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JOJATOK I

KOPOTKA XAPAKTEPUCTHKA JIKAPCBKOI'O 3ACOBY




' Ileit mikapchkuit 3aci6 mizsrae 104aTKOBOMY MOHITOPUHTY. Ile nacTs 3MOry MIBHIAKO BUSIBIISTH
HOBY iH(popMmaLIiio 3 besnexn. MemuHux NPALiBHKKIB IPOCATH MOBIXOMIISTH IIPO Gy/Ib-s1Ki MiX03pro-
BaHi no0OiyHi peakuii. [ndopmaniro om0 NoBiZOMIEHHS PO MO6iYHI peakuii AuB. y po3aiti 4.8.

1. HA3BA JIKAPCBKOI'O 3ACOBY

Pykciesnc 100 Mr, KOHIIEHTpAT JUIsl IPUTOTYBAHHA PO3UMHY IS 1HQY31i
Pyxcienc 500 Mr, KOHIIEHTpAT A1 IIPUrOTYBaHHS PO3UHHY IS 1HOY3iiH
2. SKICHHMH TA KLUIBKICHHAU CKJIAJ

Pyxcienc 100 Mr, KOHIIEHTpAT Ul OPUIOTYBAHHS POBYMHY JUIS iH(Y3ii
1 mut mictuth 10 Mr putykcumady.
Koxen ¢urakon 06’emom 10 M mictuth 100 Mr purykcumaOy.

Pykcienc 500 Mr, KOHLICHTpAT JUIs IPUTOTYBAHHS POBYMHY JUis iHDY3ii
1 mut mictuth 10 Mr putykcumady.
KosxeHn ¢utakon 06’emom 50 mit mictuth 500 Mr purykcumady.

PutykcuMab — 11e oTprMaHe 3a JOIIOMOTOF0 I'€HHOT IHKeHepil XMMepUIHe MOHOKIIOHATIbHE aHTUTLIO
MHIIII/JTFOIMHH, IO SBJISE COOO0 MITIKO3MILOBAHUN IMyHOTJIO0YJIiH i3 ITOCITiIOBHICTIO TMOCTIHHMX
ninsHoK noackkoro IgG1 Ta mepeMiHHUX JUISHOK i3 JISTKHX Ta BaXKKHX JIAHIFOTIB MUIICH.

AmnTHTIIA BUPOOISIOTECS CYCIIEH3IEI0 KYIBTYPH KIITHH CCaBLiB (I€UYHHKIB KUTAHCHKUX XOM’ SIKIB)

H OUHIIYIOTBCS 32 TOMOMOroro adiHHOI XpoMarorpadii Ta ioHHOro 0OMiHy, 30Kpema crierudivHuX
IpONEAyp iHAKTUBALIIT Ta BUIAJICHHS BipyCiB.

JlonnoMibkHa pPEYOBHHA 3 BiTOMUM €(hEKTOM
[eit sikapebruit 3aci0 micturb Medite 1 Mmolb HaTpito (23 mi) Ha josy.

IToBHHMI CIIMCOK JOTOMDKHHX PEYOBUH HAaBEIEHO B po3fimi 6.1.

3. JIKAPCBKA ®OPMA
KoHIiieHTpaT Ui NpUroTYBaHHS pO3UMHY IS iHQY3iH (CTepUIbHUA KOHLIEHTPAT).

Ipo3opa abo 3;1erka onajiecieHTHa, 6e30apBHa ado 611i1a KOPUYHEBO-XKOBTA PifHHA.

4,  KJIHIYHI XAPAKTEPUCTUKH
4.1 Iloxa3aHHs N0 3aCTOCYBAHHH
ITpenapat PykcieHc mokazaHui Ul JOPOCTHMX i3 HABEIEHUMH HIDKYE 3aXBOPIOBAHHAMH.

Hexomxkincpka giMmdoma (HXJI)

[Npenapat PykcieHc nmoka3aHuii s J'IlI(yBaHHS{ JOPOCIINX I‘Ia[I1€HT1B i3 paHile HeJTiKOBaHUMHU
donixynspuumu nimpomamu III-IV cranii B kombinawii 3 XimioTeparmiero.

ITizTpumyroya Tepamnis npenapatom PykcieHe mokasana juis J'lleBaHHS{ JOPOCIHX TAIGENTIB i3
¢domikynapHUMH JTiM(OMaMH TTiciIsl OTPMMaHHS BIANIOBIAl Ha IHAYKLiHHY Tepartito.

a00 nojaipLIIMX peIJ;I/IILI/IBiB micis XiMioTepartii.
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Ipenapat Pykcienc nokasanui s JiKyBaHHS 10opociuX rnanieHTiB i3 CD20-mo3uTUBHOIO AHdY3HOO
B-BeNUKOKIII THHHOIO Hexommcsxoro mimbomoro B koMOiHalil 3 XimioTepamieto 3a cxemoro CHOP
(mmxnodocdamiz, KokcopyOiLMH, BIHKPHCTHH, NPEIHI30IOH).

INpenapar Pyxkcienc y komGinauii 3 XimioTepani€ro MokasaHui U1 JIiKyBaHHS JiTei (BiKoM Bi

> 6 MmicsiB 10 < 18 pokiB) 3 paHilie HelikoBaHOO HomHpeHor CD20-no3uTHBHOIO nudy3HOIO B-
BEJTHKOKIITHHHOW jTiMpomoro (IBKJI), nimdomoro bepkirta (JIB)/nefikozom bepkitra (roctpum
neitko3zom 3pinux B-xiitun) (I'JIB) abo bepkiTronoaiouoro nimpomoro (BILT).

XpoHiuawuii JimbouuTapaui jeikos (XJLI)

IIpenapar PykcieHc nokasaHuii JUIs JIiKyBaHHS NAL[€HTIB i3 paHille HeIKOBAHMM Ta
permnusaaM/pedpakteprum XJLT y kombinarii 3 XimioTepaniero. HasBHi e o6mexkeHi naHi mWoxo
e(eKTHBHOCTI Ta Ge3MeYHOCT] 3aCTOCYBAaHHS B NALIiEHTIB, AKMX PaHille JiKyBaJd MOHOKIOHAIbHUME
AHTUTIIAMH, y TOMY YHCII 3 pUTYKCHMaboM, abo MamieHTiB i3 pepakTepHiCTIO 10 IONEPeHBOrO
JKyBaHHs pUTYKCHMaOoM y koMOiHallii 3 XiMioTeparti€ero.

JlonatkoBy indopmariito uB. y po3aimi 5.1.

PeBmartoigHuii apTpuT

IIpenapar PykcieHc nokazanuii uis JiKyBaHHs JOPOCIHX MAL[i€HTIB i3 TSHKKMM PEBMATOITHAM
apTpuToM (akTHBHA GopMa) y KOMOiHaIii 3 METOTpEKCaTOM Yy BUMAJIKY HEOCTaTHHOI €(heKTUBHOCTI
a60 HEMEPEHOCHMOCTI JIIKYBaHHS IHITHMH XBOP000-MOH(DiKYFOUMMH IPOTHPEBMATHIHUMH
npenaparamu (disease-modifying anti-rheumatic drug — DMARD), y ToMy 4HCIi 3 JTiKyBaHHAM
OJIHMM YH KibKoMa iHribitopamu ¢akropa Hekposy myxaunu (OHII).

V pasi 3acTocyBaHHs B KOMOiHALT 3 METOTpPeKcaToM npenapaT PykcieHc 3MeHIIye MIBHAKICTH
IPOrpecyBaHHs JECTPYKTUBHHX 3MiH Y CyIyo0ax 3a PEeHTT€HOJOTIYHIMH JAHUMH Ta MOKPaIye

GizuaHy yHKTO,

I'panyneMaTtos i3 moJiaHriiToM i MiKpOCKOIIYHHI HOTiaHTiiT

IMpenapar PykcieHc moka3aHuii 171 JIIKyBaHHS JOPOC/IHX MALI€HTIB THKKUX (OPM aKTHBHOTO
rpaHyJieMaro3y 3 mosiaHriiroM (rpaHyinemaro3 Berenepa) (I'TIA) i MiKpOCKOIIYHOTO OJTIaHTIiTY
(MITA) y xombiHawii 3 NIOKOKOPTHKOIJAMH.

Ipenapar Pyxcienc y KOMOiHaLi 3 ITIFOKOKOPTHKOI{aMK TIOKA3aHUH 11 3aCTOCYBAHHS 3 METOKO

iHDyKUii pemicii B aiteit (BikoM Bif > 2 no < 18 pokiB) TsOKKHMX GopM akruHOro I'TIA
(rpanynemato3y Berenepa) ta MIIA.

IlyxupyaTka 3BHUaiiHa

IIpenapat PykcieHc nokasaHuii Juist JIiKyBaHHs NALIEHTIB i3 MyxupyaTkoro 3pudaiinoro (113)
MOMipHOT0 200 TSHKKOTO CTYIEHS.

4.2 Cnoci6 3acTocyBaHHS Ta J03H
Beenenns npenapary Pykcienc Tpe6a mpoBOJUTH ITifl pETEEHUM CIIOCTEPEKEHHAM JOCBIIYEHOTO
MEIMYHOTO MEPCOHATY B YMOBAX, JI€ € MOKJIMBICTS HEralHOTO MPOBECHHS PeaHiMal[iiHUX 3aX0/iB

y TIOBHOMY 00csi3i (muB. po3nin 4.4).

IIpemenukaiiig Ta npodilakTUka

Ilepen kKOKHUM BBCICHHSM Tpernapary Pykceiene Tpela 3aBiciu npoBoAMTH IIPEMEAHKALIIO i3
3aCTOCYBAHHAM XKAPOIHWIKYRATRHOTO TA AHTHTICTAMIHHOTO 3ac00y, HaNpUKIA MapaleTaMoly Ta
nubeHrigpamigy.

y pcm MKy BAHHS JOPOCTIAX TMAI€EHTIB i3 HCXO,Z[)!\I\IHCBI\O!O nimdomoro Ta XJIJI tpeba po3rn5my;gbmﬂ*mnh7
JIONITRHICTh 3aCTOCY BAHHS TIFOKOKOPTHKOIAIB, AKINO Npenapar PykcieHc He 3aCTOCOBy€TLCW
KoMOiHaIil i3 XiMioTepami€ero, U0 MICTUTh ITTFOKOKOPTHKOILIH.
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JliTsaM i3 HEXODKKIHCHKOIO TIMGOMOIO CITil POBOIHTH NPEMENHKALLIO i3 3aCTOCYBAHHIM
napaneTamony ta H1-aururicramingoro 3aco6y (nudenrinpaminy abo eKBiBaICHTHOTO Ipenapary) 3a
30—60 xBUIMH [0 nodaTKy iHdy3ii npenapary Pykcienc. Ha 1onaTok 1o 1poro ¢ 3acTocoByBaTH
NpeIHI30H 3rigHo 3 Tabauuero 1.

V nauieHTiB i3 XpoHiYHUM NiMPOLUTAPHIM JeHKO30M 32 48 roMH 10 MOYaTKy Tepanii Heo6XiHO
NPoBECTH NPOQIIAKTHKY i3 3aCTOCYBAaHHSM a/IeKBaTHOI rijiparallii Ta 3aco6iB, sSKi 3MEHILYIOTb PiBeHb
CEYOBOT KHCIIOTH, 3 METOIO 3HWKEHHS PU3HKY CHHIPOMY JIi3HCY IMyXJIHHH. 3a KUTPKOCTI TiM(pOLHUTIB
6inbmre 25 x 10°/1 pekoMenay€eThCA NPU3HAYSHHS TIPeIHI30Hy/Tpe/iHi30n0Hy B 1031 100 mr
BHYTpIIIHBOBEHHO HE3a0Bro nepex iHdysiero npemapary PyKcieHC 3 METOO 3MEHIIEHHS YaCTOTH

Ta TSDKKOCTI TOCTpHX iH(Y3iHHMX peakiiii Ta/abo CHHAPOMY BHUBLIEHEHHS IIUTOKIHIB.

XBOpHM Ha peBMaToinHuii apTpuT, ITIA a6o MITA un myXupyaTKy 3BHYalHy IpEMEIHUKAILiIO i3
3acTocyBaHHaM 100 Mr METHINIPEIHI30I0HY BHY TPilIHEOBEHHO Tpeba 3aBepIurTH 3a 30 XBUIHH /10
KOXHOI iHQYy3ii npenapaty PykcieHc 3,1 3MEHIICHHA YaCTOTH H TSHKKOCTI iHQy3iHHAX peaKiiii.

Jlopocnum nariientaM i3 I'TIA a6o MITA pexoMeHI0BaHE BHY TPIlIHbOBEHHE BBEICHHS
METHINpeHi300Hy B 1031 1000 Mr/no6y npoTsaroM 1-3 nHiB mepen nepioro indysieto nmpenapaty
PykcieHe (OCTaHHIO 03y METHIIPEIHI30I0HY MOXKHA BBECTH B TOH CaMMH JIeHb, 10 H NepIIy 103y
npenapaty Pykcienc). Hanani narjiestaM Tpe6a nepopanbHO IpHiMaTH NpeIHi3oH no 1 mr/kr/noby
(ue 6inpure 80 mMr/no6y i 3MEHIITyBaTH H03y SKOMOTA HIBU/IIE, 3 ONNIAAY Ha KiliHiuHy noTpeby) mix yac
iHyKIiMHOrO JIIKyBaHHs Ta IPOTAroM 4 TIDKHIB MicIIs JTiKyBaHHA npenapatoM Pykcienc.

ITix uac i mic/s 3aBepIueHHs Teparii npemnaparom PykcieHe y nopociux naunienTis i3 [TIA/MIIA abo
I13 pexoMeHIyEThCS IPOBEACHHS NPpodinakTuky nHeBMoLMCcTHOI nHeBMoHii (ITLIL, cipuurHeHol
Pneumocystis jiroveci).

Himu

Jlitam 3 T'TIA a6o MITA niepex nepmioro B/B iHdy3ieto npenapaty Pykcienc cig Tpu 1o6u
BHYTPIIHEOBEHHO RROJTUTH METUITIPE THIZ0NOH y 103 30 Mr/xr/noby (ane ne Hinbime 1 r/m100y) g
JiKyBaHHS CHMIITOMIB TSDKKOTO BacKydiTy. Jlo mepmoi iHdys3ii npenapaTy Pykcienc MoxHa
3aCTOCYBATH JI0 TPHOX JOAATKOBUX JOOOBHX /103 METHINPEHI30M0HY 30 MI/KT BHYTPIIIHbOBEHHO.

ITicnist 3aBepIUEHHS B/B 3aCTOCYBaHHS METHINIPEAHI30JI0HY MAI[iEHTH MalOTh OTPUMYBAaTH MPEIHI30H
nepopaisHoO B 103i 1 Mr/kr/no0y (ane He 6inpine 60 Mr/n06y) 3 MaKCHMaIbHO IUBUIKMM 3MEHIIEHHAM
JI03M BiJNOBIHO M0 KJIiHiYHOT moTpedu (auB. po3aiia 5.1).

ITix uac i micyis 3aBepiueHHs Tepanii npenapatoM Pykcienc y airei i3 I'TIA abo MITA
PEKOMEHAYETECS MpoBeieHH npodinakTuky mHeBMonycTHOI mHesMoHii (TTLIT, cnpuunnenoi
Pneumocystis jiroveci).

JlozyBaHHsS

HeoGXiaHo nepeBipaTH eTHKETKH JTIKapoLKoro 3aco0y, mobH nepexonaTyes, Mo NaliciTy BBOASTL
caMe Ty JikapceKy GopMy (Ui BHYTPIiIIHEOBEHHOTO ab0 MiAIIKIPHOIO BBEJCHHS), iKa Oyia Homy
NpH3HAYCHA.

HexomkkiHchKa JiMboMa

DONIKYIAPHA HEXOOACKIHCLKA NiMpoma

Kom6iHoBaHa Teparis

PexoMmeHn0BaHa J103a npernapary Pykcienc y komGinanii 3 XiMioTepamiero i iHAyKIiiHOTO
JiKyBaHHA paHille HeJIIKOBaHMX MAI[i€HTIB ab0 ManieHTiB i3 peLHIUBHUMI/PePPAKTEPHUMHU

oKy IApHUMHU JTiMbOMAaMH CTAHOBUTE: 375 MI/M” OBEPXHI Tifla HA LKII i3 3aralbHOIO TPUBATIICTIO
JIKyBaHHA O § LIMKITIB.

IMpenapart Pykcienc TpeGa BBOAUTH B 1-ii IeHb KOXXHOTO LUMKITY XiMioTepartii Iic/ist BHy TPillIHBO-
BEHHOT'O BBEJICHHS MIFOKOKOPTHKOTTHOTO KOMIIOHEHTA XiMioTepariii, SKIIO BiH nepeadaueHui
CXEMOIO JIIKYBaHHSI.

[TiaxTprMyIova Tepamnis




e  Panime HenikoBana QorikysipHa niMpoma
PexomenzoBaHa fo3a npenapary Pyxcienc y SAKOCTI ITiATPUMYFOYOr0 JIIKYBAaHHS [t paHilie
HeJTiKOBaHHUX MAIiEHTIB, ¥ AKX OyJia OTpUMaHa BiNOBib Ha IHAYKLIiHHY Teparilo, CTAHOBUTS!
375 mr/m? noeepxni Tia 1 pas Ha 2 Micsri (4epe3 2 MicsLli Micas OCTaHHBOI JO3H iHAYKIIHHOT
Tepartii) 10 POrpecyBaHHs 3aXBOPIOBaHHA a60 BIPOIOBK MAKCHMAIBHOrO Nepioay 2 poku
(saranom 12 ingysiit).

e  PemmnuBHa/pedpakrepHa domikynspHa tiMmpoma
PexoMeHIoBaHa 103a Tpemnapaty PykcieHe y SIKOCTI I ATPUMYIOUOTro JKYBaHHS JU1s nauieHTiB i3
peumHBHHM/pe<bpamepHHM 3aXBOPIOBAHHAM, ¥ SIKUX GyJia OTPUMAaHa BIATOBIAb HA IHAYKIIAHY
Tepanuo CTaHOBMTE: 375 mr/m? moBepxHi Tisa 1 pas Ha 3 Micsii (4epe3 3 Micsu micis OCTaHHBOT
JI034 IHIyKUifHOI Teparii) o NporpecyBaHHs 3aXBOPIOBaHHA ab0 BIPOIOBK MaKCUMAaIBHOTO MEPioay
2 pok# (3aranoM 8 iHdy3ikt).

MoHoTeparis

e  PemmaueHa/pedpakrepra domikynapHa nimpoma
PexomenzioBaHa [103a nperapary PykcieHc, 1110 3aCTOCOBY€ETBCS SIK MOHOTEpaIlist A1s iHIyKUiAHOrO
JiKyBaHHS NaLi€HTIB i3 q)omkynslpHHMu mimpomamu M-IV cranii, mo pe3I/ICTeHTHl 10 ximiorepanii
ab0 3HAXONATBCS B CTALii ApYroro abo mofabumx peumem micas XimioTepamii, CTAHOBHTb:
375 mr/m? noBepxHi Tijla y BUMJISAI BHY TPIIHBEOBEHHOT iH(Y3ii 1 pa3 Ha THOXKIEHb MPOTATOM 4 THOKHIB.

PexoMeH10BaHa 11032 Y pasi [OBTOPHOTO JIiKyBaHHs NpenapaToM Pykcienc y SIKOCTI MOHOTEpaii
Nali€eHTiB, y skuxX Oyja OTpuMaHa BiATOBIb Ha IOTIEPEIHIO MOHOTepaHlIO pHTYKCHMaOOM i3 IPHBOIY
peummBHoUpe(bpaKTepHm donikynapHOT TiMPOMH, CTAHOBHTE: 375 Mr/m? nosepxm TiNa y BUITISI
BHYTPILIHBEOBEHHO] iHQY3ii 1 pa3 Ha TWXKIEHb NPOTAroM 4 THKHIB (AUB. po3ain 5.1).

Jlugpysna B-eenuxoxnimunna Hexo04CKIHCbKA TiMpoma 6 0opocaux

Ipenapar Pykcicuc Tpeba 3acTocoByBaTH B Ic0M611mu11 3 Ximiorepamicio 3a cxemoro CHOP.
PexomenaoBaHa 1032 CTAaHOBUTb 375 mr/m? oBepXHi Tijla Ta BBOAUTECA B 1-i IEHB KOKHOTO ITHKITY
8-1MKIIOBOT XiMioTepartii i/ BHYTPIIIHBOBEHHOTO BBEICHHS TTTFOKOKOPTUKOITHOTO KOMIIOHEHTA
cxemu CHOP. BesneunicTs Ta epeKTHBHICTE 3aCTOCYBaHHSI PUTYKCHMMaOy B KOMOIHAIIT 3 iHITHME
XiMioTepaneBTHUHUMH HpernapaTaMy U JTiKyBaHHS TU(y3HUX B-BeTMKOKITITHHHIX HEXOHKKIHCEKUX
JiM(oM He BCTaHOBJIEHI.

Kopekliis 1034 mijJ yac Tepaii

3meHuIyBaTH 103y npenapary PykcieHc He pekoMenjyeTbes. Skio npenapar PykcieHe BBoAsTS
y koMGiHauii 3 XimMioTepartiero, MOTPiGHO KepyBaTHCA CTAHAAPTHUMY PEKOMEH/IALIAMH IOAO
3HHDKEHHS 1034 XiMiOTepaneBTHYHHX IMPenapaTiB.

XpoHiuaui JiMGonMTApHUH JEHKO3

PeKOMEH10BAHA 1034 nIpenapary Pyxkciene y komOinanii 3 xiMiorepaniero sl padille HeaikoBaHUX
l'IaI.lIGHTIB i HaIliEHTIB i3 peunnuBHHM/pe(bpaKTepHnM 3aXBOPIOBAHHAM CTAaHOBHTE 375 Mr/m? TOBEPXHI
Tifa, 1O BBOAUTECS B 0-# JeHb NIEPIIOro LHKITY, 3 OAANBIIMM BBEACHHSM y 1031 500 Mr/m? MoBepxHi
Tija, BBOAUTHCA B 1-ii IeHb KOXKHOT'O MOJATBLIOrO0 HUKITY MpoTaroM 6 nuiiiB. Ximiorepamio tpeba
npoBoauTH micis iHdysii npenapary Pykcienc.

PeBmaroigHuii apTpUT

TMauienTam, fKi OTPUMYFOTE iH(Y3ii npenaparty PykcieHe, Tpeba napaTy mam’STKy TS MALEHTIB T[]
Yyac KOXHOT iHPy3il.

Kypc Tepanii npenaparoM PykcieHc ckIagaeTbesl 3 ABOX BHYTPIIUHBOBEHHHX iHOY3iii mo 1000 mr.
PexomennoBana nosa npenapary Pykcienc craHoButk 1000 Mr BHyTpimmHbOBeHHO. HacTynna indy3is
npenapary y 103i 1000 Mr npoBOAUTECS 4epe3 ABa THAHI.

V ueii yac NOBTOpHE JIiKyBaHHs HEOOX1HO MPOBOIUTH, SKIIO 30epiraroThCs O3HAKH 3THIIKOB
AKIMBHOCTT SUXBOPROBAHH; B IHIIOMY Pdsi LIOBTOPHE JIiKY BaHHs 1Ppe0d BIKIACTY 0 HOHOBJICHHAS
aKTHBHOCTI 3aXBOPIOBAHHS.
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IIOCTymn JIaHi CBiUYaTh, 110 KIiHIYHA BiAIOBIIb 3a3BHYal JOCATAETHCS MPOTArOM 1624 TwxHiB
MicJIg NOYaTKOBOI'o Kypey JIleBaHHSI ITuranss mwomHo NPOJOBIKEHHS Tepanu HGOGXIIIHO MTOBTOPHO
PO3IIISIHYTH IIOA0 l'IaLIICHTlB y AKHX YIPOJIOBIXK LBOTO Iepiody BiACYTHI OUEBU/IHI JOKa3H
TepaneBTUYHOI KOPHUCTI.

I'panynemMaros i3 noniadriitom (I'TTA) i Mikpockomigauii nogianriit (MI1A)

IManienTam, sxi oTpuMyIOTh iHQY3ii npenapaty PykcieHc, Tpeba napaTi nam’ATKy IS AL[iEHTIB
i yac KokHOT iHy3ii.

Inoykyis pemicii 6 dopocaux

PexoMeHnaoBaHa 03a nperapary Pykci€He i3 METOIO iHAYKIIT peMicii B IOpoCiuX narieHTis 3 ['TIA Ta
MIIA ctaHoBuTE 375 Mr/m? nosepxm TiJa, 1110 BBOJMTHCS Y BHIVIA/II BHYTPIIIHBOBEHHOI iHQY3il 01H
pa3s Ha TIKIEHb MPOTAroM 4 TIDKHIB (3aranom 4 iHdys3ii).

Iliompumyioua mepanis 6 odopocaux

IMicns ingyxuii pemicii npenaparom PykcieHc MATPAMYIOy TEpaIiio B J0POCIHX nariexTis 3 ['TIA Ta
MIIA Tpe6a po3noyuHaTy He paHilue Hix depes 16 TukHiB uicis ocrannpol indysii npenapary
PyxkcieHe.

Iicns igyKil peMicii iHIMKMMH CTAHIAPTHEMH IMyHOETIPECAaHTaMH I ATPUMYIOUY TEpPaIliio
npenaparom PykcieHe TpeGa po3noyaTd HPOTAroM 4-TIKHEBOTO NEPiojly, IO HACTAE MIiCHA peMicii
3aXBOPIOBAaHHA.

Ipenapar PykcieHc TpeGa BBOAUTH y BUIVISAAI ABOX BHYTPIIIHEOBEHHMX iHQYy3iH o 500 mr

3 IHTEpBAJIOM Y JiBa TIKHI, 3 TIOJATBIIIM BBEJICHHSIM BHYTpPIIIHHOBEHHHX iHQY3ii o 500 Mr KoxxHi

6 micsauis. ITaiieHTH OBMHHI OTPUMYBATH Npernapat PykcieHc npoTarom moHalimeHme 24 MicAiis
IicyIst JOCATHEHHs peMicil (BiaCcyTHICTh KITIHIYHMX O3HAK Ta CHMITOMIB). JIIs ALliEHTIB, y AKX MOXe
OyTH IMiABUIIEHUH PH3HK PELUANBY, TpeOa PO3IIITHYTH OLIBII TPUBAIHH TEPMiH MiATPHMYIOUOL
Teparii npenaparom PykcieHe (70 5 pokiB).

