUTE C
HEJIEKYBaH JIOTOraBa cpom@[ er siumpom (Tabura 9).

3HayuMa 1ossa oT KAI[OTO JICYEHUE ¢ PUTYKcuMal € Hablo1aBaHa ChIO U MPH BTOPHYHHUTE
BsemocT 0e3 ceoutus (EFS), Bpeme 1o crnenBamoTo aHTUITUM(OMHO JieueHHE

KpalHU TOYKH —
(TNLT), Bpgkfgé)ﬁnezmamam xumuotepanus (TNCT) u o6ma crernex Ha otroBop (ORR) B

IbPBUYHU 3 (Tabnuia 9).
Jaxu Pa3LIMPEHOTO MPOCIC/AsIBaHEe HAa MAMEHTH B MIPOYYBAHETO (MeIMaHa Ha MpoCiesBaHe 9
ro TIOTBBPIKIABAT JBJITOCPOYHATA T10J13a OT MObPIKAIIA TEPAIIHS C PUTYKCHMA0 1Mo

ornomenue Ha PFS, EFS, TNLT u TNCT (Ta6mauma 9).
Tabauna 7 IMperaen Ha pe3yaraTure 3a epUKACHOCT NMPHU NOJIbPIKAIIA TEPANUA C
puUTyKcUMad cnipsAMo HalJa10aeHue, PH onpeaeIeHus Mo NPOTOKO0J MbPBUYEH
AHAJIN3 U cJIe 9 TOAMHM MeIMaHA HA MPocJieAsBaHe (KpaeH aHAJIN3)

II'spBuYeH aHaIU3
(MenuaHa Ha MpocielsiBaHe:

Kpaen ananus
(MenmaHa HA mpocJjeasiBaHe:

25 mecena) 9,0 roguHm)
Ha0nronenue  Purykcmmab|HaOmonenne  Putykcumad
N=513 N=505 N=513 N=505

II'bpBu4Ha KpajiiHa TO4YKa 3a
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epukacHocT

[IpexxuBsieMocT 6e3 mporpecus NR NR 4,06 roquun 10,49 rogunu
(Mennana)

log-rank p croitrocTt <0,0001 <0,0001
koe¢uuent Ha puck (95 % Cl) 0,50 (0,39, 0,64) 0,61 (0,52, 0,73)
HaMaJIcHHE Ha PHCKa 50 % 39 %
BropuyHa kpaiina Touka 3a

epuxacHocT

OO611a npekuBsIEMOCT (MeIUaHa) NR NR NR NR
log-rank p croiiHoct 0,7246 0,7948
koe¢uuent Ha puck (95 % Cl) 0,89 (0,45, 1,74) 1,04 (0,77, 1,40)
HaMaJIeHUe Ha pHCKa 11 % -6 %
[Ipexupsiemoct 6€3 CHOUTHS 38 mecena NR 4,04 roguuu 2®I/IHI/I
(Mennana)

log-rank p croitrocTt <0,0001 0,
koe¢uuent Ha puck (95 % Cl) 0,54 (0,43, 0,69) 0,64<N 0,76)
HaMaJleHHue Ha PHCKa 46 % é Y

TNLT (Menuana) NR NR 6,11 NR
log-rank p croitroct 0,0003 <0,0001
koe¢uuent Ha puck (95 % CI) 0,61 (0,46, 0,80) ,66 (0,55, 0,78)
HaMalleHUe Ha PHCKa 39 % ‘,\Q 34 %

TNCT (memuana) NR NR '\\-A,SZ TOIMHA NR
log-rank p croifroct 0,0011 O 0,0004
koe¢uuent Ha puck (95 % Cl) 0,60 (0,44, 0,8 % 0,71 (0,59, 0,86)
HaMaJIeHVe Ha PHCKa 40 %\/1/ 39 %
YecToTa Ha OOIIO TIOBIUSBAHE * 55 % KV % 61 % 79 %
P CTOMHOCT OT XU-KBaJipaT TECT ), <0,0001
ChOTHOIIEeHNE Ha mancoseTe (95 % 2,33 { 3,15) 2,43 (1,84, 3,22)
Cl)

UYecToTa Ha IIBJIHO TIOBJIMSIBAHE 48 @ 67 % 53 % 67 %
(CR/CRu) * Q

P CTOMHOCT OT XM-KBaJpar TeCT O <0,0001 <0,0001
ChOTHOLIEHHE Ha mancosere (95 %(' 2,21 (1,65, 2,94) 2,34 (1,80, 3,03)
Cl)

NR: He ce goctrra k6™ JaTafa Wa 3aKI0uYBaHe Ha 0a3ara JaHHU Ha KIMHHYHOTO m3nuTBane; TNCT:
BpeMe 110 cleBalara xn@ pamnusg; TNLT: BpeMe 10 ciie1BamioTo aHTHINM(GOMHO JICUCHHE.

*B Kpast Ha noAAbpiKallara Tep A/ 6HIO,I[€HI/ICTO; pe3yiITaTu OT KpaﬁHHﬂ aHaJin3, OCHOBaHHU Ha
MeJlMaHa Ha BPEMETO Ha Hpoﬁ 73 mecena.

[Moaawspxamoro neq€$ e pUTYKCHMa0 JjaBa CXOJIHA [10J132 BbB BCUYKH MPEJBAPUTEIHO ONPEIEIICHH
MOATPYTIH: TTOJ (M enn), Bb3pact (< 60 rogunu, > 60 rogunun), FLIPI ckop (< 1, 2 wiu > 3),
nanykironHa 1epanis (R-CHOP, R-CVP unu R-FCM) 1 He3aBHCHUMO OT Ka4yecTBOTO Ha OTTOBOPA
KBbM MHJIYK to neueHue (CR, CRu unn PR). U3cnenoBarenckuTe aHanu3u Ha moj3aTa OT
JIeYeHUE TIOKa3BaT MMo-c1abo u3paszeH edeKT Npy NaMeHTH B CTapuecKa Bh3pacT

), 0baue pa3MepbT Ha U3BAJIKATA € MAJTBK.

Peyudusupaw/peppaxmepen poruxynrapern aumgpom

B eaHO MPOCHEKTUBHO, OTKPUTO, MEKIYHAPOIHO, MHOTOIICHTPOBO u3nuTBane (asa I 465 nanuentu
¢ peuuauBHparil/pedpakTepeH onukynapeH TuMpoM ca paHIOMU3UPAHH KaTO MbPBA CThIIKA BbB
BeBexamnia tepanus ¢ CHOP (uuknodochamua, 1okcopyOUIuH, BUHKPUCTHH, TIPS THU30JIOH;

n = 231) wum purykcumab wiroc CHOP (R-CHOP, n = 234). JIpete rpymu Ha nedeHue ca 100pe
OanaHCHpaHU [0 OTHOIIICHNE HA M3XOIHUTE XapaKTEPUCTHKH U cTaTyca Ha 3abomsBaneTo. OO0IIo

334 manueHTH, TOCTUTHAIY IThJIHA WJIM YaCTUYHA PEMHUCHS CJIe]] BbBEKIAIaTa Teparus, ca
PaHIOMHU3UPAaHU BHB BTOPATA CTHIIKA 32 MOAIBPIKAIIO JeueHue ¢ puTykcuMad (N = 167) wiu 3a
Habmoaenue (n = 167). [logapprkamiara Tepanust ¢ puTyKCuMal ce ChbCTOU OT €IHOKPaTHA HH(Y3HS
Ha puTykcuMab B 103a 375 mg/m? TenecHa MOBEPXHOCT, MPUIIOKEHA ITPe3 3 Mecela 10 POrpecus Ha
3a00JIIBAHETO MM 32 MAKCUMAJICH TIEPUO]T OT JBE TOJIUHH.
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KpaiinusaT aHain3 Ha e)MKacCHOCTTA BKIFOYBA BCHUKH IMALIMEHTH, PAHIOMHU3UPAHHU B IBETE YaCTH Ha
npoyuBaHeTo. Ciiesr MeMaHa Ha BpeMeTo Ha HaOoaeHne ot 31 Mecena, py NaiueHTUTe,
paHIOMHU3UpPaHU BbB BhBekAamara (aza, R-CHOP 3naunmo e mogo0puin u3xo1a Ha MaIUeHTHTE C
petunuBupany/pedpakrepen donukynapen tumdom B cpaBaenne ¢ CHOP (Bxk. Tabmuia 10).

Ta6auna 10 BwbBe:xxaama ¢asa: nperJiea Ha pe3yJTATHTE 110 OTHOILIEHUE HA e(PUKACHOCTTA HA
CHOP cpemy R-CHOP (31 mecenia Mequana Ha BpeMeTo Ha HaGJIK0/IeHHe)

CHOP R-CHOP p-cToitHOoCT HamaJieHue Ha
pucka?
II'bpBHuYHa
epuxacHocT
ORR? 74 % 87 % 0,0003 N
CR? 16 % 29 % 0,0005 N
PR? 58 % 58 % 0,9449 N

D OneHkuTe ca M3YUCIEHH C KOS(QHUITUEHTH HA PHCK. \

2 TlocneHUAT TYMOPEH OTTOBOP, OLICHEH OT U3cieaoBarens. “IIbpBUYHUAT CTATHCTHYECKH TECT 32 “o@p e trend Tect
Ha CR cpemy PR cperry surica ua otrosop (p < 0,0001)

Cekpamenust: NA, Hama ganan; ORR: o6mia crenen Ha otroBop; CR: mbeieH otrosop; PR: '{acr% TOBOP.

[Tpu manmenTuTe, paHAOMHU3UPAHHU B MOAIbpKaIIaTa (aza Ha KJ’H/IHI/I‘-IHQT(Q&TB&HC, MeraHaTa Ha
BpEMeTO 3a HaOoAeHue € 28 Mecena OT paHIOMU3UPAHETO 3a noz[m:.p»@. OJUIBPKALLOTO
JIeYCHHUE C PUTYKCUMA0 € I0BEJIO A0 KIMHUYHO M CTATUCTUYECKH 3H N nonoOpeHune Ha IbPBUYHUS
KpaeH kputepuit, PFS, (Bpeme oT paHIOMU3UpPaHETO B OJABPXK Qaw JI0 PELUAUB, IIPOrpecus
Ha 3a00JSIBAHETO WM CMBPT) B CPAaBHEHHUE C MAIIUCHTUTE CaM mnmz{em&e (p < 0,0001, log-rank
tecT). Mennanata Ha PFS e 42,2 mecenia B pamoTo ¢ noIbpKalub 1eueHue puTyKcumab B
cpaBHeHue ¢ 14,3 Mecena B pamoto 3a HaOmoaeHue. Ka n3non3Ba COX perpecoHeH aHaju3,
PHUCKBT OT MpOrpecus Ha 3a00JISIBAHETO WK CMBPT € H ¢ 61 % c nogabpKamiara Tepanus ¢
PUTYKCHMal B CpaBHEHME C IpyIaTa 3a HaOI0ACH % CI; 45 % - 72 %). 3uucnenure creneHu
6e3 mporpecus no Kaplan-Meier na 12-tu mece % B rpymara ¢ HoAIbPIKALIO JICYEHUE C
putykcumMab cpenty 57 % B rpymnara 3a HaOJMQIeHHC. AHATH3HT Ha 00IIaTa PEXKUBIEMOCT
NOTBBPK/IaBa 3HAYMTEIHATA 10132 OT IO 11aTa Tepamnus ¢ puTykcuma0 mpen rpynara 3a
Habmozaenue (p = 0,0039, log-rank rect TIBPKAIIOTO JIEYCHHE C pUTYKCHUMAa0 HaMassiBa pUCKa OT
eMBpT ¢ 56 % (95 % CI; 22 % - 75 %)d)

Ta6auna 11 Honubpmama@ nperJieJ Ha pe3yJITATHTE MO OTHOIIEHUE HA e(PUKACHOCTTA
Ha pnTchu@ peury HaO/1oneHue (28 Mecenna MeIuaHAa HA BpeMeTO Ha
Haﬁ.molle®

\
o

O
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IToxa3ares 3a epukacHoCT Omnenka no Kaplan-Meier mennana na HamaJsienne Ha
BpeMeTo /10 CbOUTHETO (Mecenn) pucKa
Hab6awonenue | Purykenmad | Log-rank p-
(N =167) (N =167) CTOIHOCT
[pexuBseMoct Oe3 mporpecus 14,3 42,2 <0,0001 61 %
(PES)
001112 IPEKUBIEMOCT NR NR 0,0039 56 %
Bpewme 1o nevyeHue Ha HOB 20,1 38,8 < 0,0001 50 %
auMdom
IIpexuBsiemocT 6e3 16,5 53,7 0,0003 67 %
3abossBane?
AHanu3 Ha OATPYIHUTE
PFS (b.
CHOP 11,6 37,5 <0,0001 7
R-CHOP 22,1 51,9 0,0071 0
CR 14,3 52,8 0,0008 \ %
PR 14,3 37,8 <0,0001 <\0 54 %
|
os (o
CHOP NR NR 0,0 55 %
R-CHOP NR NR . 56 %
NR, He e mocTurHaro; ¢ NpUIOKUMO caMO MpH ManueHTH, focturamy CR \V
[TonzaTa oT MOATBPIKAIIOTO JICYEHHE C PUTYKCHUMAO ce TIOTBBHP NIpY BCHYKH aHAIM3UPaHU
MOTPYTIH, HE3aBUCUMO OT cxemara Ha BbBexaane (CHOP n OP) unm ot Ka4ecTBOTO Ha

otroBopa KbM BeBexknamoto jedeHne (CR umu PR) (TabnmaMl). [lognppxamara tepamnus ¢
pI/ITyKCI/IMa6 3HAUYUTCIIHO YAbJDKaBa MEJaHaTa Ha P AIMCHTH, OTTOBAPAIIN Ha BbBCK A0
neuenne ¢ CHOP (Meamnana na PFS 37,5 mecena cpen ,6 Mecenia, p < 0,0001), kakTo u npu
oTroBapsmuTe Ha BbBexKAane ¢ R-CHOP (MGH% PFS 51,9 mecena cpemy 22,1 mecera,

p = 0,0071). Benpeku 4e noarpynute ca Ouim , TOJIbpIKAIATa TEPAMHs C PUTYKCHMA0
OCHTYpsIBa 3HAUHUTETHA 110J13a TI0 OTHOIIICH o011aTa NpPeKUBAEMOCT KAKTO MPH MAIUEHTUTE,
otroBapsu Ha CHOP, Taka u npu nai e, otroBapsany Ha R-CHOP, makap e e HeoOxoauMo
MO-TIPOIBIDKUTEITHO TPOCTICBAHE, 3@ MOTBBPIM TOBA HAOJIOICHHUE.

ﬂu(bvaeu B-eopoxiemvuen Hex@/HOG JZMMGbOM npu 8vb3pAacniiu

B exno pangoMusupaHo o %I/BHI/ITB&HG 0010 399 nanMeHTH B cTapuecka Bb3pacT (Ha Bb3pacT
ot 60 10 80 ronuHM) ¢ H B-enpoxierbueH muMQpoM, HeJIeKYBaHH NPEAH TOBA, Ca MOTyYHIIH
crannaptHa CHOP x epanust (uknodochamun 750 mg/m?, noxcopyourmn 50 mg/m?,
BUHKpPUCTUH 1,4 JI0 MaKCHMaJHa J103a 2 mg Ha JieH 1-Bu u npeaan3oi10H 40 mg/mz JTHEBHO B
nuuTe 1-BU -5-f11)d¥pe3 3 ceqMuIM 3a oceM HUKbIA Wik putykcumad 375 mg/m? nmoc CHOP
(R-CHOP). nMab e mpuiIarad Ha JIeH ITbPBH OT ITUKBJIA Ha JISYSHUETO.

Kpaii @aanm Ha e()MKacHOCTTa BKIIIOUBA BCUYKH paHiomusupanu nanuenta (197 CHOP, 202

R- , 4 MEIMaHaTa Ha BPEMETO Ha IpocieasBaHe € mpuoim3uTenHo 31 mecena. /[Bere rpynu Ha
neuyelre ca Oum 1o0pe OalaHCHpaHU Ha M3XOIHO HUBO 110 OTHOIIECHHE Ha XapaKTEPUCTUKUTE U
cTaTyca Ha 3a0oJsBaHeTo. KpallHuAT aHamu3 noTBbprkaaBa, e jJeueHuero ¢ R-CHOP e cebp3ano ¢
KIIMHAYECKU ¥ CTATUCTHYECKH 3HAYMMO TIOJI00peHHE Ha TIPOIBIDKATETHOCTTA Ha IPEKUBIEMOCTTa O3
cbOuTHA (TBPBUYEH MOKa3aTeN 3a eUKACHOCT, KBJIETO ChOUTHS ca O CMBPT, PEUUANB WIN
nporpecus Ha TMM(poMa WK BbBEXKAaHe Ha HOBO aHTHIMM(poMHO seuernue) (p = 0,0001).
W3uncnenara MeyMaHa Ha IPOAB/DKATEIIHOCT Ha IIPSKHUBsieMOCTTa 0e3 chouTHs 1o Kaplan-Meier e

35 mecena B pamoto ¢ R-CHOP B cpaBrenue ¢ 13 mecena B pamoto ¢ CHOP, koero npencrasisiBa
HamasieHue Ha pucka ¢ 41 %. Ha 24-tu mecer u3uncienata ooma npexuBsiemMocT € 68,2 % B pamMoTo ¢
R-CHOP B cpaBuenue ¢ 57,4 % B pamoto ¢ CHOP. [TocneapamusaT aHaau3 Ha MPOAB/DKUTEITHOCTTA
Ha o0I1ara MpeKUBsIeMOCT, HAallpaBeH NP MeIMaHa Ha MPOIBIDKUTEITHOCTTA Ha MPOCIIEASIBaHE OT

60 mecena, e moTBBpAKI MoJ3aTa ot euenuero ¢ R-CHOP B cpasnenne ¢ CHOP (p = 0,0071),
npejicTaBiIsiBalla HamajJeHue Ha pucka ¢ 32 %.
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AHaAIM3BT HA BCUYKH BTOPHYHM MTOKA3aTeNH (CTEIIEH Ha OTTOBOP, MPEKHUBIEMOCT O€3 TporpecHs,
NPEKUBIEMOCT Oe3 3a00IsIBaHe, IPOIBDKUTEITHOCT Ha OTTOBOP) MOTBBPIKAaBa e(heKTa OT JICYCHUETO
¢ R-CHOP B cpaBaenue ¢ CHOP. CrenenTa Ha mrbJieH OTTOBOD clie UK 8 € 76,2 % B rpymnaTa ¢
R-CHOP u 62,4 % B rpymata ¢ CHOP (p= 0,0028). PuckbT OT mporpecus Ha 3a00JIIBaHETO € HaMaleH
¢ 46 %, a puckbT OT petuans — ¢ 51 %.

B®B Bcuuku nmoarpynu nanueHTy (o, Bb3pact, [P1, kopurupana mo Bb3pacrt, crenen no Ann Arbor,
ECOG, B2-mukpornobynun, LDH, anOymun, B-cuMmnTomu, MacuBHO 3a00JsiBaHe, €KCTPAHOIATHU
JIOKAJIM3AaIllH, 3acsiraHe Ha KOCTHHS MO3bK) ChOTHOIIEHUETO HA PUCKA 33 TIPEKUBIEMOCT 03 ChOUTHUS
u o6mra npexussemoct (R-CHOP B cpaBuenune ¢ CHOP) e mox 0,83 u 0,95 croTBeTHO. JleueHueto ¢
R-CHOP e cBbp3aHo ¢ mogoOpeHne Ha U3X0/1a KaKTO MPH NAMEHTUTE ¢ BUCOK PUCK, TaKa U MPU TE3H
¢ HUCBHK puck criopen IPI, kopurupana no Bb3pacr.

Knunuxo-nabopamopnu dannu 6®.
a

IIpu 67 marmenTy, W3CICABaHN 3a YOBEITKH aHTH-MUIIH aHTHTena (HAMA), He ce Hal
otroBop. Ot 356 manueHTH, U3CleBaHHU 3a aHTHTEINA Cpely JiekapcTBOTO (ADA), mOWORHITENHY ca
6owmn 1,1 % (4 manuenTn).

XZ?OHT/I‘{HCZ ﬂuM¢0uumHa JIe6KeMuA
! Q

B 1B OTBOpEHH PaHIOMU3UPAHU U3NUTBaHUs 00110 817 HeleKyBaHH TOBa NAallUEHTHU U

552 manuenTu ¢ penuausupaina/pedpaxrepra XJ1JI ca pannomusupany a noiaydar FC
xumuoTtepanus (dryaapadun 25 mg/m?, nuxnodocpamun 250 , Tau 1-Bu-3-TH) mpes

4 cemMUI B IPOBIDKEHHE Ha 6 IIMKBIIA WA PUTYKCHMAaO B arms ¢ FC (R-FC). Putykcumab e
npuIaras B 103a 375 mg/m? npe3 mbpBHs UKEI €IUH 1€ XUMUOTEpAIHUATa U B 1032

500 mg/m? B nen 1-Bu Ha BCEKH clieBalll TepareBTHYe J1. [TanmeHTrTEe ca U3KIFOYBAHU OT
MPOYYBaHETO NPH penuanBUpania/pegpakrepHa XJI IpeId TOBA ca OWJIM JIEKYBaHU C
MOHOKJIOHAJTHU aHTUTEJa WM aKo ca pedpaxTep GbirynapaOuH WM HSIKOI HYKJICO3HICH aHAJIOT
(ompezneneHo KaTo HEyCHexX 3a JOCTHTaHe Ha Ya a peMHCHS B TPOABIDKCHUE HAl-MaJIKO Ha

6 mecena). O6mo 810 manuenTn (403 R-FC4Q7 FC) B npoy4BaHeTO 32 JieUueHHE OT ITbPBa JIHMHUS
(Tabnwma 12a u Tabnumna 126) u 552 na (276 R-FC, 276 FC) B npoy4BaHeTo npu
penauBrpano/pedpakTepHoO 320015 abmuma 13) ca aHanM3UpaHu 3a €PUKACHOCT.

B npoyuBaHeTo 3a JieueHue 0T LHPBA TMHMS, CIIE/ BpeMe Ha HabmoeHue ¢ Meauana ot 48,1 mecena,
porpecus e 55 mecena B R-FC rpynara u 33 mecena B FC rpynara

(p < 0,0001, log-rank TecT)=Agalin3nute Ha 00IATA TPEKUBAEMOCT MTPOIBIDKABAT /14 TIOKA3BAT

xumuorepanusi ¢ FC
npexuBsieMocT OegPpdrpecust ce HabII01aBa TP MOBEYETO MOATPYITH MAUCHTH, aHATU3UPAHH
CIIOpEJ] PUCKZ JSIBAHETO Ha U3XOHO HUBO (T.e. cTtaguu A-C mo Binet) (Tabmiuma 120).

Taﬁnnuééﬂeqeﬂne OT MbPBA JUHUS HA XPOHUYHA JUMQOLUTHA JIeBKeMUSs

IIpersen na pesyararure 3a epukacHoct npu purtykcumad mirwc FC cnpsamo FC
CaMOCTOSITeJIHO - 48,1 Mecena MeIUaHa HA BpeMeTO HA HA0JII0/IeHHe
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IToxa3ares 3a epukacHoCT Ouenka no Kaplan-Meier na menuanata | Hamanenme
HAa BPEMETO /10 ChOMTHETO Ha pUCKa
(Mecenn)
FC R-FC Log-rank

(N =409) (N = 408) p-cToiiHOCT
[IpexxuBseMocT 6€3 Imporpecus 32,8 55,3 < 0,0001 45 %
(PES)
001112 TPEKUBIEMOCT NR NR 0,0319 27 %
[IpexxuBsieMocT 0e3 ChbOUTHE 31,3 51,8 <0,0001 44 %
Crenen Ha otrosop (CR, nPR 72,6 % 85,8 % < 0,0001 n.a.
i PR)
Yecrorta Ha CR 16,9 % 36,0 % < 0,0001 n.a.
[TpobJKUTETHOCT HA OTTOBOP™ 36,2 57,3 < 0,0001 449
[IpexxuBseMocT 06e3 3a00sIBaHe 48,9 60,3 0,0520
(DFS)** N
BpeMe 10 HOBO JIeUeHHE 47,2 69,7 <0,0001  [N\N72%
Crenen Ha oTroBOp U yectota Ha CR, aHanmm3upanu ¢ nomonira Ha Chi-square Tect. NR: He e qocTur; a.
HCHpI/IJ'IO)KI/IMO Q
*: IPUIIOKUMO CaMo TpH marmeHTy, nocturamu CR, nPR, PR @

**: MPUIIOKUMO CaMo TIPH MarueHTH, gocturamu CR;

'
Ta6auna 126 Jleyenue oT mbpBa JUHUA HA XPOHUYHA JIHM(I)OIIW@BKCMI/IH Koeduuuentn

HA PHCKA 32 NPEKNUBAEMOCT 0e3 Mmporpecusi Cop aus o Binet (ITT) —
48,1 mecenia MeTHaHA HA BPeMETO HA HAOJIIO]

IpesxxuBsiemocT 0e3 nporpecus Bbpoii nauuenTu , ¢uunent Ha p-cTOoiHOCT
(PFS) FC R-K uck (95 % CI) (Wald Tecr,

O HEKOpHUIrupa

RS H)

Cragmii A o Binet 22 A\\ 18 0,39 (0,15; 0,98) 0,0442
Crazuii B o Binet 2590/% 263 0,52 (0,41; 0,66) <0,0001
Craauii C mo Binet & 126 0,68 (0,49; 0,95) 0,0224
CI: loBepuTesneH UHTEpBA \

B mpoyuBaneTo nipu peLII/IILI/IBI/IpaI_HO/[@aKTepHO 3a00JIsIBaHE ME/IaHATa Ha MTPEXKHUBIEMOCT 0e3
nporpecus (IbpBUYHA KpaifHa TO e 30,6 mecena B rpynata ¢ R-FC u 20,6 mecena B rpynara ¢ FC
(p = 0,0002, log-rank tecr). @HO otnomienne Ha PFS e HabmoqaBana mpy moYTH BCHUKH
MOJITPYITH MAIlUEeHTH, emann%m CTope/]] prcKa Ha 3a00JIsIBAHETO Ha M3X0AHO HUBO. ChoOII[aBa ce
3a JIEKO, HO HeBHa‘IHTeHH(@JoGpeHI/Ie B o01aTa mpexuBsieMocT B pamoto ¢ R-FC B cpaBHeHHe ¢
pamoro ¢ FC.