IlyxupuyaTka 3BH4YakiHa

[MamienTam, siKi OTpUMYIOTh iH(]Y3il penapary PykcieHc, Tpeba naBaT nmaM’sITKy JJIs NALIEHTIB i
4ac KOXHOT iHQy3ii.

PexoMenoBaHa J103a npemnapary PykcieHc s JliKyBaHHS IyXUpYaTKH 3BU4aiiHO1 cTaHOBUTH 1000 mMr
BHyTpilHbOBeHHO. HactynHa iHdys3is npenapary B 1031 1000 Mr npoBoAMTECS Yepe3 JBa THXKHI
B KOMOiHaIil 31 3SMEHILIIEHHSM [03H TJIFOKOKOPTHKOIIB.

Iliompumyroua mepanis
[MixrpuMyrouy BHyTpilIHEOBeHHY iHOY3it0 500 Mr TpeGa BUukoHyBaTH depes 12 Ta 18 micauiB, a motim
KOKHI 6 MicALIB, AKIIO MOTPIOHO, HA MIACTARI KMIHIYHOT OTHHKY.

Jixysanus peyuousy

V pasi peruaMBy nanieHTH MOXXyTh oTpuMyBaTH 1000 Mr npenapaTy BHyTpilTHbOBEHHO. Jlikap Takox
MOBHHEH PO3IJISIHYTH MOXJIMBICTH MTOBTOPHOT'O NPH3HAUYeHHS a00 301IbIIEeHHS 03K
[JIFOKOKOPTHKOIIB HA OCHOBI KJIIHIYHOT OI[IHKH.

IMomanswmi iHdy3il MOXXKHA BUKOHYBATH He paHille HiX yepe3 16 THKHIB Mmicis nmonepeaHboi iHdys3ii.

OcobnuBi rpyny namieHTis

Himu

Hexomkkideska gdimboma

TO3HTHBHOIO lIBKJT/JIB/I‘ J]]S/BI'UI npenapaT Pykcienc nmoTpiGHO 3aCTOCOBYBATH B KOM61Hal_lll
CHCTEMHOIO XiMioTepamiero 3a nporokonoMm Lymphome Malin B (LMB) (qus. Tabauui 1 i 2). - 2
PexoMenioBana f103a npenapaty Pykcienc ctanoeuts 375 mr/m? ITI1T, 1mo BBOAUTECS MUIAXO
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ingysii. Kopurysatu no3y npenapary Pykcienc, kpim sk 3a I1IIT, ne notpibHo.

Be3neyHicTh Ta e)eKTUBHICT 3aCTOCYBaHHS PUTYKCUMaOly B JiTell BIKOM Biff > 6 MiCsLIiB 10
< 18 pokiB 3a IHIIWMY TTOKa3aHHAMH, KpiM paHiie HenikoaHoi nomupeHoi CD20-no3utuBHOT
JIBKJI/JIB/TJIB/BILJL, ne BcraHoBieHo. L1{o0 naii€HTiB BikoM 10 3 poKiB HasBHi JHlIe 0OMeXeHi

nani. JlonatkoBy iHopmariro auB. y posaini 5.1.

He cnix 3acrocoByBaty npenapat PykcieHC B JIiKyBaHHI JiTel Bii HAPOHKEHHS 10 < 6 MiCAIIB 3
CD20-mo3utHBHOO Au(y3HOI0 B-BenMKOKIITHHHOO TiMpOMOIO (JuB. po3ain 5.1).

Ta6auus 1. Croci6 3acrocyBanHs Ta 1034 npenapary PykcieHc ais jgikyBanHs xireit 3
HEXOKKIHCHKOI0 JIiM(oMO10

Muxn

JeHb JlikyBaHHSA

JoxiaanHa indopmanis npo 3acTocyBaHHs

[MonepenHiii eramn

IIpenapar PykcieHc He

(cxema COP) 3aCTOCOBYETHCS

Kypc ingykuiiinoi | HeHs —2

Tepamil 1 (BimmoBinae maHIO 6 Llix yac 1-ro Kypcy iHAYKII#HOT Teparii
(COPDAMI) TMOTIePEeIIILOrO eTaIry) 3aCTOCOBYIOTE IIPE/IHI30H SIK “TACTHHY KypCY

1-ma indy3is npenapaty
Pykcienc

ximioreparii. IIpeqHi3oH citii BBOAMTH 10 iHY3ii

Hens 1
2-ra indy3is npenapary
Pyxciene

npenapaty Pykcienc.

IIpenapat Pykcienc BBogsTE yepe3 48 rogux
TiCIIA #oro mepioi iHdys3ii.

Kypc inmykuiinoi

Jens —2

Teparii 2 3-1a indy3is npenapary | Ilix wac 2-ro kypcy iHayKUiiHOT Teparmil
(COPDAM2) Pyxkcienc [IPeHI30H Ha MOMEHT BBEICHHS IpernapaTy
PyKkcieHC He 3aCTOCOBYIOTB.
Jlenb 1
4-ta indysia npenapary | IIpemapar PykcieHc BBoasaTh uepes 48 rogux
Pykcienc MICJIs Horo TpeThoi iHdys3il.
Kype Hens 1
KOHCOJTi TyF04oi 5-ta indy3is npenapary | I[IpenHi3oH Ha MOMEHT BBE[ICHHS IIpenapary
Tepamii 1 Pykcienc PykcieHc He 3aCTOCOBYIOTE.
(CYM/CYVE)
Kypc Henn 1
KOHCOJTi Ay 0401 6-ta indy3is npenapary | [IpenHi3oH Ha MOMEHT BBEICHHSI Ipenapary
Tepamnil 2 Pyxcienc PyxcieHc He 3aCTOCOBYIOTE.
(CYM/CYVE)
Kypc JHi 25-28 xypey
HiITpUMYIO4O1 KoHcoixyrouoi Tepanii 2 | [TouynHaeThCs, KOMU KiNBKICTh KIIITHH Y

tepamnii 1 (IT1)

(CYVE)
IIpenapar PyxcieHc He

neprdepuHiii KpOBi BiTHOBUTBCS MICIA KypCy
xoHcouiayrodoi Tepamii 2 (CYVE) no 3HaueHb

32CTOCOBY€ETHCS AKH > 1,0 x 10%7 i xinbkocti TpoMOOUHUTIB
> 100 x 10%/n.
Kypc Hens 28 xypcy -
HiATPUMYIOYOT niaTpuMyrodoi Tepamii 1
tepamii 2 (I12) (I11)

[Tpenapar PykcieHc ne
3aCTOCOBYETHCS

AKH — a6comoTHa kinbkicts Helirpodinis; COP — yurnodocdamin, sinkpucruu, upeanison; COPDAM
uukiaodochamin, BIHKPUCTHH, NPeHI30I0H, JokcopybiuuH, Merotpekcar; CYM — uurapabin (Apauurin, Ara-C),
merorpekcat; CYVE — nurapabin (Apanutin, Ara-C), senesuzn (VP16)




Ta6aung 2. Ilian JikyBanHs AiTeil 3 HEXOKKIHCHKOIO TiM(OMOI0: 0IHOYACHE 3aCTOCYBAHHS
ximioTepanii 3 npenaparom Pykcienc

ILnan CrapioBaHHd NAUiCHTIB Joxnanna indopmanist npo

JIKyBaHHSA 3aCTOCYBaHHS

I'pyna B Crapis 111 3 Bucoxum pisaem JIAT [Ticns momepeaHBOrO eTaIy 3aCTOCOBYIOTh
(6inpLIe HIXX Y 2 pa3u BUILE HOPMHU), 4 xypeu:
cranis IV 6e3 ypaxenns [THC 2 Kypew iHaykiiiHoi Tepamnii (COPADM) 3

BHCOKHMMH J103aMU METOTpeKcary 3 r/m* Ta
2 Kypcu koHconiayrouoi repanii (CYM)

I'pyna C I'pyna C1: ITicy1a monepeAHBOTO eTaIry 3aCTOCOBYIOTh
I'JIB Ge3 ypaxxenns ITHC, cramis IV ta | 6 xypciB:
I'JIB 3 ypaxxernsm [THC i 6e3 2 xypew iaaykuiiHoi Tepanii (COPADM) 3
ypaxxenus CMP BHUCOKHMH J103aMU METOTpeKcaTty 8 r/m2,
I'pyna C3: 2 kypcu koHcomixyrodoi teparii (CYVE) ta
I'JIb 3 ypaxxernsm CMP, cranis IV 3 2 xypewu niarpumyrouoi repanii (IT1 i I12)
ypaxenHsm CMP

TTocnmigoBHI KypeH CTiJ MPOBOAMTH Bifipasy INiCIs TOTO, AK BiJHOBIATHCS MOKA3HUKH KUTBKOCTI
KJTITHH KPOBI Ta K TO3BOJIUTH CTaH MAlli€HTa, 332 BUHATKOM KypCiB MIATPUMYIOUO] Tepartii, ki
NPOBOJIATH 3 iHTepBaaMu y 28 mHiB.

I'JIb — neiiko3 Bepkirtta (roctpuit neiiko3 3pinux B-knitun); CMP — cnumarOMO3k0Ba piguHa; [THC — nenrpansHa
HepBoBa cucreMa; HDMTX — Bucoki no3u Metotpekcary (High-Dose Methotrexate); JIAIT — nakTaTaeriaporeHasa

I'panyiaemaros i3 noaianriitom (I'TIA) i Mikpockoniunuii nosiaxriit (MITA)

Inoyxuyia pemicii

PexomeHnnoBaHa 03a npemnapaty PykcieHe i iHIyKiii pemicii B fiTei 3 TsHKKOIO HOpMOI0
axtuBHoro I'TIA a6o MITA cranosuts 375 mr/m? [1IIT, 1o BBOAKTECS NUIAXOM B/B iHQY3ii onuH pa3
Ha THK/IEHb MTPOTATOM 4 TIDKHIB.

BesmeuHicTs Ta eeKTHBHICT 3aCTOCYBaHHS pUTYKCHMaly B aiTeid (BikoM Bixg > 2 1o < 18 pokiB) 3a
IHIMAMH MMOKa3aHHIAMH, KpiM akTHBHOT Gopmu Tsokkoro I'TIA a6o MITA, He BCTaHOBJICHO.

He ciiig 3acTocoByBaTH mpenapar PykcieHe y JIiKyBaHHI JiTel BIkOM MEHIIE 2 POKiB 3 TSHKKOIO
¢dopmoro aktuBHOro I'TIA a6o MITA, ockibku iCHY€ MOMUIHBICTS HEIOCTATHBOI iIMyHHOT BiINOBiAl Ha
JATSAY] METUICHHS MPOTH MOIIHPEHNX AUTAYMX XBOPOO, AKHM 3amodirae BaKIHHAL (HANPHUKIIA,
KOpY, eMiIeMiYHOrO MapOTHTY, KpacHyXH i nonioMienity) (auB. po3ain 5.1).

Ilayienmu noxunozo iy
IMTanieHTam JITHEOTO BIiKY (> 65 poKiB) KOpeKLis J03H He OTPiOHA,

Crocib 3acTocyBaHHSA

['otoBuii po3unH npenapary PykcieHc BBOAATH BHYTPILIHBOBEHHO iH(DY3iiHO "epe3 OKkpeMuil karerep.
IIpenapaT He MOXKHA BBOJMTH BHYTPILIHEOBEHHO CTPYMHUHHO a00 60JFOCHO.

[TanieHTH MOBHHHI nepeOyBaTH i/l peTeIbHUM HAIJISI0M IO/I0 MOSBU CUHIPOMY BHUBLIbHEHHS
LUTOKIHIB (OuB. po3ain 4.4). [TauwieHTH, y SIKMX pO3BUBAIOTHCS MPOABHU THKKHX peakiiiid, 30kpemMa
BHpa)keHa 3aAUIIIKa, OpoHXOocna3M abo rinokcis, MoTpedyroTh HeraHOTo nepepuBanHs iHQy3il.
[Ticrs BHHHKHEHHS TaKUX peakUiil MalieHTiB i3 HeXOKKIHCHKOIO JIIMGOMOIO MOTPIOHO 0OCTEIKUTH
Ha 03HAKH CHHAPOMY JII3HUCY ITyXJIMHH, Y TOMY YHCJIi IPOBECTH BiAMOBIHI JJabOpaTOpHi aHali3H,

a TaKOX peHTreHorpadiro rpyaHoi KaiTku i BUABICHHS 1HQLIbTpaTiB y Jerensix. [ndysito ve rpeba
TIOHORITKIORATH, TIOKW TTIORHICTI) HE RHWKHYTR Y€1 CHMITTOMHF Ta HOPMAITI3yIOTRCS Tab0opaTopHi
NOKA3HMKH # JaHi peHTresorpadii rpyaHoi kiitky. Toxi iH]Y3ii0 MOXKHA IOHOBHTH 31 IIBHIKICTIO,
IO CTAHOBUTH He OiNbIIe HiXK TOJIOBHHY TIO4aTKOBOI IIBHIKOCTI. SIKIIO Taki % THKKI MoGiuHi peaxLL;
TPAIUISIOTLES | BApPYTe, Tpeba cepiio3no oOMIpKYBATH pilueniist MO0 MPHITHIEHIT JIKYBaHHI g

B KOHKPETHOMY BHIIQJIKY.




Indy3iitai peakii terkoi a60 MOMIPHOT TAKKOCTI (1MB. po3/in 4.8) 3a3BUYal MHUHAIOTE MICIIS 3MEH-
nenHs mwBHIKoCTi iHdy3ii. [BuakicTs iHdY3il MoXKHa 301IBIIKTH B Pa3i MOJIETIIEHH CUMIITOMIB.

Ilepiua iHbYy3id

PexoMeHIOBaHA N109aTKOBA IIBUAKICTD iHOY3il craHoBUTH 50 Mr/rox; uepes 30 xBuMH ii MOXKHA
36inpuryBatd Ha 50 Mr/rox koxHi 30 XBHINH 0 JOCATHEHHS MaKCHMAIbHOT meuakocti 400 mr/rog.

Tonansii iHY3iT

Yei noxazanus

IMonanbui indys3ii npenapary Pykcienc MoxHa nodrHaTH 3i meuakocti 100 Mr/roj i yepes koxHi
30 XBWIMH 36inbITyBaTH ii Ha 100 MI/ro 10 JOCATHEHHS MaKCHMaibHOT mBHaKocTi 400 mMr/ro.

Mimu: nexodoickincoka nimpoma
Iepina indys3is

PexoMeHIOBaHa MOYATKOBA IIBUAKICTE iHQY3ii craHoBuTh 0,5 Mr/kr/rox (MakcumyMm 50 Mr/ron);
x0Hi 30 XBHJIMH ii MOxHa 30U1bIIyBaTH Ha 0,5 MI/KI/ro o MakcuMatbHOI mBHaKocTi 400 mr/rox,
SKIIO HEMAE TinepuyIMBOCTI 60 1HpY3iHHUX peaKiiil.

IMopanei iHy3il

IMomansui indysii npenapary PykcieHc MoXHa MOYHHATH 31 IBUAKOCTI 1 Mr/Kr/rof (MakcHMyM
50 mr/ron) i yepes koxHi 30 XxBuiMH 301bIIYBaTH 1i Ha 1 MI/KI/roJ 10 AOCATHEHHA MaKCUMAJIbHOL
mBuakocti 400 mMr/rox.

Juwe peemamoionuii apmpum
AJbTepHATHBHA CXeMa [OJAIBIIOr0 3aCTOCYBaHH i3 OiIBIION IBUAKICTIO iHPY3ii

SIKIIO B MAIi€EHTa HE BUHUKIIO CEPHO3HHUX 1H(Y3IMHUX peakiiif Ha meplly i MOAAIbILY iH}Y3iro
npenapaty Pykcienc y no3i 1000 Mr y pasi BBeIeHHS 3a CTaHIAPTHOIO CXeMOIO, PYTY Ta NOAANbIIi
indys3ii npenapaTty MOXXHa MPOBOAUTH i3 GiIBIIO IBHIKICTIO, BBOAAYM NpeNapar y Tid camii
KOHIEHTpALi, o i y nonepeaHix iHdy3isx (4 mr/mi B 06’emi 250 mu). [Ipenapar BBOAATE 3i
mBHAKicTIO 250 Mr/rox nmpotsirom nepuux 30 XBIWIKH 1 31 mBHAKICTIO 600 Mr/roJ MpoTsarom
nopansmux 90 xemwiuH. SIKII0 NalieHT nepeHocHTs Oiply MBUAKICTH iHGY3ii, Hagasi npenapar
MO>KHa BBOJMTH 32 I[€0 CXEMOIO.

IManieHTaM i3 WIIHYIIO 3IAYYIHMH CepLeBO-CYIMHHHMH 3aXBOPIORAHHAMHM, RKITIOYHO R APUTMIEH0,
a60 THM, y KOrO BHHHMKAIH cepifo3Hi iH(y3ilHI peakilii Ha MonepeiHe 3aCTOCYBaHHs Oy Ib-IKOro
610710riYHOTO JKApCHKOro 3acoby abo puTyKcHMaly, He CJTif] 301IbIIYBaTH IUBUAKICTE iH(Y3ii.

4.3 IIpornnokazaHHs

IIpoTHIoKa3aHHs Ui 3aCTOCYBAHHS IIPH HEXODKKIHCHKIM JiM(MOMi Ta XpOHIYHOMY JIIMQOIIMTAPHOMY
JIeHKO3i

TinepyyTIMBIiCTE 0 Aifo40i pedoBHHH a60 10 MUIIAYKX GiIKiB UK 10 Oyab-SKOI HIIOI JOMOMDKHOI
PEYOBUHM, 3a3Ha4eHOT B po3aiii 6.1.

AxTuBHI TSDKKI iHGeKuil (uB. po3ain 4.4).

Bupaxenuit imyHoneirmr.

IpoTunokasaHH [l 3aCTOCYBaHHS IIPU PEBMATOITHOMY apTPHTi, TPAHYJIEMATO3i 3 MOJNIAHTIITON
MIKPOCKOIII"IHM IOJiaHTiITOM Ta IyXHMpPYAaTIli 3BHYaiHii
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IinepuyTiUBICTH 10 AiF040] pedoBUHM a60 10 MUINAYUX GinkiB uM 10 Oyab-AKO1 HIIOT JOMOMDKHOL
PEYOBUHH, 3a3HaYEHOI B po3aini 6.1.

AxTuBHi TsoKKI iHdexuii (us. po3nin 4.4).
BupaxeHuil iMyHOAEILHT.

Tsoxka cepuesa HenocratHicts (IV dyHKIioHaNEHMH Kiac 3a knacudikauiero Hero-Hopkepkoi
acorrianii kapaionoris [NYHA]) a6o TsKki JeKOMIICHCOBaHI 3aXBOPIOBAHHS ceplid (MB. po3ain 4.4).

4.4 Oco6HBOCTI 32CTOCYBaHHHA

BincTexyBaHICTh

3a/u1s MOKPAIIEHHS BiJICTEe)KYBaHOCTi 610/I0rYHIX MeTMYHHMX NPEnapaTiB TOProBy Ha3By Ta HOMED
cepil mpenapary, 10 BBOJUTHCSA, Tpeba 9ITKO peeCTPyBaTH.

IIporpecyioua MyIsTUdOKAIBHA JeliKoeHedanonaris

VciM nanieHTam, ki OTPUMYIOTh Ipenapat PykcieHe i3 npuBogy peBmMaroigHoro aptpury, ['TIA,
MITA Ta myXup4aTKy 3BHYaiHOT 11 KOXKHOT iH(Y3ii HeoOXiHO BUAaBaTH IaM’STKY IS MAIi€HTIB.
TTam’ATKM [T TALIEHTIB MICTATH BRXXJIMBY JUIS MaLli€HTIB iHGopMaliro moao 6e3rnedHoCTi Moa0
MOKJIMBOI'O PH3HKY PO3BUTKY iH(EKIIiH, BKIIOYHO 3 MPOTrPeCyIOUuOi0 MyIbTH(HOKAIBHOO
neiikoenuedanonariero (IIMJI).

ITicns sacTocyBaHHs npenapaty PykcieHc peecTpyBanucs NOOAUHOKI JeTanbHi Bunaaku [TIMJL
IarieHTiB HEOOXIAHO PEryIPHO OINIAAATH MO0 OyIb-IKUX HOBHX YHM NOCHJICHHS HasBHHUX
HEBPOJIOTIUHUX CHMITOMIB YH O3HaK, sKi MOXKYTh cBiquuTH npo IIMJI. V pasi migo3pu na ITMJI Tpeba
NPU3YTHHUATH JTIKyBaHHS 10 BUKJII09eHHA AiarHosy IIMJI. KniniuHoMy sikapro Tpeba o6cTexuTi
nauieHra, o6y BU3HAYNTH, YA BKa3yIOTh CHMIITOMH Ha HEBPOJIOTIUHY TUC]YHKIIIO, 1 SKIIO TaK —
TO YM MOXKYTb I1i cumrToMu BkasyBaT Ha IIMJI. Koncynpraito HeBposora Tpeba po3risaaTy sk
MoKa3aHy 3 KIiHIYHOI TOYKHU 30pY.

SIKIIO € AKiCh CyMHiBH, TpeOa po3IJITHyTH MOXIIMBICTE IPU3HAYECHHS JOAATKOBOTO OOCTEKEHHS,
BKJro4HO 3 MPT (6akaHO 3 BUKOPHCTAHHSAM KOHTPACTY), aHATI30M CIIMHHOMO3K0BO]1 pinuau Ha JITHK
Bipycy Jlxona KaniHrema Ta moBTOpHE HEBPOJIOTiyHE OOCTEKEHHS.

Bix slikaps BUMaraeTscst ocobnuBa yBara ioJi0 CHMIITOMIB, sIKi MOXKyTh BKa3yBaTi Ha IIMJL, sxi
MAI[iEHT MOXKe CaM He MOMITUTH (HAapHKJIaJ, KOTHITUBHI, HEBPOJIOTIUHI YU IICUXIaTPU4HI CHMITTOMH).
INarienTaM TakoXx Tpeba MopaAuTH MOBIAOMUTH CBOIX OJIM3BKUX UM JOTJIAA4iB MIPO JIIKYBaHH,
OCKLIBKH Ti MOXKYTh IOMITHTH CUMITTOMH, Ha SIKi ALIIEHT HEe 3BEpHYB yBary.

Sxio B naunieHTa po3suBaersest [IMJL, nikyBaHHS npenapaToM PykcieHc HEOOXIAHO OCTATOYHO
NPHUITHHUTH.

ITicna BiqHOBIEHHS iIMYHHOI cicTeMH B mauieHTiB i3 [TMJL, ski Manu ocnabneHuil iMyHiTeT,
crioctepiranacs crabinizauis abo nokpamenHs crany. Jloci HeBinoMo, i paHHe BusBieHHsA [IMJ]
Ta MPU3YIMHHEHHS Tepartii npenaparoM PykcieHC MOke 3yMOBUTH TaKy kK cTadiizawito abo
HOKpAIIEeHHS CTaHY.

HexomkkiHcpka JiMmboMa Ta XpOHIYHUHN JTiMPOLIMTApHUN JTEHKO3

Inghysiini peaxyii

JlikyBaHHs npernapatoM PykcieHc acouiroeTbes 3 iHQY31HHUMH peakiisiMH, SKi MOXKYTh OyTH

OB’ 5I3aHi 3 BUBLIEHEHHAM LIMTOKIHIB Ta/a00 iHIMX XiMiYHMX MeAiaTopiB. CMHAPOM BHBITBHEHHS
LUTOKIHIB MOXKe OyTH KJTIHIYHO CX0XKWM Ha FOCTPi peakiii rinepyyTauBOCTi.

Hrpxdye onrcani peakuii, ki BKJIFOYAIOTh CHHAPOM BUBUIBHEHHS LMTOKIHIB, CHHIPOM JII3UCY ITyXJIUHU
7} aﬂa(biuax'ruqui peaxcui'f Ta pealcuil' l"iuepq'y’mmsocﬁ. v




MyXJINHK 0JaTKOBO /IO JINXOMAHKH, 03HOOY, TPEMTIHHS, IIOTEH31i, KPOIIUB’HKH Ta
aHriOHEBPOTHYHOTO HAOPSIKY Ta IHIIHX CUMITOMIB (JIMB. pO3aL1T 4.8).

JU1s1 TSDKKOTO CHHIIPOMY BHBITbHEHHS LIATOKiHIB XapaKTepHi BUpaKeHa 3a/IUIIKa, SKa HEePiKO
CYTPOBOIKY€ThCA OpoHXOCTIa3MOM T2 rifoKciero, Ha 0Ja4y JO JTMXOMaHKHU, 03HOOY, TPEMTiHHS,
KPOIHB’SHKHU Ta aHTOHEBPOTHIHOTO HaOpsIKy. Liei CHHAPOM MOsKe CyNpOBOIKYBATHCS NEAKUMA
03HAaKaMHU CHHPOMY JIi3HCy MyXJIHHH, TAKHMH SK TillepyPHKEMis, rinepkamiemis, rirmoxanplieMis,
rinepdocdareMis, rocTpa HIPKOBA HEAOCTATHICTb, IiBUILICHHS PiBHS naxrataerinporenasu (JIAT),
TaKOX MOXYTb PO3BHBATHCS FOCTPA INXATTbHA HeJIOCTaTHICTE 1 cMepTs. I'ocTpa mxanbHa
HeJIOCTAaTHICTh MOXE CyNPOBOKYBATHCSA TAKMMH SBUIIAMH, K lHTepCTI/II.IIaJIBHa iHdiTpTpaLis YK
HAOPSIK JIEreHiB, M0 BUABIIAIOTECS 32 IONOMOTOI0 peHTreHorpadii rpy/HOT KJIiTKH. YacTo cuHApOM
TPOSIBIIAETHCS MPOTATOM OfHIET 260 IBOX IOJIMH MIC/A OYATKY Nepuioi indysii. [anientu

3 IMXAIBHOIO HEJIOCTATHICTIO B aHamHe3i abo 3 Iy XJIAHHOO iH(IBTPALli€ro JISTeHIB MAIOTh BUILHIi
PU3HK HECTIPHATIMBOIO KJIIHIYHOTO Pe3yJIbTaTy, a TOMY iXHE JIiKyBaHHs BUMArae IIi{BHIICHO
oGepexHoCTi. SKINo B MaLieHTa BUHAKAE TSOKKHH CHHIPOM BHBLIBHEHHS LIATOKIHIB, Tpeba HeraiiHo
nepepBaty iHdys3ifo (AHB. po3nin 4.2) i 3acTOCYBaTH IHTCHCHBHE CHMIITOMATHYHE JIleBaHHH
OCKiNBKH Mic/s M0YaTKOBOTrO MOCHabIeHHs KITiHIYHUX CHMOTOMIB MOXKE€ HACTATH IXHE MOCHIICHHS,
TaKi NaLi€HTH NOTPEOYIOTh PETENHHOTO CIIOCTEPEKEHHS, IOKH He Oy/1e KyrnoBaHo ab0 BUKIIOUEHO
CHHJIPOM JIi3UCY MyXJIMHH Ta JiereHeBy iHditpTpaniro. [Tonansine gikyBaHHs NAlli€HTIB MiC/IA IOBHOTO
3HMKHEHHS CUMIOTOMIB Y PiIKICHUX BHITaJKaX NPU3BOIMIIO IO IIOBTOPHOIO PO3BHTKY TSLKKOI'O
CHHIPOMY BHBiTGHCHHS IIUTOKIIIIB.