Tabamna 13’ %ne HA penuAuBHpaIna/pedpakTepHa XPOHUIHA JUMGPOLUTHA JIEBKEMHUSI —
X rJie/l Ha pe3yJTaTUTe N0 OTHONIeHne HA eMKACHOCTTA HA PUTYKCUMA0 TITI0C
C cnpsimo camocTosiTeTHO mpuioskeHue Ha FC (25,3 Mmecena MmeanaHa Ha

§ @ BpeMeTO HAa HA0JII0AeHHe)
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IToxa3ares 3a epukacHoCT Omnenka no Kaplan-Meier Ha mennanaTa Ha | Hamasenne
BPEMETO /10 CHbOUTHETO (Meceln) HAa pHuCKa
FC R-FC Log-rank
(N =276) (N =276) p-cToliHOCT
[IpexxuBsemoct 6€3 mporpecus 20,6 30,6 0,0002 35 %
(PFS)
001112 IPEKUBIEMOCT 51,9 NR 0,2874 17 %
[TpexxuBsemoct 6e3 crOuTHE 19,3 28,7 0,0002 36 %
Crenen Ha otroBop (CR, 58,0 % 69,9 % 0,0034 n.a.
nPR wmu PR)
Yecrora Ha CR 13,0 % 24,3 % 0,0007 n.a.
[TpoabKUTETHOCT HA 27,6 39,6 0,0252 31 %
OTTOBOpP™ @.
[IpexxuBseMocT 06e3 3a00sIBaHe 422 39,6 0,8842 @
(DFS)** @
Bpewme o HOBO eueHne HA 34,2 NR 0,0024 \ %
XJU1 ‘0
CrerneH Ha OTrOBOP M 4€CTOTA Ha CR, aHaJIM3UpaHU C IOMOIITa Ha Xu KBaapart TECT. NR: He e J0! aﬁ) n.a.
HENPUIIOKUMO
*: IPIJIOKKUMO camo MpH nanueHTty, nocturanm CR, nPR, PR;
k. TMPUJI0KUMO CaMO NIpU NAUCHTU, JOCTUT Al CR, ‘ Q
<
Pesynrtartute oT ApyruTe NOANBPIKANIA TPOYUBAHUS, IPUIATALIH P &e@ B KOMOHHAITUS C IPYTH
xumuoTepaneBTunaan cxemu (Brirousan CHOP, FCM, PC, PC TAMYCTHH U KJIaApUOWH) 32
JICYCHUE Ha HEJICKYBaHU TIPS TOBA MAMECHTH W/ UIH TalueH uauBupaina/pedpaxrepaa XJ1I,

CBHINO MTOKa3BaT BUCOKA 00IIa CTETIEH Ha OTTOBOP C TMOJ3a 11 Y eHue Ha yectorara Ha PFS,
BBIIPEKH Y€ ce 0TOENA3Ba YMEPEHO MO-BHCOKA TOKCHYH COOEHO MUEIIOTOKCUYIHOCT). Te3n
MPOYYBaHUS MOJKPEIAT ynorpedara Ha puTyKcumad &' YA BUJIOBE XUMHUOTEPAIIUS.

Hanau ot npubnmsurenHo 180 manuedTw, ieky €/IF TOBA C PUTYKCUMa0, TIOKa3BaT KIIMHUYHA
noinza (BkmrountenHo CR) u monkpenst HO]@H e4eHHe ¢ pUTyKcumao.

Ileouampuuna nonyiayus OO

IIpoBeneHO € MHOTOIIEHTPOBO, OTKPHTO, paHIOMHU3UpaHo MpoyuBaHe Ha LMB xumunorepanus
(KOPTHKOCTEPOUIH, BHHKPHCT gmo@oc@amm, BHCOKa 71032 METOTPEKcaT, IIMTapaduH,
JIOKCOPYOUIIMH, eTorno3u ] 1 €pOifHa HHTpaTEKaTHA TePaITHs

[MeToTpekcaT/unTapabun KOCTEPOH/I]) CAMOCTOSITETHO MJIH B KOMOMHAIHS ¢ pUTYKCUMA0 TIpH
MeAMATPUYHU MaIne nekyBad npeau ToBa CD20 mosutueen DLBCL/BL/BAL/BLL B
HaTpeHall CTaIui eHAJIMAT CTaanui e onpeseneH kato ctaauid |11 ¢ mosumenu auBa Ha LDH
(“B-high”), [LD, a IIbTH HaJl yCTAaHOBEHATA B JIe4eOHOTO 3aBeIeHUe TOpHA TPaHUIa Ha
HOPMAJTHHTE, ¢ QQQCTH 3a Bp3pacTHu (> N X 2)], Bcexu craauii IV win BAL. [Manuenture ca
paHzoOMHU3 3a rnony4aBane Ha LMB xuMuoTepanust wim mecT HHTpaBeHO3HH UH(Y3HH C
PUTYKC no3a 375 mg/m? TenecHa MOBLPXHOCT B kKoMOuHaus ¢ LMB xumuoTepanus (qse mo
Bp €KH OT JIBaTa MHIYKIMOHHH Kypca | €JIMH 110 BpeMe Ha BCEKH OT J[BaTa

KO JMAIMOHHU Kypca) cropen cxemara LMB. O6mio 328 pangoMusupaHu MallHEHTH Ca BKITIOYEHH
B aHAJIM3HTE 32 €(UKACHOCT, OT KOUTO €IMH MALMEHT Ha BB3PACT 0] 3 TOJUHHU € MOTYUHIT
putykcnMab B komOuHanus ¢ LMB xumuoTepamnust.

JBete pamena Ha neuenue, LMB (LMB xumunorepanus) u R-LMB (LMB xumuorepanust ¢
puTyKcUMab), ca JoOpe OaaHCHpaHH MO OTHOLICHUE Ha U3XOJHHUTE XapaKTepUCTUKH. MennaHaTa Ha
BBb3pacTTa Ha MalueHTHTe € 7 U 8 ToAuHu ChOTBETHO B pamoto ¢ LMB u ¢ R-LMB. [Ipubnausurento
nosioBuHara oT nanuenture ca B ['pymna B (50,6% B pamoro ¢ LMB u 49,4% B pamoto ¢ R-LMB),
39,6% B I'pyna C1 B nBete pamena u 9,8% u 11,0% ca B I'pyna C3 crorBeTHO B pamenara ¢ LMB u ¢
R-LMB. Bs3 ocHoBa Ha cTagupanero mo Murphy moseuero maruentu ca wiu BL crammii 11 (45,7% B
pamoro ¢ LMB u 43,3% B pamoto ¢ R-LMB) wiu B-AL, ITHC orpunarenau (21,3% B pamoto ¢ LMB
u 24,4% B pamoto ¢ R-LMB). [1pu nmo-manko ot nonoBuHara naueHTu (45,1% B 1BeTe pameHa) e
3acerHar KOCTHHUST MO3bK, a IpH noBeveTo mnaipenTn (72,6% B pamoto ¢ LMB u 73,2% B pamorto ¢
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R-LMB) ITHC He ¢ 3acernara. ITbpBruHaTa KpaiiHa To4ka 3a epukacuoct ¢ EFS, mpu xoero
CHOUTHETO € OTIPENICIIEHO KAaTO HACTHIIBAHE HA MPOTPECHS Ha 3a00JISIBAHETO, PEIUIINB, BTOPO
3JT0KaYECTBEHO 3a00JIIBaHe, CMBPT 0 KAKBUTO ¥ Ja € MPUYNHK WITH JIUTICA Ha OTTOBOP, JOKA3aHO
ype3 OTKPUBAHE HA OCTATHUHH KHU3HECTTOCOOHH KieTku cief Bropust kypec CYVE, koeto HacThu
IbpBO. Bropuunute Kpaitau Toukn 3a eduxacuaoct ca OS u CR (mrbiiHa peMucus).

[pu npeABapUTEIHO YTOUHCHUS MEKAMHEH aHATU3 CJIel MeIHaHa Ha POCIeIIBaHe PHUOITH3UTEITHO
1 roauHa ¢ HaOMIO1aBaHO KIMHUYHO 3HAYMMO [10100pEHME Ha IIbPBUYHATA KpakiHa Touka EFS, xaro
n3uncienara 1-rogumna yectoTa € 94,2% (95% Cl, 88,5% - 97,2%) B pamoto ¢ R-LMB crpsmo
81,5% (95% Cl, 73,0% - 87,8%) B pamoto ¢ LMB, a xopurupanust HR mo Cox e 0,33 (95% CI, 0,14
—0,79). Ilo nmpenopbka Ha HE3aBUCHMaTa KOMUCHS 32 MOHHTOpHpaHe Ha AanHuTe (Independent Data
Monitoring Committee, IDMC) B3 OCHOBa Ha TO3W PE3yJITAT PAaHIOMH3UPAHETO € CIIPSHO U Ha
nanueHTuTe B pamoTo ¢ LMB e mo3BosieHo fa mpeMuHaT KbM MoJydaBaHe Ha PUTYKCHMa0. 6@

[IspBUYHUTE aHATM3H HAa CPUKACHOCTTA Ca U3BBPIICHH ITpH 328 paHAOMU3UPAHU nauHeH
MenuaHa Ha rpocneasBane 3,1 romunu. Pesynrature ca onucanu B Tabnuna 14. Q

Taonuua 14 Ipersien Ha nbpBUYHUTE pe3yaTaTu 3a epukacHoct (ITT nony.n

AHajamn3 LMB -rMB
(N = 164) .\ (N=164)
EFS 28 cp0ouTHA C)\\I 10 ce0uTHA

Ennoctpanen log- ranly‘/c@ croitaoct 0,0006
Kopurupan HR ntg’&\),sz (90% CI: 0,17; 0,58)

3-roauirHa 4ecrora 82,3% &'v 93,9%

Ha EFS (95% Cl: 75,7%3%,5%) (95% CI: 89,1%:; 96,7%)
OS 20 CMLpTCgcngh,laﬂ 8 cMBpTHU ciyyas
PN

é&CvaaHeH log-rank rect p-croiinoct 0,0061
urnpan HR 1o mozen ma Cox 0,36 (95% CI: 0,16; 0,81)
xO

3-roauirHa 4ecrora 7 87,3% 95,1%

na OS Q) (95% CI: 81,2%; 91,6%) (95% CI: 90,5%; 97,5%)
Yecrora na CR f& 93,6% (95% CI: 88,2%; 97,0%) | 94,0% (95% CI: 88,8%; 97,2%)

IIspBuYHN 3 3a e(hMKAaCHOCT IOKa3Ba Moj3a 1o otHomeHue Ha EFS ot nobaBsiHeTo Ha
pUTYKCH LMB xumuoTepanusi B cpaBHEHHE ChC CAMOCTOSTENTHO Npuiioxkenne Ha LMB
ust, karo HR 3a EFS ¢ 0,32 (90% CI 0,17 — 0,58) ot perpecuonen ananus mo CoX,

XUM
K H I10 HallMOHAJTHA TPyIIa, XKUCTOJOTHA U TepaneBTUYHA Tpyna. Beipeku ue He e
HaOMpaBaHa 3HAUYMTENTHA pa3iiKa B Opos Ha manueHTuTe, nocturaanu CR, Mexmy nBere rpynu Ha

JIeueHHe, 1MoJi3aTa oT J00aBsHeTo Ha puTykcnmab kbM LMB xuMuorepanus e mokaszaHa chIo U npH
BTOpHYHaTa kpaiiHa Touka OS, kato HR 3a OS ¢ 0,36 (95% CI, 0,16 — 0,81).

EBpomneiickaTa AreHnus 1Mo JexapcTBaTa 0CBOOOXK 1aBa OT 33bDKEHHUETO 32 IPE0CTaBsIHE Ha
pe3yiTaTUTEe OT MPOYYBAHMATA C PUTYKCHMAO BbB BCHUKH MOATPYIH Ha MEAUATPUIHATA MOITyJIaus
npu QONMKyJIapeH JIUM(POM U XPOHUYHA TUM(OIMTHA JEBKEMHUS U IIPH NIeTUaTPUYHA NOIMyJIanus Ha
BB3pAcCT OT paxkianeTo 1o < 6 mecena npu CD20 mo3utrBeH nudysen B-enpoxnerbueH muMpom.
Bwxre Touka 4.2 3a nHbOpMAIHSI OTHOCHO yIIOTpeda B MeIuaTpusTa.

KinHuueH onut npyu peBMaTOUJIEH apTPUT
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EdukacHocTTa 1 6€30MacHOCTTa Ha pPUTYKCUMA0 3a 00JicKYaBaHe Ha CUMIITOMMTE U MPU3HAIIUTE Ha
PEBMATOHJICH apTPUT MPH MAIMEHTH, KOUTO HE Ce MOBIUIBAT JOCTaThuHO OT nHXHOUTOpU Ha TNF, ca
JIOKa3aHU B €JHO MAJIOTHO PAaHJOMHU3UPAHO, KOHTPOIUPAHO, TBOMHOCISIIIO MHOTOLIEHTPOBO N3MTUTBAaHE
(M3nutBane 1).

WznurBane 1 onensaBa 517 manueHTH ¢ Hea/leKBaTeH OTTOBOP WIIM HETIOHOCHMOCT KbM €/IMH WIIH
noBeue BUI0BE JieueHue ¢ naxuoutop Ha TNF. [lanuenTure, MOaX0ASIIM 32 H3MUTBAHETO, Ca UMATTH
aKTHBEH PEBMAaTOHJICH apTPUT, TUATHOCTHIIMPAH CIIOPE] KPUTEPUUTE Ha AMEPUKAHCKHS KOJIEXK TI0
pesmatoiorus (ACR). Putykcnmab e mpunaran oz ¢popmara Ha 1B HHTPABEHO3HH WH(Y3HUH Ipe3
unTepBai ot 15 qau. [amuentute ca momyyaBanmu 2 X 1 000 mg unTpaBeHO3HH HHDY3UH C
puTykcuMab uiu miarebo B komouHanus ¢ MTX. Beuuky naieHTy ca rnojrydyaBaiy eJHOBPEMEHHO
60 mg npenHu3oH nepopanHo Ha 2-7 aeH u 30 mg Ha qHu 8-14 cnen mepBara nHGY3Ms. [IbpBryHaTa
KpaliHa TOYKa € IPOICHTHT NMarueHTH, Kouto nocruratr orroBop ACR20 Ha 24-Ta ceqmuiia. @.
[NaruenTute ca nmpocieasaBaHu ciiea 24-Ta CeAMHUIIA 33 JBJITOCPOYHU KPaiHU KPUTCPUH, Bkn% HO
penTrerorpadcko u3cienBane Ha 56-ta cenmura u Ha 104-ta ceqmuna. [Ipes ToBa BpeMe
MAIMEeHTHTE OT ITbPBOHAYAIHATA TPyTIa ¢ TUIanedo0 ca MOYIHUIH PUTYKCUMA0 MeXIy 6-Ta
CEJIMMIIU CHITIACHO MPOTOKOJIA HA OTKPUTO Pa3IIMPEHO POYyYBaHE. 6

WznuTBanmsaTa HAa pUTYKCMMAa0 TIPH MAIMIEeHTH C paHeH apTpUT (MaIeHTy 0e3 €CTBAIIlo
JieYeHHE C METOTPEKCAT U MAIMEHTH C HEJJOCTAaTh4eH OTTOBOP KbM METOTPEKEAT, HO BCE OILIE
HenekyBanu ¢ TNF-anda mHXUOUTOPH) ca JOCTUTHATIHM CBOUTE MMbPBUYH U TOYKU. Purykcumad

HE € MMOKa3aH IPU Te3H MAIlMEHTH, Thil KaTO HMa JOCTAThYHO ,Z[aHHI/I.X OIACHOCT MPH
MPOIBIDKUTENHO JEUCHUE ¢ PUTYKCHMa0, 0COOCHO 10 OTHOIICHHE HE PHEKA OT pa3BUTHE Ha
3710KauecTBeHH 3a0omaBanus u [IMJ1.

*
Pe3yﬂmamu 10 omHouleHUe Ha AKMUBHOCMMA Ha 3a00/A6 Q

PI/ITyKCI/IMa6 B KOM6I/IH3HI/I${ C METOTPEKCAT 3HAYUTCIIHO qyaBa OTHOCHUTCIIHHA JAJ1 MAIIMCHTH,
nocturany nmoHe 20 % momoopenne Ha ACR ckopa, €HHUE C MAIMEeHTHUTE, JICKyBaHU CaMo C
metorpekcar (Tabnuma 12). BsB Bcnuku mpoy4s BpeMe Ha pa3paboTBaHe Ha MPOAYKTa,

MoJ3aTa OT JISYEHUETO 3a MAIMEHTHTE € OMIa CX , HE3aBUCHMO OT BB3pacTTa, 1oJia, TeJecHaTa

MOBBPXHOCT, pacara, Oposi Ha MpeIUITHUTE @:Hm WY CTaTyca Ha 3a00JI1BaHETO.

KIMHMYHO M CTAaTHCTUYECKH 3HAYHNMO pEHHE € YCTAHOBEHO ChIIO0 U MPU BCHYKW WHIWBUYaTHH
kommoneHTH Ha ACR otroeop (0poit OJIC3HEHH M TIOJIyTH CTaBH, 00II[a OI[CHKA HA MAI[UCHTH U
JeKap, CKOp Ha MHJIEKCa Ha WH supane (HAQ), onieHka Ha 6onkara u C-peakTUBHU POTEUHU

(mg/dl). Q

Ta6auna 15 K.Jmn @'ronop HA MbPBUYHA KpaiiHa Touka npu u3nureane 1 (ITT

1o )
@ - M3xont ITnaue6o+MTX Purykcumad +MTX

R P (2 x 1000 mg)

MzmurBascth N N =201 N =298
ACR20 36 (18 %) 153 (51 %)™
@ ACR50 11 (5 %) 80 (27 %)™
Q ACR70 3 (1 %) 37 (12 %)™
N EULAR otrosop 44 (22 %) 193 (65 %)™

(mo6Bp/ymMepeH)
CpenHa npoMsiHa Ha -0,34 -1.83""
DAS

T Usxox cnen 24 ceqmunu
3HaunMa pasnuka ot miane6o + MTX nmpu mepBruHa BpemeBa Touka: ***p < 0,0001

ITanmenTHTe, TEKyBaHU C PUTYKCUMA0 B KOMOMHAITUS C METOTPEKCAT, Ca UMaJIi 3HAYUTEITHO T10-
roJIIMO HaMaJICHUE Ha CKOpa 3a akTUBHOCT Ha 3aboisBaneTo (DAS28) B cpaBHEHUE ¢ AIUEHTHTE,
nexyBaHu camo ¢ Metotpekcar (Tadmuna 15). AHaoru4HO, BbB BCHYKHU MPOYYBAHUS JOOBD 0
yMepeH otroBop criopen Esponeiickara nura cperiry pesmatusma (European League Against
Rheumatism, EULAR) e mocTursar mpu 3Ha4UTEITHO TIOBEYE MAIUEHTH, JIEKYBaHU C PUTYKCHUMA0 U
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METOTpEKCAT, B CPABHEHHE C MAIHEHTHUTE, IEKyBaHU camMo ¢ MetorpekcaT (Tabmura 15).

Penmeenozpagcxu omeosop

CTpYKTYpHUTE CTaBHU YBPEXKIaHUS ca OIICHSIBAHU PEHTICHOTPa(CKH, KaToO ca U3pa3eHU upe3
npoMmenute B Moguduimpanus Total Sharp ckop (mTSS) 1 HeroBHTE KOMITOHEHTH — CKOP 3a €PO3HS U
3a CTECHSBAHE HA CTABHOTO MPOCTPAHCTBO.

IIpu m3nuTBane 1, mMpoBeAEHO TP MAITMSHTH ¢ HeaaeKBaTeH OTTOBOP MM HETIOHOCUMOCT KBbM €ITHO
WK TToBeue JiedeHust ¢ maxuouropu Ha TNF u mony4aBanu puTykcumad B KOMOWHAIIHS C
METOTPEKCaT, ca MOKa3aau 3HAYUTEITHO MM0-C1ab0 peHTreHorpadCcKo MporpecupaHe B CPaBHEHHUE C
MalMEeHTUTE, KOUTO Ca MOMy4aBaly IIbPBOHAYAIHO caMO MeToTpekcaT. OT MalueHTUTe, JICKyBaH!
IPBOHAYATHO CaAMO C MeToTpeKcaT, 81 % ca moiryuninu puTykcumMad KaTo TOTBIHATETHO JICUCHHE
MeXIy ceamui 16-ta 24-ta Wi KaTo NpoIbIKCHUE HA KIIMHUYHOTO U3MUTBAHE MIpeau S6-T, @
ceamuna. [1o-roasM mpoLeHT OT MalMeHTUTE, MOMy4aBaiu IbPBOHAYAIHO JICUCHUE C 6
putykcnMad/MTX, chIIo He ca UMalld IPOTPECHst Ha epO3UBHUTE MIPOIECH 3a 56 ceuMHum

(Tab6mura 16). 0\
wi)\

Ta6auna 16  Pentrenorpadexu pesyararu cien 1 rogmna (mITT monmyaamy

[Tnane60+MTX P nmab +MTX
~ x 1000 mg

HsnurBane 1 (n=184) =N (=273
CpenHa mpoMsiHa OT U3XOHO HUBO :\ ./

Momudumupar O6m1 ckop Ha Sharp 2,30 ) 1,01"

Ckop 3a epo3us 1,32 0/ 0,60"

CKop 3a CTECHsIBaHE HA CTABHOTO 0,9<V 0,41

MIPOCTPAHCTBO
[IpouenT manmeHTH 6€3 peHTreHorpadCKu \@) 53 % NS
MTPOMEHHI R
[TpoueHT manueHTy 6e3 NPOMEHH 0 52 % 60 % NS
150 manueHTH, MbPBOHAYAIHO PAHIOMHU3HPAHH 32 nonyHaB@a mwrane6o + MTX B M3nursane 1, ca mory4yiin MoHe eIuH

kypc o RTX + MTX 1o enna ronuna
*p < 0,05, **p <0,001. Cpkpamenne: NS, H63Ha‘16

Nuxubupanero Ha CKOPOCTTa Ha nporgdnBHo CTaBHO YBPEXaHE € HAOJII0JaBaHO ChILO
NPOABIDKUTENIHO BpeMe. PeHTren (ckoTo n3cnenBane ciuen 2 TOAUHYU NPHU U3MUTBaHE | MoKa3Ba

3HAYUMO 3a0aBecHA nporpecun YKTYPHUTEC CTaBHU YBPCKAAHUSA IIPU MAITUCHTH, ITOJTydaBallln
pI/ITyKCI/IMa6 B KOM6I/IH3HI/I OTpEKCaT, B CPAaBHECHUEC CHC CAMOCTOATCIIHOTO MMPUIIOKECHUC Ha
METOTPEKCAT, KaKTO U 3 O IMO-BUCOK IMPOLCHT MallUCHTHU 0e3 mporpecus Ha CTaBHOTO YBPCIK/IAHE

3a epuoa ot 2 roaun

Pezynmamu no %eﬁue Ha usureckama QyHKYUs u Ka1ecmeomo Ha HCUBOM

Hab6mronas aYNTETHU HAMaJICHUs Ha CKOpOBeTe 3a nHeKe Ha nHBamuauiupane (HAQ-DI) n

ymopa (FA atigue) Mpu MarueHTH, JIEKYBaH! C pUTYKCUMa0, B CPaBHEHHUE C MTAIUEHTHTE,

JIEKy MO ¢ MeToTpekcaT. [[poleHThT Ha TallMeHTUTE, JIEKYBaHU C PUTYKCHUMA0, C MUHIMAJTHA
ku 3HaunMa paziuka (MCID) B HAQ-DI (ompeneneH kaTo MHAMBHIyaTHO HAaMalIeHUE Ha

00 Kop oT > 0,22) e chII0 NO-BHCOK OTKOJKOTO NpU OOJTHHUTE, MOTydYaBal caMO METOTPEKCaT

(Tabmura 17).