JIikyBaHHS NaLi€HTIB i3 3HAYHOI0 MACOI0 MyXJIMHHOI TKAHUHH 200 3 BEJTMKOIO KLUTBbKICTIO

(> 25 x 10%/m) 3nosikicHUX KIITHH B KpoBi (Hanpukiaz naienty 3 XJIJI), ki MaloTh MiABALIECHAN
PU3HK OCOBIMBO TSDKKOI'O CHHAPOMY BHBIIEHEHHS LUTOKIHIB, TpeOa MPOBOJUTH 3 BUHATKOBOIO
obepexmicTio. Taki nanieHT NOTPeOYrOTE 0COOIMBO PETENLHOTO HAMISAY NIPOTATOM yCiel mepuiof
indys3ii. SIKIIO i YaC NEepIIOro LMKy a60 Oyap-AKOro 3 MOJATBLINX LIMKIIIB Y TAKUX NALli€HTIB
KUTBKiCTE JIIMQOLMTIB 3aNHINaETRCS > 25 x 10°/n, HEOOXiIHO PO3TIISHYTH MOXIHBICTE 3MEHIIUTH
IIBUIKICTE MepIoi ingy3ii abo po3aimuTH BBeIeHH: NpenapaTy Ha [Ba JHi.

IToB’s13aHi 3 iHQY3i€r0 MOOIUHI peaxui’f BCIX THIIIB CIIOCTepiFaJIPICB y 77 % nauieHTiB SIKi OTPUMYBAITA
JKYBaHHS PUTYKCHMaOOM (BKJIXOYHO i3 CHHAPOMOM BHBLIbHEHHS LIMTOKIHIB, IO CYIIPOBOKYBaBCS
apTeplaJImeo rirnoTeHsiero Ta 6p0oncna3M0M y 10 % mauienTiB) (quB. posain 4.8). Lli cumnroMu
3a3BMYaii € 00OPOTHUMH B pa3i nepepuBaHHs iH]Y3il puTyKCHMMaly Ta 3aCTOCYBAaHHS JKapO3HHIKY-
BaJIBHUX, AHTUICTAMIHHHMX NpenapaTiB Ta, B OKPEMHX BHITAJKaX, KUCHIO, BHYTPilIHLOBEHHOTO
BBeJIeHHA ()i310J0rYHOrO po3UHHY 200 OPOHXOMMIATATOPIB, a TAKOX INIIOKOKOPTHKOI/IB, AKIIO
HeoOxinHo. TsKKi peaxitii, OB’ s3aHi i3 CHHIPOMOM BHBLUIFHEHHS LIUTOKIHIB, ONKCAHO BHIIIE.

Iosigomitstocs po aHadimakTHYHy Ta iHLI peakwil rinepuyTIMBOCTI Mic/isA BHY TPIlIHEOBEHHOIO
BBEICHHS TMallicHTaM IpenapaTis 6inkoBoi npupoau. Ha BinMiHy Bif CHHAPOMY BUBLTbHEHHS
LIMTOKIHIB, ICTHHHI peakuii rinep4yTIMBOCTI PO3BUBAIOTHCA MPOTATOM AEKLUIBKOX XBHIMH ITIC/Is
noyatky indy3ii. Jlikapceki 3aco6u IS JIIKyBaHHS Peakiiif rinepyyJIMBOCTI, HANPHKJIA eniHeQpUH
(anpeﬂaﬂiH) AQHTUTICTaMiHHI IpenapaTy Ta TJIIOKOKOPTHKOI/IH, MarOTh OyTH HaImoroTosi s
HeraifHoro 3aCTOCYBaHHA y BUIIA/JIKy aJepriHoi peakuii Ha GoHi BBeeHHs puTykenmalby. Kirinidni
NposiBH aHa(iNaKCii MOXYTh BUIIISIATH MOAIOHO 10 KJIiH{9HAX NPOSBIB CHHAPOMY BHBUIbHEHHS
LMTOKIHIB (oumcaHoro suiie). Ipo peaxuii, Bianeceti 10 rinepyTIHBOCTI, MOBIIOM/IAIOCH MCHII
9acTO, HDK PO peaKiiii, o BiAHECeH]i O BUBUIbHEHHS LIUTOKIHIB.

V meskux BUNAAKAX MOBiIOMIISIIOCS TIPO TOAATKOBI peakilii, Taki sk iHdapKT Miokapaa, hibpunsis
niepecepb, HAOPSIK JIereHiB Ta rocTpa 060POTHA TPOMOOLIMTOIIEHIS.

Ockinbky nin vac inysii putykcnmaGy MOXKe BUHUKATH apTepiaibHa rinoTeHsis, Tpeba yTpuMaTHes
BiJl 3aCTOCYBaHHS rNOTEH3UBHUX NpenapaTiB npoTsroM 12 rogus no indys3ii mpenaparty Pykcienc.

Po3znaou 3 boky cepys

V naliieHTiB, SKi OTPUMYBaTH PUTYKCUMAO, CIIOCTEpiraaucs BUMAaJKH CTEHOKAap/il i MOpyIeHHs]
CepLEBOr0 PUTMY, HAIPHKIIA MEPEXTIHHA Ta TPINOTiHHS TePe/ICeP/ib, CEPIIeRa He/I0CTaTHICTh Ta/abo
iH(apkT Mloxapua Tomy Mali€HTH 3 CCPLICBMMH 3aXBOPIOBAHHAMH B anamiiesi Ta/abo miciist
KapII0TOKCHYHOI XiMioTepaiil 1oTpeOyIoTh PeTeIbHOro CroCTEPeKEHHS.

T'emamonoziuna moxkcuuHicmo

Xoua 3acTOCyBaHHs PUTYKCHMaly B PEXKMMi MOHOTEpAIii He CIPUYUHSAE MIENOCYIpEcii, HeoOXiTHO

3 06epeXKHICTIO PUBHAYATH IPETIAPAT XROPHM in KinkkicTio HelTpainie Menme 1,5 X 10%/n Ta/abo
KiJIbKIiCTIO TPOMGOLHTIB MeHIue 75 X 10°/71, OCKiNIBKM TOCBi KJIIHIYHOTO 3aCTOCYBaHHsl Npenapary

B Ll nomyJisiuii oomexenuit. Putykcrumal 3acTocoByBany s JTiKyBaHHs 21 nauiedra, ski nepeseciiu
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ayTonoany nepecanky KICTKOBOT'O MO3KY, Ta B THIIMX rpynax pPISHKy l'IpI/IFHI‘{eHHH (byHKLIll
KICTKOBOTO MO3KY, Y HUX BUNIAIKaX HE CHOCTCplI’ZUIOCSI PO3BHTKY Mi€JTIOTOKCHIHHX l'IpOS[BlB

ITixx gac Tepamnii penaparoM PykcieHc He0OXiHO PEryIApHO NPOBOJMTH NOBHUM aHasli3 KPOBi
3 MiIPaxyHKOM KiTbKOCTI HeUTpOodiIiB Ta TPOMOOLHMTIB.

Ingpexyii

CepiiosHi indeKii, BITFOYHO 3 JleTaNbHUMK BHNAAKaMHA, MOXYTh PO3BHBATHCS Ha (OHI Teparii
putykcnmabom (muB. po3siin 4.8). [lpemapat PykcieHe He CIIif IPU3HAYATH NALi€HTaM i3 aKTHBHAMH
TSOKKMMH IHQEKLisMM (HaIPHKIaJ, TyGepKyIb030M, CETICHCOM Ta ONOPTYHICTHYHUMH 1HPEKIIIAMH;
IMB. po3ain 4.3).

HlKapsIM TpeGa OyTH 00epeKHUMH, PO3IIIAAI0YH IHTAHHS OO 3aCTOCYBAHHS Tperapary Pykcienc
y MAIi€HTIB i3 TOBTOPHUMH 44 xpoquHMn IH(beKImIMH B aHaMHe3i a0 i3 CymyTHIMH 3aXBOPIOBAH-
HSAMH, 1[0 MOYKYTh TIOCHJIFOBATH CXUJIBHICTB MALIIEHTIB 10 TSHKKUX iH(beKiH (uB. po3ain 4.8).

TToBizoMIANOCS TIPO BUMA/IKK PeakTHBaLlii renatuty B B 0ci6, siKi OTpHMYBaI PUTYKCHMA0, BKITIOYHO
3 BUIAIKaMH JIETAIBHOrO GJIMCKaBUYHOTO TETaTUTY. BibLIicTs TAKAX NALIEHTIB TAKOX OTPUMYBA/IU
IIMTOTOKCHYHY XimioTepamnito. O6MexeHa iHpopMallis 3 OQHOTO JOCIiKEHHS 32 yJacTIO Malli€HTiB

i3 perpupuBHIM/pedpakrepHuM XJ1JT cBiqUMTE, IO JIKyBaHHS PUTYKCMMaOOM TaKOX MOXKE
TOTipLIyBaTH HACIIIKY IIEPBUHHOI iH(eKIi] BipycoM renatuty B. V BCix mauieHTiB 10 moyaTky
TiKyRaHHus nperapatoM Pykcienc TpeOa 3iiicHIOBaTH CKPHHIHTOBUH aHani3 Ha Bipyc renatury B
(BI'B). Bin Mae Brimrouary moHaiiMenmme gociimpkerss Ha HBsAg i HBcAb. Takox Bin Moxe OyTu
JIOTTIOBHEHHMH BU3HAYEHHAM IHINUX BiXMOBIAHMX MapKepiB 3riIHO 3 MiCLIEBUMH PEKOMEH/ALliIMH.
IIpemnapar PykcieHc He CiTif 3aCTOCOBYBATH NALli€HTaM 3 aKTUBHOIO GopMoro renatuty B. ITanientam
i3 MO3UTHBHKMMH Pe3YJIbTATAMH CEPOJIOTIYHUX NOCTikeHb Ha Bipyc renatuty B (HBsAg a6o HBcAb)
nepej1 oYaTkoM JIiKyBaHHS Tpeba IPOKOHCYIIBTYBATHCA i3 CiellialicTaMy 010 3aXBOPIOBAHb
neyiHky. 3a TaKMMH NallieHTaMu Tpeba CrocTepiraTy 3rifHo 3 MiCLIEBUMH MEAMYHUMHU CTaHAApTaMU

3 METOIO MPOJiIaKTUKU peakTuBallii Bipycy rematury B.

ITin 9ac nicspeecTpaifHoro 3aCTOCyBaHHs pHrchmwa6y 3 npuBoxy HXJI i XJUI Hapxoawnu
TIOBi/IOMJIEHHS! IPO MOOJAMHOKI BHIIAKH NPOrPecyr0Odoi MyIbTH(HOKAIBHOT neiikoennedanonarii
(I"[MJI) (muB. po3nin 4.8). binpmricTs namieHTiB OTPHUMYBAITH puTykcumab y koMmOinarrii

3 ximMioTeparmiero abo B paMKax IporpaMy TPaHCIUIAHTallii FEMOIIOETHYHHX CTOBOYPOBHX KJIITHH.

Imynizayis

BesneunicTs iMyHi3allil >KHBUMH BipyCHUMH BaKLIMHAMH IIiCJIS Teparii pATyKCHMaboM He BHBYAJIacs
y nauientis i3 HXJI ta XJUI, ToMy BaKUMHAL{is )XHBAMH BiDyCHUMH BaKIMHAMH HE PEKOMEH/EThCA.
INanienTam, ski OTpUMYIOTb Npenapar PykcieHc, MOXKHA OTPHMYBATH BAKIMHH, IO HE MICTATh XHBHX
BipyCiB; POTe B pa3i 3aCTOCYBAHHS HEXMBHX BAKIIMH MOXE 3HIKYBATHCSl YACTOTA Bi/IIOBI/I.

V HepaHIOMi30BaHOMY JOCIiKEHHI JOpOCIi MallieHTH 3 peluaIuBoM Bucokoaudepenuiioanoi HXJI,
AKi OTPUMYBaIH PUTYKCHMAaO B pe:KMMi MOHOTepallii, HOPiBHAHO 31 3I0OPOBHMHU JOOPOBOIBLIAMHU
KOHTPOJIBHOT TPYIM MaJIM HIDKYY YacTOTY BiAIOBiJi Ha BBEIEHHS aHaTOKCHHY Mpasid (16 % mpotu
81 %) Ta HeoaHTUreHy remouiadiny jgimdu paenuka (Keyhole Limpet Haemocyanin, KLH) (4 %
npotu 76 % mij yac OLiHIOBaHHS MiIBHIIEHOTO OiNbIIe HDK Y 2 pa3sd TUTPY aHTHTLT). BpaxoByroun
NoAiOHICTE Mk 060Ma 3aXBOPIOBaHHSAMM, MOXKHA IIPUITYCTUTH, 10 B nanieHTiB i3 XJUJI 6yayTs
oTpuMaHi noiGHi pe3ynbTaTy, X04a BIANOBIIHUX KIHHIYHAX JOCHIPKEHD HE IPOBOAMIIOCH.

Cepenni TUTPH aHTHUTLT IPOTH NaHeIi aHTHIeHIB (Streptococcus pneumoniae, rpuit A, emigeMiuHui
TIApOTHT, KPaCHyXa, BiTpsIHA BiCIa), BU3HAUCHI 10 IPOBECHH: Teparlii, 36epiraiucs BIpoLoBk
6 MiCSALIiB MiCJis JIIKYBaHHS PUTYKCUMaOOM.

Pearyii 3 6oxy wikipu

[ToBizoms10Cs PO TSOKKI peakwii 3 60Ky LIKipH, TaKi Kk TOKCHYHHH erlifepMaibHui HeKpOIi3
(cmmpOM Jlaiienna) i cunapom CriBeHca — Hmoucona (mesiki 3 HUX — neTam,m) (I[HB posziin 4.8).
V pazi BUHWKHEHHS BKa3aHWX peakuii i3 60Ky IKipH, AKIIO € Migo3pa Ha 3B’ A30K i3 3aCTOCYBaHHAM
puTyKCUMaly, TiKyBaHHS Tpeba NPUIMHHUTH.

Himu
[I{omo mawieHTiB BikoM 10 3 poKiB HasiBHI JiuiIe oOMexeHi nani. JlomaTkoBy iH(popMallito auB. y
po3mii 5.1.
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PeBMaTOiIHUI apTPUT, FpaHyJeMaros i3 nomanriitoM (I'TIA), MikpocKomYHUHA mostianriitT (MITA) i
yXupyaTka 3BHyaiina

Ilonynayii nayienmis i3 peemMamoionum apmpumom, ki paniuie He OmpumMyanu iKy6aHHs.
memompexcamom (MTX)

3acTocyBaHHs pUTyKcHMaly y MAalli€HTiB, SKi paHillle He OTPUMYBAIIH JIIKyBaHHS METOTPEKCATOM,
He PEKOMEHIYETHCS, OCKUIBKH CTIIPUSTIMBE CIiBBiTHOIIEHHA KOPUCTI Ta PU3UKY JUIs L€l MOy i
He OyJI0 BCTAaHOBJICHE.

Inghysinini peaxyii
JlikyBaHHs PUTYKCHMAOOM aCOLIIOEThCS 3 indysiliaumu peakuismu, ki MOXyTb 6y TH I10B’s3aHi
3 BUBLJIbHEHHAM LUTOKIHIB Ta/ab0 iHIIKMX XiMi4HUX MeiaTopiB.

ITix yac micspeecTpaniifHOro 3aCTOCYBaHHS Npenapary y MallieHTiB i3 peBMAaTOiIHMM apTPUTOM
cnocrrepiranncx BHIAJIKU TSOKKUX 1HY31HHUX peamiﬁ 13 JIeTaJIbHUM HACTIAKOM. Y nauieHTiB i3
PEBMATOTIHIM apTPUTOM GUIBIIICTD IHPY3IHHUX PeaKLiii, 3apeeCcTPOBAHHUX B KJIHIYHAX JOCITIDKEHHSIX,
Gyut Jerkoro abo MOMIpHOro CTyneHs TKKOCTL. Halbimbil YacTHMH CUMITOMAMK 6me anepriyxi
peaxuii, sIKi TPOSIBIISLITHCA Y BHUIJISIII TOJIOBHOTO 60O, CBep6e>Ky, TOJPa3HEHHS CITU30BOT 000JIOHKH
ropuna, rinepemii, BUCHITAHHS, KPOITHB’ SHKH, apTepianbHoOL rmepTeH311 Ta rineprepmii. 3araiom
KUTBKICTh TALI€HTIB, y SIKHX PO3BHHYIHCH Oy/b- sxi iHys3iiiHi peakwii, Gymna Ginbmioro micss mepriof
indysii, Hix micns apyroi indysii Gyap-sKkoro 3 Kypei JikysaHHs. YacToTa indysilinux peakmii
3HMDKYBAJIAC IIi/l Yac MOJAIBIIMX KypciB JiKyBaHHA (muB. po3fin 4.8). Taki peakuii 3a3euyaii 6ynu
06OpOTHUMH Yy pa3i nepepuBaHHs iHQY3ii puTykcHMaly Ta 3aCTOCYBaHHS KAPO3HUIKYBAIbHHX,
AHTHUTICTaMiHHMX IPENapaTiB Ta, B OKPEMHX BHIIQKaX, KUCHIO, BHY TPIIHLOBEHHOI'O BBEACHHS
dizionorigHoro po3yuHy abo GPOHXOAMWIATATOPIB, & TAKOX IIIOKOKOPTUKOIIIB, AKIIO HEOOXITHO.
Tpe6a peTensHO CHOCTepiraTy 3a CTAHOM MAIli€HTIB i3 3aXBOPIOBAHHAMM CEPLA B aHAMHE3], a TAKOXK
3a CTaHOM IIALi€HTIB, y KX PaHillle BUHHKATH CepUeBO-JIereHeBi MobivHi peakuii. 3anexHo Bl
CTyIeHs TSDKKOCTI iHQY31MHHUX peakilii i 06cary HeoOXiqHOro BTpy4YaHHs PEKOMEHIYEThCS THMYACOBE
nepepuBanHs abo NOBHE NPUIMHEHHS JIIKyBaHHs npenapatoM Pykcienc. YV 6inbmocTi BUNasKis,

KOJIM CUMIITOMH TIOBHICTIO 3HHKAIOTh, iH(Y3it0 MOYKHA MOHOBHUTH 13 3MEHIIEHHAM IBUAKOCTI Ha 50 %
(manpuxiaz, 3i 100 mr/rox mo 50 mr/rox).

Jlikapchki 3ac00H Ut JIIKyBaHHs peakiiii rinepuyTiIHBOCTi, HanpHKIa/ eniHepuH (afpeHanin),
aHTHIiCTaMiHHI Tpenapary Ta ITIOKOKOPTUKOIIM, TIOBHHHI OyTH HAallOroTOBI I HEralHHOTO
3aCTOCYBaHHs y BHIIAJKy ajepriudoi peakuii Ha GoHi BBeleHHs npenapary Pykcienc.

Jlani 3 Ge3rexu 3aCTOCYBaHHs PUTyKCHMaOy y NAliEHTIB i3 IOMIPHOIO CEPLIEBOIO HEOCTATHICTIO
(xnac III 3a knacudikaniero Hero-HMopkepkoi acowiarii Kapmonorua [NYHA]) a00 TSHKKUM
HEKOHTPOJILOBAHAM CEPLEBO-CYIHHHHM 3aXBOPIOBAHHIM BiACYTHI. ¥ Naui€eHTiB, Ki OTPHMYBaIH
JiKyBaHHS PUTYKCHMAOOM, CIIOCTEPIrajiicst BUNAAKH, KO BXKe HasBHI ilIEMiYHi 3aXBOPIOBaHHS
ceplisl HaOyBa/IM TAKKX KIIIHIYHHUX IPOSIBIB, IK CTEHOKAp/is, 8 TAKOX MUTOTIHHA i TPIMOTiHHA
nepezacepas. ToMy [0 MovaTKy JiKyBaHHA TpenapaToM PyK01eHc Tpe6a 3BKUTH PU3HK PO3BHTKY
CepLEeBO-CyIMHHUX YCKJIATHEHD Y pe3ynLTaT1 iHQy3ifHIX peaKwii y MALEHTIB 13 BIZOMUMH
CepUEeBMMH 3aXBOPIOBaHHAMH B aHAMHe31 i y NMallieHTiB, y AKUX paHillle BAHUKAIH CEPLEBO-IereHeBi
no6iuni peakiiii, a Takox 3a0e3MeYUTH peTebHUM HarvIA/ 32 TAKMMH NaLlieHTaMH I 9ac BBEJCHHA
npenapaty. OckilbKM mia yac iHpy3il puTyKcHMaly MOXe RUHUKATH apTepiakHa TinoTensid, Tpeba
yTPHMATHCA BijJl PUIOMY TiOTeH3UBHHX MpenapariB npoTaroM 12 roaus ao indys3ii npenapary
PyxcieHc.

Iadys3iiini peakuii y nauientis i3 I'TIA, MIIA Ta myxXup4aTkoio 3BH4aiiHOrO Oy/M NOAIOHI 10 TaKKX,
AKi CIIOCTEPIiraMCh y MAIIEHTIB i3 PEBMATOIIHHM apTPUTOM YIIPOJOBK KIIHIYHUX AOCTIIKEHD 1 T
Yac MicaspeecTpaLiifHoro 3acTocyBaHHs (IUB. po3aii 4.8).

Po3znaou 3 boky cepys

V mauieHTiB, SKi OTpUMyBaIIH PUTYKCHMA0, CLIOCTEpiraaycs BUNAIKK CTeHOKap/Aii i nopyieHHs
CEpLIEBOTO PUTMY, HATIPHKJIA] MEPEXTiHHS Ta TPIMOTIHHA Nepecepb, ceplieBa HeIOCTaTHICTh Ta/abo
inapxkrt miokapza. ToMy 3a CTaHOM IALIIEHTIB 13 CEPLIEBUMH 3aXBOPIOBaHHAMH B aHaMHe31 Tpeba
pereibHo criocTepiraT (auB. po3nin «IHdy3iiHi peakuii» rume).

Ingpexyii

Bpaxosyioun MexaHisum Jii purykcumaty i e, mo B-rotitunu BlIlleaIOTB BIKITUBY POJTE
Y HiATpUMAaHH] HOPMAIBHOT IMYHHOT BiLTIOBI, Y NALI€HTiB HASBHMH MiABUICHUIT PH3HK BHHHKH@;&;{%”
iHdexIi# micns TiKyBaHHS puTyKcumaboMm (qus. po3ain 5.1). Cepuo3H1 iHdeKIil, BKIIOYHO
3 JICTAILHHMMH BHIIAAKAMH, MOKYTL PO3BHBATHCA Ha (oHi Teparii puTykcHMaboM (IHB. po3i
[Ipenapar PykcieHc He Cilif MpU3HAYATH MAL€HTaM i3 aKTUBHUMH TSHKKUMH iHQeKuismu (Ha

%
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Ty6epKYIIB030M, CETICHCOM Ta OMOPTYHICTHYHUMH iH(YEKIiAMH, AMB. po3At 4.3) abo marjieHTaM i3
3Ha4YHO ocnableHnM iMyHiTeTOM (HanpuKiaz i3 ayxe HusbkuM pisHem CD4 abo CDS8). Jlikapsam
Tpe6a GyTH 00ePEeKHIMH, PO3TIIANAKOYHM TUTAHHS OJ0 3aCTOCYBaHHA puTykcuMaly y MarieHTiB
i3 MOBTOPHUMM YH XPOHIYHUMH {HDEKLIIMH B aHaMHe31 a00 i3 CyIyTHIMH 3aXBOPIOBAHHSMH,

1110 MOXYTh TIOCHJIFOBATH CXHJIBHICTH MAILIIEHTIB JI0 THKKUX 1HQEKIIIH, HApHKIan 10
rinorammarnoGyinemii (us. posain 4.8). PexoMeHyeThcs BUSHAUMTH PiBHI iMyHOTTIOOYJTiHIB
710 IOYaTKy JiKyBaHHs rpenapaToM Pykcienc.

[larieHTiB, y AKUX CIOCTEPIrarOThCs CHUMITOMH iHdekuil micnis Tepamnii npenaparom PykcieHc,
HeoOXiHO HeraHo 0OCTEKUTH i IPU3HAYMUTH BiNIOBIAHE JiKyBaHH:A. [0 MOYaTKy HACTYIIHOIO Kypcy
JiKyBaHHS TIpenapaToM PyKcieHe nanieHTiB MOTPiGHO MOBTOPHO 0GCTEHMUTH MO0 Oy Ab-AKOTO
MOTEHLIHHOTO PU3KMKY PO3BUTKY iH(EKIIiH.

IToBiOMIAIOCS PO MOOJMHOKI JIETANbHI BHIIA[IKU IIPOrPecyiodoi My IbTH(OKAILHOT
netikoernedanonarii ([TMJI) micss 3acTocyBaHHs puTyKkcumaly [Jis JTIKYBaHHSA PEBMATOIHOrO
apTPUTY Ta ayTOIMyHHHX 3aXBOPIOBAHb, 30KPeMa CHCTEMHOTO Y€PBOHOIO BOBYAKA Ta BACKYJIITY .