3HaYMMOTO 1MOI0OOPEHUE Ha KaYeCTBOTO HA JKUBOT, CBBP3aHO ChC 3/IPAaBETO, CE I0Ka3Ba U ChC
3HaYMMOTO MMo00penue Ha ckopa 3a pusudecko 3apase (PHS) u ckopa 3a ncuxuuecko 3apase (MHS)
npu SF-36. OcBeH TOBa, 3HaAYMMO TIO-BHUCOK MPOLIEHT manueHTH ca nocturaainu MCID 3a te3u
ckopose (Tabnuna 17).

Tadauua 17  Pesyaratu oT puzndyeckara GyHKIUS M KAYeCTBOTO HA KUBOT HA ceqMuIa 24
npu u3nureane 1
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Pesynrarut [Tnaneco+MTX Putykcumab +MTX
(2 x 1000 mg)

n=201 n=298

Cpenna npomsna Ha HAQ-DI 0,1 —0,4™

% HAQ-DI MCID 20 % 51 %

Cpenna npomsna Ha FACIT-T -0,5 -9,
n=197 n=294

Cpenna npomsna Ha SF-36 0,9 5,8

PHS

% SF-36 PHS MCID 13% 48 %™

Cpenna npomsna Ha SF-36 MHS 1,3 47" %

% SF-36 MHS MCID 20 % 38 %"

T Pesynratu cien 24 cenqmum

~=
3HaunMa pasiHKa oT Ianebo B IbpBOCTENIEHHATa BpeMeBa Touka: * p < 0,05; **p < 0,001; ***p < 0,000 @AQ-
DI > 0,22, MCID SF-36 PHS > 5,42, MCID SF-36 MHS > 6,33.

Eguxacnocm npu ceponozumuenu nayuenmu ¢ agmoanmumena (RF u/unu anm&
Cepono3uTHBHU NanneHTy ¢ peBMaronsieH daktop (RF) w/umm anTr-nukn TpYJIMHUpaH
nentua (antu-CCP), nexkyBanu ¢ purykcuMad B KOMOMHAIHS C MeTOTp Ka3BaT 3acHJIeH
OTrOBOp B CPaBHEHHUE C MAIMEHTH, HETAaTUBHH 3a JBaTa (hakTopa. *

PC3YJIT3TI/ITC oT C(l)I/IKaCHOCTTa IIPpY MalUCHTH, JICKYBAHU C PUTY , Ca aHaJIM3UpPaHU Bb3 OCHOBA
Ha CTaTyca Ha aBTOAHTHUTENIATa IPEIU HAYAIOTO Ha JICUCHUETQ/ 54—Ta CeJMHIIa TIPY TIAIIMEeHTHUTE,
cepono3utuBaU 3a RF n/nnmm ant-CCP B HavanoTo, chie ﬁg‘ 3HAQYMMO MTO-BUCOKA BEPOATHOCT OT
nocturade Ha ACR20 u 50 B cpaBHEHHE ChC CEpPOHETaT marenTs (P = 0,0312 u p = 0,0096)
(Tabnuma 18). Te3u Haxoaxu ce MOBTapAT Ha 48-Ta ¢ a, KOraTo CEPOTO3UTUBHOCTTA 110
OTHOLIEHHUE Ha aBTOAHTUTENATA ChLIO 3HAYUMO I10 Ba BeposTHOCTTA OT nmocturane Ha ACR70. Ha
48-Ta ceqMuIia BEPOSITHOCTTA CEPOTIO3UTUBHUTE entu na nocturaat ACR orroropu e 2-3 mbtu
MO-TOJISIMa B CPaBHEHHE ChC CGpOHeFaTI/IBHIQ(iO u.

CeponooKUTETHUTE NALUEHTH Ca UMaJl 3HaYMMO Mo-rojisiMo HaMmajsienue Ha DAS28-ESR B
CpPaBHEHHE ChC CEPOOTPHUIIATEITHUTE I u (Ourypa 1).

Taoauna 18

Pe3ome Ha e@ocﬂa CIOpe/I CTATYCa HA ABTOAHTHTEJIATA HA U3X0IHO HUBO
N

24 Ceamuia 48 Cenmuia
\ Cepomnouro- Cepoorpuua- Cepomnouro- Cepoorpuna-—
@ JKUTECJITHN TCJIHHU KUTECJITHN TECJIHHU
A\ (n = 514) (n = 106) (n = 506) (n = 101)

ACR20 (%) /AN 62,3* 50,9 711* 51,5
ACR50 (%), ~ U 32,7* 19,8 44,9** 22,8
ACR70 (%N~ 12,1 5,7 20,9* 6,9
EULAR ofgoBop (%) 74.8* 62,9 84,3* 72,3
Cpe msna Ha DAS28- —1,97** -1,50 —2,48*** -1,72
E

HuBaT, Ha 3HAYMMOCT ca OTpeielieHr Kato * p < 0,05 **p < 0,001, ***p < 0,0001.

@urypa 1:

IIpomenu oT u3xoaHoTo HUBO HAa DAS28-ESR cnopen Haya/JHus cTaTyc Ha

AaBTOAHTHUTeEJIATA
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A—#—+ AHTU-CCP +Hu n/unm RF +Hu (N=562) 8—3-8 AHM-CCP -Hu u/unu RF -H‘t (N=116]
O
Ipoovrocumenna eghuxacnocm npu MHO2OKpaAmuu Kypcose Ha mepdnu
JleuenneTo ¢ pUTyKCHMad B KOMOMHAIUS C METOTPEKCAT MPH M aTHU KypCOBE BOJH J10
MPOABIDKUTENHO MOJ00peHre Ha KITMHUYHNTE TpU3HAIM U en¥iTONn Ha PA cnopen ACR, DAS28-
ESR u otroopute no EULAR, kxoeTo ce ycTaHOBsIBa pU W3CIICIBAHU MOMyJIAlNY MALUEHTH

(®Durypa 2). HabmomaBaHO € MPOIBIDKUTETHO TTO100pe (m3nueckaTa QpyHKIUS CIOpen
toukute 32 HAQ-DI u npo1ieHTa manueHTu, mocTUr CID 3a HAQ-DI.

®@urypa 2: ACR otrosopu 3a 4 kypca Ha J@ﬂne (24 cenmuIu cjiex BCeKH Kypce (3a
NalMeHTH, 32 ocelIeHne) NAIHEHTH ¢ HeOCTATbY€eH 0TTOBOP KbM
unxuoutopu na TNF (n )

O

e

E 60

z y EACR20
s 501 EIACR50
T 40 «

c OACR70
£ 30 4

=

B O

3-Tn 4-Tn
Kypc Kypc Kypc

Knurwrko-nrabopamopuu oannu

O6m0 392/3095 (12,7 %) nmanueHTy ¢ peBMaTOMIEH apTPHUT ca MOKa3alH MOJIOKUTEIEH pe3ynTar 3a
ADA 1ipu KJIMHUYHUTE U3MUTBAaHUS ciell ieueHue ¢ purykcumad. [lossata na ADA npu nmoseyero
MAIMEeHTH He € CBhP3aHa C KIIMHUYHO BIIONIABAHE WIIH C YBEJIMYEH PUCK OT PEAKIMU CIIeT TIOCIICABAIIH
nHpy3un. Hamrarero va ADA Moxke 1a ce CBhpKe C BIIOIIABaHE HA PEaKMHUTEe KbM UH(Y3HATA WU C
QIEPIUYHUTE PEaKLIUK CJIe]l BTopaTa HH(Y3HUs Ha MOCIIEABAIINTE KypCOBeE.

He()uampulma nonyiauusi

EBpomneiickaTa ATeHIusI 1Mo JieKapcTBaTa 0CBOOOXKAaBa OT 33aIBDKCHHUETO 3a TIPEIOCTaBsHE Ha
pe3yaTaTUTEe OT IPOYYBAHUATA C PUTYKCMMA0 BbB BCHUKH MTOAIPYIH Ha MeIUATPUIHATA TOIMYJIaIHs
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[IPY aBTOMMYHEH apTpuT. BrkTe Touka 4.2 3a uH(pOpMaIMs OTHOCHO yroTpeda B IeANaTPUITA.

Knuanuen onut npu rpanyiomarosa ¢ noauanruutT ((CTIA rpanynomarosza Ha Wegener) U
MHUKPOCKOICKH mojimanruut (MITA)

Bweeorcoane 6 pemucus npu 8b3pacmuu

B I'TIA/MIIA Ilpoyusane 1, o6mo 197 narmenTy Ha BB3pacT 15 TOAMHA WK TIO-TOJIEMH C TEXKKa
axtuBHa ['TIA (75 %) u MITA (24 %) ca BKJIIOYCHH U JICKYBaHH B KOHTPOJIUPAHO C aKTHBEH
CpaBHUTEJICH NPOIYKT, pAHIOMHU3UPAHO, ABOHHOCISIO, MHOTOLIEHTPOBO M3MIMTBAHE 32 TOKa3BaHEe Ha
HE MM0-MaJika e(UKacHOCT.

[TanmeHTHTE Ca paHAOMH3UPAaHU B choTHOIIeHHE 1:1 3a monmyyaBane Ha nuKiIoochamu mne op%)
nueBHo (2 mg/kg Ha 1eH) B IpoabibkeHne Ha 3-6 Mecena nim putykcumab (375 mg/m?) sen
CeIMHYHO B IIPOABIDKEHHE HA 4 ceaMUIM. Benuky marmeHTH B paMoTo Ha IUKIopocham
HOJTy4YaBaJIy HOATbPIKAIa TEPAIHS C a3aTHOIIPHH I10 BpeMe Ha npocieassaneto. [lam B JIBETE
pamena ca nonmydaBaiu 1 000 mg myscoBO MHTPaBEHO3HO (i.V.) METHIIIPETHU30I0H &apyr
TIIIOKOKOPTHKOH] B eKBHBAJICHTHA /103a) JHEBHO 3a | 710 3 IHM, 1OCIIEBAHO OT IT 30H HEPOPATHO
(1 mg/kg Ha nen, He moBeue ot 80 mg Ha 1eH). HamansBaneTo Ha 103aTa Ha TIp OH TpsiOBa 1a e
3aBBPIIIIO 10 6 Mecella OT HAuaJ0TO Ha JICUCHUETO B U3IUTBAHETO. Q

)

V3MepHTENAT Ha bPBHYHKSA PE3YITAT € MOCTHIaHe Ha IThJIHA PEMHUCH Q—m Mecell, OIpeAesIeHa
kato 0 Touku cropes bupMuHraMckust CKOp 3a aKTHBHOCT Ha BacK I/I\npn rpaHyjoMaTo3a Ha
Wegener (Birmingham Vasculitis Activity Score for Wegener’s omatosis - BVAS/WG) u
CIHMpaHe Ha Tepanusira ¢ riokokoptukounn. [Ipensapurenne JIeHaTa FPaHMLIA 3a HE IT0-MaJIKa
euKacHOCT 3a pa3nuka B ieueHHeTo e 20 %. KimanuHoT BaHE [I0Ka3Ba HE I10-MaJKa
e(hMKaCHOCT Ha PUTYKCUMa0 B CpaBHEHHE C ITUKIO(O 10 OTHOLLIEHUE HA IbJIHA PEMUCHS
(complete remission - CR) Ha 6-ust mecerr (Ta6ﬂnu§'

EdukacHocT € HaOmo1aBaHa KaKTO NPH MalieH OBOJIMAarHOCTUIIUPAHO 3a00JIsIBaHe, TaKa U MPH
MAIMSHTH C PEIUAUBHUPAILO 3a00JIIBaHe (T@ua 20).

Ta6auna 19  IIpoueHT Ha Bb3pac allMeHTH, MOCTUTHAJIU IBJIHA peMUCHUs HA 6-us
Mecell (monyJanus | t-to-treat™)
Pury 0 Muxkiaopochamun Paszinka B 1e4eHHETO
N (n=98) (PuTykcumao -
,5% nukJaopochamua)
\J 10,6 %
Crenex @ 63,6 % 53,1 % 95,1 %° CI (-3,2 %,
( 24,3 %) ?

. CI = ngge WHTEpBaJ.
. * Bméusiha a Hali-omus ciryyai
2 JlokazaHa e Q p*Maika euKacHOCT, Thil kKaTo HonmHaTa rpaHuna ( —3.2 %) e mo-BHCOKa OT NMPEABAPUTEITHO

ornpeen Panuia 3a He mo-mainka edukacuoct (—20 %).
5 o AT uHTEpBa oT 95,1 % oTpasssa nomenHuTtenHo 0,001 anda oT MexxaMHHMS aHANMN3 HA ePUKACHOCTTA.

Ta6auma 20  ITpJiHa peMucHus HAa 6-Us Mecell cope] cTaTyca Ha 3a00JI5IBAHETO

Putykcumad Muxaodochamun Paznmka (CI 95 %)
Bcuuku nanueHTH n=299 n=98
HoBoanarnocTunupanu n=48 n=48
PeuuauBupamm n=>51 n=>50

IILiana pemucus

Benuky nanueHTH 66 % 53,1 % 10,6 % (-3,2, 24,3)
HoBoauarHocTuunpanm 60,4 % 64,6 % —4,2 % (—23,6, 15,3)
PeunuauBupamm 66,7 % 42,0 % 24,7 % (5,8, 43,6)

lezmara ce BMCHsIBaHE Ha Ha-JIOIIUS CHy‘Iaﬁ 3a MalqUCHTHU C JIMIICBAIIIU JaHHU
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Hvna pemucus na 12-us u 18-us mecey

B rpymnara ¢ putykcuma6, 48 % ot narmenTute ca nocruraanu CR Ha 12-us mecer, a 39 % ot
nanueHTute ca nocturaanu CR Ha 18-us meceu. [Ipu nanmenTure, nekyBanu ¢ nukiodochamua
(mocneaBaHO OT a3aTHONPHH 32 MOALbPIKaHEe Ha TBJIHA peMucus), 39 % oT nauueHTuTe ca
nocturaanu CR na 12-us mecer, a 33 % or manuenture ca nocturdanu CR ma 18-us mecerr. Ot 12-
ust Mecerl 1o 18-us Mecelr ca HaOOaBaHu § ciydvas Ha PEUANB B Tpylara Ha pUTyKcuMao, B
CpaBHEHHE C YETHPHU B rpynara Ha HukiodochaMu.

JlabopamopHa oyenka

06110 23/99 (23 %) OoT manMeHTHTe, JCKYBaHH C pUTYKCUMAaO OT KIMHUYHOTO U3MHUTBAHE 32
BBBEXKJIaHE B peMuUcHs, ca Ovu rostoxkuteau 3a ADA o 18-tust mecer. Huro equn ot 99-te
MAIMEHTH, JIEKYBaHU ¢ pUTyKcuMal He e On nmojoxwuresieH 3aADA nipu ckpuauara. Hama Buguma
TEHICHIIMS WX OTPUIIATEITHO Bh3/ICHCTBUE Ha HanmnuueTo Ha ADA BbpXy 0€30macHOCTTa Uil @
e(hMKaCHOCTTa B KIMHUYHOTO MU3IUTBAHE 32 BHBEKIAHE B PEMHUCHSL. 6

To0ovporcawo nevenue npu 6vb3pacmuu \@

O6mo 117 manmentu (88 ¢ I'TIA, 24 ¢ MIIA u 5 ¢ orpanndeH B 6b0penuTe Back J!@BLmaH c
ANCA) B pemucus Ha 3a00II1BaHETO, Ca paHJIOMHU3UPAHU JIa TTOTy4aBaT a3aTHO (59 manmenTH)
Wi puTykcumad (58 manmeHTH) B IpOCIEKTUBHO, MHOTOLIEHTPOBO, KOHTP aHO, OTKPUTO
npoy4BaHe. BkitoueHnTe marueHT ca Ha Bb3pact ot 21 10 75 roauau
HOBOJIMArHOCTUILIMPAHO WM PELHAMBHPAIIO 3a00JBaHe B IbIHA PEM
JieueHHe C TIIOKOKOPTHKOUIN U MYJICOBO JiedeHue ¢ nukinodochami. {foBedyero ot mauuenture ca
own nonoxutensau 3a ANCA mpu TuarHOCTHIIMPAHETO WM B X a TAXHOTO 3a00JIsIBaHe, UMaT
XHCTOJIOTHYHO TOTBBPAEH HEKPOTU3HPALL BACKYJIUT HA MaJIK BOHOCHH CHOBE C KIMHUYEH
¢enorun Ha ['TIA nau MITA, unu orpanudeH B 6L6peunTa§ 1T, cBbp3ad ¢ ANCA, unmm u nBete.

nien KOMOMHUPaHO

TepanusiTa 3a BbBEXKIAHE B PEMHUCHS BKJIIOUBA MPeE]] HTPaBEHO3HO, MIPUJIATaH IO MpeIeHKa Ha
M3CIIeIoBaTeNs, MPEAXOKAAH MTPH HAKOU IMAMEHTH QT MYICOBO JICUeHHE C METHIIIPETHI3OIOH U C
mUKIoQochamMu 10 TOCTUTaHe Ha PEMUCHSI CIIE 0 6 mecena. [lo ToBa Bpeme u B paMKUTE Ha

MakcUMyM | Mecell Clie] TOCISAHUS ITYJIC C nodochamul, MAIUEHTUTE ca Pa3lPeICICHA Ha
CITy4aeH MPUHITUI J1a TIOJy4aBaT PUTYKC %Be nHTpaBeHo3HN nH(DY3uu ot 500 My, pazaeneHu
nipe3 nBe cenmuny (Ha Jlen 1 u Jlen 19 nensanu or 500 Mg i.V. Ha Bceku 6 Mecela B
mposDKeHne Ha 18 Mecerna), iy aza puH (TIpUIarad nmepopaiHo B g03a 2 Mg/kg/nen B
npoIb/oKeHne Ha 12 mecera, ¢ a 1,5 mg/kg/nen 3a 6 mecerna u Hakpast | mg/kg/nen B
poabinkeHre Ha 4 mecena ( aHOBsSIBaHE Ha JICUCHHETO ciiell Te3u 22 mecena)). [Ipu euennero
C TIPEJTHU30H JI03aTa € Ha afia MIOCTETICHHO M CJIE]] TOBA 3abpiKaHa Ha HUCKA 1032
(mpubam3urenHo 5 My ) B IpoIbJDKEHNE Ha Hal-Masiko 18 mMecelia cie paHIoOMHU3aIHsTa.
Hamanssanero Ha 1 a TIPEHU30H U PEIICHUETO 32 CIIHpaHe Ha JICYSHHETO C TPETHI30H CIIe]]
18-us mecer ca 6 MPELIeHKA Ha M3CJICI0BATEIS.

>
Bcenukn nabr ca nmpocneasiBaau 10 28-mu Mecer (10 mim 6 Mecera ChOTBETHO CIIe]T TIOCIeIHaTa
Yy

UHQ Y3 KcrMab WM 1032 Ha azatuonpuH). HeoOxonnMa e mpoduiakTuka Ha THEBMOHHMS,
npuy @)T Pneumocystis jirovecii, npu Bcuuku nanmenty ¢ 6poit Ha CD4+ T nmumdonutu mox 250
H H MIJIHMETBDP.

W3mepuTten 3a MbpBUYHAA PE3YITAT € UECTOTATa HAa 3HAYUTENICH PEIUINB Ha 28-MH Mecell.

Pezynmamu

Ha 28-ust Mecelr 3HaunTeNIeH peunauB (ONpeaeicH KaTo OBTOPHA 110sBa Ha KIIMHUYHU W/WITH
nabopaTopHU MPHU3HAIY HA aKTUBHOCT Ha Backyiuta ([BVAS] > 0), kouto 6rxa MO Jia IOBEIaT JI0
OpraHHa HeIOCTaThYHOCT WJIM YBPEXIaHe, Wi OuXa MOTJIH Ja ObJaT )KMBOTO3aCcTpalIaBalln) €
HacThIu nipu 3 nanmeHTH (5%) B rpynara ¢ putykcumad u 17 nanuentn (29%) B rpynara c
azaruonpud (p=0,0007). Hesnauntennu penuanuBu (KOUTO HE ca )KUBOTO3AaCTpaIIaBaIli 1 He
NPEM3BUKBAT 3HAYUTEITHO OPTaHHO YBPEXKIIaHE) Ca HACTBIIIM NIPU CEJIeM NAlMeHTH B rpyrara ¢
putykcumad (12%) u mpu oceM ManueHTH B rpymnaTa ¢ azatuonput (14%).
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KpuBute Ha KyMylaTHBHATA YeCTOTA TIOKA3BAT, Y€ BPEMETO JIO IIbPBUS 3HAYUTENICH PEIUJIUB € T0-
MIPOIBIDKUTETHO TP MAITUCHTH ¢ PUTYKCHUMAa0, KaTo ce 3all09HEe OT 2-HMs MECEIT M ¢e IMOoIbpka 110 28-
us mecern (durypa 3).

®@urypa 3: KyMysnaTuBHA 4ecTOTa HAa MbPBH 3HAYMTEJIEH PeNlIUB BbB BPEMeTO

100

801

60

PelnaHe

0

— — - Azathioprine —_—— —— — — —
Rituximab r—1

+ Censored v r ‘
—— - —+
g | A;’

Bpeme Ha npexussemoct (Mecenn)

IpoweHT OT NALMEHTH ¢ MBPBEH SHAYHTEIEH

BpOﬁ TAIMUEHTH CHC 3HAYUTEIICH PELUINB v

>

N
Asamompnn |0 10 |3 3 15 |5 |8 |8 (4\)' 9 9 [0 |13 |15 |17
1

Bpoii naimentu B puck

Purykenmab | O 0 0 0 1 1 1 [
R
4 42 41 40 39 36 34 0

Asamonpnn | 59 | 56 | 52 | 50 | 47 |47 [ 44"
Purycuvab | 58| 56 | 56 | 56| 55 | 54 4 54 |54 |54 |54 |54 |52 [50 |0
3abenexka: I1alHeHTHTE ca LSH3YPHPAHH Ha 28-Hsi MeCell, ako He cd MMali ChOHTHE.

JlabopamopHu oyenku QQ

0610 6/34 (18%) ot marMeHTuTe, nerﬁa C pUTYKCHMMa0 B KJIIMHMYHOTO M3IMTBAHE C MO IbpKAIla
Tepanusl, ca pa3suwin ADA. Hsma Bun TEHJICHIINS WJTH OTPUIIATEITHO Bh3ACHCTBHE HA HATMYHUETO
Ha ADA BBpXY 6e3onamocn@m<amocna B KJIMHMYHOTO M3MMTBAHE C MOIbpPIKAIlA TepaITusl.

Heouampuuna nonynayus Q

I panynomamosa c n@uum (I'TIA) u muxpockoncku noauancuum (MIIA)

ITpoyusane W A25¢ 1 (PePRS) e MHOTOLIEHTPOBO, OTKPUTO, HEKOHTPOJIMPAHO MPOYUYBAHE C €THO

u u 6 narenTtu (24%) nmat MITA Ha m3xonHo HUBO. OceMHaaeceT nanueHTH (72%) umar
HOBOWMATHOCTHUIIMPAHO 3a00JsIBaHe TIpU BKIIIOYBaHE B ipoyuBaneTo (13 manuentu ¢ [TIA u 5
naruerTu ¢ MITA), a 7 manmenT umat perauBupanio 3adosnssane (6 manuentu ¢ ['TIA u 1 nanueHT
¢ MITA).