Bipycnuii 2zenamum B

[ToBiZOMISIOCS TIPO BUIMAIKK PeakTHBALIii renaTuty B, 30kpeMa JcTaibHi, y MallieHTiB i3
pesmaToinHum apTputom, ITIA i MITA, siki OTpUMYIOTE PUTYKCHMAO.

V BCiX Malli€HTIB 0 NOYATKY JiKyBaHHs npenapatoM PykcieHc Tpeba 31iHiCHIOBATH CKPUHIHTOBHH
aHani3 Ha Bipyc renaruty B (BI'B). Bin Mae BKIr09aTH moHativenure gocnimienns Ha HBsAg

i HBcAb. Takox BiH Moske 6yTH JIOTIOBHEHHH BU3HAYEHHSM IHIIHX BiAMOBIIHUX MapKepiB 3TiJHO

3 MiCLIEBUMH peKOMeHalisMu. PUTyKcHMab He CITii BaCTOCOBYBATH MallieHTaM 3 aKTHBHOIO (JOPMOIO
renatuty B. IlamieHTaM i3 O3UTHBHUMHE PE3y/ITATAMH CEPOJIOTiUHMX JOCII/KEHb Ha BipyC
renatuty B (HBsAg a6o HBcAb) nepex noyatkom JiKyBaHHS Tpeba IPOKOHCYBTYBaTHCH i3
CrierialicTaMHM IIOZI0 3aXBOPIOBaHb MEYiHKH. 3a TAKMMH TaLlieHTaMu Tpeba CriocTepiraTu 3riJHo

3 MICIIeBUMH MEIMYHHUMH CTaHJapTaMH 3 METOIO PO(iIakTHKK peaKTUBallii Bipycy rematuty B.

ITi3ns HelimponeHis

Iepet NPOBEEHHSIM KOXKHOTO KypCy JIKyBaHHs TpenapaToM PykcieHc Tpeba BU3HAYaTH KUTbKICTh
HeHTPOdITiB y KPOBi, 2 TAKOXK PETYJIAPHO MPOTAroM 6 MiCALIB Mic/Is PUITMHEHHS JiKyBaHHS i B pasi
BHSBJIEHHS cuMIIToMiB iHdekuii (auB. po3ain 4.8).

Peaxyii 3 60Ky wKipu

[ToBigoMIsIOCS TIPO TXKKI peakilii 3 60Ky WKipH, Taki K TOKCUYHUHN ellifepMasibHUi HEKPOITi3
(cunmpom Jlaitesuia) i cuaapom CriBerca — JDKOHCOHA (IesKi 3 HUX — JieTabHi) (14B. po3ain 4.8).
V pasi BUHMKHEHHs BKa3aHUX PeaKiiiif i3 GOKy IIKipH, AKIIO € Mifo3pa Ha 3B’A30K i3 3aCTOCY BAHHSAM
npenapary PykcieHc, JlikyBaHHs TpeOa IPUATTMHHTH.

Imynizayis

JTo mouaTKy Tepariii mpenaparoM Pykcierc sikapsM TpeGa po3riIsHyTH CTaTyC BaKIMHALIi NallieHTa Ta
3a HeOOXiTHOCTI BUKOHATH BCi 3aX0¥ 3 iMyHi3aLlii 30iIHO 3 YHHHAMY PEKOMEHIALIsMH 3 iMyHi3allil.
BakiuHaniio Tpe6a 3aBepLUMTH HE MCHLIC HiX 38 4 THKHI 10 [ICPIIOro Bpeens npenapary PykcicHe.

BesneynicTs iMyHi3allii )KMBHMH BipyCHUMH BaKIMHAMH IICJIA Tepanii puTyKCUMaboM He BUBYAJIacs.
OTxe, BaKIMHALLS )KHBUMH BipyCHHMH BakUMHaMH Ha (oHi JTiKkyBaHHA npenaparoM Pykcienc abo na
¢oHi 3MeHIIeHHS KibKOCTI IeprdepruIHuX B-KIiTHH He pPEKOMEHIY€EThCS.

INanieHTaMm, ki OTPUMYIOTE Npernapar PykcieHe, MOXKHA OTPUMYBATH BaKLIMHH, IO HE MICTATh XKHUBUX
BipyciB; TIPOTe B pasi 3aCTOCYBAHHS HEXHUBUX BAKLIMH MOXKE 3HIDKYBATHCS 4aCTOTA BilIOBiAl.
VIIpoI0BK PaHAOMi30BaHOTO JOCIILKEHHS NAllieHTH 3 PEBMATOITHUM apTPUTOM, SKi OTPHMYBAJIH
pUTYKcHMab i MCTOTpEKCAT, MAJIH ITOAIOITy YacToTy BilNOBii Ha BBECHHs aHATOKCHHY mpaBus (39 %
npoTu 42 %), 3HWKEHY YacTOTy BiINOBi/i Ha MTHEBMOKOKOBY IOJlicaXapuaHy BakuuHy (43 % mpotu
82 % mpuHaiiMHi 10 2 CEPOTHITIB MHEBMOKOKOBWX aHTHTINT) TA HEOAHTHIEHY IeMoLliaHiHy JiMbu
pasauka (Keyhole Limpet Haemocyanin, KLH) (47 % nportu 93 %) y pasi npoBenennis Baki Ianii
yepe3 6 MICSIB Mmic/is BBEICHHS PUTYKCHMAaOy MOPIBHSHO 3 TAKOIO Y Malli€HTiB, Ki OTPUMYBAJIH
TiBKH METOTpeKcaT. SIKIIO MoTpeda y BakIMHALIT HOKUBAMH BaKIMHAMHU BHHHKAE ITiJ 4ac JIiKyBaHHS
pUTYKCHMaboM, 1i Tpeba 3aBeplIMTH IOHAaHMEHIIE 33 4 TIKHI 0 MOYaTKy HACTYIHOro Kypey
pUTyKCHMa0Y .

I3 341 91bHOL'O JOCBILY IOBTOPHOIO JIIKYBaHHS PUTYKCHUMAOOM MPOTATOM OHOTO POKy Hali
PEBMATOIHMUM apTPHTOM BiJOMO, IO KLUTBKICTh MAIli€HTIB i3 MO3HTUBHMM THTPOM aHTHTLI
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S. pneumonzae rpulry, enmeMquoro napOTmy, KpaCHYXH, BlTpﬂHOl BICITH Ta MpaBUEBOT0 aHATOKCHUHY
6yna 3arajiom HOI[IGHO}O pi (o) KiIBKOCTI HaLIleHTIB Ha mo4aTtkKy JIleBaHHﬂ

Oonouacne/nocnioosue 3acmocysanns inwux DMARD nayienmam i3 peémamoionum apmpumom
OpHOYaCHe 3aCTOCYBaHHS Mpenapary PykcieHe Ta MPOTHPeBMATHYHHUX IIPENapariB, OKPIM 3raJlaHux
B PO3/iJax, /ie ONMUCYETHCs MOKA3aHHs «PEBMATOIHUH apTPUT» Ta I03yBaHHS, HE PECKOMEHYETBCSL.

HaHi KIHIYHHX JIOCITi/PKEHb € HaJTO OOMEKEHUMH, o6y Ha iX micTaBl MOXkHA 0yJI0 TOBHOIO MIPOIO
OLiHUTH Ge3MeYHiCTh MOC/TiTOBHOTO 3aCTOCYBaHHS IHIIMX XBOPOOO-MOIUDIKYIOUHX IPOTHPEBMA-
TUYHHX HpenapanB (30xpema iHri6iTOpiB (hakTOpa HEKPO3Y MYXITMHH Ta IHIIUX IMyHOO10JIOT9HIX
3aco613) Iicis JTiKyBaHHS pUTYKCUMaOOM (IMB. posmn 4.5). IIOCTymn JlaHi CBiyaTh, 10 YacToTa
KJIHIYHO 3HAYYIIHX iHeKLiH 3aNHIIaeTECA HE3MIHHOIO B pa3i 3aCTOCYBaHHs TaKHX JIKaPCHKHX
3ac00iB Y MAIli€HTIB, AKi paHille OTPUMYBAIIHX JIIKyBaHHsS PUTYKCHMaOOM, ajle 32 TAKUMH MallieHTaMH
HeoOXiIHO BECTH peTe/IbHE CIIOCTEPEXESHHS MO0 03HAK 1HMEKIIiH, IKIIo micyis Tepamii
pHUTyKCHMabOM 3aCTOCOBaHO iMyHOOGiomoriuni 3acobu Ta/abo DMARD.

3nosaxicne Hogoymeopens

IMyHOMOTYJTIOI04i MIPenapaTi MOy Th 30LIBUIYBATH PH3HK PO3BUTKY 3J10SIKICHAX HOBOYTBOPCHb.
BpaxoByroun 06MexeHHH 10CBi/l 3aCTOCYBaHHS puTyKcuMaly y MALI€HTIB i3 PEBMATOIAHAM apTPUTOM
(auB. posin 4.8), HasiBHi TaHi He AIOTB MMiNCTaB TOBOPUTH TIPO JKOJHE MIABHIECHHS PH3HKY 3T05KiC-
HMX HOBOYTBOpeHb. O/IHAK Ha LieH Yac He MOXKHA BHKIIIOUMTH PU3UK PO3BUTKY COMIJHUX ITyXJIHH.

JlonomixHi pe4yOoBUHU
Lleit nikapchkuii 3aci6 MicTuTh MeHIIe 1| MMOIB (23 Mr) HaTpirO y KOXHiH 1031, TOOTO MPaKTUYHO «HE
MICTHUTb HaTpilo».

4.5 B3aemopis 3 iHIIAMH JiKapCHKHMH 3ac00aMH Ta iHIII BHAH B3aeMoJii
Jlani npo B3aeMoii puTykcuMaly 3 iHIIMMH JIIKapchbKUMH 3ac00aMH Ha 1ieH Yac oOMexeHi.

V naunienTiB i3 XJIJI ogHOYacHE 3aCTOCYBAaHHS 3 PUTYKCHMAaOOM He BIUTHBAIO Ha apMaKOKiHETHKY
dirynapabiny a6o ruknodocdaminy. Takoxk He COCTEpPIranocs O4€BUIHOTO BILTUBY utymapabiny
i muxsIodocdaminy Ha GpapMaKkOKiHETHKY PHTyKCHMaOy.

OJHOYACHE 3aCTOCYBaHHS 3 METOTPEKCATOM Y MAI[i€HTIB i3 peBMaTOiAHMM apTPUTOM HE BIUIMBAJIO Ha
(bapMaKOKiHETHKY PUTyKCUMaOly.

Y naujeHTis 13 THTpaMK aHTUTL moauau Ao Ig mumi (human anti-mouse antibody — HAMA) uu
AHTHTLI JIFOAUHH [0 Jmcapcm(oro 3aco6y (antl—drug antibody — ADA) MOXyTh BUHUKATH aJIepriyHi
peakuii a6o peakwii rinep4yTIMBOCTI HA BBEICHHS iHIIWX MOHOKJIOHAJIBHUX aHTHTIN i3 METOIO
JiarHOCTHKHU 200 JTiKyBaHHS.

Cepen naui€eHTis i3 _PEeBMATOIIHUM apTPUTOM 283 mamieHTH Micis JiKyBaHHSA pUTyKCHMaboM
OTPUMYBAJIY TEPAINIO i3 3aCTOCYBAHHAM GionoriyHuX XBOPOGO-MOAUIKYIOUHX MPOTHPEBMATHHYHHX
npenapartis. YacTora BUNajKiB KJIiHIYHO 3HAYYIIMX IHQEKIIH Ha ¢oHi JIiKyBaHHs PUTYKCHMAaOOM

y Iux naulemls cranoBuia 6,01 Ha 100 nauieHTo-pokiB mopiBHAHO 3 4,97 Ha 100 mamieHTO-pOKiB
Ticyst JTKyBaHHA GionoriuHIMH XBOPOOO-MOAUDIKYFOUHMH IIPOTHPEBMATHYHHAMH TIpeIiapaTaMu.

4.6 @epTHIbHICTH, BariTHICTD i JakTanmis

KonTpalteniiis v 4oIoBiKiB 1 )KiHOK

BpaxoBylouH TPHUBAIMHN Yac 3aTPUMKU PUTYKCcHMaly B OpraHi3mi nauieHris i3 aemnenicto B-kiitun,
*IHKaM JITOPOAHOro BiKy Tpeba 3acTocoByBaTH €(EeKTHBHI METOIM KOHTpALISMLII ITi/l 4ac JiKyBaHHS
Ta BIPOAOBK 12 MicsuiB Iticsis 3aKiHUeHHs Tepanii npenapatoM Pykcienc.

BaritHicTh

Bigomo, wo imynornoGyninun IgG npoxoasats yepes wiauentapimii 6ap’ep.

PiBHi B-KJIiTHH Y HOBOHAPOIKEHNUX HEMOBIIAT ITiCHIs JIIKYBaHHS MaTepiB pprrchnMa60M Y KIIHIYHIX,
JIOCTi/HKEHHAX He BUBYanucs. JIoCTaTHi Ta HaNeXHUM YHHOM KOHTPOJILOBAHI JaHi 3 TOCITiKeH 00
33 Y'IACTIO BAriTHMX JKiHOK BiZICYTHi, X04a HaIXOMHIIH NOBiIOMIICHHS [PO TPAH3HTOPHY NEIIIeY L
B-KJ1iTHH Ta JIM(QOUMTONEHIIO B IESIKHX HEMOBIIAT, HAPOLKEHUX MATEPSIMH, AKi OTPHMYBaIHy/
puTykcumab i yac BaritHocTi. 1loaiOHi edexTH criocTepiraamcs B JOCHIIKEHHAX HA TBap
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(nuB. pozmn 5.3). Iz nux MipKyBaHb Ipenapar PyKClEHC He CJIiJT IPU3HAYATH BariTHUM JKiHKaM,
SKIIO TUTBKM MOXKJIMBA KOPHUCTH HE NIEPEBULIY€ NOTEHIIHHNHA PU3UK.

I'pynnHe BUTOJIOBYBaHHS

HeBimoMo, i BUILIAETHCS PUTYKCHMA0 13 rpyIHAM MOJIOKOM JroguHH. IIpoTe, ockipku
MartepHHCbKHit IgG eKCKpeTyeThCs B MOJIOKO JIOJMHH, 2 PUTYKCHMAa0 BU3HA4aBCs y MOJION
JIAKTYFOYMX CaMHUIlb MaBIIH, )KiHKaM He CJIiJl TOAyBaTH IPYIIO IMifl 4ac JiKyBaHHs IpenapaTtomMm
Pyxciene ta npotsiroM 12 MicsimiB micist 3aKiHYeHHs JIiKyBaHHS IpenapaToM PykcieHc.

DepTWIBHICTD

V pocikeHHIX Ha TBapuHaX He OyJI0 BUSBICHO HETATHBHOTO BIUIMBY PUTyKcUMaby Ha
PenpoOayKTUBHI OpPraHH.

4.7 3parHicTh BIVIMBATH HA MIBHAKICTHL peakuii npu kepyBanHi agrorpascuoprom abo
iHIIIMH MeXaHi3MaMHu

JlociipKeHb BIUIMBY PUTYKCHMaly Ha 3IaTHICTh KePyBAaTH TPAHCIIOPTHUMH 3ac00aMH Ta NpaLoBaTH
3 MEXaHi3MaMH He IPOROIAIIOCK, X0ua HOTO (hapmMakonoriuna Jiist Ta 3apeecTpoBaHi Ha el Jac
no6GiyHi peakuii cBiquaTh npo BiACyTHICTH a60 HE3HAYHUH BIUIUB PUTYKCUMAaOy Ha 31aTHICTh
KEepyBaTH TPAHCIIOPTHUMH 3ac00aMH Ta NPALOBATH 3 MEXaHI3MaMH.

4.8 IloGiuni peakuii

JlocBia 3acTOCYBaHHs 3 IPUBOY HEXOLKKIHCHKOI JIiIMOOMHM Ta XPOHIYHOro JiMOOLIMTaAPHOTO JIEHKO3Y
B JIOPOCIIUX

Pe3ztome npoginio besnexu

3araneHuit podine Ge3rneKku 3acTOCyBaHHI PUTYKCHMAaly 3 PHBOLY HEXOMKKIHCHKOI 1iMpOMH Ta
XPOHIYHOTO JIIM(POUUTAPHOTO JEHKO3y BU3HAUEHO 3a JAaHUMH IALi€HTIB, AKi OpasH y4acTh

B KJIIHIYHHMX JOCITIIDKEHHAX, Ta 33 JaHHUMH TiCIsApeecTpaliiiHoro crioctepexxeHss. L1i mamieHTa
OTPHUMYBAJIY JIIKYBaHHS PUTYKCHMaOoM abo B pexuMi MOHOTeparlii (3 METOO iHAYKIIIMHOrO JIiKyBaHHA
YM M ATPUMYIOUOTO JTiKyBaHH Mic/s iHIyKIIHHOrO JTiKyBaHH:), a00 B KOMOiHallil 3 XiMioTeparti€ro.

Hai6inpm yacTi mobiyHi peakiii y Mmari€eHTiB, ki OTpEMYBaIH pUTyKcuMab, Oynu noB’s3aHi

3 iH(y31MHOIO peaKiliero Ta pO3BUBAIKCS y GUIBIIOCTI MALi€HTIB i Yac nepimoi iHdys3ii. Yacrora
MOSIBY MOOIYHMX peakiliii, MOB’A3aHUX i3 iHQY3i€r0, ICTOTHO 3MEHUIYETHCS i1 Yac MOAATBIINX
indysiit i cranoBUTE MeHIIe 1 % micns BBeIeHHS BiCbMOX 1103 pUTYKCHMaOy.

Bunanxu iHpexuii (mepeBaxkHO 6aKTep1anLHHx 1 BlpyCHHX) CIiocTepiramucs rIpH6nH3Ho y 30-55%
MaLi€HTIB MPOTAroM KIiHIYHKUX Jocuimkenp namieHTiB i3 HXJI ta y 30-50 % nanienris i3 XJIJL

CepitozHuMH MOGIYHMMH peaKLisiMy, 0 HaiyacTille CriocTepiraauck, Oymu:
° peakiiii, MoB’s13aHi 3 iHDY3i€r0 (30KpeMa CHHAPOM BUBLUIbHEHHS LIUTOKIHIB, CHHAPOM JII3HUCY
MyXJIMHH), TUB. po3ait 4.4;
iHdekuii, quB. po3ain 4.4;
SBHIIA 3 OOKY cepleBO-CyJUHHOT CUCTEMH, TUB. po3ait 4.4.

[HuIi cepiio3Hi MOGiYHI peakii, Mpo SKi MOBIIOMIISIOCH, BKJIIOYAIOTh PeaKTHBallilo renatuty B ta
nporpecyody MyJIsTHGOKaTBHY JelikoeHIedanonatito (qus. po3ain 4.4).

Chucok nobiynux peakyiu y uanaoi mabauyi

YactoTy moGiYHUX peakuii, Mpo AKi MoBiTOMIISUIOCS T Yac 3aCTOCYBaHHs pUTYKCHUMaly okpeMo abo

B KOMGiHaii 3 XiMioTeparieto, mokasaHo B Tabnuui 3. HacToTa BU3HAYAETHCH TAK: Ty’KE 4aCTO

(= 1/10), wacto (Bix = 1/100 mo < 1/10), reuacro (Big= 1/1000 go < 1/100), piakicHo (8ig = 1/10 000

1o < 1/1000), y mooymHokmx runaakax (< 1/10 000), wactoTa Herimoma (HEMOXKITHRO BCTAHOBHTH 32
HasIBHUMH JIaHUMH). Y KOXKHii rpyni yacToTH HebaxkaHi €eKTH NPEACTABIEH] B MOPAAKY 3HIKEHHSL , ouexs:,

RAPARS
CTyIEeHs iX CepHO3HOCTI. 'f“% o 7\"‘%
a WhWlra
U

HE MOXKeE 6y’l“lrl OIHHCHa, BILLHGCCHI A0 KaTeropn «Yacrora HeBlﬂOMa»

16



Ta6aunsg 3.

|

Io6iuni peakuii, npo AKi NoOBiTOMJIAI0CH MiX Yac KJIiHIYHHX JOCJIZKeHb 200
nicaspeecrpaniitaoro cnocrepe:xennst nanienTis i3 HXJI ta XJUIL, aki orpamyBann
JIKyBAHHSI PHTYKCHMA00M y pe:kHMi MoHoTepanii/minTpumMyrodoi Tepanii ado

B KoMOiHanii 3 XivioTepamiero

CucremHo-
OpraHHHH KJIac Hy:xe yacTto Yacro Heuacro Pinkicuo ¥ nooautoKux ‘Iac_TOTa
3rigHo 3 BHNaJKax HeBifoMa
MedDRA
Indexuiiini Ta | bakrepianehi Cencuc, Cepiio3na IIporpecyioda
napasuTapHi indexuii, BipycHi | ‘nHeBMOHis, BipycHa MynbTH(O-
3aXBOPIOBaHHA | iHexii, *(heOpunpHa indexuis?, KaJIbHa
*+OpOHXIT indexuis, Pneumocysti | neiixoenue-
*onepisyroduit s jirovecii tanonaris
repriec, *indexuis (TIMJT)
JUXATBHAX
HIIAXiB, TpUOKOBI
indexuil,
indexuii HeBixo-
Moi eTioJorii,
*rocrpuit
OGPOHXIT,
*cunycwur,
renatut B!
Po3nanu 3 6oky | Heiirponenis, Anewmis, INopymenns Tpansuropne |IlizHs
KpoBi Ta JIEHKOIIEHI S, *MaHLUTONEeHIs, | KOAryJsLii, ITi IBUIIECHHS HelTporneHis®
aimparuunoi | *debpunsua “rpaHyIOLUTO- annacTU4Ha piBHiB IgM
CHCTEMH HEHTpOIeHis, MEHis aHeMis, B CHPOBATIi
*rpomGoLMTO- reMOJITHYHA KpOBi>
neHis aHeMis, niMpa-
JICHOTIATis
Posnaau 3 Goky | [To’s3aHi 3 linep4yyTiuBicTh Amnadinakcis | Cuarpom IToB’s13aHa
imyHHOT indysiero ni3ucy 3 indy3siero
CHCTeMH peaxuii*, Y XJIMHH, rocrpa o6opoTHa
AHTiOHEBPOTHY- CHHIPOM TPOMOOIHTO-
HU HabpsIK BHUBUIBHEHHS | neHis*
LMTOKiHiB?,
CHPOBAaTKOBa
XBOpobOa
Mera6oaiuni Tinepriikemis,
Ta ajJiMeHTapHi 3HIDKEHHS Bary,
po3iaau nepudepuyHuii
HabpsK, HaOpsK
00m44s, migBu-
wensas JIAT,
riMOKaIbIieMist
Heunxiyni Jenpecis,
po3aaau HEPBOBHICTh
Po3nanu 3 6oy ITapecre3is, Jlucrep3is Iepudepuyna | Heiipomarisa
HepBOBOI rinoecresis, He#pomnaris, YEpENHo-
CHCTEMH 30y IKESHHS, napaiig MO3KOBHX
6€3COHH, pO3IIK- JIMLLOBOTO HEpBIB, BTpaTa
pEHHS CYAuH, HepBy® iHmHUX Big9yTTiB®
3araMOpOYCHHS,
TPUBOXHICTh
3axBoproBaHHA Poznanu Tspkka BTpara
oyei CIIb030y TBOPEHHS, 3opy>
KOH IOHKTHBIT
Posnaagu Byxa [IIym y Byxax, Brpara ciyxy’
Ta BHYTpil- 611b y Byxax
HbLOTO ByXa
Po3naau 3 60Ky “Ingapkr *JliBomutynod- | Tsoxki Cepuesa
cepust miokapna?is, KOBa HEJOCTAT- | po3Janu ea0cTaTHiCTE*
apUTMis, HiCTB, 3 6oKy Ko
*}ibpunsuis *HaguutyHou- | cepusti®
nepeacepan, KOBa Taxikapzis,
TaxiKapis, iy oukona
*posnan i3 Goxy | Taxikapais,
cepus *ereHokapis,
*iremist
Miokapna,
Apaukapis
Cynuuni T'ineproHis, Backymnit
podnaau OpTOCTUTH LI (nepepwxkio
rinoTeHsis, HWIKipHU),
riDOTOHIS JeAKOLMTOKIIA
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CucreMHO-

opraHHuii Kjiac —_ Y noogMHOKHX YacroTta
p pi iy Ny:xe yacto Yacro Heuacro PiaxicHo e HeBUTME
MedDRA
CTHYHUM
BaCKyJiT
Pozaann 3 60Ky Bponxocnazm?, ActMa, Inrepcru- JuxansHa Jlerenesi
pecniipaTopHoi pecnipaTopHi obritTepyrouuii | iaspHa HeIoCTaTHICTE? | iHdinsTpaTu
cucTeMH, rpya- 3aXBOPIOBaHHA, | OPOHXIOIT, xBOpoba
HOT KJIITKH Ta OB y TPy X, po3nanu 3 6oky | nereds’
cepenoCTiHHS 3aIMIIKA, JIETeHB,
TIOCUJICHUH TiMOKCist
Kallleb, PHHIT
Poszsiagu 3 6oky | Hynora BmoBoTa, miapes, |3XyTTS XKHBOTA Iepdoparis
LULTYHKOBO- 61116 y JKHBOTI, nnIyHKa abo
KHIIKOBOI0 nmucaris, KHIIEYHUKA'
TPaKTy CTOMATHT, 3aI1op,
JUACTIETICSI,

aHOPEKCis, MoA-
pa3HEHHs ropja

Po3znaam 3 Goky

Caepbix, BHCHIL,

Kpomnus’sHka,

Tsokxi Oy 60301

WIKipH Ta *anonenis HiT/IUBiCT, HiYHA HIKipHi peaxii,
nigmkipHoi HiTJIMBICTB, CHHIIPOM
KJITKOBUHU *posnaz i3 6oky CriBenca —
HmIKipu JhKxoHCOHa,
TOKCUYHHU
enifepMatbHui
HEKpOJIi3
(cunzpom
Jlaiienna)’
Po3naau 3 60Ky TineproHis,
OMOPHO-pPyXo0- Mianris,
BOI0 anmapary M apTpairis, 6inb
Ypa’KeHHs Cro- y cnuHi, 6inb
JY4YHOT TKaHHU- y mui, 6ins
HH
Po3zaaau 3 6oky Hupkosa
HHPOK Ta HEJOCTATHICTE*
Ce4OBHALIbHOT
CHCTEMH
3araabHi JlnxomaHka, Binb y myxmuni, | Bine y micui
po3Jjlagu Ta 03HOO, acTeHis, | MPHUILUIMBH, iH’ exuii
peakuii B miculi | royoBHui 6inp 3arajibHe HE3My-
BBeIeHHs JKaHH, TPHUIIONO-
niGHuU CHHAPOM,
*cnabicTs,
*rpeMTiHHS,
*moniopranHa
HEI0CTaTHICTE!
JlabopatopHi | 3HIKEHHS PiBHiB

JOCJiIIKeHHS

IgG

JI1st KO’KHOT peakLii 4acTOTy po3paxoBYBaJH 3 ypaxXyBaHHAM Peaklil yCix CTYNEHIB TSXKKOCTI (Bifl IETKOTo JO0 TSKKOTO),
32 BUHATKOM PEaKlliii, O3HAUYEHHX «+», YaCTOTY SIKUX PO3PaXOBYBAIHU 3 YPaxXyBaHHIM TiIbKH TSKKHX peakuii

(> 3 crymeHro 3rigHo i3 3araNsHUMU TOKCHKOJIOriuHUMY KpuTepisMu HanionansHoro incturyTy oHkodorii [NCI]).
IMoxa3aHo TilbKK HAMBHIIlY YACTOTY, IO CIIOCTEpiraiacs B JOCHiIKEHHSIX.

1

petmauBHoro/pedpaxreproro XJIJI.

(VR NNV 8]

Takox auB. po3ain «IHdexuii» Hukye.
Takox nuB. po3znin «ITo6iuni peakuii 3 60Ky KpOBi» HIDKYE.
Takox auB. poszain «[Hoys3ikHi peakuii» Hikye. [ToBinoMIsuIOCS PO PiAKiCHI IeTaTbHI BUNAIKH.
CHMITOMHE YepenHo-Mo3koBol Heliponarii. Crioctepiraiocs y pisHuii yac NpoTAroM AEKiIbKOX MiCSALiB Micis

3aBEpIICHHs Tepalii puTykcuMaboM.

7 BxrouHo 3 leTansHUMK BUIIAIKAMH.

V ToMy 4mMcli peakTHBallis Ta NepBUHHI iHdeKii; yacToTa B pasi 3acTocypanss pexumy R-FC 3 npusony

Crioctepiranocs nepeBaxHo y MallieHTiB i3 cepLEeBUMH 3aXBOPIOBAHHAMY Ta/ab0 KapAiOTOKCHYHOIO XiMioTepari€eto
B aHaMHE3i, a TAKOXK IMEPEeBXHO aCOLIIOBATIOCS 3 OB’ sI3aHUMH 3 iH]y3i€ro peakuiaMu.

HageneHi HWwx4e TepMiHU 6me 3apeecTpoBaHi K MOOIYHI peakuil M Yac KIIHIYHUX TOCIiIKEHb;
NPOTE IXHA 4ACTOTA B Py NiKyBaums puTykeHMaGom Gyira TaKoio % a60 HINKIOI0 TTOPIiRAAHO

3 KOHTPOJIBHUMH IPYNIaMHU: FeMaTOKCHYHICTh, iHpEeKIis 3 HeHTpOIeHi€elo, iHPEKIis Ce4OBUBITHUX
IIJISX1B, CECHCOPHI MOpPYLIEHHS, rinepTepMis.

ITix wac kTiHIYHKX JOCiDKeHD Y Gutbiie Hbk 50 % nauieHTiB Gy 3apeecTpoBaHi CHMITOMH ﬁ/\
1O BKA3YIOTh Ha TOB’A3aHi 3 iHQY3i€l0 peakilii; BOHH CIIOCTEPIrajies MepeBaKHO Il yac re
iHQysii, 3a3BM4al BIPOJOBK rxepumx apox roauit. Li cumnroMu B GITEINOCTI BUTIATKIR TTOEE
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6poHxocmasM, 6IroBaHH, HYJOTY, KPOIIMB’ IHKY/BHCHII, C1abicTh, FOJOBHMI 6i/lb, IOAPa3HEHHS
ropJa, puHiT, cBepOiX, 611k, Taxikap/ilo, apTepiajibHy TiNepTeHsilo, apTepialbHy TinoTeHsio,
3aIMIIKY, JMCIIETICII0, aCTeHII0 Ta O3HAKU CUHAPOMY Jizucy myxiMHU. Tspkki iHdy3iiHi peaknii (Taxi
K OPOHXOCTIa3M, apTepialbHa riNoTeH3is) po3BUBAIMCA NPUOIN3HO y 12 % BUNANIKIB.

V JesxuX BHUIAAKaX MOBIIOMIIIOCS IIPO AONATKOBI peakii, Taki sk iHhapkT Miokap/a, ¢piopuisiis
nepeacep/ib, HAOPSIK JIereHiB Ta rocTpa 060pOTHA TPOMOOIUTONEHIs. 3arOCTPEHHs HAIBHUX CEPLIEBUX
3aXBOPIOBaHb, HAPHKJIAJ CTCHOKAP/ii 4M 3acTilHOI ceplieBOi HeIOCTaTHOCTI, a00 TSKKi SBHUIIA 3
60Ky cepiis (ceplieBa HeIOCTaTHICTh, iH(bapKT Miokapaa, GpibpuisLis nepeacepar), HaOpSK Jerexs,
nojliopraHHa HeIOCTaTHICTh, CHHPOM JII3HCY IyXJIMHH, CHHIAPOM BHBiJIbHEHHS LIMTOKiHiB, HUPKOBa
HEJIOCTATHICTh Ta JUXajJbHa HEJOCTATHICTD CIIOCTEPITATHCH 13 HIDKIHUM CTYIICHEM YacTOTH abo 3
HEBIZIOMOIO YacToTO. YacToTa MosIBY MOB’ I3aHUX 13 THDY31€F0 CHMITTOMIB ICTOTHO 3MEHIILTYBaIacs ITijl 4ac
nojansIuX iHQy3ii i craHoBmwiIa < 1 % MalieHTiB 4O BOCBMOIO LMK JIIKYBaHHs, A0 CKJIagy SKOTO
BXOJIMB PUTYKCUMaO.

Onuc oxpemux noOIYHUX peaxyii

Iughexyir

Putyxkcumab BUKIHKaE Aeruienito B-kinituH npubmusHo y 70—80 % maiieHTiB, ajne TUIbKH y MEHIIOCTI
(ALi€HTIB 3aCTOCYBaHHS PUTYKCUMaOy CyNpPOBOIAYBAIOCS 3HIDKEHHIM PiBHA IMyHOTIIOOYJTiHIB

Y CHPOBATLIi KPOBI.

Burmaaxu iokanizoBaHoi KaHAUIO3HOT 1H(EKIii, a TAKOXX BHUITAJKH ONEPI3yI0UOro repriecy crocrepira-
JIKCS i3 BUILOIO YaCTOTOIO B IPyNax MaIlie€HTiB, SKi MiJ 4ac paHAOMi30BaHHX JOCJIKEHb OTPUMYBAIH
JiKYBaHHsl, 10 CKJIaJy IKOTO BXO/IHB putykcumab. Tsokki 1H(be1<u11 PO3BUHY.THCA npubmmsHo y 4 %
TAL{i€HTIB, SIKi OTPHMYBAJIH JIIKYBaHH: PHTYKCHMabOM y pexnmi MoHOTepaii. binbur Bucoka vactora
PO3BUTKY iH(eKuil 3aranoM, 3okpema iHhEeKLiH CTyNeHiB 3 14u 4, MOPIBHAHO i3 IPYIIOK0 CriocTepe-
JKeHH, criocTepiranacs Ha Gpomi mnTpnMyroqoro JiKyBaHHS pmchnma60M IPOTATOM 2 POKIB.

He 6yJ10 nOMi4€HO KyMyJISTHBHOT TOKCHYHOCTI LIO0 IH(EKILiH, 3apeeCTPOBAHMX IPOTATOM 2-p1tmoro
nepiofty stikysanHs. Kpim Toro, mig 4ac JikyBaHHS PHTYKCMMaGoM TOBiZOMIIUIOCS TIPO 1HIII Cepio3Hi
BipyCHI iH(eKLil — IMepILy N0sBY, PEaKTHBALIO M BaTOCTPEHHS, Y ASSKUX JICTAILHIX BHIIAJKAX.
BinbLicTk nauieHTiB OTpUMYBaX PUTYKCHMAG y KOMOiHALT 3 XiMioTepamiero aGo B pamKax
NpOrpamy TPaHCIUIAHTALlii FeMONOETHYHIX CTOBOYPOBHX KJIiTHH. IIpHK/IanamMu Takux cepiosHuX
BipYCHHUX iH(eKIi# € iH(eKwi], CIPHYMHEH] BipyCaMH reprecy (LIUTOMEranoBipyc, Bipyc BiTpsHOT
BICITH Ta BipyC IPOCTOro repmecy), BlpyC bxona Kaninrema (J (@) (nporpecy}oqa MyJILTI/I(bOKaJIbHa
neiikoenuedanonarisg (IIMJI)) Ta Bipyc renatuty C. Takox nmif gac KIIHIYHHX JOCIIIHKEHb
peecTpyBanucs teTanbHi Bunagku IIMJI, mo Tpamisiucs micis NporpecyBaHHs 3aXBOPIOBAHHS Ta
MIOBTOPHOTO JIiKyBaHHA. HaaXoawmy noBiZOMIIeHHS PO BUNIAKU peaKkTHBaLii renatuty B, ski
3eOTBIIIOro Maji Miclie B IALIEHTIB, SKi OTPUMYBAIH pUTYKCHMAa0 y KoMOiHaNil 3 IIATOTOKCHYIHOIO
ximioTepaniero. Y marieHTiB i3 penuauBHuM/pedpakrepaum XJIJI yactora 3aXBOpIOBaHHS Ha

renatut B 3/4 cryneHiB (peakTHBallis Ta MepBUHHI iH(ekuUii) ctanoBwia 2 % B pasi 3acToCyBaHHI
pexumy R-FC y nopisasnHi 3 0 % B pasi 3acrocysanss pexxumy FC. IIporpecyBaHHs capkOMH
Kanormi crioctepiranock y naijieHTiB i3 HassBHOIO capkoMoro Kanommi, siki OTpuMyBany puTyKcHMaO.
L1i BrmaaKy Masi Micrie B pa3i 3aCTOCYBaHHS Ipenapary 3a He3apeecTPOBAaHUMH MMOKa3aHHAMH, a
6inpiicTh namieHtiB Oynu BlJI-mosutuBHUMU.

ITo6iuni peaxyii 3 601<y Kpogi

Y KIIHIYHEX JOCIIDKEHHIX MOHOTepAIIii PUTYKCHMaOOoM, 1110 BBOAMBCS IIPOTSAIOM 4 TIHIKHIB,

BIXHJICHHS B aHAIIi31 KPOBI CIIOCTCp]FaJ"IHCB Y MEHLIOI KiIbKOCTI TaLi€HTIB i 3a3BU4al MaJIX JIeTKui

CTyniHb Ta 000pOTHHH XapakTep. Tsbkka HelTponeHis (cTynens 3/4) Bin3Havanace y 4,2 % mailieHris,

anemis —y 1,1 %, a tpombouuronenis — y 1,7 % nauienris. ITix yac miaTpuMy040ro JiiKyBaHHS

pUTYKCHMaboM MPOTAroM 2 pokiB mpo netikoneHito (5 % npotu 2 %, cTymnine 3/4) Ta HEHTPONEHi0

(10 % nporu 4 %, cTyninb 3/4) MOBIAOMIIAIOCS YacTille, HDK y Tpymi crioctepexeHHs. Yacrora

TpoMGouuToneHii 6yia HH3BKO (<1 %, CTyIIlHB 3/4) y BCIX rpymnax JiKyBaHHS. Y TOCIIHKEHHIX

puTyKCHMaly B KOMOiHallii 3 x1M10Tepame}o neukorenis crynens 3/4 (R-CHOP 88 % nporu CHOP

79 %, R-FC 23 % npotu FC 12 %), neiirponenis (R-CVP 24 % npotu CVP 14 %; R-CHOP 97 %

npotu CHOP 88 %; R-FC 30 % npotu FC 19 % y mauienris i3 HemixoBanuM XJ1UT), maHuuToneHis

(R-FC 3 % npotu FC 1 % y manienTis i3 HenikoBanum XJ1JI) 3a3Bu4aii ciocTepirajivcs i3 BHIOO

YaCTOTOKO MOPIBHIHO i3 3aCTOCYBAHHAM TINMBKM XiMioTeparii . [IpoTe Buina yacToTa HeTporeHil

y MALEHTIB, SKi OTPHMYBAITH JIIKYyBaHHS pn’ryxcuMaﬁoM i3 xiMiorepaniero He Oyria 0B’ s13aHa

3 BUILOO YACTOTOO PO3BUTKY IHQEKLiH Ta iHBa3ii MOPIBHAHO 3 NALieHTAMH, 5IKi OTPUMYBAJIH TIIRKMH =z,

x1M10Tepan1}o lIocmmerHﬂ HEJ{KOBaHOTO Ta peuunHBHoro/pe(bpaKTepHoro X1 BCTaHOBmy{” Yrpaia
Q.10 |I H] SIK1 OQTPHM [] I| :---}:ln M — 1-]1- Il.l H1HO Vﬂ%‘("‘
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mizHime qHs 42 Micis OCTaHHBOT J03H Yy TAIEHTIB, IKi He MaJIU MONEPeAHbO] TPHBaNol HeHTponeHil
a60 sKi oy Kanu 10 AHA 42) micys JTiKyBaHHsS pUTyKcumaboMm i3 uiyaapabinoM i muksiodochamigom.
IToBinomMIeHHs OO BiAMIHHOCTEH 10/I0 BUITAJIKIB aHemii Oysu BixcyTHi. IToBinomusiocs npo
OKpeMi BHTIA/IKH Mi3HBOT HEHTPONCH, IO PO3BHBANACS OIIBIIC HDK Yepes YOTHPH THKHI TCII
OCTaHHBOI lHbeBII putykcumaby. V nocsimpkenni XJUI nepuroi minii nanienTu Ha cramii C 3a mKajom
bine B rpyni R-FC manu Ginplie nobigHux peakuiid, Hix nanieaty B rpyni FC (R-FC 83 % nporu

FC 71 %). YV nocnimkenni peruausHoro/pedpakreproro XJIJI rpombonuroneHis crynens 3/4 -
peectpyBasacek y 11 % namienti i3 rpymu R-FC nopisasaso 3 9 % nauienris i3 rpynu FC.

Y mocri/pkeHHAX puTykcuMaby 3a y4acTio NANieHTIB i3 Makpornody tinemieto Bansenctpema
criocTepirainocs TPaH3UTOpHE i IBUICHHS plBHlB IgM B cupoBatLi KPOBi IiCIIs IOYATKY JIKYBaHHS,
110 MO>Ke OYTH IOB’I3aHO 3 MiIBHILIEHHSM B’ SI3KOCTi KPOBi Ta CyIyTHIMH CUMIITOMaMH. TpaH3UTOpHE
nifBMINeHHs pisHs [gM 3a3BH9ail MOBEPTaNIOCs NPUHANMHI 10 TOYaTKOBOTO PiBHA NPOTATOM 4 MicsILiB.

Ilobiyni peaxyii 3 60Ky cepyego-cyOUHHOL cucmemu

Peaxuii 3 60Ky CepleBO-CyIMHHOI CHCTEMH ITiJ Yac KIiHIYHUX JOCIiKEHb MOHOTepaIlil pUTyKCHMaboM
crioctepiraimuce y 18,8 % maitienTiB, HalfyacTilme — apTepiagbHa TiloTeH3is Ta apTepiaabHa rinepTeHsis.
Bunanxu aputMmii cTynesis 3 abo 4 (30kpeMa IUTyHOYKOBA Ta HaULTYHOYKOBA TaXikapis) Ta
CTEHOKap/ii MaJii Micue mif yac iHdy3iit. Ilin yac miaTpuMyIO4oro JiKyBaHHs 4acTOTa PO3/IajiB i3
Goky cepug cTyreHs 3/4 Gyna mopiBHSIHHOIO y MAIli€HTIB, KUX JIKyBaId PUTYKCUMaOoM, Ta B IpyIi
crioctepexeHHs. IIpo siBHIna 3 60Ky ceplist MOBiJOMIIUIOCS K PO cepiio3Hi mobivHi peakuii (30kpema
GbibpusLio nepeacepas, iHdapKkT Miokapaa, JIiBOILIYHOUKOBY HEJOCTAaTHICTb, iIEMil0 MiOKap/a)
1010 3 % mali€eHTiB, AKi OTPUMYBAIH PUTYKCHMA0, IIOPIBHAHO 3 yacToToro < 1 % B rpymi
CIIOCTEPEXXEHHS. Y MOCIIDKeHHX 13 BUBUCHHSM 3aCTOCYBaHHs pUTyKcuMaly B koMOiHarii

3 XiMioTepami€ero 4acToTa ceplLieBoi apuTMIl CTyneHiB 3 Ta 4, mepeBaskHO HaAIILTYHOUYKOBOI apUTMil,
HAMPUKJIA] TaXikap/ii Ta MEpeXTIHHS/TPIMOTiHHA Nepeacepab, Oyia BUILOIO B IPYIIi JIIKyBaHHS 3a
cxemoro R-CHOP (14 nariienTis, 6,9 %) HOpiBHAHO 3 rPpyIOIO JIiKyBaHHS 3a cxemoro CHOP

(3 mantientn, 1,5 %). Yci ui apur™ii po3BuBaMch abo mig yac iHdys3ii purykcumady, abo
aCoOI{IOBAJIMCE i3 MPOBOKYIOYMMH CTAHAMH, TAKUMH SK JIMXOMaHKa, iH(eK1is, rocTpuH iHdapkT
MioKapia 4u HasBHI 3aXBOPIOBAHHS AMXAIBHOI Ta CEpPIIEBO-CYIUHHOI cHcTeM. BiqMiHHOCTEH MK
rpynamu JiikyBaHHs 3a cxeMaMi R-CHOP Ta CHOP mozio yactoTH sSBHII i3 60Ky cepIid CTymneHiB 3

i 4, y TOMy YHCIli CeplieBOi HeZIOCTaTHOCTI, 3aXBOPIOBaHb MiOKap/ia Ta MPOsBiB ileMiYHOi XBOPOOH
ceplisi, He CIIOCTepiraaock. 3aralbHa 4acToTa po3aiB i3 60Ky cepis cTymneHiB 3 abo 4 6ya HU3BKOIO
stk 'y gocaimkenni XJUT nepoi siHii (4 % R-FC, 3 % FC), Tak i B nocmimkeHH1
peuuausHoro/pedpakreproro XJUI (4 % R-FC, 4 % FC).

Po3znaou 3 6oxy cucmemu OuxauHs
INoBigoMiIsIOCS PO BUMAAKU iHTEPCTHLIIAIBHOTO 3aXBOPIOBAHHS JIEr€Hb, IIOJCKOJIH JIETaJIbHI.

Heeponoziuni poznaou

ITix yac jiKyBaHHS y YOTHPHOX MaIieHTiB (2 %), sIKi OTpUMYBaIH iHAYKUiiHE JiKyBaHHs He OibIue

8 murutiB 3a cxemoro R-CHOP i Manu YMHHUKH PU3HKY JUIsl CEpLIEBO-CYAMHHOI CHCTeMH, Ha QoHi
MIEPIIOTrO MUKJITY JIIKYBaHHS PO3BHHYJIHCS TOCTPi pO3aand MO3KOBOTO KPOBOOGiry TpomM60eMO0IiuHOro
reHesy. Bi,uMiHHOCTeI‘JI y Tpynax JIiKyBaHHS I[O/I0 YaCTOTH IHIIHX TPOMOOEMOOMIYHKX SBULI He OYJI0.
Jst opiBHSIHHS, 1Py uamuun (1,5 %) B 1pyni JikyBaHuy 3a cxemorw CHOP main ueperUBammepHI
SIBHIIA, IO PO3BUHYIIHCS | 9ac Nepioly MOAANBIIOro CIIOCTEPEKEHHS. 3arajibHa YacToTa p03na,ruB
i3 60Ky HEpPBOBOI CHCTeMH cTymeHiB 3 abo 4 Oyia HHU3BKOIO K y pocmimpkenHi XJUJI nepioi minii

(4 % R-FC, 4 % FC), Tak i B nocmimkenHi peuuausHoro/pedpaxreproro XJUI (3 % R-FC, 3 % FC).

ToBizoMIIsIIOCS PO BHIAJKH CHHAPOMY 000POTHOI BaHBOT eHue(banonaTn/annpOMy oGopoTHoi
3aHbOi JieHkoeHuedanonarii. CAMITOMU BKIFOYa/IH 30pOBI PO3/IaH, FONOBHMH Gk, eMinencito

Ta 3MiHH [ICHUXIYHOTO CTaHy, IO CYNPOBOIXKYBAJIHCh a00 HE CYTPOBOKYBAIUCh apTEPiaIbHOIO
rineprensiero. Jliarno3 cuHApoMy 060pOTHOI 3aJHBOI eHIledatonarii/ cMHAPOMY 060POTHOI 3aJHBOT
nelikoeHuedaonarii norpedye MiATBEpIKEHHS 3a JOIIOMOT0I0 TOMOrpadii rOJIOBHOTO MO3KY.

V Bunankax, npo ki moBizomisuiocs, OyJu HasiBHi BU3HAYSHI YUHHHUKU PHU3HKY PO3BUTKY CHHIPOMY
060poTHOT 3aIHBOT eHLe(anonarii/ cHHApoMy 000pOTHOI 3a0HBO] JielikoeHIeaIonarii, 30kpema
CYITyTHE 3aXBOPIOBAaHHs MaLli€HTa, apTepiajibHa riepTeHsis, IMyHOCYIpeCHBHA Tepallis Ta/abo
Ximivrepauis.

Po3naou 3 60Ky WIyHKOBO-KUUKOBO20 MPAKNTY r&( g
V [eskux BUIAJKAX y MALICHTIB, SKi OTPUMYBAIM PUTYKCHMaO M1Jist JIIKYBaHHS HEXOJUKKIHCHKOT 47
niMdoMH, criocTepiranacs nepopallis IUTYHKOBO-KHIIKOBOTO TPAKTY, 1HOAI JIeTajbHa. Y OB}
TaKUX BHUIAJKIB PUTYKCHMAO 3aCTOCOBYBAIIM Pa3oM i3 XiMioTeparieto.
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Pieni IgG

Y KiHIYHHX JOCITIPKEHHAX, IO OLiHIOBAIX MiATPHMYIOYE JIiKyBAHHS PUTYKCHMAbOM y pasi
peunnHBHm/peq)paxTepHm donikynaspHoi TiMpomy, MemaHa piBHIB IgG 3HAXO/IWJIACS HIKUE
HYDKHBOT MEXI1 HOPMAJIBHOTO 3HAYECHHS (HMH) (< 7 v/n) micns IH,lIyKI_IIHHOFO HleBaHHﬂ K B rpym
CTIOCTEPEKEHHS], TAK i B IPYIIi JTiKyBaHHS puTyKcuMaboM. Y IpyIi criocTepexens Meiana pisus IgG
Hasani 3pocTaia, nocsraiouu sHadenns puime HMH, ane samiuanacs HE3MIHHOIO B TPYIIi JIiKyBaHHs
purykcumabom. YacTka nanieHTis i3 pisssamu IgG mixye HMH cranoBuia 6mu3pK0 60 % B rpymi
pm'yxcha6y BIPOJOBXK 2 POKIB MIEPioly TiKyBaHHS, TOJI SIK Y TPYIIi CIIOCTEPEKEHHS BiI3HAYEHO

ii 3MeHmenHs (36 % micns 2 pokiB).

HeBenuka KiIbKiCTh BUIIAIKIB rinoraMMarno6yniHeMi'1' (CrIOHTaHHUX i1 ONUCAHKX B JIITEPaTypPHUX
JiKepenax) CHOCTepiraoch y JAiTex, AKi OTPHMYBAJTH J'IleBaHHH pmchnMaGOM IO B IESKHX
BUIIaKaX Oy TSOKKAMH 1 HOTpeGyBanH TPUBAJIO] 3aMiCHOT Teparmii imyHornooyninom. Hacninku
TpHMBAJIOL AeTUIellii B-KITiTHH y niTel HeBinomi.

Poznadu 3 6oxy wxipu ma niOWKipHoT KIIMKOBUHU
TToBiOMIISIIOCS TIPO MOOJMHOK] BHITAIKK TOKCUYHOTO €MifIePMaIBbHOTO HEKPOIi3y (CHHAPOM
Jlaitenna) i cunapomy Criserica - JDKOHCOHA, JesKi 3 HUX OyJIH JIeTaJbHUMH.

Cybnonynsayii nayienmis: MoHoOmepanis pumyKkcumadbom

ITamieHTH JITHBOTO BiKy (> 65 pOKiB)

Yacrora I[P ycix cryneHis Tsoxkocti Ta [TP ctynens 3/4 y nanieHTiB mOXHIOro Biky Oya Glu3bK010
JI0 YaCTOTH Y MOJIOJIIMX MauieHTiB (< 65 poKiB).

Macusna niMmdaaeHonaris

V maiieHTiB i3 MAaCHBHUM ypaxkeHHsIM JliMdpaTuyHuX By3iB yacrora 1P crynens 3/4 6yna BuLorO,
HiX y THX, XTO HE MaB MacHBHOI JiMbaneHomnaTii (25,6 % npotu 15,4 %). Yactora I1P ycix cTynenis
GyJia mozibHOO B 000X Ipymnax Malli€HTiB.

IToBTOpHE NTiKyBaHHS

YacTka NaLieHTiB, 9Ki mosimommmm mpo [P mix gac MOBTOPHOrO JNiKyBaHHS 3 JOJAaTKOBHMMH KypcaMu
puTykcumaby, Gyia GIM3BKOKO O YaCTKH Malli€HTiB, AKi noBigomumy npo [P mix 9ac nepBHHHOrO
nikysanns (IIP ycix cTyneHiB Ta cTyneHs 3/4).