Jln3aliHbT HA IPOYYBAHETO CE€ ChCTOM OT HadyallHa 6-MeceuHa (pa3a Ha BbBEXKIAHE B PEMUCHS C Haii-
Masiko 18-meceuHo mpocieasBane 10 00110 MakcUManHo 54 mecena (4,5 roaunu). [TanuentuTe
TpsibBa J1a MOIyYaT Hal-Majko 3 J03M HHTPaBEHO3HO MeTHpeaan30ion (30 mg/kg/men, 6e3 na ce
HajaBuinaBa | g/nen) nmpeau mbpBaTa HHTPAaBEHO3HA HH(Y3HS Ha PUTYKCHMA0. AKO € KITMHIUYIHO
MOKa3aHOo, MOTaT Jia ObJAT MPUIIOKEHH J0 TPU AOMBIIHUTEIHU THEBHU JI03U UHTPABEHO3HO
METHIIIIPETHN30JI0H. CxeMara Ha BhBEXK/JAaHE B PEMHCHUS C€ ChCTOU OT OO0 YETUPHU WHTPABEHO3HU
vH(Yy3UH ¢ pUTYKCUMa0, 10 €IHa BEIHBXK CEMMYHO, B 1032 375 MQY/M? TenecHa MOBBPXHOCT Ha JIHH
1, 8, 15 u 22 ot npoyuyBaHeTO, B KOMOMHALMS C IEPOpaAIeH NPEIHU30JI0H WK peaun3oH 1 mg/kg/nen
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(maxkc. 60 mg/neH), KaTo J03aTa Ce HaMalsiBa IMoCTerneHHo 10 MuHuMyMa ot 0,2 mg/kg/nen (Make. 10
mg/aen) kbM Mecer 6. Ciien azata Ha BbBEXKIAHE B pEMHUCHS, TAI[ICHTUTE MOrar (110 IpelcHKa Ha
U3CcJIeIoBaTeNs) 1a TOIyYaBat MmociaeaBaiy HH]y3uu ¢ puTykcuMab Ha win cieq Mecernr 6 3a
nojyIbprkane Ha pemucusra mo PVAS (Ileanatpuden ckop 3a akTHBHOCT Ha BacKyjuT, Pediatric
Vasculitis Activity Score) u KOHTpoOJI Ha aKTHBHOCTTA Ha 3a00/1sBaHeTo (BKIFOYMTEIHO IIPOrPECHS Ha
3200JIIBaHETO MM 0OOCTPSIHE) WU 3a TIOCTUTAHE Ha ITbPBa PEMHUCHS.

Bewnuku 25 nanueHTy ca 3aBbpIIMIA BCHIKATE YSTHPU HHTPABEHO3HN MH(Y3UH BEHBXK CEAMUYHO 32
6-MeceunaTa (paza Ha BbBEKIaHe B pemucus. Q010 24 ot 25 naryeHTy ca 3aBbpIIniIk Hali-Maako 18
Mecela Ha Ipocie/sBaHe.

Lenute Ha TOBa Mpoy4BaHe ca oleHKa Ha 6e3omacHocT, OK mapamerpu u ehrkacHOCT HAa pUTYKCHMAaO

npu neguatpuynn nanueHTu ¢ ['TIA u MITA (ua Bb3pact > 2 g0 < 18 rogunn). Lenute 3a
e(pUKacCHOCT B IPOYYBAHETO Ca EKCIUIOPATOPHU U Ca OLCHABAHU MIPEIUMHO IIPH U3MOI3BAHE AS

(Tab6muma 21).

Kymynamuena 0oza na enokoxopmukouou (UHMpaseHo3Ha u NepopaIna) KoM mece 0

HBanecer un gyerupu ot 25 nmamuentu (96%) B mpoyuBane WA25615 ca n Ny TIOCTETIEHHO
HaMaJIIBaHE Ha JI03aTa Ha MepopayHus rirokokopTHkous 10 0,2 mg/kg/nean(110-Majiko OT UIH PaBHO
Ha 10 mg/nen, KoeTo e mo-HUCKO) Ha uiu 1o Mecer 6 o BpeMe Ha a3 OCTENEeHHO HamaJlsiBaHe

Ha epOpAITHUTE CTEPOU/IN, OTIPEeIeHa CIIoOpe T IIPOTOKOIa Ha npoytf&

Hamanenue Ha MeauaHaTa Ha o0IaTa rnepopaiHa ynorpeda Ha I KOPTHKOUM Cce HaOIr0aaBa OT

Cenmuna 1 (Menuana = 45 mg eKBUBAJIEHTHA J103a MPETHNA3Q : 35-60]) mo Mecen 6 (Menrana
= 7,5 mg [IQR: 4-10]), kosTO ciie/ TOBa ce MOTbPKa 10 I\Q 12 (meaunana = 5 mg [IQR: 2-10]) u
Mecen 18 (meaunana =5 mg [IQR: 1-5]).

Tlocneosawo reuenue 20

ITo Bpeme Ha nepuosa Ha LSI0TO HpquBaH@uneHTnTe ca MoNTyYriid MeXy 4 u 28 uHy3uu Ha
putykcumab (o 4,5 roaunu [53,8 mece allMEHTHUTE Ca TMONyIrin 10 4 bTH 1o 375 mg/ m?2

pUTYKCHMAO, MPUOIU3UTEITHO Ha BCE cela 10 MpelneHka Ha u3cnepoBarenst. O0mo 17 ot 25
nanueHTy (68%) ca MOTy4IHITH TOTbI JIHO JIeueHHe C pUTyKcuMad Ha wim ciien Mecen 6 110
NPUKJII0YBaHE HA IPOYYBaHET T 17-Te ca moyy4uiu JOIBJIHUTEIHO JICUCHUE C PUTYKCHUMA0

Mexay Mecen 6 u Mecen 180

)

Tatauua 21 HpO)@e WA25615 (PePRS) — Pemucusi cnopen PVAS kbm Mecen 1, 2, 4, 6, 12

|
f all
Busura oy, \ Bpoii pecionnepu B pemucus cropen PVAS® 95% CI*
npquBaHfés (decrota Ha oTrOoBOp [%])
n=25

Mecer | 0 0,0%, 13,7%
Mecen 2 1 (4,0%) 0,1%, 20,4%
Mecen 4 5 (20,0%) 6,8%, 40,7%
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Mecern 6 13 (52,0%) 31,3%, 72,2%

Mecer 12 18 (72,0%) 50,6%, 87,9%

Mecen 18 18 (72,0%) 50,6%, 87,9%

“PVAS 0 1 NOCTUrHATO HaMaJABaHe HA J03aTa Ha IIIIoKoKopTkouaa 1o 0,2 mg/kg/nen (umu 10 mg/aen, koeto e
[0-HKUCKO) B MOMEHTA Ha OLICHKa

“PesynraTnTe 3a eUKaCHOCT ca eKCIIOPATOPHHU M HE € TIPOBEXKIAHO O(QUIIMATHO CTATHCTHIECKO H3CIIC/IBaHE 3a
Te3U KpaitHU TOUYKH

Jleuenneto ¢ putykcumab (375 mg/m? X 4 undysun) no Mecell 6 € eTHAKBO 3a BCHUKH MaIUeHTH. JleueHreTo pu
npocnessiBane cnef Meceln 6 e 1o npeleHKa Ha H3ClIeI0BaTeNsl.

JlabopamopHu oyenku

O6m10 4/25 mauuentu (16%) passuBat ADA 1o Bpeme Ha nenus nepuoA Ha npoyusane. O
JaHHU TI0Ka3BaT, 4e He ce HAOJ0AaBa TCHACHIMS B HEXKEIAaHUTE PEaKIyH, C’I)O6H16HI/I
noJoxuTesHu 3a ADA nanueHTH.

Hsma BuanMa TeHIEHIUS WM OTPULIATENIHO BB3/ICHCTBHE HA Hamu4uueTo Ha AD y
Oe3omacHOCTTa WK €PUKACHOCTTA B KIIMHUYHUTE U3MUTBAHUS [IPU HeIUATPHY nueHTy ¢ I'TIA n
MIIA.

EBpormeiickaTa areHums 1o JiekapcTBara 0cBOO0XKAaBa OT 3aIbJKCH NQHPC[IOCT&BSIHC Ha
pe3ynTaTUTe OT MPOYUYBAHUATA C PUTYKCUMA0 TIPH TIeInaTpUIHAT TIAIUS Ha BB3pacT < 2 TOJUHU
npu Texxka aktuBHa ['TIA umu MITA. BuxTte Touka 4.2 3a I/IH% sT OTHOCHO yIioTpeOa B

neIuaTpusITa. K\
11B Ipoyusane 1 (IIpoyusane ML22196) 6@0

EdwukacHocTTa 11 Oe30macHOCTTa HA PUTYKCHMA OMOWHAIWSI C KPATKOTpaifHa Tepamnus ¢ HUCKA
JTO3H TITIOKOKOPTHKOU (TIPETHU30H) ca OleHeRy TpH HOBOJUArHOCTUILIMPAHHU TTAIUEHTH C YMEPEH 10
TexbK nempuryc (74 ¢ nempuryc BynraQ B] u 16 ¢c nempuryc pommaneyc [[1D]) B ToBa
PaHIOMU3UPAHO, OTKPUTO, KOHTpOJ'II/I H@, MHOT'OLIEHTPOBO IIpoy4BaHe. [lanuenTure ca Ha Bb3pact
Mexnay 19 u 79 ronunu u He ca yapaJiy Mped TOBa JieueHue 3a neMpuryc. B nonymnamusra c [1B
5 (13%) manueHTH B TpymnaTa kcumab u 3 (8%) malMeHTH B Tpynara Ha CTaHaapTHA J03a
IIPEIHU30H Ca UMaJU yMepe nsiBaHe, a 33 (87%) nauueHTH B rpynara Ha puTykcumad u 33
(92%) nauueHtu B rpyna T HAAPTHA /1034 MIPEJHU30H ca NMaJIH TEKKO 3a00IsIBaHe CIIOpes
Kputepuute Ha Harm CT Ha 3200JI5IBaHETO.

Kinnanuen onur npu neMduryc ByJarapuc

HauHeHTnTe ca UIMPaHH 10 U3XO/IHA TEXKECT Ha 3200 s1BaHETO (YMEPEHO HIIH TEXKKO) U ca
paHIOMU3U Jla TIOJTy4aBaT PUTYKCMMa0 M HUCKA 7032 MPETHU30H, WM CTaHAapTHA /1032
NPEHU30H eHTI/ITe PaHIOMU3UPAHU B TpyIlaTa Ha PUTYKCHMA0, ca MoJyvYaBajii HadyaaHa
HHTpaBe nH(py3us ¢ 1 000 mg putykcumab Ha [len 1 ot mpoyusanero B komOuHanus ¢ 0,5
pe)Z[HI/ISOH MepopatHo, ¢ OCTENIEHHO HaMaJIsIBaHe Ha J103aTa B MPObIDKEHHE Ha 3
Me dKO ca MMaJId yMepeHo 3a0ossiBade, win 1 mg/kg/neH npeHu30H epopaiHo, C TIOCTEICHHO
HamaJlsBaHe Ha J03aTa B IPOJIbJDKEHUE Ha 6 Mecela, ako ca MMaJli TEKKO 3a00JsBaHe, U BTOpa
uHTpaBeHo3Ha nHdysus ¢ 1 000 mg na len 15 ot npoyuanero. [logabspxany nadysnu c
putykcnmabd 500 mg ca npuaranu Ha 12-ust u 18-ust mecen. [lannenTure, paHAOMU3MpaHU B TpymarTa
Ha CTaHJapTHA J103a MPEAHU30H, ca MoJyYaBain bpBoHaYaHO 1 mg/Kg/neH MpeIHU30H epopaHo,
C TMOCTENICHHO HaMallsiBaHe Ha J]03aTa B IPOAbJDKEHUE Ha 12 Mecena, ako ca UMald yMEpeHO
3a0oiisaBane, win 1,5 mg/kg/neH npeaHru30H MepopaiHo, C MOCTEIICHHO HaMallsIBaHe Ha J103aTa B
poIbDKeHne Ha 18 Meceria, ako ca UMaiu TexXKo 3abosiBane. [laruenTure B rpymnara Ha
PUTYKCHMa0, KOUTO Ca MOJYUYHIIN PEUUANB, MOTaT J1a IOJIyYaT JOIIbIIHUTENHA HHPY3HS C PUTYKCUMA0
1 000 mg B xoMOHMHALUS ¢ IPEAHNU30H BbB Bb30OHOBEHA WJIH MOBULIECHA 103a. MHpy3uute 3a
MOJyIBPIKAIIA TEPAHSI U PEIMIUB Ca MPUIIAraHu He MO0-PaHo OT 16 ceMHUIIM clie]l peIecTBaiaTa
UHQY3Hs.
[IppBHYHATA LIE)T HA TPOYYBAHETO € MOCTUraHe Ha IIbJIHA PeMHUCHs (ITbJIHA eMUTENU3aM U JIUICA Ha
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HOBH W/WJIM YCTAHOBCHH JIC3UH) Ha 24-us Mecel] 0e3 pujiaraie Ha Tepamus ¢ MPeIHU30H B
MPOIBIDKEHHE Ha ABa wim moBede Mecena (CRor 32 >2 Mecera).

Pezynmamu om 1B Ilpoyueane 1
[Ipoy4yBaHeTo OKa3Ba CTATUCTUYECKU 3HAUUMHM PE3YJITATH HA PUTYKCHUMA0 U HHUCKA 1032 [IPEIHU30H

B CpPaBHEHHUE ChC CTAaHJAPTHA J103a TPeIHU30H Npu nmocturane Ha CRofr > 2 Mecena Ha 24-us Mecel|

npu nauuenty ¢ [1B (Bxk. Tabmuna 22).

IIpouent Ha manuentuTte ¢ IIB, KONTO ca MOCTUrHAIM MBJIHA peMUCHS 0e3

Tabauna 22
Tepanusi ¢ KOPTHKOCTEPOUIH B MPOIbJIXKEHNE HA JIBA WM NOBevYe Mecela, Ha 24-

us mecell (Intent-to-Treat nonyaanus - I1B)
Purykcumab + [Ipexauzon
[penuu3on N=36 p-croitHocT® 959
N=38 .
<0,0001 %8 4: 76,5)

10 (27,8%) 66
N
>

Bpoii pecrionnepu 34 (89,5%)

(gectora Ha OTTOBOP
[%])

®p-cToiiHOCTTa € moydeHa oT ToueH TecT Ha Fisher ¢ mid-p kopekuus

°95% noBepuTenieH uHTEpBaI € Kopurupan Newcombe unrepBan

‘-

Teparm;[ C IPEAHU30H WIN
B CpPaBHEHHE C IALIMEHTH Ha
)J;CMOHCTpI/Ipa CIeCTsIBaIl

Bposr Ha nanueHTHTE HA PUTYKCUMA0 IIJIFOC HUCKA 1033 TPEAHU30
Ha MIUHHMAaJHA Tepamnus (1o03a npeaan3oH 10 mg wim mo- MaJ'IKa

CTaHJapTHA J03a MPEeIHU30H Mpe3 24-MeceuHns Iepro/ HaJl
ynorpebaTa Ha ctepounu eekT Ha purykcumabd (durypa 4(\

OuIn Ha Tepanus 6e3 WM CbC

®urypa 4: Bpoii nauuenTH, KOUTO Npe3 Bpe
) MUHUMAJTHO KOJTHYECTBO KOpTH poun (<10mg/nen)
407 Treatment Group
Rituximah + Frednsone (N = 38) -

15 - [———- Prednisone (N = 36) - 15""—5—5--___‘%____-9_____6 ———e——a—a

o)
P Oa
25 f
O
B 204 \ |II + -+ e
4 iI .'FI
E 154 '
: e

10 ,’i' ‘
l £
/
1 O 4
‘J.E) -+ -
o r L) e e — i — s — —
”% “ﬁ,{é

<,
T T

%

isit

<

P empoCneKmugHa 1a00pamopHa oyeHKa

@%;ﬁ% o, 0,0, 1, 0, 0 %

O

9/34 (56%) nanmentu c 1B, nekyBanu ¢ puTykcumad, ca Omnu nosnoxkutenaau 3a ADA

00
anTuTena o 18 mecena. He e sicHa kiMHUYHATa 3HAYMMOCT Ha 00pasyBaHeTo Ha ADA mpu naruenTu

c 1IB, nexyBaHnu ¢ putykcumao.

11B Ilpoyusane 2 (Ilpoyueane WA29330)

B pannomuzupaso, ABOMHOCIANO, JBOMHO MAaCKUPAaHO, MHOI'OLIEHTPOBO IIPOYYBAHE C AKTUBHO
CPaBHUTEIHO JIEKapCTBO, € CpaBHEHA 0€30M1acHOCTTa ¢ e(pUKacHOCTTa Ha PUTYKCHMAO ¢ Ta3H Ha
mukogenonar moderin (MMF) npu nanmenTu ¢ ymepes 10 texbk [1B, kouro nomygasar 60 — 120
mg/nen nepopaiien npenHu3oH Wi ekBuBaieHt (1,0 — 1,5 mg/kg/nen) npu BritouBaHe B
NPOYYBAHETO C TIOCTENIEHHO HamassiBaHe Ha go3ata 10 60 win 80 mg/nen kbMm [len 1. [Manuenture ca
¢ moTBbpAeHa Auarnos3a [1B B pamkuTe Ha npegumHuTe 24 Mecela u ¢ I0Ka3aHo YMEPEHO JI0 TEKKO
3abossiBane (onpezneineHo karo oo PDAI (Pemphigus Disease Area Index) ckop Ha akTHBHOCT > 15).
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CTo TpHaeceT U IET MAlUEHTH ca PaHIOMHU3HPaHH 3a jeueHue ¢ purykcumad 1 000 mg, mpuiioxkeH B
Hen 1, [len 15, Ceamuna 24 u Cenmunia 26 winu nepopasien MMF 2 g/nen 3a 52 cenmuiy, B
koMmOuHanus ¢ 60 unu 80 Mg nepopalieH NpeJHU30H, KaTo A03aTa Ha MPeJHU30HA Ce HaMallsBa
nocrenenHo 10 0 mg/nen no Ceamuna 24.

[IspBuuHaTa 1€ 32 €(PUKACHOCT HA TOBA U3IUTBAHE € Ja OIICHH e()UKACHOCTTA Ha PUTYKCUMAO B
Cenmua 52 B cpaBHeHHe ¢ MMF 3a rmocTurane Ha IPOABIDKHUTEIIHA IThITHA PEMHUCHS, OTIpeIeICHa
KaTo IMOCTUTaHe Ha U3JIeKyBaHe Ha Jie3nuTe 0e3 HOBH akTUBHU Jie3nd (T.e. PDAI ckop 3a akTuBHOCT
0), mpu 0 mg/neH mpeHU30H WK EKBUBAJICHT, KAKTO U TOAIBPKAHETO HAa TO3U OTTOBOP 3a MoHe 16
MOCJIETOBATEIHUA CEIMUIIU TI0 BpeMe Ha 52-CeAMUYHUS TEPHO/I.

Pezynmamu om IIB Ilpoyusane 2 @
[IpoyuBaneTo feMOHCTpUpPa NPEBH3XOJACTBOTO Ha puTykcuMad Hax MMF B komOuHanus ¢
MOCTETIEHHO HAMAJISIBAIll KYPC Ha TIEpOPaTHA KOPTHKOCTEPOUIH TIPH MOCTUTAHE HA ITHJIHA nst
0e3 kopTukocTepouan > 16 cemvunn B Cenmuma 52 mpu naruerTs ¢ [1B (Tabmmma 23

MHO3WHCTBOTO OT nanueHnTure B Moaudunupanata [TT momymanus ca HOBOJHArHOC panu (74%),

a 26% OT mauueHTUTe UMaT yCTAaHOBEHO 3a00is1BaHe (IPOABIKUTETHOCT Ha 601160@ 6 mecena) u
ca noJiy4yaBanu jgedenue 3a [1B.

Ta6anna 23 Ilpouent Ha manuenTuTe ¢ [IB, konTo mocTurar cra bJIHA peMucus o6e3
KOPTHUKOCTEPOUAHA Tepanus 3a 16 uiu noseue cej B Ceamuua 52

(mogu¢punmupana ITT monynanus) 0

Purykcumab | MMF b W‘(a (95% CI) p-
(N=62) (N=63) CTOMHOCT
Bpoif pecrioniepH 25 (40,3%) 6 (9,5%;@,30,80% (14,70%, 45,15%) | < 0,0001
(cTeneH Ha
otroBop[%)]) 0

Hosoauarnocturmpanu | 19 (39,6%) <%(9,1%)
»

MMalMEHTH O

IMarmenTn ¢ | 6 (42 9%p 2 (10,5%)
YCTaHOBEHO
3a0oJsiBaHe f\\

MMF = Muko¢eHonat T, CI = JloBepuTeneH HHTEPBAIL.

HoBoauarnocturmp MEHTH = MPOABDKUTEIHOCT Ha 3a0osiBaHeTo < 6 Mecerna wim 6e3
MpeAlecTBauo Jede 3a [1B.
[ManmenTu ¢ yc HO 3a00J1sIBaHe = MPOABIDKUTEITHOCT Ha 3a0011BaHeTo > 6 Mecena u ¢

a p-cToifHOCTTa € M3mo3BaH TecThT Ha Cochran-Mantel-Haenszel.

An @a BCHUYKH BTOPHYHHU TIapaMeTpH (BKJI. KyMYJIaTHBHA MEpOpaHa KOPTUKOCTEPOUTHA 7103,
o0 obocTpstHYS Ha 3a00J1IBaHETO, MPOMSIHA B KAYECTBOTO HA KMBOT, CBBP3aHO CHC 3/IPaBETO U
NU3MEPCHO qpes HepMaTOHOI‘I/IT-IHI/ISI HNHIACKC HA KAYCCTBOTO Ha )KI/IBOT) HOTBT)p)K)IaBaT CTAaTUCTUYCCKHU
3aHYUMUTE Pe3yITaTH C pUuTyKcuMad B cpaBHeHHe ¢ MMF. M3nuTBaHeTo 3a BTOPUYHU KpalHU TOYKU
€ KOHTPOJIUPAHO 32 MHOKECTBEHOCT.

I'moxoxopmuxoudna excnosuyus

KymynaruBHara 103a nepopajiHu KOPTUKOCTEPOUIM € 3HAUYUTEITHO IT0-HUCKA MPH MaluEeHTH,
JIEKyBaHH ¢ puTykcuMab. MenaHaTa Ha KyMyJaTHBHATA 034 peaHn30H (Min, max) 8 Ceamuma 52 €
2 775 mg (450, 22 180) B rpynara ¢ purykcuma0, B cpaBaenue ¢ 4 005 mg (900, 19 920) B rpynara ¢
MMF (p=0,0005). O6umsT Opoii 060CTpsHUS IPH NALUEHTHTE, JIEKYBaHH C PUTYKCUMA0, B
cpaBuenre ¢ MMF, e 3HaunTento mo-HuchK (6 cpemnty 44 (p<0,0001)), a manmeHTHTE € TIOHE €HO
obocTpsHe Ha 3a007s1BaHeTO ca mo-mManko (8,1% cpemry 41,3%).
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JlabopamopHu oyenku

KoM Cenmuria 52, o6mio 20/63 (31,7%) ot maruenTure, JeKyBaHu ¢ putykcumab 3a 1B, mokaspar
noJIoKUTENHU pe3ynratu 3a ADA (mpu 19 ot TsX Te ca MHAYLUpaHH OT JICUCHUETO, a IpH 1 ca
MOJICWJICHH OT JieueHueTo). Hamnuunero nHa ADA HsiMa BUIMMO HETaTUBHO BIUSHHE BHPXY
6e3omacHoctTa mnn egukacHoctTa B [I1B [Ipoyusane 2.

5.2 DapMaKOKMHETHYHH CBOCTBA

HexopxknHOB auM(OM IIPH BB3PACTHU

[Tpu enuH nomynanuoHeH GpapMakOKHHETHYEH aHainu3 pu 298 nauuentu ¢ HXJI, kouto ca
MOJyYaBaH €JTHOKPATHO MM MHOTOKPATHO UH(Y3Us ¢ pUTYKCHMaO KaTO MOHOTEpAIHS WU B
komOuHanus ¢ CHOP tepanus (mpuioxeHuTe 1031 Ha puTykcuMad ca Bapupanu ot 100 1o @
500 mg/m?), oGuyaiinuTe MOMyIaMOHHU U34MCIeHUs Ha Hecnienuduunus kampbHe (CL1), q
crneruduunust kaupwsHC (CL2), BeposTHO ¢ prHOCca Ha B KJIeTKUTE WM TYMOPHHS TOBap, a Ha

pasmpenelieHne B eHTpaTHAS KoMImapTuMeHT (V1) moka3Bat ¢croTBeTHO 0,14 1 Ha neH, % Ha JcH U
2,7 |. I3uucnenara MeauaHa Ha TEPMUHATHUS STMMHAHAIIMOHEH MTOIYKHBOT HA PUT e 22 nuu
(rpanuma 6,1 mo 52 gam). Usxomgausar 6poit Ha CD19-mo3uTHBHUTE KIETKU U pa3 Ha
WU3MEPUMUTE TYMOPHHU JIE3UH JOMPHUHACST 3a M3BecTHA BapuadbuiaHoct Ha CL; H Kcumad Tpu

nanuute ot 161 nauuenTy, nomydasamu 375 mg/m? nox gopmara Ha MHTp
npoab/okeHue Ha 4 ceqmuiy. [larpenture ¢ mo-sucok opoii Ha CD19-
TYMOpPHH Jie3uH ca umManu no-rossiMm CL,. Cnien kopekiwst 3a 6post Ha TTO3UTHBHHU KIIETKU U
pasmepa Ha TYMOpHUTe Jie3un, obaue, CL, ocTaBa ronsm KOMHOHeﬂelg1 HTEpUHIUBH Iy aTHA
BapraOWITHOCT. V1 Bapupa CIOpe] IUIOIITa Ha TeIeCHATa MTOBb] TIT) u CHOP Tepanusra.
Tasu BapuabunnocT Ha V1 (27,1 % u 19,0 %), 3aBuceina cbo ot rpanunure Ha [ITII (1,53 mo
2,32 m?) u exnospemenno npmiaranata CHOP tepanus, e§mhgéurenno manka. BespacTra, ONBT 1

cTatychT Ha npencTaBsae mo C30 HaMaT eeKT Bbp dfappiakoxuHeTHKaTA HA purykcumab. Tosn
aHaJIM3 TI0Ka3Ba, Y€ KOPUTUPAHETO Ha 103aTa Ha PUTYKEUMa0 criopes HIKOM OT U3CieaBaHuTe

o3fa uHQy3us B
HU KJICTKH WU

Putykcumad, npuiaras rmox ¢opMaTa Ha I/I%GHO?:Ha uHby3us B 103a 375 mg/m2 Mpe3 UHTEPBAT OT
€[lHa CeIMMILIA B MPOIbIKEHNE Ha 4 1103 3 nanuentu ¢ HXJI, kouTo He ca ieKyBaHHU ¢

PUTYKCHMa0 JTOTOTaBa, BOJU JIO CPel cient ueTBbprara uHdysus ot 486 pg/mL (rpanuna 77,5
10 996,6 ug/mL). Purykcumab ce oTK B CepyMa Ha narieHTu 3-6 Mecera cien Kkpas Ha
MOCJIETHOTO JICUECHHE. \

uab B 103a 375 mg/m? nox opMara Ha UHTpPaBEHO3HA UH(Y3HUS TIPE3
ponbinkenue Ha 8 no3u Ha 37 manuentu ¢ HXJI, cpennara Cpax ce
enBaiiia HHQY3HsI, KaTo Bapupa ot cpeaHo 243 pg/mL (rpanuia

BaTta uHOy3us 10 550 pg/mL (rpanuma 171-1177 pg/mL) ciex ocmata

IIpu npunoxeHuero Ha p
VMHTEPBAJ OT €/IHA Cel
yBEJIMYaBa cles Bes
16-582 pg/mL) cx

uHby3ust.
Y

ca TCIIHO IMMPUIJIOKCHUC Ha pI/ITYKCI/IMa6.

DLBCL/BL/BAL/BLL npu neguarpuysy MarMesTH

B ximmHmyHOTO M3nuTBane, npoyusamo DLBCL/BL/BAL/BLL npu nenuarpuuny nauuenty, OK e
NpOy4BaHa B MOJrpymna ot 35 nanueHTy Ha Bh3pacT 3 u noseue rojunu. OK e cpaBHIMa Mex1y IBETE
Bb3pacToBu rpymu (> 3 1o < 12 rogunu cnpsamo > 12 o < 18 roxunn). Crien aBe 1.V. uHPY3UH ¢
putykcuMab B mo3a 375 mg/ M2 BBB BCEKH OT JIBATa WHIYKIHOHHHU nuKeia (Muke 1 u 2), mocieasanu
oT eaHa i.V. uadysus ¢ putykcnmab B 103a 375 Mg/m? BbB BCEKH OT KOHCOJNMIAIMOHHUTE UK
(umxba 3 u 4), MakcMMaliHaTa KOHIIEHTPAIHS € Haii-BHCOKa Clie]l YeTBbpTaTa HHQY3us (LUKBI 2) ChbC
cpenHa reoMeTpryHa croHocT 347 pug/mL, mocieaBana OT NO-HUCKH CPETHH T€OMETPHYHU
MaKCHUMAJIHU KOHIIEHTpaluu ciies ToBa (ukbi 4: 247 pg/mL). Ipu ta3u cxema Ha npuiiaraHe Hai-
HHCKUTE HHMBA Ca IIOCTOSHHYU (CpeHu reoMeTpryHu cToiHocTh: 41,8 pg/mL (npeau no3ara Ha HUKBI
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2; cen 1 nukei), 67,7 Hg/mL (mpemu mosara Ha 1MKEI 3, ciex 2 nukbiaa) u 58,5 pg/mL (npean
Jo3arta Ha IMKba 4, cren 3 nukbia)). MeanaHata Ha eTAMUHAIIHOHHHMS TIOTYKUBOT TP I€AHATPHIHH
MAIUCHTH Ha BB3PacT 3 U MoBeve rogunu ¢ 26 THu.

DK xapakTepuCTHKH Ha puTykcuMab npu neauatpuunn nanuentn ¢ DLBCL/BL/BAL/BLL ca
Mo00HU Ha Te3H, HaOII0JaBaHu IPH Bb3pacTHH mareHTy ¢ HXJI.

Hsama nanmmaan OK gannu 3a rpymaTta Ha BB3pacT OT > 6 Mecera 10 < 3, HO BBIIPEKH TOBa
nonynarronHara @K nporxosa moakpenst cpaBauMa cucteMua ekcro3uust (AUC, Cinough) B Ta3u
BB3pacToBa IpyIma, B cpaBHeHUE ¢ > 3 roaunu (Tadmuna 24). [To-mankust pa3mep Ha TymMopa Ha
W3XO0JTHO HUBO € CBBP3aH C MO-TOJIIMATa CKCIO3UIINS TOPAJIX MO-HUCKUS KIUPHHC, 3aBUCUM OT
BpPEMETO; BBIIPEKH TOBA, CHCTEMHUTE €K3MO3UIINH, TIOBJIHSHHA OT Pa3IMYHUTE pa3Mepy Ha TyMOpa, ce
3ama3BaT B IPaHUIUTE HA epUKACHATA SKCIIO3UIIHSI C IPUEMITHB ITPOodui Ha OE30MacHOCT

Tadauuna 24 IIporHosnu @K mapamMerpm cjieq cxeMa Ha NMpWJIaraHe Ha pn@ npu

neanatpuuanu namuentu ¢ DLBCL/BL/BAL/BLL

&

N7
Bn3pacrToBa rpyna fozr:;eua A0 <3 >3 10 <12 roqunun > 12410 ¥ 18 roqnnu
Cirough (LQ/ML) 47,5 (0,01-179) 51,4 (0,00-182) N 4,1 (0,00-149)
N\
AUC1—4 LUKBI - - \ -
(Lg*nen/mL) 13 501 (278-31 070) 11 609 (135 31{{@ 11 467 (110-27 066)

4
Pesysrarute ca npeacraBenu noj Gopmara Ha meauana (Min — max); Ctrough np%hifma [ukbn 4 npeau no3ata.

'S w
XpoHn4Ha TUMGBOITUTHA JIEBKEMUS K\

Putykcumab e mpuiarad KaTo HHTpaBeHO3HA HH(Y3 3a 375 mg/m? npu IbpBUS LUKBJI,
yBenudena Ha 500 mg/m? 3a BCeKM LUKEII B IIPO, ehre Ha 5 1031 B KoMOHWHaIus ¢ prymapabuH u
nukiaodochamun npu naruentu ¢ XJIJI. Cpenn max (N = 15) e 408 ug/mL (rpauumnm

97 - 764 pg/mL) cnen nerara uadysus ¢ S00MY/M?, a CpeHUAT TEPMHUHAJIEH TIOTYKUBOT € 32 THU

(rpanumm 14-62 mau). O

PesMaTouaeH apTpur 0

Cren 1Be MHTPaBEHO3HU MH() a putykcumad B 1o3a 1 000 mg, mpe3 aBe ceaMUIIM, CPETHUSLT
TEPMUHAJIEH [TOIYKUBOT € u (rpanuna 8,58 1o 35,9 nHu), CPETHUAT CUCTEMEH KIUPBHHC €
0,23 | aaeBHO (TpaHuUIa, 1o 0,67 | 1HEBHO), a CpeAHUAT CTAIlMOHAPEH 00eM Ha pasmpeieieHre e
4,6 1 (rparumu 1,7 1738 ™). [omynmannoHAuAT hapMaKOKHHETHYEH aHAIIN3 Ha CHIIUTE JaHHU JaBa
MoI00HU CpeTHU CTH 332 CUCTEMHHMS KIIUPBHC U TI0JTykuBoTa, 0,26 1 neBHO 1 20,4 1HH,
ChOTBETHO. []o OHHUAT (hapMaKOKUHETHYUEH aHaIu3 Moka3sa, ue [1TII u nona ca Haii-
3HaunMHUTE RQ aTy 3a O0SICHEHNE HAa MHTEPUHIMBHyaJIHaTa BApUAOWIHOCT Ha

(apmakox gearmTe nokasaremi. Ciel kopurupasne 1o otaomenue Ha [1TII, mbxere ca umanu no-
ronsMobeM Ha pastpeeneHne 1 mo-Gbp3 KIMPHHC OTKOJIKOTO KeHuTe. IT0JI0BHTE PasiuKy BbB

i)} WHETUKATa HE C€ CYMTAT KIIMHUYHO 3HAYMMH U HE € He00X0IMMO KOpUTHpaHe Ha J103aTa.
HsamaypapmakoknHeTHUHYN TaHHY TPH MALUEHTH ¢ YePHOIPOOHO min OBOpeuHO yBpexaaHe
dapMakOKUHETHKATa Ha PUTYKCHMa0 € OlieHsIBaHa cjel ABe nHTpaBeHo3Hu 031 500 mg u 1 000 mg
Ha 1 u 15 neH B yeTupu npoy4Banus. BB BcUukuTe npoy4yBanus, papMakOKHHETHKATA Ha
PUTYKCHMa0 € POIMOPILMOHATIHA Ha J03aTa 3a N3CJICABAHUS OIPaHUYeH 10308 Auana3oH. CpeaHaTa
Cmax Ha puTyKcuMab B cepyMa ciiefl mbpBaTa nH(py3us Bapupa ot 157 mo 171 ug/mL mpu noza

2 X 500 mg u ot 298 mo 341 ug/mL mpu mo3a 2 X 1 000 mg. Cnex Bropara nH(Yy3ust cpearata Crax
Bapupa ot 183 no 198 pg/mL mpu no3ara ot 2 X 500 mg u ot 355 no 404 pg/mL npu no3zara ot

2 x 1 000 mg. CpegHusT TepMHUHAJIEH €TMMUHALMOHEH MTOYXUBOT Bapupa oT 15 1o 16,5 nxu 3a
rpynara ¢ g03a 2 X 500 mg u ot 17 10 21 nuu B rpynata ¢ g03a 2 X 1000 mg. Cpeanara Cax € 16 10
19 % no-Bucoka cieq Bropata HHQY3Us B CpaBHEHHE C IIbpBaTa HH(Y3US IPH JBETE A03H.

dapMakoOKMHETHKATa Ha PUTYKCHMa0 € OlleHsIBaHa cjiel ABe MHTpaBeHo3Hu a03u 500 mg u 1 000 mg
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cJIe/1 MIOBTOPHO JiedueHue BBB BTopus Kypc. Cpemnrara Crax Ha pUTYKCHMA0 B cepyMa cien TbpBaTa
uHdysus € ot 170 mo 175 pg/mL mpu mozara ot 2 X 500 mg u ot 317 mo 370 ug/mL 3a mosara ot

2 X 1 000 mg. Cmax cien BTopata uHpy3ust € 207 ug/mL npu go3arta ot 2 X 500 mg u Bapupa ot 377
10 386 ug/mL mpu no3arta ot 2 X 1 000 mg. CpeAHUAT TepMUHATICH STMMHHAIMOHCH TIOTYKUBOT CIICH
BTOpara nHQY3usl, ciies] BTopust Kypc, € 19 mau npu mpo3ara ot 2 X 500 mg u Bapupa ot 21 g0 22 aau
nipu go3ata ot 2 X 1 000 mg. @K mokaszarenu Ha puTyKCHMa0 ca CpaBHUMH B JiBaTa Kypca Ha JICUCHHE.

dapmakokuHetnunuTe (PK) mokasatesnu npu momysiamys OT NalUueHTH, HeaJIeKBaTHO OTTOBAPSIIH HA
antu-TNF cnen cpmara cxema Ha npwiarane (2 X 1 000 mg, i.v., mpe3 2 ceaMHuIm), ca moJJo0Hu Che
CpeHa MaKCHMAaJIHA CepyMHA KOHIIEHTpaIms ot 369 mg/mL u cpeieH TepMUHATICH TOTYXUBOT OT

19,2 nuu.
Bwv3pacmuu \@6

B®3 ocHOBa Ha nomynanroHeH GpapMaKOKWHETHUEH aHAIN3 Ha JaHHU OT 97 manueHT

rpaHyjI0MaTo3a ¢ HOJIUAHTUUT U MUKPOCKOIICKH MOJIMAHTUHUT, KOUTO Ca MOJTy4as TUPH 103U

375 mg/m? putykcumab BeHEXK CEAMMYHO, MEMAHATA HA H3UMCICHHS TEPMU eTMMUHAIIOHEH
MOJTY>KUBOT € 23 nHu (TpaHuiy, 9 1o 49 num). CpenHusT KIUPBHC U 06;}\4@213 peneNeHne Ha

I'panynomarosa ¢ nonuanruut (I'TIA) u Mukpockorcky noauaaruut (MITA)

putykcumMab ca crotBeTHO 0,313 1 gHeBHO (rpanunm, 0,116 mo 0,726 1 n 4,50 | (rpanuum 2,25
10 7,39 1). Makcumannata KonuenTpanus mpes mbspsute 180 nuu (Cr: HUMAJIHATA KOHUEHTPALIMS
Ha geH 180 (C180) u kyMmysaTHBHATA IUIOLI MO/ KpUBaTa KOHIICHT peme 3a 180 muu (AUC180)
ca cpoTBeTHO 372,6 (252,2-533,5) pg/mL, 2,1 (0-29,3) pg/mL u (3 653-21 874) ug/mL*aun
(Menuana [rpanunim]). @K mokaszarenu Ha PUTYKCHMAO TIPHeB uu nanuenty ¢ [TIA u MITA ca
MoI00HU Ha Te3W, KOUTO ce HabIoJaBaT MMpH MaIUeHTH C ;Q

Ileduampuuna nonynayus 0\'0

B13 ocHOBa Ha momyIaoHeH @apMaKOKHHeTH'@AHaHm Ha JaHHU OT 25 nena (Mexay 6-17-
rogumian) ¢ ['TIA u MIIA, kouTto ca nonyu ¥ YETUPH 1034 OT 375 mg/M? purykcumab BeIHbK
CeJMHUYHO, Me/IMaHaTa Ha U3YUCIICHHS T AJIeH eIIMMUHAIFOHEH TTOYXKUBOT € 22 THH (TpaHUIH
11 1o 42 num). CpeqHUAT KIUPBHC U a pasnpeneneHue Ha puTyKcuMab ca crorBeTHO 0,221
I/nen (rpanutu 0,0996 no 0,381 1/nen)%2,27 1 (rpanuiwm 1,43 no 3,17 1). Makcumanuara
KOHIIEHTPAIH TPE3 TbPBUTE ]@l (Cmax), MUHHMAaTHATa KOHIIeHTpanus Ha aeH 180 (C180) u
KyMYJIaTUBHATA ILJIOLL MO K KoHIeHTparwms/Bpeme 3a 180 guu (AUC180) ca chorBeTHO 382,8
(270,6-513,6) pg/mL, 0,9 (Os™,7) pg/mL u 9 787 (4 838-20 446) pg/mL*nau (Meauana [rpaHuim]).
O®K nokazaTtenu Ha pHTg 6 npu neguarpuyunn nanueHTy ¢ ['TIA wmu MITA ca monoOHM Ha Te3n

IIpU BB3PACTHU Mall I'TIA nnm MIIA, xorato ce B3eme IpenBuJ €PeKThT Ha TeJIecHaTa
MOBBPXHOCT BT)px% 'bHCA U 00eMa Ha pa3Ipe/ieieHue.

*
[Memduryc @e‘c

(Dap\&@ﬁewlqmne napaMeTpH mpu Be3pacTHU nanuentu ¢ [1B, momyyasamu 1 000 mg

p a6 B JIam 1, 15, 168 u 182, ca 0600menu B Tabmuma 25.
Tabauna 25 IMonyaanuonna ¢papMakoKnHeTHKA NPpH Bh3pacTHu nanuentu ¢ I1B ot I1B
IIpoyuBane 2
[Tapamersp WHdy3noHneH nuKbI
1-Bu ks ¢ 1 000 mg 2-pu ks ¢ 1 000 mg
Hen 1 u len 15 Hen 168 u llen 182
N=67 N=67

TepMI/IHaJ'IeH HOJ'Iy)KI/IBOT
(aHM) 21,0 26,5
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Menuana (rpaHuim) (9,3-36,2) (16,4 —42,8)

Kmupsac (I/nen) 391 247
Menauana (rpaHuIIn) (159 — 1 510) (128 — 454)
LenTpanen obem Ha

pasmpenenenue (1) 3,52 3,52
Menuana (rpaHuim) (2,48 —5,22) (2,48 —5,22)

Crnen mppBHTE ABE MprUTOKeHU Ha puTykcumad (B Juu 1 u 15, croTBeTcTBamy Ha 1uks 1), OK
napaMeTpH Ha puTykcuMao npu manueHTH ¢ [1B ca mogoOHu Ha Te3u npu manuentu ¢ ['TIA/MIIA u
nanuentu ¢ PA. Cnen nocnennute e npuinoxeHus (B J{au 168 u 182, chOTBETCTBANIM HA ITUKBIL2),
KIUPBHCHT HA PUTYKCHUMAa0 HaMaJsiBa, a IEHTPATHUAT 00eM Ha pa3mnpeaesieHIe 0CTaBa Henpmb%

5.3 IpeakJanHNYHYU JaHHM 32 0€30MACHOCT \@
Purykcumab e mokasan BUCOKa crieruuaHocT 1o oTHomeHue Ha CD20 anTureHa JIETKUTE.
IIpoyuBaHusATa 32 TOKCHYHOCT IIPH JBJITOOMAIIATH MaKalli He ca MOKa3alu Jpy, T OCBEH
0YaKBaHOTO (apMaKOJIOrHIHO 00YCIOBEHO HaMalsiBaHe Ha Opost Ha B-kierkure ®AepudepHara KpbB
1 muMQOonTHATA THKaH. ‘

*
IIpoBenenu ca mpoy4BaHUs 32 TOKCUYHOCT 33 PA3BUTUETO IIPU JBJIT @TI/I Makamy B 1034 10
100 mg/kg (Tpetupane ot 20-Tu 10 50-TH 1eH HA OpEMEHHOCTTA) HE ca MMOKa3aJIH JaHH! 32
TOKCHYHOCT IO OTHOILIICHUE Ha (eTyca, AbJDKalla ce Ha pHUTYK . HabmroaBaHo € /103a-3aBUCHMO,
(apmakosiornyHo o0ycI0BEHO HamalleHue Ha B-kieTkure X OWJHHUTE OpraHy Ha (eTyca, KOeTOo
HEPCUCTHPA TIOCTHATAITHO H € CHIIPOBOICHO C HAMAJICHN &{ Bara Ha IgG B 3acernarure
HOBOPO/ICHH )XKUBOTHHU. bposT Ha B-kietkute ce e Bb M HOpMaTa IpH Te3H )KUBOTHH JI0
6 mMecena cies paxIaHeTo, KaTo PeakLusITa KbM U sl HE € KOMIIPOMETHPAHA.

Ta3u Mojekyna. He ca npoBexaaHu NpoAbIBKUTEIIHN IIPOYYBAHNS BbPXY )KHUBOTHH 32 YCTAHOBSIBAHE
Ha KaHIIEPOT€HEH NIOTCHIMAI Ha pI/ITny

CTaHI[apTHI/I TECTOBC 3@ MYTAarcHHOCT HC cz;&&[aml, TBU KaTO TE3H TECTOBE HE ca YMECTHHU IIpU

He ca nposexnanu cnenudpuanu BaHMsI 32 OIpeielisiHe Ha e(DeKTUTE Ha PUTYKCUMal BbpXY
tdeprunurera. B mpoy4yBaHusT a TOKCUYHOCT MPH JIBJITOOTAIIATH MaKaly He ca HabJoaBaHu
BpeHH e(EKTH BBPXY penpe@mmnTe OpTaHy MPHU MBKKHUTE UIIH KEHCKHTE.

)

6. ®APMAII HU JAHHU

6.1 Cumom ’®0MomHnTe BelllecTBA

Harpue b

TpuH mutpar auxuapat (E331)
poat 80 (E433)

Bona 3a umkeknun

6.2 HecbBMECTUMOCTH

He ca Ha6J'IIOZ[aBaHI/I HECHbBMCCTUMOCTHU MCKIY pI/ITYKCI/IMa6 1 CaKOBCTEC OT MOJIMBUHUWII XJIOPUA WA
IOJIUCTHUIICH UJIN I/IH(i)y3I/IOHHaTa cucrema.

6.3 Cpok Ha rogHoCT

HeortBopen duakon
4 ronuun
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Paspenen npoaykr

[puroreenusaT nHOY3HMOHEH pa3TBOp Ha puTykcuMad B 0.9 % pa3TBOp Ha HATPHEB XJIOPU]I €
(usnveckn u XUMU4ecku ctabune B npoabmkerne Ha 30 qau ipu 2 °C - 8 °C u ciep ToBa 24 yaca
Ha cTaiiHa Temneparypa (mpu He nosede ot 30 °C).

[IpuroTBernaT nHY3HMOHEH pa3TBOP HA pUTYKcHMal B 5 % pa3tBop Ha D-rimroko3a e hu3mdecku u
XUMHYECKH CTaOMIIeH B Ipoabokenue Ha 24 daca npu 2 °C - 8 °C u ciien ToBa 12 yaca Ha cTaiiHa
Temmeparypa (mpu He moseue ot 30 °C).

OT MHEKpOOHOIOTHYHA TJIeJHA TOYKA MIPUTOTBEHUAT HH(PY3HOHEH Pa3TBOP TPSAOBA J1a Ce M3IOI3Ba
He3abaBHO. AKO HE ce U3I0J13Ba He3abaBHO, BPEMETO U YCIIOBHATA HA ChXpaHEHHUe Mpeau ynoTpedaTta
ca OTTOBOPHOCT Ha MOTpeOuTeNsi 1 0OMKHOBEHO He TpsiOBa Ja HaaXBBpIAT 24 yaca npu 2 °C — 8 °C,
OCBEH aKO Pa3peXJaHeTO HE € U3BBPIICHO MPH KOHTPOINPAHH M BAIUANPAHH aCEITUYHH YCIOBHSI.

6.4 ChenmnaJHM ycJI0BHUS HA CbXpaHeHHUe 6®.

Ja ce cvxpanssa B xnaquinauk (2 °C — 8 °C). Jla ce cbxpaHsBa B OpUTUHATIHATA OIIAKO @z{a ce

IpeAMas3y OT CBETJINHA. Q
3a ycJI0BUSTA HA ChbXpaHEHHE CIIE/ Pa3peKIaHe Ha JIGKAPCTBEHHUS MPOLYKT BI/I)l@O‘IKa 6.3.

6.5 Bwuxu chabp:kaHue HA ONMAKOBKATA ‘OQ
*

Ritemvia 100 mg koHIEeHTpaT 32 HH(Y3HOHEH Pa3TBOP
@aKkoHH OT IPO3PAayHO CTHKIIO THUII I che 3amymiaika oT 6YTI/IJ]O®'M3, cpabpkamu 100 mg
putykcuMad B 10 mL. OmakoBka ¢ 2 ¢makoHa. .

Ritemvia 500 mg koHIIeHTpaT 32 HHPY3HOHEH PAa3TB K
®nakoHH OT MPO3PayvHO CTHKJIO THM | ChC 3amyliaik TUJIOBA TyMa, chabpskany S00 mg
putykcnMad B 50 mL. OmakoBka ¢ 1 ¢makoH.

6.6 CnenuajJHu nmpeanasHu MEPKH npq@m)pmme U padoTa
Ritemvia ce noctaBsi B cTepiIIHH, annc)QxH (1akoHM 32 eTHOKpaTHa ynorpeda, 0e3 KOHCEpPBaHTH.