Cybnonynayii nayienmig: KomOiHO8aHA Mmepanis pumykcumabom

ITauiesTH JITHBOTO BiKy (> 65 pOKiB)

YacToTa Mo6iuHmX peakuiil crynens 3/4 3 60Ky kposi Ta 1iMQaTHYHOT CHCTEMH 3a HAsABHOCTI
HeslikoBaHoro a6o perpausHoro/pedpaxreproro XJIUI Gysa BUIIOO y NALiEHTIB JIITHBOTO BiKy
MOPIBHAHO 3 MOJIOJIIMMH NanieHTaMu (< 65 pokiB).

JlocBin 3acTocyBaHHs B Jikysandi aiteit 3 IBKJI/JIB/TJIB/BITJI

Pezwome npodhinw besnexu

Byso npoBeieHo 6araToleHTpoBe BiAKPHUTE PaHIOMI30BaHe TOCIiDKEHHA XiMioTepanii 3a
npotokosiom Lymphome Malin B (LMB) i3 3actocyBanHAM putykcumaby abo 6e3 HbOro 3a yyacTi
niteit (BikoM Bijx > 6 micsmis 1o < 18 pokiB) 3 paHilre HeliKoBaHO nomupeHor CD20-no3uTHBHOIO
JBKJI/JIB/TJIB/BILL

3aranom purykcumab otpumaiu 309 aitei, skux O6yJ10 BKIFOUSHO O MOMyJIALii aHanizy 6e3nexH.
JliTaM, paHgoMi3oBaHuM 10 rpynu xiMiotepanii LMB 3 putykcumabom a6o BKITFOUEHHM JI0 Tiel
YACTHHH JOCTiKEHHs, IKa MPOBOIMIACK i3 OJHIEI0 FPYTIO0, BBOIWIN PUTyKcUMal y 103i 375 mr/m?
ITIIT, i BOHK OTpUMAJTH 3arajioM LcTh B/B iHY3ilt puTykcumaly (10 1Bl NijJ 9ac KOXKHOro 3 ABOX
KypciB iHIYKIIAHOT Tepartii Ta 1o OfHIM NiJl Yac KOXKHOTOo 3 IBOX KyPCiB KOHCOJITY0UO1 Tepamii 3a
cxemoro LMD).

TTpodink Geznexn puTykcumady B iTei (Bikom Big > 6 micauis 1o < 18 pokis) 3 paHille HeJi
nowupenoto CD20-nozutusHo0 ABKII/JIB/T'JIB/BILI 3aranom G6yB nomiOHMiA 3a TUIIOM, X¢
i CTyrneHeM THKKOCTI MOGIYHHX peakiiii 10 BiAOMOro npoditro 6e3neky B J0POCIuX naul
HXJI Ta XJUL. Xoua gomaBaHHs puTykcuMaly 10 XiMioTeparlil IpU3BesIo 10 nianneHHﬂ 1
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BUHMKHEHHS JESKHX MOOIUHMX peakiiif, 30kpema iHdekIil (BIIIOUHO i3 CencucoM), MOPiBHAHO 3
TLIBKK XiMiOTepaIi€ro.

JlocBin 3aCTOCYBaHHS JUIS JIIKYBaHHSI PEBMATOITHOTQ apTPUTY

Pe3ztome npoinio besnexu

3aranbHui MPodik Oe3reKH 3aCTOCYBaHH: PUTYKCAMAOy 3 IIPHBOAY PEBMATOI/IHOrO apTPHTY
BH3HA4EHO Ha I1iCTaBi JaHHUX IIOJIO NAL[€HTIB, K Opaii y4acTh B KIIHIYHUX TOCIIUKCHHAX, Ta Ha
JAHUX ITCIIAPEECTPaLifHOTO CIIOCTEPEIKEHHS.

IIpodine 6e3nexu purykcumaly y MauieHTiB i3 peBMaToifnHuM apTpuToM (PA) cepelHBbOro i THKKOro
CTyIeHs MiICYMOBAHO B HaBeJEHOMY HIDKYE PO3MiIi. V KIIHIYHHX JOCIIDKEHHSX MTOHa]

3100 mawieHTiB OTpUMAIIN anHaFMHi OJIHH KypC JKyBaHHS, 1 32 HIMH BEJIOCS CIIOCTEPEKCHHS
BIIPOJIOBXK MEPiOLy TPUBAIIICTIO BIJI 6 MicsItiB 0 MOHA 5 POKiB; npu6musHO 2400 Malli€HTiB
OTpHMAJIH JIBa ab0 Giblue KypcH JIiKyBaHHS, 3 HUX noHaj 1000 nauieHTiB oTpuManH 5 i 6iibuie
Kypcis. [adopmarris mono 6e3nedHocTi, 3i0pana miJ 4ac micaspeecTpaifHoOro CroCTepeKeH s,
BifoOpaskae ouikyBaHui podiTb MOGIYHMX peaKilii, o crocTepirapcs y KIiHIYHMX JOCIIKEHHAX
putykcuMaly (IuB, po3aia 4.4).

HonatkoBo 10 METOTpeKcary (10-25 Mr/TmKneHL) MALli€HTH OTpuMyBaH 2 Kypeu o 1000 mr
putykcumaoy, poamnem JBOTIDKHEBMM iHTepBaoM. IHdysii purykciumaby TPOBO/THITH mics
BHYTpilIHBbOBEHHOT iH(ys3ii 100 Mr METHINPEIHI30I0HY; TAI[IEHTH TaKOXK NPUIMaH NPeHi30H
BHYTPILIHBO MPOTATroM 15 aHiB.

Crucoxk nobiunux peaxyiu y u2naoi mabauyi

ITo6iuni peakuii HaBemeHi B Tabmuni 4. YacToTa BU3HaYaeThCs TaK: qyske 4yacto (> 1/10), yacto
(Bim > 1/100 mo < 1/10), mewacro (ixg > 1/1000 no <1/100), pinkicuo (Bix > 1/10 000 go < 1/1000)
i B mooauHOokux Bunaakax (< 1/10 000). V xoxHiii rpymi 4acToTH HebaxaHi epekTH IpeACTaBIeH]
y TIOPSIAKY 3HIDKEHHS CTYNEHS X CepHO3HOCTI.

Haii6inp1 yacTiMy MOGIYHIMH PEaKIlissMH, 10 BHHHKAIM Yepe3 3aCTOCYBaHHs PUTyKCcHUMaly, Oynu
inQysiiini peakuii. 3aranpHa gactoTa iHQY31HHUX peaKiiil y KIiHIYHUX JOCIIKEHHAX CTAHOBHIIA

23 % mix yac nepuwoi indy3ii i 3MeHuTyBanacs mix yac nojaabmux iHdys3ii. CepiiosHi iHy3iliHi
peakiii Oy/IM HeUaCTHMH (0,5 % nauieHTiB) 1 criocTepiranucs IepeBaKHo nin yac MIOYaTKOBOT'O KypCy
nixysanHs. OKpiM MOGIYHKMX peaKwiH, o CIIOCTEPIrailkcs B KIHIYHHX JOCTI/DKSHHAX PUTYKCHMA0y
JU1sl JIIKyBaHHS PeBMATOI/IHOrO apTPHTY, I Yac TiCASPEECTPALIHHOIO CIIOCTEPEKESHHS
HOBiIOMJISUTOCS TIPO MPOrPeCcyIouy My IbTU(GOKANBHY JieHKoeHIedanomnartito (qus. po3ain 4.4)

Ta Peaxilio 1Mo THITy CHPOBAaTKOBOI XBOPOOH. w

Tabnuua 4.  Pe3rome nobiuyHuX peakniii, 3apeecTPOBaHUX YNPOAOBK KJIIHIYHHX AOCTiIKEHb
a60 B mepiox micaspeecTpaniiiHOro cnocrepeskxeHHsl y Nai€HTIB i3 peBMaTOIITHHM
APTPUTOM, AIKi OTpUMYBAIU PHTYKCHMAO

CucremHo-
opraHHwmii Kiac _— Y nooauHOKHX
—— Hyxe vacTo Yacrto Heuacro Pinkicuo BIGRAREE
MedDRA
Indexuiiini Ta | Indexuis BpoHXiT, CUHYCHT, [IMJ], peakTuBaiiis
napasurapHi BEPXHiX racCTpOCHTEPHT, renarury B
3aXBOPHOBAHHSA | JUXAJTBbHUX enizepModitis cron
HUIAXiB, iHderuii
CEYOBHBITHUX
HLJIAXiB I
Po3naan 3 6oky Heiirponenis! ITizus Peaxuis mo THITy
KpoBi Ta HeHTponeHis? | cUpoBATKOBOI XBOPOOU
aimbaTnuHol
CHCTCMH
Posnann 3 Goky | ludysitini 3IH¢)y3mHl peakuii
imynuol peakuii (renepaiizoBanuit
CUCTEMH (aprepianpHa HaOpsik, OpoHX0-
rinepreHsis, Hy- Cra3M, XpUIIH,
JI0Ta, Ha6Gpak roprasi,
BUCHIIAHHS, QHTOHEBPOTHYHHUH
rineprepmis, HAOp3K, 1eHepdli-
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CucreMHO-
OpraHHM# KJjac

Y nooauHOKHX

e Hy:xe yacto Yacro Heuacto PinxicHo oL o
MedDRA
3aranbHi cBepOiK, 30BaHui CBEPOIXK,
po3naau Ta KPOIHB’ SIHKA, anadinakcis,
peaxuii B Micui | noapasHeHHs aHadinakroigHa
BBe/ICHHSI ropia, peaxis)
NPHUILIUBY,
apTepiaibHa
rinoTeHsis,
pHHIT,
TPEMTiHHS,
Taxikapzi,
BTOMJIIOBAHICTh,
Oinb y
POTOTJIOTL,
nepHdepuiHuit
HaOpsIK,
epuTeMa)
Merta6o.iuni Ta I'inepxonecTepuHeMis
ajiiMeHTapHi
po3aaaH
Ilcuxiyni Jenpecis, Tpusora
po3nanau
Po3napu 3 6oky |onoBuuii 6inp | ITapecresis, MirpeHs,
HEpPBOBOT 3anaMOpOYEHHs,
CHCTEeMH imiac
Po3snaau 3 6oky CreHokapzis, | TpinoTiHHg nepencepan
cepust GbibpuALis
nepescepab,
cepleBa
HEIOCTATHICTH,
iHdapkr
Miokapaa

Poznanu 3 60Ky
LIJTYHKOBO-
KHIIKOBOI0

TpaKTy

Hucnencis, niapes,

ractpoe3odareanpHuit
pedmoke, yTBOpEHHS

BHPA30K y POTOBiH
HOPOXKHUHI, 6ib Yy
BEPXHIX Bimminax
XKHBOTA

Pozaaau 3 Goky Anoneris Toxcuanuit

wKipu Ta eniepMabHu

nigwkipHoi HEKpOJIi3 (CHHApPOM

KJITKOBUHH Jlaitenna), CHHIPOM
CriBenca —
JIsKOHCOHa®

IlopyweHus ApTpairisi/M’130B0-

3 60Ky OropHo- ckeneTHui 6inb,

pyXxoBoro OCTE0apTpHT, GypCHT

anaparty Ta

CHOJIYy4HOT

TICRTIHITH

JlaGopaTopHi 3HIKEHHS PiBHIB | 3HIKEHHS PiBHIB

JOCTiAzKEeHHS IgM* IgG*

1

MOHITOPHHTY B KJIHI{YHUX AOCTIIXKEHHAX.

Yacrora kaTeropii B3ATa 3 MicIApeecTpaLifHuX JaHUX.
Peaxuii, o crocrepiraiucs nin ac abo npotsrom 24 roauH micns iHys3il. Takox au. po3ain «IHby3ikini peakmiin

YacToTa KaTeropii pospaxoBaHa Ha OCHOBI JabopaTopHUX JaHUX, 3i0paHUX y paMKax pyTHHHOTO JIabopaTopHOro

gikye. Iudys3iini peakiii MOXKyTh BUHMKATH B Pe3y/bTaTi riepyyTIMBOCTI Ta/abo yepe3 MexaHi3M Jii npenapary.

BKIIIOYHO 3i CIIOCTEpEeKEHHAMH, 310paHIMH IiJ] 4ac PyTHHHOTO JIa00paTOPHOTO MOHITODHHTY.
BKJIIOYHO 3 JIETATbHUMH BUIIAAKAMH.

Muootcunni Kypcu 1iKy8anHs
MHOXXHHHI KyPCH JIIKYBaHHS acOLOIOTHCA 3 MPodiieM MoOi9HUX peakuiii, OJH3bKHM 10 TOTO, 110
CrIOCTCpiraBcs Mics MepuIoro Kypey Jikysadss. Hacrora ycix nobiuHux peakuiit micns nepioro
Kypey TiKyRaHHS puTYkcuMatom Gyna HaHBRHIIOK MPOTATOM MepuInX 6 MicsIliB i moTiM
3MeHIyBaiaca. Haiuacrinre ciocrepiranucs iH}ys3iiHi peakuii (HaluacTile nig gac neprioro KYPCY,

JIiKyBaHHs), 3arOCTPEHHS PEBMATOITHOrO apTPUTY Ta iHQEKIIi]; yci SBUIA YacTille BUHHKAIH g

MPOTATOM MePIIHX 6 MICSLIB JIIKYBaIIIIsI.
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Onuc oxpemux noGiyHUX pearyi

Inghysiini peaxyii

Haii6inpm yacTuMy MOGIYHUMH PeaKI{isMH I1iCI/ist BBEACHHS PUTYKCUMaOy ITijl 9ac KIIHIYHUX
nocrimkeHs 6ymu iHdy3ikini peakuii (quB. Tabmumo 4). I3 3189 nauienTis, SKi OTpEUMyBaIH JIIKYBaHHI
purykcumabom, y 1135 (36 %) possuHyacs npuHaiiMui onHa indysiiina peakuis; y 733 i3 3189

(23 %) nawienTiB iHdy3iiiHa peakwis po3BHHyIacA THc/s nepuioi indysii mepmoro Kypey JIKyBaHHS
putykcumaboM. YacToTa iHdys3ifiHMX peakiiii 3MEHIIyBanacs I Yyac moJanbIux iHQy3iii.

V KIiHIYHEX TOCTiPKeHHAX cepiosni indy3iini peakuii BuHuKamu Menmte Hx y 1 % (17 i3 3189)
namientis. He BinzHauanocs indys3ifiHux peaxiiiii cTymneHs 4 3rifHO 3 3aralbHUMH TOKCHUKOJIOTTYHUMH
kpurepiamu (CTC) Ta JleTaNbHAX BUMAAKIB y Pe3y/ibTaTi iHdy3iHHIX peakiiii M ac KIiHiTHuX
nocimkenb. Yactka Bumaakis crymnens 3 3a kpurepismu CTC Ta indy3ifHuX peakiil, 1o npusBend
J10 TIPATMHEHHS JTIKYBaHHS, 3HIDKYBaIacs 3 KypCaMH, i Taki BUIIQ/IKK CTaBalH PifIKiCHUMY,
MOYMHAIOUH 3 3-T0 Kypey. [IpeMenuKaliis 32 JOIIOMOTFOI0 BHY TPIIIHBOBEHHOTO BBEICHHS IJIFOKO-
KOPTHKOIZIiB 31124110 3MeHILyBaJla HacTOTy i TAXKKICTh iHdy3iliHux peakuii (muB. po3ainm 4.2 i4.4).
ITix gac micaApeecTpaiifHOro 3aCTOCYBaHHs NPENapary PeECTPYBAIUCS BUITAAKH JETATBHUX TOKKAX
iHQy3iHUX peaKIii.

V nocipkeHHi 6e3neuHoCTi IBUIIIOro BBEEHHS PUTYKCHMaly MallieHTaM 3 aKTHBHOKO (OpMOIo
PEBMATOITHOO APTPUTY CEPEAHBOIO 400 IHKKOrO CTYTIEHs, Y AKX He BUHUKANIO CePHO3HUX
indyaifiux peakuii npotsrom mepimoi indysii gocnimKyBanoro npenapary abo BIpooBxkK 24 rofxuH
MicyIs Hel, JO3BOJISUIOCS BBOIUTH MPENapaT y BUTIISA] 2-TOJHHHOI BHY TPIUTHBOBEHHOT iH(Y3ii.
IManieHTH i3 HASBHICTIO B aHAMHe31 cepio3HuX iH(Y3iMHUX peakiiii Ha 6ioJoriyHi IpenapaTy s
nikyBauna PA Buxmodanucs i3 JocmimkeHHs. YacToTa, THI Ta TSOKKICTb iHQY3iHHMX peakuii
Y3ropKyBaTHCA i3 OTPUMAHMMH paHilne JaHuMH. CepHosHuX iH(y3iHHUX peaKuill He CriocTepirasocs.

Ingpexyii

3arajpHa YacToTa iH(eKIiil cranoBmIa NprOIu3HO 94 Ha 100 manieHTO-POKIB y MAIEHTIB, SKI
OTPUMYBAJIH JIiKyBaHHs puTyKcuMaboM. THdexuii 6y nepepakHo JIETKOro Ta HOMIPHOTO CTYIEHS

i BKJTIOYAIM TIEPEBAXKHO iH(EKIIiT BEPXHIX AUXaNbHIX UUIAXiB Ta iH(pEeKIIii CeHOBUBIAHNAX NUISXIB.
YacroTa iHdeKii, mo 6ynu cepio3HUMH ab0 BUMaraau BHYTPIIIHOBEHHOTO BBEICHHS
aHTHOI0THKIB, cTaHOBHIA MpUOIH3HO 4 Ha 100 marienTo-pokis. CyTTeBOro 3pOCTaHHs YaCTOTH
cepio3HMX iHbekwiH nicis GaraTopasoBux Kypcis JIiKyBaHHs pHTykcMMaboM He cnioctepiranocst. IIpo
iHQeKIii HIKHIX MXaNbHUX LUIAXIB (y TOMY YHCITi TTHEBMOHIO) MOBiJOMIIUIOCS TiJl 4ac KJTIHIYHAX
JIOCIIDKEHB 13 IOiOHOI0 YaCTOTOKO Y TPyIax JiKyBaHHSI PUTYKCHMaOOM Ta KOHTPOJIBHHUX IpyIax.

3apeecTPOBAHO BUITAIKH JIETATBHOI IPOrPecyrouoi MyTsTH(HOKAIBHOT JekoeHuedaronarii micys
3aCTOCYBaHHA PUTyKcumaly JUs JIIKyBaHHS ayTOIMyHHHX 3aXBOproBanb. lle Bimo4ae peBMaToifHui
apTpMT i ayTOIMyHHi 3aXBOPIOBAHHS, 1[0 HE € 32pEECTPOBAHUMH ITOKA3aHHAMH JUIS 3aCTOCYBAHHA
TIpenapary, 30KpeMa CHCTEMHHIi YepBOHMI BOBYAK TA BACKYJIIT.

3apeecTpoBaHi BUNAJKH peakTHBALI renatuty B y nauientis i3 HexomkKiHCEKOIO TiM(oMOIO,

SIKi OTPUMYBAIH PUTYKCHMAG y KOMOIHALL 3 UTOTOKCHYHOKO XiMiOTepamiero (11B. po3/in
«HexomKKiHChbka iMdoMay). Takok MOBiIOMISIIOCS PO TTOOJUHOKI BUNAJKK peakTHBallii indexuii,
CHPHYHHEHOT BipyCHUM I'ellaTUTOM B, y NnallieHTiB i3 peBMaTOiAHUM apTPUTOM, SKi OTPHMYBAIH
putykeumab (iuR. po3ain 4.4).

Io6iuni peaxyii 3 60Ky cepyeso-CyOUHHOI cucmemu

Ipo cepiio3Hi sBHIIA 3 GOKY CEepLEBO-CYAHMHHOI CHCTEMH MOBiOMIIAIIOCS 3 4acToTom 1,3 Ha

100 maLieHTO-pOKiB y MAIEHTIB, SKi OTPUMYBaJIH JTiKyBaHHS PUTYKCHMaOOM, IIOPiBHAHO i3 1,3 Ha
100 marieHTO-POKiB y MAI{EHTIB, SKi OTPUMYBAIH U1ane6o. 30iMbIICHHS KiTbKOCTi MAlli€HTiB,

y AKHX PO3BUHYJIUCS ABHILA 3 GOKY CepLieBO-CyIHHHOI cHcTeMH (yci a60 cepio3Hi), BIPOJOBIK
faraTopa3oBHX KypciB JIiKyBaHHs HE CIIOCTEpiranocs.

Hegponoziuni seuwa

[ToBiXOMIISITOCS PO BUMAIKM CHHAPOMY 000POTHOI 3a/HBOI eHIedanonarii/cuaapoMy 060poTHOT
3a/HbO] JieiikoenmedanonaTii. CAMIITOMH BKJIFOYAIIA 30POBi PO3IaJH, FONOBHMH 6inb, ermiencio

Ta 3MiHH NICUXi4HOrO CTaHy, 1O CYPOBOKYBAIUCH 200 HE CYNPOBO/KYBATHCH APTEPIATIBHOIO
rineprensiero. JliarHos cuHIpoMy 000POTHOI 3a1HBOT eHuedanona1ii/ cunjapomy 060pOTHOI 3a(HBOT
nelikocHIcdamonarii noTpedyc miATBepmKeIIs 32 JOIIOMOrol0 TOMOrpadii rOJIOBHOTO MO3KY .

V Bunagxax, npo siKi HOBiTOMIISIIOCS, Oy HasBHI BU3HAYEHI YMHHUKH PU3UKY PO3BUTKY CHHAPOMY o
060poTHOT 3a/HEOT eHuedanonarii/ CHHAPOMy 060POTHOIT 3a/IHEOT JefikoeHnedanonarii, 30kpema cynyi;% prL
3aXBOPIOBAHHS NALEHTA, apTepidilbHa Lileplensix, iMyHOCY IIPeCHBHA Tepanis Ta/abo XimioTepa ”ﬁ.Q P

88
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Hetimponenia

V pasi 3aCTOCYBaHHS PUTyKCHMaly CIIOCTEPIraiucs BUNAIKU HEHTPONeHii, OLIBIIICTE 3 AKkuX Oyna
TPaH3UTOPHMMH 1 MaJia JIETKMii a00 MOMipHHH CTyHiHb TSOKKOCTI. HelTponeHis Moje po3BUBaTHCS
yepes3 JeKUIbKA MiCALB i/ 3aCTOCYBaHHs PUTYKCHMaOy (uB. po3nin 4.4).

V miane60-KOHTPOJILOBAHHX Tepiofax KIiHIYHEX fociimkeHsb y 0,94 % (13/1382) mauienTis, siki
OTpHMyYBaJIH JiKyBaHHS pUTyKCcHMaboMm, iy 0,27 % (2/731) nauienTis rpynu miane6o po3sHHynacs
THKKA HEUTPOTEHIs.

ITiz yac micigpeecTpaliiiHoro 3aCTOCYBaHHs IOBIIOMIISUIOCS PO PiAKICHI HEHTPOIEHIYHI ABHIIA,
BKJIIOYHO 3 TSKKOIO MI3HBOIO HEHTPOTICHIEIO i MEPCHCTYI0YOI0 HEUTPOIICHI€EI0; NesKi 3 IHX SBUIL
OyJ14 acoLiOBaHi 3 JTeTATPHUMHU 1HPEKLIIMH.

Poznaou 3 60oky wxipu ma niowKipHoi KiimKoeuHu
ToBigoMiisisiocs PO NOOAWHOKI BUNAAKU TOKCHYHOTO €I1iIepMaIbHOIO HEKPOJIi3y (CHHIPOM
Jlatienna) i cuaapomy CriBeHca — JKOHCOHA, fAesKi 3 HUX OyJIU Je€TaNbHUMH.

Bioxunenns nabopamopnux nOKa3HuKie

V naifieHTiB i3 peBMATOIIHAM apTPUTOM, SIKi OTPUMYBAITH JTiIKyBaHHS pUTYKCUMaboM crioctepiranacs
rimorammarsio6yiinemis (pisens IgG a6o IgM Hkde HWKHBOT Mexi HopMH). He criocTepiranocs

i BULIEHHS 3arajbHOI YacTOTH iHdekwii abo cepiioznux iHdeKIii mics 3HwKeHHs piBas [gG abo
IgM (nuB. posnin 4.4).

Hesenuka KiTbKiCTh BHIIaKiB rinoraMMarno6yniHeMi'1' (CTIOHTaHHHX i OMTHUCAHUX B JIITEPATyPHUX
JbKepesax) CIIoCTepiranock y MiTel, ki OTPUMYBAIH JTiKyBaHHS PUTYKCHMAGOM, IO B AESKHX
BHIAAKaX OyJIHM TSOHKKUMH i norpeGyBann TPUBAIIO 3aMiCHOI Teparii iMyHornoOy iHoM. Hacrinku
TpUBAJIOl aerienii B-kiniTiH y AiTel HeBimoMi.

JlocBin 3acTOCYBaHHs 3 IPUBONY IpaHyeMarosy 3 momianriitoM (I'TIA) i MiKpOCKOIIiYHOTO
nomiadriity (MITA)

Inoyxkyis pemicii @ 0opocaux (Oocnioscennsn 1 I'TIA/MITA)

VY nocnimxensi 1 TTIA/MITA 99 nopociux nauieHTiB OTpUMYBAIH JIIKYBaHHS PUTYKCUMaOOM
(375 mr/M? onvH pa3 Ha THXKIEHD MPOTArOM 4 TIDKHIB) i INIFOKOKOPTHKOIIAMH 3 METOO iHIYKIIiT
pewmicii I'TIA Ta MITA (nuB. po3ain 5.1). ‘

V tabnuui 5 BkazaHi mobivHI peakiii, ki crioctepiramcs y > 5 % HamieHTiB y rpymi putykcumaly
Ta 3 OLIBIIOI YaCTOTOK HIXK Y TPy MOPiBHAHHA.
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Taonuns 5.  ITo6Giuni peakuii, siki cnocrepirandcs nporsarom 6 micsuiB y >5 % nopocianx

nani€eHTiB, AKi OTpEMYBaIH PUTYKCHMa0 y nocaimkenni 1 I'TIA/MIIA, i 3 6insmoro
YACTOTOI0 Hi’K Y rpylli HOPiBHSAHHSA.