AcenTuyHO U3TeraeTe Heooxo, kosmuecTBO Ritemvia u paspeznere 1o u3unciena
KoHIIeHTparws ot 1 1o 4 mg/ TyKcUMalO B MH(Y3HOHHHS CaK, ChAbPIKAI CTEPUIICH, allUPOTeHEH
WHXKEKIIMOHEH Pa3TBOp Ha B xsopun 9 mg/mL (0,9 %) unu 5 % Bomen pa3rBop Ha D-riroko3a.
3a pa3MecBaHe Ha pa3T MIMaTeJIHO OOBPHETE cakKa, 3a Jia ce u30erHe o0pa3yBaHEeTo Ha IIsHA.
TpsiOBa a ce BHUMABH,8a Ya ce 3ama3u CTePUIIHOCTTA Ha IPUTOTBEHUTE pa3TBOpH. Thil KaTO
JIEKapPCTBEHUSIT np% HE ChIbpKa HUKAKBU aHTUMUKPOOHU KOHCEPBAHTH HJIM OAKTEPHOCTATUYHU
cpencTsa, Tpgo € Clia3Ba acenTHYHa TeXHHKaA. JIeKapCTBEHUTE NPOLYKTH 32 HAPEHTEPAITHO

IMPUIIOKCH a J1a 6’B)_IaT MMPOBCPABAHU BU3YAJIHO IMPEAN MPUIIOKCHUC 34 HAJTMYUC HAa YaCTULU U
MpoMsAHa Ta.
H BAHUAT JICKAPCTBCH NPOAYKT WIN OTHAABYHUTC MAaTCPpUAIU OT HETO TpHGBa Ja CC U3XBBPJIAT

B CHbO¥BCTCTBUEC C MCCTHUTC U3MCKBAHMA.

7. HPUTEXATEJ HA PASPEIHIEHUETO 3A YIIOTPEBA
Celltrion Healthcare Hungary Kift.
1062 Budapest

Véci Ut 1-3. WestEnd Office Building B torony
YHrapus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA
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Ritemvia 100 mg koHIeHTpaT 32 HHQY3UOHEH PA3TBOD
EU/1/17/1207/002

Ritemvia 500 mg koHIIEeHTpaT 32 HHQY3UOHEH PA3TBOD
EU/1/17/1207/001

9. JATA HA II'bPBO PAZPEHIABAHE/IIOJJTHOBSAIBAHE HA PAZPEHIEHUETO 3A
YIIOTPEBA

Jata Ha repBO pazpemanane: 13 romu 2017 .

JlaTa Ha mocieaHo OAHOBSBaHE: E @.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

[Honpo6ua nnpopmanys 3a TO3H JEKApCTBEH NPOIYKT € MIPEJOCTaBeHa Ha ye6ca17n@ BpoOIIelicKaTa
areHmus mo Jiekapcersata http://www.ema.europa.eu/. @
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NPUJIOKEHMUE 11 (b
IMPOU3BOJIUTEJI HA BI/IOJIOFI/I@/ AKTHUBHOTO BEIIECTBO U
MPOU3BOJUTEJIU, OTTOB @ OCBOBOKJABAHE HA
MMAPTUIN

YCJIOBUA NJIN OFPAH@HHH 3A JOCTABKA U YIIOTPEBA

APYI' YCJIOBI/L@IICKBAHI/IH HA PASPEHIEHUETO 3A
YIIOTPEBA 0

YCJIOB OI'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA
YIIOTP JEKAPCTBEHUSA ITPOAYKT
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A.  TNIPOU3BOIUTEJ HA BUOJIOT'MYHO AKTUBHOTO BEILIECTBO U
INPOU3BOJAUTEJIN, OTTOBOPHHU 3A OCBOBOKJIABAHE HA ITAPTUAN

HMwme 1 agpec Ha MPOU3BOAUTEIIS HA OMOJIOTMYHO AaKTUBHOTO BCIICCTBO

CELLTRION Inc. (Plant I, CLT2),
20 Academyro 51 beon-gil
Yeonsu-gu, Incheon, 22014, Penry6iiuka Kopest

CELLTRION Inc. (Plant I, CLTY),
23 Academyro
Yeonsu-gu, Incheon, 22014, Penry6iiuka Kopest

I/IMC 1 aapeC HA NPOU3BOAUTCIINTEC, OTTOBOPHHU 3a OCB060)KI[aBaHe Ha NapTuaunuTe 6@
Millmount Healthcare Ltd.

Block 7, City North Business Campus,

Stamullen, Co. Meath K32 YD60, Upnanaus QO

b. YCJIOBHUA NJIX OTPAHUYEHUA 3A JOCTABKA 1 YIIO &A
'

JleKapCTBEHUAT NPOLYKT CE OTIYCKa MO OFPAHMYEHO JEKAPCKO Tpeait e (Bx. [Ipumoxenwue I:
Kparka xapakTepucTika Ha MpoayKTa, Touka 4.2). ( ’

fo

B. JPYI'M YCJIOBUSA U N3UCKBAHUS HA PA %HI/IETO 3A YIIOTPEBA

o IlepuoguyHu AKTYyAJIU3MPAHM JTOKJIATHU 32 @HOCT

M3uckBanusta 3a nonasane Ha [TAJ1b 3a To3u H@CTBeH MPOJYKT Ca IOCOYEHH B CIIUCHKA C
R

pedepenTHUTe qaT Ha EBporielickus chio3 CITUCBHK), mpeaBueH B wi. 1078, an. 7 oT
Hupextusa 2001/83/EO, u BbB BCHUKH C 1M aKTyalu3aluy, MyOIMKyBaHH Ha €BPONCHCKUS

yeOnopTai 3a JIeKapcTBa. 0
.  YCJIOBUA NN O EHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBE POAYKT

. Ilnan 3a ynpa@:e Ha pucka (ITYP)

[purexarengr pereHneTo 3a yrnorpeda (ITPY) tpsOBa na U3BbpIIBA H3UCKBAHUTE ACHHOCTH U
JeUcTBUs, € C MpocCIIeAsIBaHe Ha JIEKapcTBEHaTa 0€30MacHOCT, HOcOoYeHu B 0100penus [1YP,

Axryainmsupas [IYP tpabBa na ce mopasa:

. 1o “ckaHe Ha EBporielickaTta areHIus 1o JeKkapcTBara,

. BUHAry, KOraTo ce M3MEHsI cCcTeMara 3a yIpaBJIeHUE Ha pUCcKa, 0OCOOCHO B pe3yiraT Ha
NoJy4aBaHe HAa HOBa MH(OPMaLKs, KOSTO MOXKE /1a I0BeJIe 10 3HAYMMH POMEHH B
CHOTHOILIEHHETO MOJI3a/PUCK, WK CIIe]l IOCTUTaHE Ha BaskeH eTarl (BbB BPb3Ka C MPOCIIe/sIBaHe
Ha JIeKapCTBeHaTa 6€30MaCHOCT MU CBEXKIaHE Ha PUCKA A0 MUHHMYM).

b I[OH'bJIHI/ITeJIHI/I MEPKH 32 CBECKAAHE HA PUCKA 10 MUHUMYM
HeoHKOI0IrMYHY IMOKA3aHMS.

[TPY TpsiOBa na ocurypu Ha BCHUYKH JIEKapu, KOMTO Ce O4YaKBa Jia mpeanuceat Ritemvia, cieanoro:
[IpoxyxToBa nHOpManys
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Hudopmarus 3a nexaps
HNudopmarnys 3a manueHTa
CursajiHa KapTa Ha MmanueHTa

HudopmanusaTa 3a iekaps oTHOCHO Ritemvia TpsOBa 1a chabpika CIIeJHUTE OCHOBHHU €JIEMEHTH:

. Heo0xomumocTTa OT cTpOro HaOIIOACHUE MO BpeMe Ha TIPUIIOKEHHUE NIPU HATTMYKE Ha YCIIOBUS
3a He3a0aBHO M3BBHPIIBAHE HA IThJIHA PECYCIIUTAIUSL
. HeobxoaumocTTa OT IpoBepKa mpeau jgedenne ¢ Ritemvia 3a namnune Ha HHEKINH,

HUMYHOCYIIpECH, 3a npezmmHa/ HacToOsAIIa JICKapCTBEHA TEpaIiusd, IOBJIMABallla UMYHHaATa
CHUCTCMA, CKOPOIIIHA WJIM IIJIaHUPpaHa BaKCUHALIUA

. Heo6xonumocTTa OT npocnesBane Ha NanueHTUTe 3a HHQekuuu, ocodeHo 3a [IMJL, o Bpeme
Ha U ciefl siedenue ¢ Ritemvia

. ITonpoOHua nrdopmanus otHocHO pucka ot [IMJI, HeoOXoMMOCTTa OT HAaBpEMEHHA T ar@
Ha [IMJI u noaxonsiuy MepKHU 3a noctaBiaHe Ha auarnosa [IMJL

. HeobxommnmocTTa 1a ce chBeTBAT MaMEHTHTE 3a pucka oT nHpekmy u [IMJI, BrI HO

CHMITOMHTE, 32 KOUTO TpsiOBa 1a ce BHUMaBa, KaKTO 1 HEOOXOIMMOCTTA J1a ce C
He3a0aBHO ChC CBOSI JIEKap, aKO MOIydaT HAKOHU OT TSIX 6

. HeobxoanmocTTa 1a ce mpeocTaBs Ha MAMEHTHTE CUTHAIHA KapTa Ha nal@a TP BCSIKA
nHY3US.

Hudopmarusrta 3a mamueHTa oTHocHo Ritemvia tpsoBa 1a chabpka cn&d@omomn €JIeMEHTH:

. [Moapo6ua undopMaLys OTHOCHO pucka oT uHdexuu u [IMJT"

. WNudopmarus 3a npu3HAIMTE U CUMIITOMUTE Ha nHpekmu, o€ooeto [IMJI, n HeobxoaumocTTa
Jla ce CBbpKaT He3a0aBHO ChC CBOS JICKap, aKo MOJIy4aT H OT TSIX

. 3HaYCHNETO HA CHOACISIHETO Ha Ta3H MH()OPMAITHS CoT apTHHOP WM C YOBEKa, KOWTO ce

IPHIKH 32 TSIX K\
. Uudopmanus 3a curHajinaTa Kapra Ha HaHI/IeH'a\O

CurHanHara KapTa Ha nmanueHra 3a Ritemvia mpu B@onomqm/l MoKa3aHus TpsIOBa a ChabprKa
CJIEJHUTE OCHOBHHU €JIEMEHTU:

. HeoOxonumocTTa fa ce Hocu KapTaTyfipe3 LsI0OTO BpeMe U J1a e MOKa3Ba Ha BCUUKU
JIeKyBaIlld METULIMHCKH CTICLIHAIH @

. IIpenynpexnaenus 3a pucka oT vu u [IMJI, BKIIOUUTETHO CUMIITOMUTE

. HeobOxomumocTTa 3a MarueHTUT CE CBBPAKAT ChC CBOSI MEMLIMHCKY CHELIUAJIUCT, aKO CE
MOSBAT CUMITOMHU \

Qo

WYKH JIEKapH, KOWTO Ce OYakBa Jia mpeanmucear Ritemvia, ciexmoro:

OHKOJIOTHYHH MTOKA3aHUS:
ITPY TpsbBa na ocuryp
IIpoxyxToBa undop
Wudopmarust 3a

*
Undopman ﬁ&nexapa oTHOCcHO Ritemvia Tps0Ba na chabpka CIEAHUTE OCHOBHHU €JIEMEHTH:
. u 151, Y€ IPOAYKTHT TPsIOBa Jla ce Ipuilara caMo HHTPaBEHO3HO, 3a Jia ce u30erHat
Y B HAYMHA Ha IPUIOKEHHE.

Hn ManusTa 3a JCKapda u I/IH(bOpMaI_[I/IHTa 3a InanucHTa TpH6Ba Ja €€ ChIjlaCyBaT C HAIMOHAJTHUTC

KOMITETEHTHHU OPTaHU Mpeliy pa3npocTpaHeHWEe M CUTHAIHATA KapTa Ha TalueHTa TpsioBa jia ce
BKJIFOYH KaTO YacT OT BTOPHYHATA OMaKOBKa.
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JAHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs

1. HUME HA JIEKAPCTBEHMA TPOAYKT

Ritemvia 100 mg koHIeHTpar 3a HH(y3HOHEH Pa3TBOP
Purykcumad

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Vo
v
1 ¢maxon cvabpika 100 mg/mL putykcumad. 6
1 mL cpabpxa 10 mg putykcumad. \@
O\
3.  CHUCHK HA HOMOUIHUTE BEILECTBA O
| ~4

[ToMouIHY BelllecTBa: HATPUEB XJIOPUA, TPUHATPUEB LIUTPAT AUXUJIPAT, @62& 80, Bosia 3a

>

WHKEKIUH.
To3u nekapcTBeH MPOAYKT ChAbpska HaTpuil. IIpouerere JII/ICTOBK&T@OHLHHI/IT&HH& UHpOpMALHAL.

o

* P
| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO BEAHA OMAKOBKA

»
Konnentpar 3a ua(py3n0HEH pa3TBOP \,O
100 mg/10 mL \)
2 (hnakona @

S

| 5.  HAYUH HA IPWIOKEHUE HHBT(MILA) HA BbBEKIAHE
~

3a UHTPaBEHO3HO HpHHO)KGHHG@)EBpe)K}IaHe.
[Ipenun ynotpeba npoqueTe@( KarTa.

6. CHELUA ;ISEI[YHPE)K,Z[EHI/IE, YE JJEKAPCTBEHMSIT TPOJYKT TPSIEBA
JIA CE CHXPAHSIBA HA MSICTO JIAJIEYE OT NOTJIEJA M JOCET'A HA JIELIA

A\
I[a ce C’pr@ Ha MsACTO, HCAOCTBITHO 34 AC1a.

mPYFI/I CHELNUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOANMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOJHOCT

T'onen mo:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cexpansBa B XJIaquiIHAK. Jla ce chXpaHsBa B OpUTHHATHATA OIIAKOBKA, 3a J1a CE TIPE/Ia3 OT
CBETJIMHA.
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10.

CIIEIIMAJIHU ITPEAITA3ZHU MEPKH I1PU U3XBBPJIAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU WJIN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Celltrion Healthcare Hungary Kft.
1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony

YHrapus e ®~
\2
12. HOMEP(A) HA PA3PELIEHHUETO 3A YIIOTPEBA \b\
EU/1/17/1207/002 Q
L Q
13.  TAPTHJEH HOMEP NO®)
AN
ITapt.Ne ( D
O\
| 14, HAYMH HA OTIIYCKAHE ,\('\\
N —d
)
[ 15. YKA3AHWS 3A YIIOTPEBA o

A

| 16.

UH®OPMALIMSI HA BPARAOBA A3BYKA

IIpuero e ocHOBaHUE J1a HE CE @I/I nHdopmaius Ha bpaitiosa az0yka.

| 17.

%)
YHUKAJIEH MIBATUOUKATOP — JIBYU3MEPEH BAPKO/I

g

JByn3mepex ﬁa& BKJIIOUEH YHHKaJICH WACHTH(HUKATOP.

O

\%@FAJIEH UJAEHTU®UKATOP — JAHHH 3A YETEHE OT XOPA
PC:

SN:
NN:
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EAJUHNYHHU
II'bPBNYHH OITAKOBKH

ETUKET HA ®JTAKOHA

1. HUME HA JEKAPCTBEHUSI NPOJYKT U MbT(MILA) HA BbBEXKJAHE

Ritemvia 100 mg koHieHTpar 3a nH(y3HOHEH Pa3TBOP
Putykcumad
WHTpaBeHO3HO MPUIIOKEHUC

2. HAYMH HA ITPUJIOKEHUE 'be é

[ 4
3a UHTPABEHO3HO MPHIIOKEHUE CIIS/ Pa3pexkKaaHe. 0\
o
| 3. JIATA HA U3TUYAHE HA CPOKA HA TOJIHOCT v |
' )
T'onen no: (:\O
)
| 4. TAPTUJEH HOMEP N, |
« N
ITapt.Ne K\
| 5.  CBIBP)KAHUE KATO MACA, OBEM USPMEIMHUILIMA |
>
(10 mg/mL)
100 mg/10 mL O
@)
a4
| 6. JIPYTO ~

X/
o)
’0(0
QS
o
)
N\
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JAHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs

1. HUME HA JIEKAPCTBEHMA TPOAYKT

Ritemvia 500 mg koHieHTpar 3a nH(y3HOHEH Pa3TBOP
Purykcumad

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Vo
v
1 ¢maxon cuabpixka 500 mg/mL putykcumad. 6
1 mL cpabpxa 10 mg putykcumao, \(b
O\
3.  CHUCHK HA HOMOUIHUTE BEILECTBA O
| ~4

[ToMouIHY BelllecTBa: HATPUEB XJIOPUA, TPUHATPUEB LIUTPAT AUXUJIPAT, @62& 80, Bosia 3a
*

WHKEKIUH.
To3u nekapcTBEH MPOLYKT Chabpska HaTpuil. [Ipouerere JII/ICTOBK&T@OHLHHI/IT@HH& nHpOpPMALHSL.

o

* P
| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO BEAHA OMAKOBKA

A
Konnentpar 3a ua(py3n0HEH pa3TBOP \'O
500 mg/50 mL \)
1 duakon @

S

| 5.  HAYUH HA IPWIOKEHUE HHBT(MILA) HA BbBEKIAHE
~

3a UHTPaBEHO3HO HpHnomeHI/I@@awpe)maHe.
[Ipenun ynotpeba npoqueTe® KarTa.

6. CIHHIELIUA i;l;EI[Y HPEXJIEHUE, YE JIEKAPCTBEHUSAT ITPOAYKT TPABBA
JA CE Chb HSIBA HA MSACTO JAJIEYE OT ITIOT'JIEJIA U IOCEI'A HA IELHA

A\
I[a ce C’pr@ Ha MsACTO, HCAOCTBITHO 34 AC1a.

7. H‘PYFM CNEUMANHU NPEAYNPEXAEHNA, AKO E HEOBXOAUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:

‘ 9. CIHHELHUAJIHU YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpaHsBa B XJIaJUJTHUK. I[a CC CbXpaHsBa B OpUTrMHAJIHATa OIIAKOBKaA, 3a Aa CC MpeArasu OT
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CBCTJIMHA.

10. CHEIUWAJIHU NIPEAITASHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Celltrion Healthcare Hungary Kft.
1062 Budapest

Véci Ut 1-3. WestEnd Office Building B torony ®~
YHrapus
N
12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA ’Q\J
EU/1/17/1207/001 @'
‘ Q

O
13. TAPTHJEH HOMEP N

N

ITapt.Ne . /v
N\

| 14, HAYMH HA OTIIYCKAHE N\

| 15. VKA3AHMSI3A YIOTPEBA  {\
A

G

| 16. MH®OPMAILIMSI HA BPARJIOBA A3BYKA
\.J

IIpueto € ocHOBaHME /1a HE @}oqn nHpopmaius Ha bpaiinosa a3oyka.

| 17.  YHUKAJEHWIEHTU®UKATOP — JIBYU3MEPEH BAPKO/I

v U
L J
JIByI/I3MepeEG&3)1 C BKJIFOUCH YHUKAJICH HICHTH()HUKATOD.
)

| 18&1KAJIEH UJEHTU®UKATOP — JJAHHU 3A YETEHE OT XOPA

NS
PC:
SN:
NN:
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MHUHUMYM JAHHHU, KOUTO TPABBA JA CBbABPXKAT MAJIKUTE EAJUHNYHHU
II'bPBNYHH OITAKOBKH

ETUKET HA ®JTAKOHA

1. HUME HA JEKAPCTBEHMUSI NPOJYKT U MbT(MIIA) HA BbBEXKJAHE

Ritemvia 500 mg koHIeHTpar 3a nH}y3HOHEH Pa3TBOP
Putykcumab
MUHTPABEHO3HO MPHIOKCHUE

2. HAYMH HA ITPUJIOKEHUE 'be é

N
3a UHTPABEHO3HO MPHIIOKEHUE CIIS/ Pa3pexkaaHe. 0
o
| 3. JIATA HA U3TUYAHE HA CPOKA HA TOJIHOCT v |
' )
T'onen no: (:\O
)
| 4. TAPTUJEH HOMEP N, |
« N
ITapt.Ne K\
| 5.  CBIBP)KAHUE KATO MACA, OBEM USPMEIMHUILIMA |
N4
(10 mg/mL) @'
500 mg/50 mL Q
@)
a4
| 6. JIPYTO ~

X/
o)
’0(0
QS
o
)
N\
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TEKCT HA CUI'HAJIHA KAPTA HA ITAITMEHTA 3A HEOHKOJIOT'MYHU ITIOKA3AHUSA

CurnaJjana kapra 3a Ritemvia (Purykcumadg)

HA NAIMEHTH C HCOHKOJIOIr'MYHH

3200J19BAHUS

3amo Mu e JajieHa Ta3u KapTa?

ToBa nekapcTBO MOXke 1a Bu HanpaBu mno-
MpeIpa3noioxKeHn KbM nHpeknuu. Ta3u kapra
Bwu naBa nr(pOpMAIUS 3a TOBA!

° Kakgo Tps10Ba na 3Haere, npeau 1a Bu ce
npwioxu Ritemvia

. KakBu ca cumnToMuTe Ha HHPESKIUSL

. KaxBo ga mampaBuTe, ako cMATaTe, ue

MOJXKE J]a UMaTe UH()EKIIUA.

Tsa BxmrouBa cbi10 BameTo nMe 1 UMETO U
TeaepoHHUs HoMep Ha Barms jekap, Ha
oOpaTHaTa cTpaHa.

KakBo TpsioBa 1a npass ¢ Ta3u kapra?

. Hocere Ta3u xaprta cbe cebe cu mpe3
IISJI0TO BpeMe — HampuMmep B opTdeiina
WJIM B YaHTATa CH.

CecTpa WM CTOMATOJOT, KoiTo Bu
Tperiexaa — He camo Ha cneunanm@
koiito Bu npeamucsa Ritemvia,
Hocere Ta3u xaprta cbe cebe ObJDKCHUE
a Ritemvia.
€aKI[u1 MoTraT J1a

Ha 2 TOAWHM CJIe ITOCIIEIH
Toga e, 3am0TO HEXKEIA
C€ Pa3BHAT HIKOJIKO

Bu. @

a MU ce npuaara Ritemvia?

CJICQ JICUCHUCTO

>
Kora ne

He @na Bu ce mpuara Ritemvia, ako
u aKTHBHA WH(EKIHS WK CEPHUO3CH
npo0JIeM ¢ IMyHHATa CHCTEMA.

Wudopmupaiite Bammis nekap uim MeIuIIMHCKA
CECTpa, aKo IPUEMATE UM CTE NPUEMAITN
JIEKapCTBa, KOUTO MOraT Jia 3acerHaT MMyHHaTa
Bu cucrema, ToBa BKIIFOUBA XUMUOTEPAIIUS

Kaksu ca npu3nanurte Ha nHeknusa?
Cnenere 3a nosiBaTa Ha CJIETHUTE Bb3MOKHU
MpU3HAIM HA HHQEKITHS:

Kakso gpyro TpsioBa 1a 3nam?

Psnxo Ritemvia Moske a nmpeIu3BrKa cepro3Ha
MO3bYHA UH(EKIUS, HApeUCHa

»LIporpecuBHa MynTudokaiHa eHiedanomnatus’”
wiu [IMJI. ToBa Moxe na ce okaxe (aranHo.

. Cumnromute Ha [IMJI BKITFOYBAT:
- OO0bpkBaHe, 3aryda Ha MaMeTTa
3aTPYJHCHO MHCIICHE. b%
- 3ary0a Ha paBHOBECHE HIT STHA
B MTOXOJIKAaTa WJIA TOBO m

- Hamanena cuna uin CT OT

eHara cTpaHa % 0TO.
- 3aMBbIIIeHO M 3ary0a Ha

O{\

3pCHUE. §
*

I/I 0T U30pOeHNTE IPU3HAILIY,

AKO TIOTTy4HT,
kaxere H /'Lﬁ 0 Ha JIeKap WU MEAULMHCKA

CGCT agaru YBCI[OMI/ITC ChIIIO U 3a
equne ¢ Ritemvia.

[ IlokasBaiiTe Tasu KapTa Ha BCCKU HeKap,%QHe Mora Jia noJjiy4ya noseye l/IHq)OpMa].[I/Iﬂ?

a ITOBCUYC I/IH(I)OpMaI_II/ISI BHUJXTC JIMCTOBKATA HA
Ritemvia.

JlaTa Ha 3anmo4YBaHe HA JIeYeHNETO M JAHHH 32
KOHTAKT

Jara Ha nocieanata HHPY3HUS:

JHara Ha mepBara HHQY3MsL:

Hme Ha manueHTa:

Nwme Ha nekapsi:

I[aHHI/I 34 KOHTAKT Ha JICKaps:

VYBepere ce, ye UMaTe CIACHK Ha BCUUKHU BalllH
JIEKapCTBa, KOTaTo Ce CPeIaTe ¢ MEAULIUHCKUS
CIEINAITUCT.

Mous, roBopeTte ¢ Bamms nexap nnu
MEINIIMHCKA CECTPA, aKO UMATe HAKAKBH
BBIPOCH OTHOCHO MH(pOpMaIUATA B Ta3H KapTa.
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. [TocTosiHHO NOBUIlIEHA TeMIIepaTypa Uin

KallIima

. 3ary0a Ha Terio

o Bbornka 6e3 1a cre ce HapaHWIH

. OO01110 Hepa3noaoKEHHE HIH
OTITyCHATOCT.

AKO NOJIy4YnTe HAKOM OT H30pOoeHHuTe
NPU3HALHN, KaXKeTe He3a0aBHO Ha JieKap MJIH
MeIUIMHCKA cecTpa.

TpsidBa na ru yBegomure cbuio u 3a Bamero
Jgedyenue ¢ Ritemvia.
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JlucTroBka: nHpopManus 3a NaHEHTA
Ritemvia 100 mg koHumeHTpaT 3a HHPY3HOHEH Pa3TBOP
Ritemvia 500 mg koHueHTpaT 32 HH(PY3NOHEH PA3TBOP

putykcnMab (rituximab)

vTosu JICKApCTBEH MPOIYKT MOJICKH Ha AOMBIHUTEIHO HabmoaeHre. ToBa 1iie mo3Bou 6bp30To
yCTaHOBSIBaHE HA HOBAa MH(POPMAIUs OTHOCHO Oe30macHoCcTTa. MoeTe Jia iajieTe CBOs PUHOC KaTo
CHOOIIUTE BCSKA HEXETaHa peakiiys, KOATO CTe MOTYyYMIIA. 3a HaurHA Ha ChOOIIIaBaHe Ha HEeXeTaH!
peaKInu BIKTE Kpast Ha Touka 4.

IIpoyeTeTe BHUMATEIHO LAJIATA JUCTOBKA, PEIM 1A 3all0YHeTe a U3I0JI3BaTe TOBA

JIEKapCTBO, Thil KaTO TS ChABP:KA BaxHa 3a Bac nndopmanus.

- 3amazere Ta3u JIUCTOBKA. MoOJKe /1a ce HaJOXH J1a sl POYETETE OTHOBO.

- AKO UMaTte HAKaKBH ITONBIHATEITHN BBIIPOCH, TTONTMTaiiTe Bamms rekap, dhpapma bem
MEAMIMHCKA CeCTpa. ﬂ\

- AKO TIONTyuHTE HIKAaKBU PEaKIUy, yBeroMere Bammis nexap, hapManeBT mi MHCKA
cectpa. ToBa BKIIFOUBA U BCUYKH Bb3MOKHH HEXEIAHHU PEAKLINH, HEOMHC U JIUCTOBKA.
Buxre Touka 4.

KakBo cbIbp:ka Ta3u JUCTOBKA . ‘OQ
Kaxkso npencrasissa Ritemvia 1 3a kakBo ce H3M0J3Ba \

Kaxkso Tpsi0Ba na 3Haere, npenu aa u3nonspate Ritemvia C)

Kax na usnomnssate Ritemvia @

Bb3MOXKHHU HEXETaHH PEaKIU ¢ /v

Kak na cpxpansBate Ritemvia K\

ChbIbppikaHue Ha OMAKOBKATA U AOIIBIHUTEIIHA Maum{

O

1. KakBo npeacraBiasiBa Ritemvia u 3a Ka@ ce M3M0JI3Ba

Sk~ wbhE

Kakso npeacrasasiBa Ritemvia Q

Ritemvia cbabprka akTHBHOTO BEIIECTBO ykcuma0. ToBa e BuJ1 O€ITHK, HAPEUCH ,,MOHOKJIOHATHO
anTtuTsU10. Toil e ch3maneH, Taka gg a"ce CBhP3Ba KbM €IUH BUJ O€TM KPbBHU KIIETKH, HApEUEeHU
,»B mamdornutr‘. Korato pI/ITy& C€ CBBP)KE KbM IMOBBPXHOCTTA Ha Ta3M KJIETKa, TOU

IIPEAN3BUKBA CMBPTTA 1. Q

3a KaKBoO ce U3MO0JI3B via

Ritemvia moxe na ¢ JI3Ba 32 JICUCHHUE Ha HAKOJIKO pa3InuHK 3a00JISIBAHUS [IPU Bb3PACTHU U

nena. Bamwmsar ne ke a Bu npeanuie Ritemvia 3a medenue Ha:

O
\(IHOB JuM¢pom

aHe Ha TMMQHATa ThKaH (4acT OT HIMyHHAaTa CCTEMa), KOETO 3acsira eJuH BUI OelH

K4, HapedeHu B numdonury.

acTHM IalMeHTH Ritemvia Moxe 1a ce mpuiiara caMOCTOSITEITHO WITH C JIPYTH JIEKapCTBa,

HapedeHH ,,XUMHUOTepanus‘.

Ipu marueHTy, Ipy KOUTO JISYEHHETO ¢ eukacHo, Ritemvia Mose 1a pOaBIKY J1a ce H3M03Ba

2 TOAVHMY cJe]] MPUKIII0YBaHE HAa TPBOHAYAIHOTO JICUCHHE.

Ipu nena u roHou Ritemvia ce npusara B KOMOUHAIMS C ,,XUMHOTEPATTHS .

6) [I'panysomarto3a ¢ MOJIMAHTHUT WIN MHKPOCKONICKH MOJHAHTHAT

Ritemvia, npuiaran B KOMOMHAIMS C TIFOKOKOPTUKOW/IU, C€ U3IIOJI3BA 32 JICUCHUE HA IPaHyJIOMaTo3a
C MOJIMAHTUHT (HApHUYaHa MMo-paHo rpaHyioMaro3a Ha BereHep) viau MUKPOCKOIICKH TIOJIMAHTHUT TIPH
BB3paCTHU U A€1Aa Ha BbB3PacT 2 TOJWHU U II0OBCYC. FpaHyJ'[OMaTOEIa C IMOJIMAHTUUT U MUKPOCKOIICKH
HOJIMAHTHHUT ca JiBe ()OPMU Ha BB3MaJICHUE HA KPHBOHOCHHUTE CHJIOBE, KOETO 3acsra MPeIUMHO OennTe
IpoboBe 1 OBOpenuTe, HO MOXKE J1a 3acerHe CBIIO U IPYrH opraHu. YacT oT npuYMHATA 33 Te3U
3abonsBanus ca B-mumdornurure.
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B) llemduryc Byarapuc

Ritemvia ce u3mosn3Ba 3a JeueHrUe Ha MAIMEHTH C YMEPEH 10 TeXbK nempuryc Bynrapuc. Ilempuryc
BYJITAPUC € aBTOUMYHHO 3a00JIs1BaHe, PU KOETO CE TOSABABAT OOJIC3HCHH MEXYPH IO KOXaTa u
JUTaBUIIATa HA yCTaTa, HOCA, THPIIOTO U MOJIOBUTE OPTaHM.

2. KakBo Tpsi6Ba 1a 3HaeTe, mpeau Aa u3noa3sare Ritemvia

He u3nonssaiite Ritemvia, ako:

. CTE aJepPruiHU KbM PUTYKCUMAO, Ipyru OeNThIM, KOUTO ca IOAOOHU Ha PUTYKCUMaOl, UIH KbM
HSIKOSI OT OCTAHAJIUTE ChCTABKHU Ha TOBA JICKAPCTBO (M30poeHH B ToUKa 6)

. MMaTe Te)KKa aKTHBHA HH(EKIUS B MOMEHTA

. uMate oTciabeHa UIMyHHa CHCTeMa @.

. uMare TeXKa ChbpJeyHa HEIOCTAThYHOCT WIIM TEKKO HEKOHTPOIUPAHO ChPIAEYHO 3a00. u
MMaTe TPaHyJIoMaTo3a C MOJIWAHTHUAT, MUKPOCKOIICKH TOJIMAHTHUT WK riemduryc c.

He tpsi0Ba na Bu ce mpuiara Ritemvia, ako HIkoe 0T H30pOCHHTE MO-TOpe Ce OTHAC ac. Ako He

CTe CHTYpHH, TOBopeTe ¢ Barus nekap, GpapMaleBT Wi MeUIHHCKA CeCTpa, npe@a uce
npunoxu Ritemvia.

Ipenynpesknenust U MpeanasHu MEPKH ' Q

TosopeTe ¢ Bamms nexap, (papMareBT MM MeMIMHCKA CECTPa, TIpe;l u ce npmwioku Ritemvia,
aKo:

. HSIKOTa CTE UMaJIM MJIM MOJKe cera aa umare nHgexuust€ kelfatut. Tosa e, 3a110TO B HAKOU

ciydan Ritemvia Moxxe a oBe/ie 10 TOBTOPHO aKTH] ¢ Ha XemnaTuT B, KoeTo B MHOTO
PEJIKH CITyqan MOKE /1a 3aBBpII Che CMBPT. [anfichrh, kouto ca mmanu xematut B undexims,
11 (] 6’LZ[aT BHHUMATCIIHO HPETJICAAHNU OT CBOA JIGKAR 34 IMMPpU3HALIM Ha Ta3n I/IH(i)CKHI/IH.

. HSIKOTa CT€ UMAJIH MPOOJIEMH ChC CHPLIETO Mep CTEHOKapusi, ChbpLeOHeHe K Chp/CUHA
HEIOCTAThYHOCT) MK POOJIeMH ¢ AMIIIa !,‘(c

AKO HAKOE OT U30POCHUTE MO-TOPE CE OT, Q Bac (unu He cTe curypHu), roBopete ¢ Barust nekap,
(bapmarieBT WM MEIUIIMHCKA CECTPa, na Bu ce npuioku Ritemvia. Mose 1a ce Haltoxu
BamusT nekap Jia moioxu creruaiii KM IO BpEME Ha JiedeHnero ¢ Ritemvia.

AKO MMaTe rPpaHy/JI0MaTo3a HAHTMUT, MUKPOCKOIICKH MOJHAHTHUT WM eMQuryc
ByJIrapmc, ysenomere Ba eKap ChbIIO0 H
. aKo cMmsTare, 4e a uMaTe WHQEKIHs, I0OpH H JIeKa KaTo npocTyaa. Kierkure, Ha KOUTO
BB31eicTBa Ri , TomMarat B Oop0Oara ¢ HHQEKIusITa 1 TpsAOBa J1a U34aKaTe JOKaTo
UHQEKIHAT yu, ipeau 1a Bu ce nmpunoxu Ritemvia. Mo, uadopmupaiite Bamust
JeKap g WHAJIOTO CTE€ UMalli MHOTO MH(EKIINHU WM CTPaJiaTe OT TEKKUA HHDEKIINH.
. aKo ¢ , Ue MOJKE J1a UMaTe HyX/1a OT BAKCHHUPAHE B OJIM3KO0 ObJelIe, BKIIOUYUTETHO
Ba aHe 3a MbTyBaHe B APYrH cTpaHu. Hskon BakcuHU He TpsAOBa Aa ce mpuiarat
pemeHHO ¢ Ritemvia wiu B mecenuTe ciien npuiiokeHneTo Ha Ritemvia. Bammst inekap
npoBepu Jaiu TpsiOBa 1a Bu ce mpuiiokat BakKCHHHM, IPEH J1a 3aIlI0YHETE JIEYSHHUE C
itemvia.

Jeua v roHOIIN

Hexooockunos numgpom

Ritemvia moxe na ce u3moJ3Ba 3a JieueHne Ha Jella U FOHOIIH, Ha Bb3pacT 6 Mecella U rmoseye, ¢
HEXOPKKUHOB JInMpoM, rmo-crneruaiio CD20 nosutusen nqudys3eH B-eapokiersyeH aumdom
(DLBCL), mumpom Ha bbpkut (BL)/ neBkemust Ha bbpkut (3psiia B-kiieTsuna octpa JeBKeMust)
(BAL) mnu bepkut-nonooen mumdom (BLL).

loBopete ¢ Bamws nekap, hapManeBT WM MEJUIIMHCKA cecTpa, pean ja Bu ce mpuiioxu ToBa
JeKapcTBO, ako Bue cre mnm Barmero nere € Ha Bb3pacT mox 18 roguHm.

FpaHleOMal’}’ZOSa C nojauancuun Ui MUKpOCKONCKuU noauanecuum
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Ritemvia moxxe na ce u3mos3Ba 3a JieueHHe Ha Jielia ¥ IOHOIIH Ha Bb3pacT 2 FOAWHU U ITOBEYE C
rpaHyJIOMaTo3a C MOJMAHTHUT (Hapu4yaHa Io-paHo rpaHyjoMaro3a Ha Berenep) i MUKpOCKOIICKH
nonuanruuT. HsiMa MHOTO MHQOpManus oTHOCHO yrioTpebara Ha Ritemvia npu aena u Miaam xopa ¢
JIpyTH 3a00JsBaHHS.

T'oBopete ¢ Bamms stekap, ¢hapMarieBT Wik MEITUIIMHCKA cecTpa, IIpeau na Bu ce mpmioxu ToBa
JIEKapCTBO, aKo cTe win Bamiero aere e Ha Bb3pacT noj 18 rogunm.

Npyru JekapcerBa u Ritemvia

Wudopmupaiite Barust ekap, papMameBT Wi MEAUIMHCKA CECTPa, aKO IIpHEMaTte, HaCKOpO CTe
NpUEMATd WK € Bb3MOKHO Jla IpUeMaTe JAPyru Jekapcrsa. ToBa BKIIOYBA JIEKAPCTBA, OTITYCKAHH 0€3
perienTa u pacTUTEHH JiekapcTa. ToBa e, 3amoTo Ritemvia Moske 1a mosimse AeiHCTBUETO Ha HAKOU
npyru sekapcera. ChIo Taka, HAKOM JIPYTH JEKapCcTBa MOXKE JIa MOBJIMSAT HAYUHA, 10 KOUTO, Wa
Ritemvia.

ITo-cnermmanno, nHbOpMupaiiTe Bamms tekap: \(b
. aKo MpueMare JIeKapcTBa 3a BUCOKO KpbBHO HajsiraHe. Mosxke 1a Bu ObJie ka3a HE
npueMare Te3u Jiekapcta 12 gaca npeau aa Bu ce npuoxu Ritemvia. Toeg,e,8aioro mnpu
HSKOM XOpa MMa CliaJlaHe Ha KPhbBHOTO HAIISITaHe, J0KaTo ce mpuiara Rit
. aKo HsKOTa CTe MpHUEeMalt JIeKapcTBa, KOUTO MOBJIMABAT UMyHHaTa BigucTema — xato
HaIIpUMep XUMHUOTEpAIUI WK UMyHOCYIIPECUBHHU JIEKAPCTBA. O
*

Axo HsIKOE OT U30pPOCHHUTE MO-Tope ce OTHAcs 3a Bac (i He cte ¢ XM), roBopete ¢ Bamms nekap,

(bapMaueBT WM MEIUIIMHCKA CECTpa, peau na Bu ce npuiioxu 1a.
*
BpeMeHHOCT 1 KbpMeHe \
Tpsi6Ba na kaxxere Ha Bamms nexap WM MEIUIIMHCKE, C ) aKo cTe OpeMeHHa, cMsITaTe, Y€ MOXKe

Jla cTe OpeMeHHa WM IJIaHupare OpeMeHHocT. ToBa ara, 3amoto Ritemvia moxe 1a mpeMuHe
Tpe3 IJIalleHTaTa u Ja 3acerHe 6edero Bu. é

AKoO uMa BeposITHOCT Ja 3a0pemeneete, Bue u SIT IAPTHHOP TPSAOBA J1a U3I0JI3BaTe CPEKTUBCH
METO/I 3a Tpena3BaHe OT 3a0peMeHsIBaHe, To M3moj3Bare Ritemvia u B mpoabokeHe Ha

12 mecena cnen nocneaHoto Bu ieueHu i
He tpsiOBa n1a kbpMHTE, TOKATO CE JIE
cient ocaenHoto Bu neuenue ¢ Rite

¢ Ritemvia. He tpsi6Ba cbIiio na kbpmute 10 12 Mecena
id. Tosa e, 3amoro Ritemvia Mmoske /1a mpeMuHe B KbpMaTa.

lo¢pupane u padora c ma
He e u3BectHo nanu Rite JTUsIBa cIOCOOHOCTTa BU 3a modupane wim padboTa ¢ HHCTPYMEHTH
WJIn MalllMHU.

Ritemvia cbabp

Tosu nexapcgs JIYKT ChIbpKa 52,6 mg HaTpuii (OCHOBHA ChCTaBKa Ha TOTBapcKaTa/Tpare3Ha

COIl) BBB BC koH oT 10 mL u 263,2 mg HaTpuii (OCHOBHA ChCTaBKa HA TOTBapCKaTa/Tpare3Ha
COJI) BbB sakon ot 50 mL. ToBa ¢ ekBuUBaJIeHTHO Ha 2,6% (3a ¢utakona ot 10 mL) u 13,2% (3a
¢ak 50 mL) oT mpenopbUMTETHUS MAKCUMAJICH JIHEBEH MPHUEM Ha HATPUH 33 Bb3PACTHH.

3. Kak ce mpuaara Ritemvia

Kak ce npuniara

Ritemvia e Bu ce npunara ot Jiekap WM MEIMIIMHCKA CECTPa, KOUTO UMAT ONUT B M3MOJI3BAHETO HA
ToBa JieueHue. Te me Bu HaOmogaBat BHUMaTeNnHO, A0KaTo Bu ce mpuiara ToBa iekapcTBo. ToBa e B
Cily4ail, 4e IOoJIy4nTe HAKAKBU HEXeNaHH PEaKLIUH.

Ritemvia Bunaru me Bu ce npuara karo BiauBaHe (MHTpaBeHO3HA UHDY3HS).

JlexkapcTBa, 1aBaHu NpeIu BCAKO MpuiIokenue Ha Ritemvia

[penn na Bu ce npunoxu Ritemvia, me Bu Obar nagenu apyru nekapctsa (IpeMeanKanys) 3a
MIPeIOTBpATABaHE MM HaMAJISIBAHE HA BH3MOYKHU HEXEJIaH! PEaKlny.

e



ITo K0/1KO0 U KOJIKO 4eCTO IIie mojayvyaBarte Bamero j1euenue

a) AKo ce JIeKyBaTe 32 HEXOI:KKHHOB JuMdom

. Axo Bu ce npunaza camo Ritemvia
Ritemvia e Bu ce npunara BeiHBK CeIMUYHO 3a 4 CeMUIA. Bb3MOXHHU ca ¥ TOBTOPHH
KypcoBe Ha jieueHue ¢ Ritemvia.

. Axo Bu ce npunaza Ritemvia ¢ xumuomepanus
Ritemvia e Bu ce npunoxu B IeHs Ha XUMHUOTepanusiTa. ToBa ce moBTapsi O0ONKHOBEHO
Ha BCEKH 3 CEAMMUIIH 10 8 MBTH.

. AKko ce ToBHsABaTe 100pe OT JeueHueTo, Ritemvia moxke 1a Bu ce nmpuara Ha BCeku 2
WM 3 Mecela B MPOJBbJDKCHUE HA JIBE TOMUHY. BammusT jgekap Moxke J1a IpOMEHH TOBa B
3aBHCHUMOCT OT Bariivst moBnusBaHe OT JIEKapCTBOTO. @.

. Axo cre Ha o-Manko ot 18 roaunu, Ritemvia e Bu ce npunara ¢ XI/IMI/IOTepa@ e

e moayunte Ritemvia no 6 meTH 3a mepuosn ot 3,5 — 5,5 mecera. @
0) AKo ceJieKyBaTe 3a IPaHy/JI0MaT03a ¢ MOJHAHTHUT HJIM MHKPOCKONCKH HAHTHUT
Jleuenunero ¢ Ritemvia ce ¢bCTOHM OT YETHPH OTIEIHH HHPY3UH, KOUTO C€ MPHUIIar 3 HHTEPBAJIN
oT eziHa ceamuria. [peau HauamoTo Ha jedeHneTo ¢ Ritemvia oOukHOBEHO 11e jaraTt

KOPTUKOCTEPOUIHO Ype3 UHKEKIHs. 3a JeueHne Ha ChbcTossHUeTo Bu, Bammysig nékap Moxxe 1o Beako
BpEMeE J1a 3aII04HE JISUeHHe C KOPTUKOCTEPOUIH, KOETO ce Ipuiiara npe!@ Ta.
*

Axo cte Ha Bb3pacT 18 roauHu U moseye u oTroBapste q00pe Ha sefiemtero, Ritemvia moxe na Bu ce

Ipuiara KaTo NoAabpKaiio JieueHue. To e ce npuiara karo 2 HU UHY3UU TIPE3 UHTEPBAI OT
2 ceamuIy, ocaenBanu ot 1 wHGY3Ms Ha BCeKH 6 Mecera B JKEHUE Ha Haill-MaJIKo 2 FOAMHH.
BammusT nexkap Mmoxxe fa pemu aa Bu gexyBa mo-apiro ¢ p Mab (70 5 TOaUHM), B 3aBUCUMOCT OT

TOBA KaK C€ MOBJIMABATC OT JICKAPCTBOTO.

B) AKO ce JieKyBaTe 32 neM@uryc ByJrapuc 05\'

Bceku kypc Ha jiedeHHe ce ChbCTOH OT JIBE 0TI H(]y3H1H, KOUTO Ce MpUIIaraT npe3 2 CeAMHUIIN.
AKO ce noBiusiBaTe 100pe OT JICYCHUETO, M na Bu ce mpunoxu Ritemvia kato mogaspikania
Tepanus. Ts nie ce mpuiaoxku 1 roauHa u cella clie]l HA4aJTHOTO JICYSHHUE U CIIE/T TOBA Ha BCEKH 6
Mecena, ako € HeoO0Xo Mo, win Barir ap MOXe J1a IPOMEHH Ta3u CXeMa B 3aBUCUMOCT OT TOBa
KakK ce IMOBIIUSIBATE OT JICKAPCTBOTO.

Axo nmate HIKaKBU JOITbJIH M BBIIPOCH, CBBP3aHU C yHOTpe6aTa Ha TOBa JICKapCTBO, MOIUTANTE

Banms nekap, ¢papmareBt €IMIIMHCKA CEeCTpa.
4, Bb3moikHN H U peakuun
Kakro Bcnuky TBA, TOBA JIEKAPCTBO MOXKeE Jia MTPEN3BHKA HEXKEIaH! PEaKIi, BRIPEKHU Ue He

BCCKH I'H IIO,

Ios @)Kenaﬂn peaKiuu ca JEeKH 10 yMEPEHH, HO HAKOW MOYKE J1a ca TEXKH U J]a U3UCKBAT
1 MPsiko HSIKOM OT Te3u peakuy ca Ouin (aTaaHH.

Peakunu kbM HHpy3usiTa

IIpe3 mnn B paMkuTe Ha MbpBUTE 24 Yaca Ha WH(Y3US MOXKeE Ja TOIy9IHUTe TIOBUIIIEHA TEMIIepaTypa,
CTYZAEHH TPBIIKU U TpenepeHe. He Taka yecto, HAKOW MAallMEHTH MOJKE J1a TTOJTy4yaT 0oJKa Ha MACTOTO
Ha nH(py3uaTa, MexypH, cbpOek, raJieHe, yMopa, IJIaBoO0JINe, 3aTPyAHEHO AMIIAHE, TIOBUIIEHO
KPBBHO HAJIATaHE, XPUTIOBE, TUCKOM(OPT B I'BbPIIOTO, MOTyBaHE HA €3UKa WITH I'bPIIOTO, ChPOEXK B HOCA
WIN XpeMa, TIOBPbIaHe, 3auepBsABaHe Ha KoXaTa U ChpleOneHe, MHYApKT WM HUCHK Opoit
TpoMOOIUTH. AKO UMaTe ChpJeUHO 3a00NABaHE WM CTEHOKAPAXs, Te3U PEaK1 MOXe Ja Ce BIIOLIAT.
HUndopmupaiite He3a0aBHO JHMIETO, KOETO MPoBe:KAa HH(PY3UATA, ako Bue nnu Bamero nere
pa3BUBATE HIKOW OT TE€3W CUMITOMH, ThH KaTO MOXKE Jia c€ HaJOKH UHPY3UATA Ja ce 3a0aBH WK J1a
ce crpe. Mose /1a ce HaJIoKU TOIBIHUTETHO JIEYEHHE C aHTUXMCTaMUHU Wi Mapareramoll. Korato
TE3W CUMIITOMH OT3BYHaT HIIH ce MoA00psT, HHPY3HUATa MOXKE J1a IPOIBIDKU. [10-MaKko BEeposSTHO €
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Jia TIONTyYHTE TE3H PEaKIUH CJIe]] BTropara HH}y3usl.
Bammsr jiekap Moske Jia pelu ia cupe jedenrero Bu ¢ Ritemvia, ako Te3u peakimu ca cepuo3HHu.