CucreMHo-opranauii xjac srigao 3 MedDRA Purykcnmad
ITo6iuHi peakuii (n=99)
Indexuiiini Ta napa3uTapHi 3aXBOPIOBaHHA
IHheK1is CeYOBUBIHUX NULIXIB 7%
BpoHxiT 5%
Onepizyrounii reprec 5%
Hazodapusrit 5%
Poznann 3 60Ky KpoBi Ta JiMpaTHIHOI CHCTEMH
TpombormroneHis ] 7%
Po3znanm 3 60Ky iMyHHOI cHCTeMH
CHHAPOM BUBIJIbHEHHS ITUTOKIHIB ] 5%
MertaboJiiuHi Ta aJiMeHTapHi po3iaaan
[inepkaiemist | 5%
Hcnxiuni po3naau
besconHs | 14 %
Po3znann 3 00Ky HEpBOBOI CHCTEMH
3anaMopoYeHHs 10 %
Tpemop 10 %
CyaunHi pozaaan
ApTepiayibHa rinepTeHsis 12 %
[punusu 5%
Po3yann 3 60Ky pecnipaTopHOi cHCTeMH, TPYAHOI KJIITKH Ta cepeAoCTiHHSA
Kamenp 12 %
3agMinka 11 %
HocoBa kpoBoTeua 11 %
3axyiaieHicTh Hoca 6 %
Po3aanu 3 60Ky IIJIYHKOBO-KHIIKOBOI'0 TPAKTY
Hiapes 18 %
Hucnencis 6%
3akpen 5%
Po3yiaau 3 60Ky mKipn Ta miqmKipHOI KJITKOBHEH
AkHe | 7%
Po3j1anu 3 GOKY ONOpPHO-PYXOBOI0 anapaTty Ta CHOJIYYHOI TKAHHHH
M’s130Bi cia3Mu 18 %
ApTparis 15 %
bine y cniuHi 10 %
CrnalkicTp y M’si3ax 5%
M’ s130BO-CKeJIeTHUH OiJib 5%
bijp y KiHIIBKaX 5%
3araJsibHi po3Jiagu Ta peaknii B Micui BBeleHHS
[Mepudeprunnii HAOpIK } 16 %
JlaGopaTopsi nocixKenns
3HIKEHHS PiBHA reMoryio0iny i | 6 %

ITiompumyroua mepanis 6 dopocaux (Oocnioxcenns 2 I'TIA/MIIA)
Y nocnimkenti 2 ['TIA/MIIA 3aranom 57 nopocaux paunieHTiB i3 Tsokkow Ghopmoro akrupaoro ['TIA
Ta MITA oTpHMYBaIH JIIKyBaHHS PHTYKCHMAOOM JUTst IIATPHMKH pemicii (auB. posain 5.1).
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‘ % Gt
Ta6auus 6.  Ilo6Giuni peakuii, siki cmocrepiranncs y > 5 % Jopocinx nanieHTiB, ki
oTpumyBaJid puTykcumad y gocaixkenni 2 I'TIA/MIIA, i 3 6116111010 YaCTOTOI0 HiK
y rpyni nopiBHsiHHS

CucreMuo-oprasamii kaac 3rigno 3 MedDRA Purykcuma6b
IoGiuni peaxuii (n=57)
Indexuiiini Ta mapasuTapHi 3aXBOPIOBAHHSA
BpoHxit 14 %
Punit 5%
Posiagu 3 GOKY pecnipaTopHOi CHCTeMH, I'PYAHOI KJIITKH Ta cepeJoCTiHHs
3aguiika ‘ | 9 %
Po3anu 3 60Ky NUTYHKOBO-KHIIKOBOI0 TPAKTy
Jiapes | 7%
3arajbHi po3Jiaan Ta peakiii B Miclli BBeJeHHs
JIluxomaHka 9%
I'punononi6bxa xBopoba 5%
IMepudepuynuii HAOPAK 5%
TpaBmu, OTPYEHHS TA YCKJIATHECHHA NPOLEAYP
Indysiiini peaxii’ \ 12 %
L TadopmMartis mpo iHdy3iliHi peakiii HaBeJeHa B OIKCI PO3JiTY OKPEeMHX MOOIYHHMX PEeaKIIii.

3aransHuid ipodine Oe3nexy Binnopinas 1o0pe BU3HaYeHOMY NPoQinto Oe3rneku puTykcumady 1uis
3aTBEPPKCHUX ayTOIMyHHHX 3aXBOPIOBaHb, BIIIOUHO 3 I TIA/MITA. 3aranom y 4 % narieHTiB y rpyri
puTykcuMaly criocTepiranucs nobiuHi peakuii, 0 IPH3BOAMIM 0 NPUMHEHHS JIIKyBaHHS.
BinpiuricTe moGiuHMX peakiiil y rpymni purykcuMaly Oyimu Jierkoro abo moMipHOTo CTYTEHS TSKKOCTI.
Cepen nauieHTiB y rpymni purykcumMaly He OyJi0 JeTanbHUX NOOIYHUX peaKiii.

Haituacrime sBUIaMH, 10 BBAXXATKCS MOOIYHUMH peakiisiMuy, Oynu iHdy3iitHi peakitii Ta indexrii.

Jloszompusane nooanvuie cnocmepesicenus (Oocnioscenns 3 I'TIA/MIIA)

VY DOBroTpHBaJIOMY IOCITIIPKEHHI O6€3neuHOCTi MeTooM criocTepexenHs 97 nauientis i3 [TIA/MITA
OTpUMMYBAJIH JIiKyBaHHA pUTyKcHMaboM (y cepeanboMy mo 8 iHdysii [aiamason 1-28]) Bnpogosx

4 pokiB, BUXOJSYH 3 IOCBiy Ta CTAHAAPTHOI MPAKTHKH JIiKaps. 3araabHui npodiie Oe3neku
BiAmoBigaB qoOpe BU3HaYeHOMY npodisio Oesneku putykcumady s PA ta I'TIA/MIIA, HoBi no6iuni
peaxiiii He peecTpyBaIHCs.

Himu

Byno npoBeieHO BiIKpHUTe JOCIIDKEHHS 3 OJHIEIO IPYIO0 3a y4acTi 25 AiTei 3 TSHKKO GopMOIO
axtuBHoro I'TIA a6o MITA. 3aranbHui nepio JOCTHKEHHS BKIIOYaB 6-MICAUHUM eTarr iHmyKILii
pemicii Ta mofasblIe CIOCTEPEKEHHs TPUBAJIICTIO HE MeHIle 18 micsui, 3aranoM 10 4,5 pokis.
[poTsirom eTamy MogajIbLIOro CIOCTEPEKEHH PUTYKCUMAal 3aCTOCOBYBAIM Ha PO3CY IOCIIiAHHKA
(17 i3 25 namieHTiR OTPUMANH JIOJIATKORY TEPamin putykenmadbom). Bymmo 103roneHo oHoYacHy
Teparnilo iHIIHM iMyHOCYNIpeCUBHIM 3acoboM (auB. posaia 5.1).

[ToGiyHUMH peaKLiiMHM BBOXKAJIUCS Ti peakilii, siki BUHUKAIU 3 4yacToToro > 10 %. Jlo HUX HaJeXau:
indexuii (y 17 mauienTiB [68 %] Ha etani iHmykuil pemicii; y 23 mauientis [92 %] 3a yBech nepion
JocIimpKeHHs ), iHdy3iiiHi peakuii (y 15 nanientis [60 %] Ha eTami iHIyKLil pemicii; y 17 nanieHTis
[68 %] 3a yBecs mepion nocnimkeHHs) i Hynora (y 4 mauieHTis [16 %] Ha eTani iHTyKUil peMicii; y

5 manienTiB [20 %] 3a yBech nepiof JOCTIIKEHHS).

IMpodine Ge3nexu puTyKcumMady 3a yBeCh NepioJ JOCITiPKSHHS BiAMIOBiIaB TOMY, SKUi 3apeecTpOBAHO
IUIS eTarly iHAYKUil peMicii.

Hpodine Gesnexn putykcumaGy B niteii 3 ITIA abo MIIA Gy moni6Huii 3a THIOM, XapakTepoM 1
CTyIeHeM TSDKKOCTI OBIYHMX peakuii 10 BiIOMOro Npodio Ge3nexy B JOPOCIHX MALiEHTIB 3 %
ayTOIMyHHHMMH 3aXBOPIOBAaHHAMH, 5IKi € 3aTBEPPKCHHUMH ITOKa3aHHSIMH JI0 3aCTOCYBaHHS, B
I'TIA a6o MITA.

= IOKYMEHTIE"
& _:ﬁ'i:s‘: ¥
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Onuc oxpemux nOOIYHUX peaKyiil

Inghysitini peaxyii

Indysiiini peakuii B nocnimkenni 1 TTIA/MITA (nocnimkenHi iHAyKIii pemicii B 10pocinx)
BU3HAUAIMCA K Oy/Ib-sKa Mo6iuHa peakllis, ska PO3BUHYJIACs MPOTAroM 24 roauH micis iHdys3ii 1
BBaXKaJacd JOCIIIIHUKOM sK OB’ s3aHa 3 iH(Y3i€r0 B MOMYJIALIT U OLIHKY Oe3reku. 99 nanieHTiB
OTpHMYBaJIY JIiIKyBaHHS pUTyKcuMaboMm, 1y 12 (12 %) 3 HuX po3BHHYJIaCs IOHaHMEHIIE OHa
inQysiiina peakuis. Vi indys3ikui peaxuii Oymu crynens Tsxkocti 1 abo 2 3a kpurepismu CTC.
Haii6inem nommupeHi iHdy3iiiHi peakiil BKIIOYATH CHHAPOM BUBIIBHEHHS LUTOKIHIB, IPUILIHBH,
HoJpasHeHHs ropia i TpemMop. Putykcumab 3actocoByBascs B KoMOiHallii 3 BHYTPilIHEOBEHHUMH
IJIFOKOKOPTHKOIIAMH, SIKi MOXKYTh 3MEHIIyBaTH 9acTOTY 1 TXKKICTh iH(Y31HHNX peaxiii.

V nocnimxerni 2 I'TIA/MITA (nocmimkenHi miarpaMytodoi Tepanii B gopociux) y 7/57 (12 %)
Halli€HTIB y IPyIi puTyKcHMaly criocTepiraiacs moHaliMeHIe ofHa iHdy3iiiHa peakuis. YacroTa
indysiiinux peaxuiit Oyna HalBUIIOO Nix yac abo micis nepuroi iHdys3ii (9 %) 1 3MeHuTyBasacs mifg
9ac MOJATbIINX iH(bysiﬁ (<4 %). Yci cummromu iHy3iiHIX peaxuiﬁ Oynu Jierkoro abo IoMipHOro
CTyIeHS TSOKKOCTI, 1 GLIBIIICTS i3 HUX BITHOCHIIACS. IO IIOPYIISHB i3 GOKY AMXaIbHOI CHCTEMH,
IpyAHOT KITiTKHA Ta CEPeOCTIHHS Ta NOPYIIEHb 13 GOKy MIKiPH Ta MiAUIKIpHOT KITITKOBHHH.

V wiiniyHOMY IOoCIimKeHHi 3a y4yacTro aiteit 3 I'TIA a6o MIITA indy3iiini peaxiii nepeBaxHO
BimaHavanmmcy mig yac nepuwoi iHdys3ii (y 8 mauientie [32 %]), a moTiM iX 4acToTa 3MeHILyBasacs 3
YaCOM 3 KOXKHOIO HACTYITHOIO iH(py3iero purykcumada (20 % minx yac apyroi indys3ii, 12 % mig gac
TpeThoi iHdy3ii Ta 8 % mix yac yerBepToil iHQY3ii). Halibinbm nomupeHUMH CUMITTOMaMH iHQY31HHHX
peaxiii, mpo sKi MOBiNOMIIIIOCS IiJ| Yac eTaly iHIyKuii pemicii, Oynu: rosoBHHH O611b, BUCHII,
puHOpes Ta rineprepMis (8 % mis koxxHoro cumnromy). Cumnromu iHdy3iHHHX peakuii, mo
crioctepiranucs, Oyu MOAIOHUMH 0 BiTOMHX CHMIITOMIB y fopocnux nauieHTiB 3 I'TIA a6o MIIA,
AKi OTpHUMYBaK puTyKcuMa6. Binpmricts iHdy3iHHEX peakiliif Maly cTymiHb TDKKOCTI 1 12;
IOBiIOMJISIIOCS TAKOXK MPO JABi Hecepio3Hi iHdy3iiHi peakuii cTynens TsokkocTi 3. IIpo indy3iiHi
peakuii crynens 4 abo 5 He noBigomisIocs. B oHOro nauieHTa crocrepiranacs ofHa cepio3Ha
iH(y3iiiHa peakilis CTYMeHs TSDKKOCTI 2 (reHepalli3oBaHui HaOPSK, MO PO3PILUMBCA ITiC/A JIIKyBaHH:)
(muB. po3nin 4.4).

Ingpexyii

v nocnimxe}mi 1 I'TIA/MIIA zaranpHa yacToTa iH(beKuiﬁ craHoBuIa 6Ju3bko 237 Ha 100 namieHTo-
pokiB (95 % moBipuuii iHTEpBaN 197—285) yepe3 6 MiCsILIiB SK IEPBUHHOT KiHIeBOT TOUKH. [H ekl
OyJI1 repeBajKHO JIETKOro abo MOMIPHOIO CTyTeHs TSKKOCTI 1 CKITaJIIiCs IePeBaXKHO 3 iHdeKLiT
BEPXHIX JMXaIbHUX IUISXIB, OIIEPi3yr0doro reprecy i iHpekii ceuoBuBiAHMX LULAXiB. YacToTa
cepito3Hux iH(ekuii craHoBwia mpubnusHo 25 Ha 100 nanienTo-pokis. Haibinei yacroro
Ccepiio3HOIO iHGeKIi€elo B rpyni puTykcumaly Oyna mHeBMoHis (4 %).

Y pocnimkenti 2 I'TIA/MIIA y 30/57 (53 %) namem‘ua y Irpyni puTykcumaby crocTepiraiuch
ingexuii. Yacrora iHpekuiii ycix cTyneHis TSDKKOCT] OyJ1a OIHAKOBOKO B 0GOX rpymax. Tndexuii Oymu
[epPEeBayKHO JIErKOro abo MoMipHOro cTyneHs TsHkkocTi. Halibinpin nommupeni indexiii B rpymi
puTyKcuMaly BKITIOUAIH iHQEKIiT BEepXHIX IUXATBHHUX IUIAXIB, FaCTPOCHTEPUT, iHDEKIil
CEYOBHUBIIHUX LIUIAXIB Ta onepisyrounii reprnec. Yactora cepiio3Hux iHdekuii Oyna ogHaKOBOIO

B 000X rpynax (nmpubmausHo 12 %). HaiOu1sIm yacToro cepifo3HOI0 iHdeKIiero B rpymi puTykcumady
6yB OpOHXIT Jierkoro abo NOMipHOTO CTYHEHS TSDKKOCTI.

V kIiHIYHOMY JOCTiKeHHI 3a yJacTi AiTeH 3 Tsokkoto ¢popmoro aktuBHoro I'TIA Ta MITA 91 %
iHGexuii, mpo ski noBizomisiocs, 6yu HecepiozHAMH, i 90 % Mai cTymiHb TKKOCTI Bifl JIErKoro
JIO TIOMipHOTO.

Haii6inpin nommpeHuMH iH(EKLiasMH T Yac 3arajibHOro eTary Oyiu: iHdeKIlil BepXHIX AUXaIbHUX
nutsixis (IBJI1I) (48 %), rput (24 %), KOH FOHKTHBIT (20 %), HazodapuHrit (20 %), iHpeKIiT HIKHIX
muxansHux usxis (16 %), cunycur (16 %), sipycui IBJIIIT (16%), BymHa indexis (12 %),
raCTpoeHTepHT (12 %), qoaanrlT (12 %), indekuis ccuoBuBinaux musxis (12 %). ¥ 7 nauieHis
(28 %) Oyu10 sapeectpoBato cepiosHi indekuil, aKi BKIIOYaIM I pun (2 natieHTyH |8 %]) Ta indekuito
HIDKHIX JUXQIBHUX NUIAXIB (2 mauieHTH [8 %)) sk HalOLIpII YacTi ABMIIA.

3noaxicui HO6OYMEOPEHHS. o
v ,E[OCIIIIDKCHHI 1 FHA/MHA YaCTOTA BUHHKHEHHS 370AKICHHX Hoaoymopem. y mmemm au/'I’EN rq
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TaKoi y TAIEHTIB i3 BACKYJIITOM, 110 aCOIIOBABCA 3 AHTUTLIAMH JI0 LMTOIIA3MU HEUTPOdiNiB
(antineutrophil cytoplasmic antibody — ANCA).

V KIiHIYHOMY JOCTIiKEHHI 3a y4acTi AiTei 3 MepiooM IOJaNBIIOro CIIOCTEPEKEHHS 10 54 MicAiB
BUITAJKiB BHHUKHEHHS 3J0SKICHUX HOBOYTBOPEHb HE 3apPEECTPOBAHO.

Iob6iuni peaxyii 3 60Ky cepyego-CyOUHHOL CUCeEMU

V nocnimxenni 1 TTIA/MITA nopyuieHHs 3 60Ky cepiit CriocTepiraiucs 3 4acToToro npubnusHo 273
Ha 100 nanienTo-pokis (95 % nosipuwuii iHTepBan 149-470) yepe3 6 MicsA1IiB K NEPBHHHOI KIHIEBOT
Touky. YacToTa cepio3HMX MOpyIIeHs i3 60Ky cepiis craHoBHIa 2,1 Ha 100 manienTo-pokis (95 %
noBipunii inTepsan 3—15). Haifuacriure noBigomisamnocs opo Taxikapaito (4 %) i Gpibpumsito
nepencepas (3 %) (aus. posnin 4.4).

Hesponoziuni asuya

IToBiTOMISIIOCS PO BUNAJKA CHHAPOMY 0GOPOTHOI 3a/IHROT eHnedanonarii/cHHApOMy 060pOTHOT
3aTHBOT neHKoeHueq)anonaTu 32 HASBHOCT] ayTOIMYHHHX 32XBOPIOBaHb. CHMIITOMH BKJIFOYAJIA 30POBi
pO3NIaH, TOIOBHHI G1i1b, EMIIENCi0 Ta 3MiHM MCHXIMHOTro CTaHy, IO CYNPOBOKYBAUCEH 260

HE CYNPOBODKYBAIIKCH apTePiaIbHOIO TrinepTensiero. JliarHo3 CHHAPOMy 000POTHOI 3aTHBOT
eHnedanonartii/ chiHapoMy 060pOTHOI 3aIHEOI JIelikoeHIedanonarTii norpedye MiATBEpIKEHHS

32 JI0IIOMOT' 010 Tomorpadii roJIoBHOrO MO3Ky. Y BUIIaIKaX, IO sIKi MOBiAOMIISUIOCH, OyJIn HasgBH1
BH3HAYEH] YHHHHKH PU3HKY PO3BHMTKY CHHAPOMY 0OOPOTHOI 3aIHBOL eHue(baJIonaTu/ CHHIPOMY
060pOTHOT 3a/1HBOL nelikoeHue(aIoNaTii, 30KpeMa CyIyTHE 3aXBOPIOBAHHA Hali€eHTa, apTepiaabHa
rinepTeHsis, iMyHOCYIIpecHBHa Tepartis Ta/abo XiMioTeparis.

Peaxmusayis eenamumy B

[ig gac mcnapeecmaumx{oro 3aCTOCYBaHHS puTykcuMaGy y NalieHTiB i3 TpaHyJIeMaTo30M i3
TOJiaHriiTOM 1 MIKPOCKOIMIYHKM IIOJIIaHTiITOM CIOCTepiraikcs BUMA KM peaKTuBallii renatury B,
AKi iHKOJIH OYJTH JIeTATbHUMH.

Tinozammaznobyninemin
V mopocnux nauienTis i giteit 3 I'TIA Ta MIIA, sxi OTpuMyBaIu JTiKyBaHHs pHTyKCHMaboMm,
croctepiranacs rimoramMmariooyiinemis (pieHs IgA, IgG abo IgM HipkYe HIDKHBOT MEXi HOPMH).

V nocnimxenni 1 TTIA/MITA 4epe3 6 micsiiB B rpymi purykcumady y 27 %, 58 % i 51 % nauieHTis i3
HOPMAaJILHMMH TMOYaTKOBUMH PiBHAMH IMyHOIIOOYIiHIB criocTepiranocs 3HWKeHHs piBHiB IgA, IgG
a60 IgM BigmnosigHo mopiBHsAHO 3 25 %, 50 % 146 % B rpyni nuxiodochamimy. Yactora 3araneHux
iHdexii Ta cepito3HuX iHbeKIii He 301IbITyBanacs micis po3BUTKY Hu3bKHX piBHIB IgA, IgG abo
IgM.

V nocnimkensi 2 TTIA/MITA npoTAroM yChoro AOCHTIDKEHHS He CIOCTepiragocs KIiHIYHO 3HaYyIIHX
BiZIMIHHOCTEMH MiX JBOMA Ipynamu JiKyBaHHs ab0 3HWKEHHS 3arajlbHoOro piBHs imyHorno6yniuis IgG,
IgM a6o IgA.

V KIiHIYHOMY JOCITi/DKEHHI 32 y4acTi AiTell MpOTAroM 3arajlbHOro nepiofgy JoCHiKeHHs B 3 i3 25
nauienTis (12 %) 3apeecTpoBaHo rimorammMariaodyiHeMito, y 18 nauienTis (72 %) 6yB HU3bKHI
piBeHb IgG npoTAroM TPUBAJIOro 4Yacy (110 BU3HAYAIOCH SK piBeHL Ig HIKYEe HIKHBOT MEXI
HOPMAJIbHOTO 3HAYEHHS MPOTATOM oHaiiMeHme 4 MlC}IIIIB) (y 15 i3 nux HaHleHTlB TakoXx OyB
HM3bKHH piBeHb IgM npoTarom tpusanoro yacy). Tpy nauieHTH OTpHMAIIH TEPAIIio
BHYTpiLIHbOBEHHUM iMyHoro0yniHoM (Ig B/B). 3Baxkaroun Ha OOMEXeHi JaHi, He MOXHA 3pOCHTH
OJJHO3HAYHHMX BHCHOBKIB IIIOJI0 TOT'O, YK MpU3BeaH HU3bKi piBHi IgG Ta IgM npoTtarom tpusaioro
yacy JI0 HiJBHILECHHS PU3HKY cepio3HUX iHbekwil y nux nauienriB. Hacniaku tpusanoi nennenii B-
KJIITHH y OiTeHd HeBiIOMI.

Ileiimponenin

V nocaimxenni 1 TTIA/MITA y 24 % nauieHTiB B rpymi putykcumMaOby (oguH Kypc) iy 23 % nauieHTiB
B rpyni nukiodochaminy po3BuHyIacs HelTponeHis 3-ro crtynens abo suuie 3a kpurepismu CTC.
Heiirponenis He acouitosaiacs i3 Bij3uadetum 36bLIeIIM YacTOTH cephosnux indexuii y
NATEHTIR, SKi OTPUMYBANU PUTYKCUMAO.




Poznadu 3 6oxy wxipu ma niOwWKIpHoi KI1imKOGUHY
[MoBimoMIIsUIOCS TIPO NOOJUHOKI BUIIAKH TOKCHYHOTO EMiEPMAaIbHOr0 HeKpodizy (cunapom Jlaitenna)
i curapomy CrieHca — J[DKOHCOHa, AesKi 3 HUX Oy/H JIeTaIbHUMH.

HOCBiL{ 3aCTOCYBAHHS 3 NPHUBOAY ITYXHUPUYATKU 3BUYANHOL

Pestome npoghinio besnexu 6 docnioscenni 1 113 (Oocnioxncenns ML22196) ma docnidxcenni 2 113
(0ocnioocenns WA29330)

HpO(blnL Gesmexu putykcrMaly B KombiHawii 3 KOPOTKOYACHMMH KypPCaMH [IIIOKOKOPTHKOIAIB

Y HUBBKIH 1031 U1t JTiKyBaHHS IlyXUPYATKU 3BUYaHHOT BUB4aBCA YIPOTIOBIK PaHIOMI30BaHOTO,
KOHTPOJILOBAHOTO, 6araToleHTpoBOro, Binkputoro nociimkenns [ dha3u 3a ydyacri maiienris i3
IMyXHUPYATKOIO, 3 AKMX 38 malieHTiB i3 MyxXupyaTKor 3BHyYaiiHor0 (I13) 6ymo panmomMizoBaHO 10 rpyHu
pnTchpIMa6y (mocnimkenns 1 [13). [MamienTy, paH)IOMISOBaHl y rpyIy pHTchmaESy, OTpUMAaIIH
nepuly BHYTPIlIHbOBeHHY iH(ys3ito 1000 mMr y neub 1 nocnimpkenns ta ipyry BHYTPIlTHEOREHHY
indysiro 1000 mr y nens 15 pocmimxenns. Iligrpumyrodi 1o3u mo 500 Mr BBOAWIM ULISXOM
BHYTPiIIHBOBEHHOI 1H]y3ii B Micsui 12 i 18. ITanieHTH MOITIH OTPHMATH BHY TPILIHEOBEHHY 1HDY3ii0
1000 mr y pasi peuuauBy (quB. po3ain 5.1).

V nocnimxenni 2 113 — pangomizoBaHOMY NOABIHHOMY CITIIOMY 6araToeHTPOBOMY JOCIIIKEHHI 3
AKTUBHUM IIPETIAPATOM MOPIBHSIHHS Ta MOJABIHHOIO iMiTALli€r0, IO MPOBOAUTECA 3 METOKO OLIHKH

edeKTUBHOCTI ¥ 6e3nmeyHocTi puTyKcuMaby OpiBHAHO 3 Mikodenonaty moderunom (MMF) B Teparmii

nanieHTiB i3 13 Bix MOMipHOro 0 TSHKKOTO CTYIEHd, SKi HOTPeOyIOTh 3aCTOCYBaHHS TEPOPATBHUX
KOPTHKOCTEPOiiB, — 67 marienTis i3 I13 orpuMyBaiu Tepartito purykcumabom (o4aTkoBy indysito
1000 mr B/B y neHs 1 mocmimkenHs Ta 1pyry iHdys3ito 1000 mr B/B y aeHs 15 pociimpkeHss 3
TIOBTOPEHHAM Ha TIXKHAX 24 126) NpoTAroM MakCUMyM 52 THOKHIB (IuB. po3ait 5.1).