Nupexuun
HNndopmupaiite Bammus nexkap He3adbaBHo, ako Bue uin Bamero gere nmoayuynre CHMOTOMH Ha
uH(peKUHsl, BKIIYNUTETHO:

. MOBHUIIIEHA TeMIIepaTypa, KallTulla, Bb3MaJIeHO I'bPIIo, Mapemia 0ojIKa Mpyu ypUHUPAHE WIH
YyBCTBO Ha c1a00CT 1 00III0 HEPA3MOIOKEHUE
. 3ary0a Ha amMeTTa, 3aTpyIHEHO MHCIIEHE, 3aTpyIHEHUE TP XO/ICHE MIIH 3ary0a Ha 3peHUETO —

T€ MOJXKE J1a ce ABJDKAT Ha MHOTO PsAKa, CEpHO3HA MO3bUHA HHPEKIHS C JIETalleH U3X0J
(nporpecuBHa MynTudokaaHa seBkoeHnedanonatus win [IMJII).

o Bpeme Ha jeueHueTo ¢ Ritemvia Mosxe ma monmyyaBate HHOEKIIUH MTO-TECHO.
Yecro Te ca MpoCTyHU 3a00JIIBaHUS, HO UMa CIIydyad Ha THEBMOHUS WJIM UH(PEKITUHN Ha TTHK
mpTHINA. Te ca n30poeHu 1mo-ao0iy B ,,Jlpyru HeXKeTaHn peaxiim . (b

AKO Cce HCKYBaTe 3a I‘paHYHOMaTO3a C IIOJIMAHTUUT, MI/IKpOCKOHCKI/I IIOJIMAHTUUT WU I/IFyC
BYIITapuC, Ie HaMepuTe Ta3u nHpopmanus cbino u B CUTHATHATA KapTa 3a naume@xomo Bue
naneHa ot Bamus nexap. Baxkno e na nasutre CurnaanaTta KapTa 3a HaqueHTa p@ OKa)keTe Ha
Bamms napTHeOp MM Ha 4OBEKa, KOMTO ce TpuxkH 3a Bac. Q

KokHu peakuuu ’}Q

MHOTO psIKO MOXKE /12 HACTBIIAT TeKKH KOXKHU 3a00JsIBaHuUs ¢ 00p4d3 € Ha MEXYpPH, KOUTO MOTat
Ja 6bAaT xKHUBOTO3AacTpalaBaIiy. Moxe Ja ce MOsSBYU 3a4epBsiBa CTO CBBP3aHO C MEXYPH MO
KO’KaTa WM JIMTaBULUTE, HAIPUMEp T10 BbTPEIIHATA CTPaHa Ta, TCHUTATHATa 00JIACT WITH
KJIeTIauuTe, KaTo MOJKE J]a IMa M TIOBHUIIICHA TEMIIEpaTypa. {N pMupaiite Bamms sexap
He320aBHO, AKO UMAaTe HAKOM OT Te€3H CUMIITOMM.

a)  Axo Bue nim Bamiero gere ce jiekyBar €XO0/IZKKHHOB JIUM(pOM

JIpyru HexeJIaHHM pPeaklUu BKIIOYBAT: 20

MHoro yecTr HeXXeTaH! peakun (MOXe QCGFHaT moBede ot 1 Ha 10 gymm):

. OaKTepUaTHA WA BUPYC eKIIUU, OPOHXHT

. HUCBHK Opoii Oesu KPbBH CTKU ChC WM 0€3 TIOBUIIICHA TeMIIepaTypa, WK HUCHK Opoit
KPBBHHU KIIETKH, HI/I ,,TPOMOOITUTH

. rajicHe

. MeTHa Ha OTLT aHe 10 CKaJlla, CTyIeHHU TPBIIKH, TJ1aBoOoINe

. HaMajeH €T — MOpaJii TO-HUCKYU HUBA B KPHBTA HA AaHTHUTENIA, HAPEUCHU
,»AMYHO uan" (IgG), KouTo moamoMarar 3amuTara cpeury HH)EKInm.

Yectn Hexena 1y (Moxke Aa 3acernar o 1 Ha 10 mymmm):

. IIMM Ha KPBBTA (CEICHC), THEBMOHMS, XepIiec, IpocTyaa, HHPEKurn Ha OpOHXHUTE,
éGHqHH nH(EKINH, THPEKIUN C HEU3BECTEH IPOU3XO0/, Bh3NaJICHUE Ha CHHYCHTE,

@ xenatut B
HUCBHK OpOl UepBEHU KPBbBHU KJIETKU (aHEMHS), HUCHK OpOH Ha BCUUKU KPBBHH KIETKH
AJIEPTUYHU PEaKUNH (CBPBXUYBCTBHTEIHOCT)
BHCOKH HHMBA Ha KpbBHATA 3axXap, 3ary0a Ha Terso, OTOK Ha JIUIETO U TSAIO0TO, TOBUIIEHH
HHMBa B KPbBTA Ha €H3MMa ,,JJaKTaT AexuaporeHasa (JIIX)®, HuCKku HUBA HA KAJIHA B

KpPBBTa

. HEOOWYaHN yCelllaHus 110 KoXKaTa, KaTo U3TPhIIBaHe, MpaBy4KaHe, 00JIeKH, apeHe,
ycelllane Ha TPBIIKK 0 KOXKaTa, HAMAJICHO yCelllaHe P JIOTIHP

. YYBCTBO Ha OE3MOKOMCTBO, MPOOJIEMH ChC 3aCIIMBAHETO, 3a4epPBABAHE Ha JIMLIETO U Ha
JPYTH YYacThLH OT KOXKaTa [opajau pa3lIMpeHnue Ha KPbBOHOCHUTE ChIIOBE

. 3aMaliBaHEe UM TPEBOXKHOCT

. HOBHUIIEHO 00pa3yBaHe Ha CHJI3H, IPOOIEMH ChC CIB3HUS KaHaJ, Bb3MAICHHE HA OKOTO
(KOHIOHKTHUBHT)

. 3BBHEHE B YIIHUTE, 0OJIKA B YIIHTE
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. ChpACYHU TIPOOIIEMH - KaTo HH(PAPKT, HEPABHOMEPHA WU YCKOPEHA ChPJICYHA YeCTOTa

. BHCOKO HMJI HUCKO KPBBHO HaJlsiraHe (HUCKO KPHBHO HaATaHe 0COOCHO TPH U3IPABSHE)

. CBUBaHE Ha MyCKYJUTE HA IUXATCITHUTE ITBTUIIA, KOSTO IPUYMHSBA 3aTPYIHCHO JUIIAHE
(OpoHxoOCIa3sM), Bh3MAJICHUE, Ipa3HEHE Ha OCTUTE qPOOOBE, I'bPJIOTO UM CHHYCHUTE,
3ayX, Xpema

. MOBpBIIAHE, TUapHs, O0JIKa B CTOMAaxa, Bb3MAJICHNE WM S3BU HA T'hPIIOTO U YCTATa,
MPOOJIEMU TP TPETIIbINAHE, 3aMeK, HAPYIICHO XPaHOCMUJIAHE

. HapyIIeHUs B XpaHEHETO: HeIOCTaThYHO ITPHEMaHe Ha XpaHa, BOJICIO JI0 3aryba Ha
TETJI0

. KOIIPHUBHA TPECKa, TIOBUIIICHO M3MOTABAHE, HOIIIHUA U3MOTSIBAHUS

. MPOOJIEMHU ¢ MYCKYJTUTE — KaTO HAIPUMED CTATaHe B MyCKYJIUTE, CTaBHA WU MYCKYJIHA
Oomka, Oonka B rbp0a 1 BBB BpaTa

. 00111 TUCKOM(OPT UK YyBCTBO Ha OS3MOKOWCTBO UM yMOPA, TPEIICPEHE, CHMIT ow@g
rpun

. MYJITHOPraHHa HEAOCTATBYHOCT. \@

Heuectu Hexxenanu peakuun (Moxe Aa 3acerHar Ao 1 va 100 gymm):
. npoOJIeMH ¢ KPbBOCHCHUPBAHETO, HAMAJICHO 00pa3yBaHe Ha YSPBEHHU I‘L?—IH KIIETKH U
HOBHIICHO Pa3rpakaHe Ha YepPBEHUTE KPHBHU KICTKH (arutacTuy OJIMTHYHA
aHeMus1), TOJYTH WIH YBEIUYCHU JIMM(PHH Bb3IN

. HOHIKEHO HACTPOCHHE M 3ary0a Ha MHTepeC Wik ynoBoict T 00MYaiHUTE
JeHHOCTH, HEPBHOCT ’\

. npobJeMu ¢ BKyca — KaTo HampuMep MpoMsiHa Ha BKYC

. npoOJIeMHU ChC CHPLETO - KaTO HAIPUMEP HaMajeHa CYHa YeCTOTa WU rphaHa OoKa
(cTeHOKapIUs) .

. acTMa, HaMaJIeH IIPUTOK Ha KUCIOPOJ 10 opraK%

. MOyBaHEe HA CTOMaxa

MHoro penku HexXellaH! peakuy (MoXe J1a 3ace 1 ma 10 000 mymmm):
* BPEMCHHO IMOBHUIICHUE HA KOJINYCC Ha HAKOW BUJOBC aHTHUTCJIA B KPBBTA (HapequI/I

uMyHornooynuau — IgM), XI/IW@/I HapylEHUs HAa KPbBTa, IPUYMHEHU OT Pas3naJaHe Ha
3arMBAllIUTE PAKOBU KIIETKU

° YBPCIKAAHC HA HCPBUTC TC U KpaKaTa, [apaJInu3upaHo JIULC

® ChpA€YHAa HCAOCTATBYHOC

° BB3MNAJICHUC HA KPi @EHHTe CbA0BC, BKIIIOUUTCIIHO TE€3U, KOUTO BOJAT 10 KOXKHHU
CHUMIITOMH

® JAuXxaTcjiHa H QBHHOCT

eBHarTa cTeHa (mepgoparys)
abossiBaHusI ¢ 0Opa3yBaHe HA MEXypH, KOMUTO MOTaT Ja Obaar

J'H/I JIMTaBULUTE, KaTO HAIIPUMED 110 BbTPELIHATA CTPaHa Ha yCTaTa,
HaTa 00JIaCT WM KJIENIauuTe, KaTO MOXKE /1a MMa M [TOBULICHA TEMIIepaTypa.
. \O) OpeyYHa HENOCTaTBbYHOCT

@ TCXKKa 3ary6a Ha 3pCHUCTO

C HEHWBBECTHA YECTOTA (He € U3BCCTHO KOJIKO Y€CTO Bb3HHUKBAT TC3W HCXKCIIAaHU pCaKL[I/II/I)Z

. HamaJIssBaHe Ha OeMTe KPbBHU KJICTKH, KOETO HE CE CIIyuBa BeaHara

. HamaJieH Opoi Ha TPOMOOITUTUTE HEMOCPEACTBEHO Clie/l MH(Y3UsITa — TOBAa MOXKeE J1a €
o0paTuMO, HO B PE/IKH CIy4yau MOXKe a € (aTatHo

. 3ary0a Ha ciiyxa, 3ary0a Ha IpyTy yCeIlaHus.

Jlela ¥ IOHOIIY € HEXOKKMHOB JTUM (oM

Karo nsno, HexxenanuTe peakuy Npy JIela U I0HOIIN ¢ HEXOHKKHHOB JTMM(OM ca mogo0HH Ha Te3n
NIPY BB3PACTHHU C HEXO/DKKHHOB JrMpom. Haii-uecTo HaOIIt0JaBaHNUTE HEXKEIaHU PEaKIIuK ca
MIOBHUIIIEHA TEMIIEpaTypa, CBbp3aHa ¢ HUCKH HIBA Ha BUJ| 0N KPHBHH KJIETKU (HEYTPODHIIH),
Bb3NaJICHUE WM pa3si3BsiBaHE HA JIUTAaBUIIATA HA YCTAaTa U AIEPTUYHHU PEaKLuu
(CBpBXYyBCTBUTETHOCT).
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6) Axo Bue wim Bamiero iere ce jieKyBaTe 3a rpaHy/J10MaTo3a ¢ MOJHAHTHHT WIH
MHMKPOCKONCKH MOJTHAHTHAT

MHoro decTr HeXeTTaH! peakIiu (MoXKe 1a 3acerHat nmosede oT 1 Ha 10 gymm):

WH(EKITHH, HapuMep TPBIHA HHOEKITHH, HHPEKIINA HAa THKOYHUTE ITBTUIIA (00JIKa MpH
yYpUHHpaHe), MPOCTY1a U XePIIeCH! HHPEKINH

AJIEPTUYHU PEaKIINU, KOUTO € Hal-BEPOSITHO Ja HACTBIIAT MO BpeMe Ha HHDY3HsITa, HO
MOJKE JIa ce TOABAT A0 24 vaca cnen nHpy3usITa

Irapus

KallTUIa WIK 3a1yX

KbPBEHE OT HOCa

MOBHUIIEHO KPBHBHO HAJISTaHE

0OJIKM B CTaBHUTE WK T'bpOa 6a

MYCKYJTHHU MTOTPEIBAHUSI WIIH TPEHCPeHE @
3aMastHOCT \
TpeMop (TperepeHe, YeCTo Ha PhIICTE) 0

ImoayBaHE Ha PBUETE UIIU TTIE3CHUTE

TpyHO 3acTuBaHe (6e3chHHeE) Q

YecTr HEXXENaHU peakinuu (Moxe Ja 3acerHar 1o 1 Ha 10 xymm): ‘OQ
*

HApYIIEHO XPAHOCMUIIAHE \
3areK 0
KOXKHHU O6pI/IBI/I, BKIIFOUUTCJIHO aKHE UJIHU IICTHA @
3a4yepBsIBaHE HA JIMLIETO WM KOXKara -

HOBHIIIEHA TEMITEPATYpPa K\

3amyIIeH WK Teyall] HoC O

CXBaHATH WM OOJIE3HEHN MYCKYJIH \

0oKa B MyCKYyJIUTE Ha PbLETE WIN Q a

HHUCBHK OpOY Ha YepBEHUTE KPHBHU 1 (aHEeMHs)
HUCBHK OpO Ha TPOMOOIIUTHTE 'bBTA
NOBUIIABaHE HA KOJIMYECTB KaJIMi B KPbBTA

IMPOMCHU B pUTbMaA Ha C’B@ NI C’LpH66I/I€H€

MHoro penku HexXelaH! peam@)me na 3acersat o0 1 #Ha 10 000 gymm):
p

Jleua u 10
Karto s

MUK
I

TEXKH CHCTOSIH
KHBOTO3aCTP

a3yBaHe Ha MEXYpH IO KO)KaTa, KOUTO MOTaT J1a Obaar
aliiu. Moxke /1a ce MosBH 3a4epBSIBaHE, YECTO CBHP3aHO C MEXYPH 11O
BUIIMTE, HAIPUMED 110 BHTPEIITHATA CTPaHa Ha ycTaTa, FTeHUTaJIHaTa
€IavynTe, KaTO MOJKE J1a UMa U MOBUIIEHA TEMIIEpATypa.
OsIBa Ha MPEUINHA XenaTUT B uHdekius.

o0JacT
HOBT%
)

paHyJoMaTo3a ¢ NOJUAHTIUUT WJIH MUKPOCKOIICKH IOJITUAHTUUT

HOI
J'IaHI/ITe PCaKnuu NMpu A€1a U FOHOLIU C I'PAHYJIOMATO3a C MMOJIMAHTUUT WA

KM [TOJIMAHTUUT ¢ca MOIO0HH 110 BUJ HA T€3U IPHU Bb3PACTHH C TPaHyIoMaTo3a ¢

HUT NI MUKPOCKOIICKH MOJIMAHTHUHUT. Haii-uecto Ha6HIO,Z[aBaHI/ITC HCXKCJIaHU PCaKIUU Ca

I/IH(l) U, AJICPrUIHA PCAKIIUU U TaICHC.

B) AKoO ce JieKyBaTe 3a neM@uryc ByJrapuc

MHoro0 9ecT HeXKeJIaHu peaknun (MoXKe J1a 3acerHaT moseue ot 1 Ha 10 mymm):

aﬂepFI/I‘IHI/I peaKHI/H/I, KOUTO € I10 BCpOS[THO a HACTBIIAT 110 BpeMe Ha I/IH(i)y3I/I$ITa, HO
MOJKE JIa Ce MOABAT 10 24 yaca cien nHpy3usTa

riaaBo0oJIne

WH(EKIMN, KaTO HanpuMep HHPEKITUH Ha TPhIHUS KOIII

MPOABIDKATEIIHA ACIIPECUS

KOCOIIaI

UecTn HEXKEIaHU peaknuu (Moke fa 3acerHat no 1 Ha 10 gymmm):
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. WH(EKIMU, KaTO HANpUMep MPOCTY/Ia, XepleCHN HH(EKITUH, 0YHa WHEKIIHs, MICYHHIIA
¥ HH(DEKIUN HA MMKOYHUTE THTHUINA (00JIKa TIPU YPHHUPAHE)

. HapyLIeHNs1 Ha HACTPOCHUETO KaTo HApUMeEp pa3ApasHUTEIHOCT U JETPecus
. HapyLIeHMs Ha KOXKaTa, KaTo HallpuMep ChpOex, YpTUKApUs U JOOPOKauYeCTBEHH OYUKH
. YyBCTBO Ha yMOpa WM 3aMastHOCT

. HOBHIIICHA TEMIIEpaTypa

. 0oJKa B CTaBUTE WIH I'bpOa

. Ooika B KopeMa

. 00JKa B MyCKYIIUTE

. YCKOPEH ChpJIe4YeH PUTHM MOBEUYE OT HOPMAITHOTO

Ritemvia Moxe cbII0 1a IpeIn3BUKa IIPOMEHH B JTa0OpPaTOPHUTE M3CIIEIBAHNS, Ha3HAYEHH OT Barist

aeKap.
AKo monryyaBate puTyKCcuMal ¢ JpyTH JEKapCcTBa, HSIKOU OT HEXKEIaHUTE Peaklui, KOUTO M
HOJIyYHTe, MOXKE /1A C€ IbJDKAT Ha APYTUTE JISKapCTBa. \@
Cho0maBaHe HA HesKeJAHH PeaKINu

AKXO moTyynTe HIKAKBU HEXKEIIAHU JICKAPCTBEHN PEakluy, yBeroMere Bamms exdp, hapmaneBT wim
MeIUIuHCKa cecTpa. ToBa BKIIIOYBAa BCHYKH BH3MOKHH, HEOITMCAHH B Ta3H JIHC HEKeJIaH!

peakiuy. MoxkeTe chIIo J1a ChOOIINTE HEXKETaH! PEaKly JUPEKTHO Ype3 FalroaHaTa CUCTeMa 3a
cpobuiaBane, nocoyeHa B [Ipunoxenue V. Karo crobmaBare Hexenan ¥, MOJXKETE J1a aJieTe
CBOSI IPHUHOC 3a TIOJTydYaBaHe Ha MoBede HHPOPMAIHsS OTHOCHO (€301 Ta Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBate Ritemvia . /@
Q

[a ce cpxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCIIa. \'O

He u3non3BaiitTe ToBa JIEKapCcTBO Cle]] CPOKa Ha TQMHOET, 0TOEIA3aH BEPXY KAPTOHEHATA OMAKOBKA U
(hnaxona cien “Tonen no: “. CpoKbT Ha TOIHOC Bapsi HA TIOCIICAHUS JICH OT IIOCOYCHHSI MECEIl.

[a ce cpxpansBa B xnaauiauk (2 °C - 8°®% CE ChbXpaHsIBa B OPUTMHAIHATA ONIAKOBKA, 3a J1a Ce
npeanasy OT CBETIIHMHA. 0

He uzxBbpisiite nekapcTBaTta M3alyATa WK B KOHTEHHEpa 3a JIOMAIIIHU OTHaIbIIH.
Ionwratite Bamms dapmarie Jla MI3XBBPIIATE JIEKAPCTBATa, KOUTO Beue He U3rosBare. Te3u
MEpPKH e CTIOMOTHAT 32 O € Ha OKOJTHATa Cpefa.
6. Cbabp:kan OMAKOBKATA U JONMBJIHUTETHA HHPOPMAaNUs

. - -
KakBo cbx itemvia
. A 0 BemecTBO Ha Ritemvia ce Hapuua puTykcumMao.

HbT OT 10 ML ceabpxa 100 mg putykcumad (10 mg/mL).
KOHBT 0T 50 ML cpappxa 500 mg purykcumad (10 mg/mL).

. Jpyrute CbCTaBKU ca: HATPUEB XJIOPUJ, TPUHATPHUEB IIUTPAT TuXuapar, noiucopdar 80 u Bojia
38 MHXKEKLUU.

Kak m3raexna Ritemvia u kakBo cbabp:ka onakoBKaTa

Ritemvia e 6ucTbp, Oe31BeTEH pa3TBOP, KOWTO ce mpeiara noj (hopMaTta Ha KOHIIGHTpAT 3a
MH(Y3UOHEH Pa3TBOP.

®akon ot 10 mL — OnakoBka ¢ 2 dakoHa

®dakon ot 50 mL — OnakoBka ¢ 1 ¢aakon

IIpuTe:kaTen Ha pa3pelieHHETO 32 YNOTpeda
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Celltrion Healthcare Hungary Kft.

1062 Budapest

Véci Ut 1-3. WestEnd Office Building B torony
Yarapust

IIpousBoguTesa

Millmount Healthcare Ltd.
Block 7, City North Business Campus,
Stamullen, Co. Meath K32 YD60, Upnanmus

3a momreTHATETHA WH(GOPMAIIHSI OTHOCHO TOBA JIEKAPCTBO, MOJISA, CBBPIKETE CE C JOKATHH
MPEJICTABUTEI Ha MIPUTEKATEIS Ha Pa3pelIeHUeTo 3a ynorpeoda:

>
\’0a>

Belgié/Belgique/Belgien
Mundipharma BV
Tél/Tel: + 32 15 45 1180

Boarapus
EGIS Bulgaria EOOD
Ten.: + 359 2 987 6040

Ceska republika
EGIS Praha, spol. sr.0
Tel: +420 227 129 111

Danmark

Orion Pharma A/S
TIf: + 45 86 14 00 00 Q
Deutschland CJO
Mundipharma GmbH

Tel: +49 (0) 69 506029-000 \O
Eesti @Q

Orion Pharma Eesti Ol
Tel: + 372 6 644 55
E)AGda ’\CJ

BIANE=
Tnh: + 009111 - 120
KergPharma, S.L.

Tel: +34 93 700 2525

France
Laboratoires Biogaran
Tél: +33 (0) 800 970 109

Hrvatska
Oktal Pharma d.o.o.
Tel: +385 1 6595 777
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Lietuva
EGIS PHARMACEUTICA C atstovybé
Tel: +370 5 231 4658

Luxembourg/Lu g
Mundipharma
Tél/Tel: + 32

Magyag
Eglf{é gyszergyar Zrt.

1180

6 1803 5555

Medical Logistics Ltd.
Tel: +356 2755 9990

Nederland
Mundipharma Pharmaceuticals B.V
Tel: + 31 33 450 8270

Norge
Orion Pharma AS
TIf: + 47 4000 42 10

0 sterreich
Astro-Pharma GmbH
Tel: +43 1 97 99 860

Polska
EGIS Polska Sp. z o.0.
Tel.: + 48 22 417 9200

Portugal

PharmaKERN Portugal — Produtos Farmacéuticos,
Sociedade Unipessoal, Lda.

Tel: +351 214 200 290

Roménia
Egis Pharmaceuticals PLC Romania
Tel: + 40 21 412 0017



Ireland
Mundipharma Pharmaceuticals Limited
Tel: +353 1 2063800

Island
Vistor hf.
Simi: +354 535 7000

Italia
Mundipharma Pharmaceuticals Srl
Tel: +39 023182881

Kvbmpog
C.A. Papaellinas Ltd
TnA: +357 22741741

Latvija

EGIS Pharmaceuticals PLC parstavnieciba Latvija

Tel: +371 67613859

Slovenija
OPH Oktal Pharma d.o.o.
Tel: +386 1 519 29 22

Slovenska republika
EGIS SLOVAKIA spol. s r.0
Tel: +421 2 3240 9422

Suomi/Finland
Orion Pharma
Puh/Tel: + 358 10 4261

Sverige
Orion Pharma AB
Tel: + 46 8 623 64 40

O
United Kingd \Qb

NAPP Pharmaceuticals Ltd.Q
Tel: +44 1223 424444 @

'
JlaTa Ha mocJieHO npepasrJiexiane Ha agucrokata MM/TTTT. ’\O

JApyru u3rouHunm Ha uHopmanus

*
[Honpo6bna unpopmanys 3a TOBa JIEKAPCTBO € npenocmmuélé&aﬁm Ha EBporelickarta areHIms

1o JiekapcTBata: http://www.ema.europa.eu.
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