Ipodine Gesnexu purykcumaly B narieHTis i3 I13 Binmosinas npodiiro Ge3rnekn, BU3HAUECHOMY B
MALIEHTIB 3 iHIIMMH ayTOIMYHHUMH 3aXBOPIOBAHHSIMH, SKi € 3aTBEPUKEHMMH ITOKA3aHHAMHM 10
3aCTOCYBaHHSI.

Crucok nobiunux peaxyii y oocnioxcennsax 1 i 2 I3y euznadi mabauyi

[To6iuni peaxuii y gocnimkenssax 1 12 [13 npencrasneni B Tabawui 7. YV gocnimkensi 1 I13 no6ivni
peaxuii BU3HaYaIKCs K NoOivH1 peakuii, ki BigOyBanucs 3 yactoTor > 5 % cepen nauieHTis i3 13,
SK1 OTpUMYBaJIU pHTyKCHMa6 3 abcomOTHOIO PI3HHIIEIO YaCTOTH > 2 % MDK IpyIoro pHTchnMa6y Ta
TPYIOIO CTaHAAPTHOI 03K IPEAHI30HY 10 24 Micsuis. XKozeH nauieHT He OyB BUKTIOYEHUI i3
nocaimkenns 1 I13 depes nobivHi peakmii. ¥ mocmimkenni 2 13 nobivsni peaKun BU3HAYAIHCH K
no6iyHi peakuii, fKi BigOyBaIHucs 3 4aCTOTOI0 > 5 % cepe/ MalLlieHTIiB y rpyIi puTykcumaty i
OLIIHIOBAJIHCA SIK TIOB’13aHi 3 MPerapaToM.
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Ta6anus 7. IMo6iuni peakuii y nanienTiB, IKi OTPHMYBAJIH PHTYKCAMA0 11l JIIKYyBaHHS
NyXHpPYATKH 3BHYaiiHOL, y Aocaimkenni 1 I13 (a0 24 micauis) i qocaimxenni 2 113
(o 52 THxKHIB)

CucremHo-opranauii knac sriguo 3 MedDRA Hyxe yacto Yacro

Indexuiiini Ta napasurapHi IH(exIis BepXHiX THXaTbHUX Bipyc repnecy, onepizyroduit

3aXBOPIOBAHHS [JISIXiB repuec, reprec poToBoi
MOPOXXHHHHU, KOH IOHKTHUBIT,
Ha30(apHHIiT, KaHAUL03 POTOBOT
MIOPOXHHHY, iHdekiis
CEYOBHUBIIHHX IUIAXIB

JlobposikicHi, 310siKicHI Ta HeYTOYHeHi [Taminoma mkipu

HOBOYTBOpPEHHsI (BKJIIOYHO 3 KicTaMu Ta

noJinamu)

Icuxiyni po3nagu Crilikuii nenpecuBHUil po3nazn Benuka fenpecis, ApaTiBIUBiCTh

Po3zaaau 3 60Ky HEpBOBOI CUCTEMH T'onoBHuit 6inb 3anaMopovYeHHs

Possagu 3 60Ky cepusi Taxikapais

Poszaaau 3 00Ky HIJIYHKOBO-KHILIKOBOI0 Bine y BepxHiii yacTHHI KHBOTA

TPaKTy - o

Possiaau 3 60Ky WKipH Ta miamKipHol Anonenis CaepOix, KpoIuB’SHKa, po3af i3

KJITKOBHIIH GOKy HIKipH

Po3naau 3 60Ky 0MOpHO-PYX0BOIo anapary M’5130B0-CKeIeTHHUH Oib,

Ta CNOJYYHOT TKAHHHH apTpairis, 6i1s y criuHi

3aranbHi po3jaau Ta peakuii B Micui VY TOMITIOBaHICTh, aCTEHiA,

BBeJeHHs rineprepMist

TpaBMH, OTPYEHHS Ta YCKJIAJHEHHS Indysiiini peaxiii*

npoueayp

* [udysiiini peakuii B gocaimxenni 1 I13 BKIFOYaIH CUMIITOMH, TIPO SKi MOBiZOMJISLIOCS I1iJi YaC HACTYITHOTO ILIAHOBOTO
Bi3UTY micyist kOxHOT iHy3ii, i mo6iuHi peakuii, 0 BUHMKAIH B JeHb iHQy3ii a60 HacTymHOro IHA Mic/s iHys3ii.
Haii6insm nomupesi cuMiromMy iHQy3iiiHoi peakuii (mepeBaxHi TepMiHK) B gociimkenHi 1 I13 Bxmoyany ronosHuit 6inb,
03H00, MiABUILEHHS apTePialbHOr0 THCKY, HYAOTY, aCTEHIO Ta 6illb.

Haii6inpin nommpeni cumnromMu indys3iiiHol peakuil (nepeBaxHi TepMinu) B gociimpxerHi 2 I13 Bkmoyany 3aiuiky,
€pUTEMY, TilEPriapo3, IPUILUIMBH, IiIOTEH3{0/HU3bKHI apTepiaNEHU THCK i BUCHI/CBEPOIIMH BUCHIL

Onuc oxpemux nobiynux peaxyiu

Ingpy3siiini pearyii

V nocnimkensi 1 I13 ingysiiini peakuii 6ynu nomupenumu (58 %). Maibke Bei ingys3iiiHi peakuii
GyJ1M JIerkoro abo MOMIpHOTo CTYTNEeHs TSDKKOCTI. YacTka NalieHTiB, y SKMX BUHMKAIM iHQy3ikHi
peaxuii cxnanana 29 % (11 nauientis), 40 % (15 nanientis), 13 % (5 nauientis) Ta 10 % (4 nauieHTH)
micJis mepuioi, Apyroi, TpeThoi Ta yeTBeptoi iHdys3ii BinnosigHo. XoaeH nauieHT He OyB BUKIFOUEHUMH
i3 mocuimkenns dyepes iHdys3iiiHi peakuii. CumMnToMu iHOy3iHHUX peakuiil OyaM CXOKHMH 3a TUIIOM Ta
TSKKICTIO TAKKM, LIO CriocTepiraiucs y namieHTis i3 PA ta I'TIA/MIIA.

V nocnimxensi 2 113 indy3iiiHi peakuii BUHUKaIM IEPEBAXKHO ITifl yac nepioi iHdys3ii, a 3
HacTyNHUMH iH]y3isMu yacToTa iH(Y3iiHUX peakuil 3MeHuryBanacs: y 17,9 %, 4,5 %,3 % i3 %
NaLieHTiB pO3BUHYIMCS iHQY3iiHI peakuil mix Yac mepuoi, Apyrol, TPETHOI Ta YeTBEPTOi iHDY3iH
BianmosigHo. B 11 3 15 nauieHTiB, y SKHX PO3BUHYJIACs IOHAWMEHIIe oHa iH(Y3iiiHa peakuis,
indy3iiHi peakwii Manu cTymninb TsHKKocTi 1 a60 2.V 4 3 15 nauienris Oyno 3apeectpoBano iHdy3iiHi
peakuii cTymeHs THKKOCTI > 3, sKi MPU3BEH JO NPUIMHEHHS Tepalii puTyKCHMaboM; y TPhOX i3 1MX
YOTHPBLOX NALIEHTIB iHdy3iliHi peakuii Gy cepiiozanmu (Hebe3neunumu st xHTTs). CepiiosHi
inGy3iitHi peakuii BUHUKIH i Yac nepoi (y 2 marienTis) abo apyroi (B 1 mauienra) indysii Ta
PO3PILIMIHCS MICHs CHMITOMATHYHOTO JIIKYBaHHS.

Inchexyii
V nocnimkensi 1 113 B 14 nauientis (37 %) B rpyni puTyKkcuMaly BUHHKIIU ITOB’A3aHi 3 JIIKyBaHHAM
indexuii mopisHAHO 3 15 nauiexramu (42 %) y rpyrmi CTaHJAPTHOI 03H NPE/IHI30HY.
Haiinowwpeniumumy indexuismu b rpymi purykcnmaGy Gy pipycH MpOCTOro Ta oIepizyrororo
repriecy, OPOHXIT, iHEKLT Ce4OBUBIHAX UIIIXiB, [PHOKOBA 1H<1)e1<u151 Ta KOH IOHKTHBIT. Y
3 nmaniienTin (8 %) B rpymi pmyxcnma6y 3araToM PO3BHHYJIOCA 5 cepio3HMX iHbeKuil (mHeBMofi
BUKJIMKaHa Pneumocystis jirovecii, inpekuiiHui TpoMO03, 3anajieHHs MiXXpeOLeBOro IHUcKa,
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nereneBa iHdeKIis, cmaginoxokosuti CETICHC), 1 B 0fHOro namienTa (3 %) y rpyni cTaHIapTHOI 103U
Tpe/IHi30Hy PO3BHHYIIAcCS cepiio3Ha iH(eKis (HEBMOHIs, BUKIIMKaHa Prneumocystis jirovecii).

V nocnimkenni 2 I3 B 42 nauientis (62,7 %) y rpyni puTykcumMaly crnocTepiraiuck iHhekuii.
Haii6inpin yacTuMM iHQEKIisMH B rpyITi puTykcumaby OyM iH(peKIis BEPXHIX JUXAIbHUX LLIAXiB,
Ha30(apUHTIT, KAHIUI03 POTOBOI IOPOXKHUEH i iH(EKIIis CEeHOBUBITHMX IUIAXIB. ¥ MIECTH NALEHTIB
(9 %) y rpymi purykcuMaly crocTepiraamcs cephiosHi iHdexuii.

Bioxunenns nabopamoprux noKasHuKie

YV nocnimxenni 2 13 y rpyni purykcumaly myske 9acTo mmicis iHQys3iH crnocTepiranocs TpaH3UTOPHE
3HIKEHHS KiIBKOCTI JTIM(OIKUTIB, CIPUYHHEHE 3MEHIIeHHIM nomyssniil T-knitul y nepudepuyHii
KPOBI, 2 TAKOX TPaH3UTOPHE 3HWKEHHS PiBHA Pochopy. Beakanocs, 0 Wi ABUIIA CTIPHIMHEH]
HpeMeIMKAL€l0 y BUTVIAAIL B/B iH(Y3il METUIIIPEIHI30NOHY .

V pocnimxenni 2 I13 yacto cioctepiramics Husbki pieHi IgG 1 my)xe yacTo — 1mu3bKi pismi IgM;
npote He OyJI0 JaHuX, AKi 6 CBITYMIIN PO MiABUIIEHHUH PH3UK CEPHO3HHUX iHDEKIIH MMICI 3HIKEHHSA

pieus IgG a6o IgM.

TToBiIOMJICHHS PO ITiI03PIOBAHI MOOIYHI peaKiii

IToBigoMIIEHHS TPO MigO3proBani HebaxkaHi peakil e peecTpallii Jikapchbkoro 3acoby

e BaxuBuMA. Lle nae smory 3MIHCHIOBATH Oe3nepepBHUIN MOHiTOpHHF CITIBBiHOIIIEHHS KOPHUCTI Ta

PHU3HKY 3aCTOCYBAHHS JiKapChKOTo 3aco0y. Meuyrmx TPALIiBHAKIB TIPOCAT BiIOMJIATH NP0 Gy /16~

sIKi 11i03proBaHi MOGIuHi peaKilii 3a JOMOMOrow HallioOHANBHOT CHCTEMH SBITHOCTI, BKa3aHO!
onarky V.

4.9 TIlepeaozyBaHHs

JlocBin 3acTocyBaHHs PUTYKCHMaOy y 103aX, BUIIHX 32 CXBAJICH [T BHYTPilIHBOBCHHOTO BBC/ICHH,
Y KIHIYHAX JOCIIDKeHHIX obMexeHHii. Ha uei vac HaiiBuia BHyTplIHHLOBeHHa 1032 pUTyKcUMaoly,
10 6yna ,ZIOCJII,H)KGHa Y JIOJIUHH, CTAHOBHTH 5000 mr (2250 mr/m?). 1o 103y GyI1o 3aCTOCOBaHO

y KIIHIYHOMY DOCIiIKEHH] 3i 301IbIIeHHAM 1034 manienTaM i3 XJIJI. JlonaTkoBux 3arpo3 Gesmneri
MAlli€HTIB BUABJICHO He OyJI0.

V pasi nepeno3yBaHHs Tpeba HeraifHo nepepBartH iH(y3ilo Ta MUIBHO CIIOCTEPIraTH 3a CTAHOM NALliEHTA.
ITix yac mic/speecTpalifHOro CIIOCTePEIKESHHS MOBIAOMIISUTOCS TIPO I’ ATh BUMAKIB Nepe103yBaHH
putykcrumaboM. YV TprOX BUIIaNKax npo nobiyHi peakilii He nosinomnsnocs. B iHmux aABox Bunaakax
HOBIZOMIISUTOCS TIPO TPUMONIONIOHI CUMITTOMM B pa3i 3acTOCyBaHHA puTykcuMaly B 103i 1,8 r Ta npo
JieTajibHy AMXaJlbHy HEeIOCTATHICTh Y pa3i 3aCTOCYBAaHHS PUTYKCHMaly B 103i 2 T.

S DQAPMAKQIIOTTYHI BTACTABOCTT

5.1 ®apmakoanHamika
dapmakoTepaneBTHYHA IPyTa: IPOTHITYXJIMHHI 3ac00H, MOHOKIOHaNBHI aHTUTLIa, Kog ATX: LO1X C02
[Npenapar Pykcienc — ue 6iociminsp, GioaHanoriunuii mikapcbkuii 3aci6. Jletansha iHdopmallis npo

1eit JlikapchKuii 3aci6 1ocTynHa Ha BeGCcaiiTi €EBpPONMEHCHKOro areHTCTBA 3 JTIKapChKHX 3ac00iB:
http://www.ema.europa.eu.

Putykcumab cneumbitmo 3B’3y€ThCA 3 TPaHCMeMOpanHuM aHTHreHoM CD20, HermiKo3mIEOBaHHM
Jocdouporeinom, posramoBanuM Ha npe-B-nimdorprax i 3pinnx J’IlMCbOLII/ITaX Lleit anTurex
eKCIIpeCyeThest Oibil HK Y 95 % ycix B-KIIiTHH HEXOWKKIHCBKHX JIiMbOM.

CD20 po3arauioBaHui Ha HOPMaJIbHHUX 1 3105KICHUX B-KJ1iTUHAX, ane BiACYTHiH Ha cTOBOYpOBHX
reMOIIOSTHYHUX KITITHHAX, NPO-B-KIIITHHAX, 3M0POBHUX IU1a3MaTHYHUX KJIITUHAX Ta 30POBUX
KJITHHAX 1HUIMX TKaHuH. [Ticis 38’ 13yBaHHA 3 aHTHTINIOM aHTHIEH HE IHTEPHANI3YEThCS 1 HE BU

NFETHCS 13 KINTHHHOT MeMOpany R HarkouIHe cepenoruiie. CD20 He nUpKyITIOe B MnazMi y pH
BIJIPHOTO aHTHI€HY 1 TOMY HC KOHKYPYE 3a 3B’ I3yBaHHs 3 AHTHTiIaMH.
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Jlomen Fab putykcumaby 38’s3yeThes 3 anruredom CD20 Ha B-nimdonurax, a nomen Fe inimiroe
iMyHOJIOriYHi peakuil, sKi BUKIHKAIOTH JIi3uc B-KkinitiH. MOXIIHBI MEXaHI3MH KJIITHHHOTO JII3HCY
BKJTFOYAIOTh KOMIUTEMEHT3aIexkHy IuroTokcHuHicTh (K311) BHacninok 3B s3yBanns Clq i aHTHTLIO-
3AIEKHY I(JIiTHHHy muToTokcHyHicTs (A3KIT), OTOCEPE/IKOBAHY OJTHUM abo KiTpKOMa peLenTopamu
Fcy Ha noBepxHi rpaHynounnB Makpodaris Ta MPUPOTHUX KIITHH-KinepiB. Takox Oyino mpoaeMoH-
CTPOBAHO, 11O 3B >s3yBaHHsA puTyKcumaly 3 antureHoM CD20 Ha B-niMdonuTax iHgyKye 3arudens
KJIITHH BHACJIIIOK aronTosy.

ITicist BBEIEHHS NEPILOI 03K pUTYKCHMaly KiUTbKICTh nepudepHIHmX B-KIITHH 3MEHIIyBanacs HIKYE
HOPMaJIBHOTO piBHS. YV MAIlEHTIB, 5IKi OTPUMYIOTE JIIKyBaHHS 3 IPUBOTY 3/I0AKICHMX HOBOYTBOPEHb
KpOBi, BiJHOBJIEHHS KiIBKOCTI B-KJIITHH BinOyBaeThCsA NPOTATOM 6 MICALIIB IIC/Is JIIKyBaHHA,
HOBEPTAIOYUCS 10 HOPMAIBHUX PIBHIB 3a3BUYaii NPOTATOM 12 MicCAIIiB Mic/is 3aBepIIEHHs TePAarIii,
OJIHAK Y JeSKUX NAI[i€HTIB TPUBAIICT NEPiOAy BiTHOBJICHHS KUTBKOCTI B-K1iTuH Mosxe OyTH 1oBIIa
(B cepemnboMy 23 Micsui micist iHAYKIiiHOT Tepanii). Y mallieHTiB i3 peBMaTOiIHAM apTPUTOM
panToBa feutewis B-xnitua y nepudepriHiii KpoBi cnocrepiranoca mics xBoX iHQysiit 1000 mr
puTykcuMaby 3 inTeppaiom y 14 muis. KinbkicTs B-kitituH y nepudepruHii Kposi noynHaia
3pocTaTy 3 24-T0 THXKHSL, @ O3HAKH OHOBJICHHS IOMYJIALIT criocTepiraaucs y OLTBIIOCTI Nali€HTiB
710 40-T0 THIKHS, HE3AIEKHO BiJl TOTO, 9H 3aCTOCOBYBABCA PUTYKCHMA0 y peskuMi MOHOTeparii,

4H B KOMOiHalii 3 MeTOTpeKcaToM. Y HEeBETHKOI YaCTKH TMALIEHTIB CIIOCTEPIraoCs MOIOBKEHH
TPHUBAJIOCTI 3MEHIIIEHHS YKcia nepudepuyHuX B-kitiTul 10 2 pokis abo Ginblue micyis BBEIEHHS
OCTaHHKOI 103U puTyKcuMaly. ¥ mauientis i3 ['TIA a6o MITA kinbkicTs B-wiitTiH y nepudepHyHii
KpoBi 3MeHIIMIOCs 10 < 10 KIiITHH/MKI Micis ABoX iHdy3i#l puTykcumaly B 1031 375 Mr/m* 3
YaCTOTOIO BBEJICHHS OJIMH Pa3 Ha TIKIEHB 1 3auIIanacs Ha [IbOMY PiBHi B OLIBIIOCTI MALIi€HTIB 10

6 micauis. YV 6inemocti namiedtis (81 %) criocTepiranics 03HaKd BiTHOBICHHS KUTHKOCTI B-KJTiTHH;
BoxHOYac 0 12-ro micsug kinekicts B-xiitvH cxiagana > 10 kiniTaa/MKI, 10 18-ro MicAls KiNbKiCTh
TaKHX MaifieHTiB 30impmuiacs 10 87 %.

KniniuHM HOCBIiA 3aCTOCYBAaHHS 3 IIPUBONY HEXOJKKIHCHKOT JIIMGOMH Ta XPOHIYHOIO
JTiMGOUUTAPHOrO JIEHKO3Y

Donixynapua rimpoma

Monomepania

[TouyaTkoBe JIiKyBaHHs, 4 03H 3 iHTEPBANIOM B OJIHH TIXK/ICHD

y 6a30130My JocimKeHHi 166 nauleHT1B i3 penuAUBHOIO 260 XlMlOpe3PICTeHTHO}O Bncoxonmbepeﬂ-
LifioBaHo0 260 Q)onlxympﬂoro B-knitTunnoro HXJI otpumyBanu 375 mr/m? pmyKCHMaGy Y BUIJISAII
BHYTPilUHBOBEHHOT iHQY3ii O/11H pa3 Ha TIKICHb IPOTATOM HOTHPEOX TIXKHIB. 3arajpHa 4acToTa
Bignosini (3UB) y momynsawii Beix paHIIOMBOBaHPIX manientiB (ITT) cranosuna 48 % (Z[Iflgs % 41 Y%—
56 %), 3 axkuxy 6 % CHOCTepII‘aJIaCX moBHa Bianmoeigs (I1B) ta y 42 % — yactkoBa BlIlI‘lOBl,E[b (UB).
I[MporuosoBanuii MeaiaHHu# yac 1o nporpecysanns (Y1) ans nauieHTiB i3 BiANOBiAIO CKIagaB
13,0 micsaug. B ananisi miarpynu nmokasuuk 3YB OyB BUIMM y MaIi€HTIB i3 riCTOIOTIYHUMH IiITH-
namu B, C ta D 3a Mixnapoasoro po6oyoro knacudikamito (International Working Formulation —
IWF) nopisusito 3 migrunom IWF A (58 % npotu 12 %), BUIMM y NaLli€HTiB, HalOinbIIE YPaXKeHHA
sKuX 6yso <5 cM mpoti > 7 cMy HaPI61JIbIHOMy Aiametpi (53 % npotu 38 %), i BUIIKMM y NAL€HTIB i3
XiMiOYyTJIMBAM PELMAMBOM MOPiBHAHO 3 XiMiOPESHCTEHTHHM (BH3HAYCHHM SIK TPHBATIICTH BiATIOBIAI
< 3 Micsi) PpeLHIBOM (50 % npotu 22 %). 3UB y maitieHTiB, SKi paHime OTpUMAITH ayTONOTi4Hy
TpaHCIUTaHTaLifo KicTkoBoro Mo3ky (ATKM), cranoBuina 78 % npotu 43 % y mauieHTiB, AKi HE
orpumani ATKM. Bik, crarb, cTymniHb qudepeHuitoBanHs JiMpoMH, MOYaTKOBUH AiarHo3, HasBHICTh
ab0 BiACYTHICTH MacHBHOI JliMaeHoNaTio, HopMabHUH a60 Bucokuii piBeHs JI/II', HasBHICTH
€KCTPaHOJAIBHOI XBOPOOH HE MATH CTATHCTUYHO 3HAYYIOTO BILIMBY (TOYHHH KpuTtepii Dimepa)
Ha BiTOBiak HA pUTyKCHMal. byna BiMiYeHa CTATHCTHYHO 3HAa'yIla KOPEJILis MK YaCTOTOIO
BIAMOBI/li Ta yPaXKEHHSM KiCTKOBOTO MO3KY. Binnoeinp croctepiraiack y 40 % mauieHTis i3
YP@OKEHHAM KIiCTKOBOTO MO3KY MOPIBHSHO 3 59 % mallieHTIB 0e3 ypaKeHHs KiCTKOBOTO MO3KY

(p = 0,0186). Lleit BUCHOBOK HC MiJKPIiIUICHU MOSTAITHUM JIOTiCTHYHUM pPerpeciiHuM aHanizoMm,

y AKOMY TIPOrHOCTHYHHMMH Oy/TM BU3HAYEHI TaKi YAHHUKH: TiCTONIOrIYHUM THUII, HasBHICTH bcl-2 Ha
NOYaTKOBOMY PiBHi, PE3HCTEHTHICTh JO OCTAHHBOI XIMiOTepallil Ta MaCHUBHA JIiM(aIeHONATis.

[ToyaTkoBe JliKyBaHHS, 8 103 13 IHTEPBAIOM B OAUH TIKIEHb
V 6araroueHTpOBOMY JOCIIDKEHHI 3 OfHIEI0 IpyIoro 37 MamieHTiB i3 penuauBHO0 ab0 XiMiopesie
TelITIIOI0 BHCOKOAH(epeLiioBaHo0 abo (bonixynnpumo B-knituaaoro HXJI oTprumyBani;
puTYKCcUMaly y BUIVIAAL BHyTplIHHLOBCHHOl iHQYs3ii O1MH pa3 Ha TIKACHb NPOTATOM 8§ THjH

cimanana 57 % (95 % nosipunit inrepsan (1); 41 %73 %; 11B 14 %, 4B 43 %) 13 TIPORF S&BB
meaianaum YT s namieHTis i3 Bigmosimmo 19,4 micans (nianaszoH 5,3—38,9 micsus)
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I[MouaTKoBe JiKyBaHHs, MACHBHA JIiM(aJeHOoNaTis, 4 034 i3 iHTEPBAJIOM B OIUH THK/IEHb
B 06’eaHaHUX JaHUX 3 AOCTiIKEeHb 39 MaLieHTIB 13 peHUIUBHOIO a60 XiMiOPE3UCTEHTHOI BUCOKO-
nudepentiiioBanoro abo pomikyaspHoro B-knitunnoro HXJI 3 MacusHOIO nimMdaneHonarito (oaHe
ypaskenHs AiameTpoM > 10 cm) oTpumysau 375 Mr/m? puTyKCuMaly y BHIJIS] BHYTPIilIHEOBEHHOT

in(y3ii onuH pas Ha TwKaeHb npotaroM 4 TwkHiB. 3UB cxanana 36 % (Hlos % 21 %51 %; T1B 3 %,
YB 33 %) i3 menianaam Y1 11 nanieHTiB i3 BixnoBimmo 9,6 micsans (nianazon 4,5-26,8 micsus).

IToBTOpHE JTiKyBaHHA, 4 103U 3 IHTEPBAJIOM B OJIUH THKICHb

V 6araToLeHTPOBOMY JOCIIDKEHHI 3 OHIEIO PYTIO0 58 MallieHTiB i3 penuauBHOIO abo XiMiopesuc-
TEHTHOIO BHCOKOMbepeHLitioBaHow0 abo doikyispHoro B-ititurroro HXJIL, ski gocsarnu 06’ ekTus-
Hoi KJTiHIYHOI BiIMOBIAi HA OMepeIHil Kypc puTyKcuMaby, OTpuMyBaiy 375 Mr/mM? pUTYKCHMaly

y BATTISI BHYTPIIIHBOBEHHOT iH(Y3ii OZMH pa3s Ha TWIEHb IPOTATOM YOTHPBOX THXHIB. Tpoe nauieHTis
OTpHMAITH JIBa KyPCH PATYKCHMAaOy 10 BKIIOYEHHS B IOCIIKEHHS, TOMy BOHH OTPHMAJIX TPETid Kype
JiKyBaHHS Mifl 9ac JOCIiUKeHHs. JIBOE MallieHTiB OTPUMAJIH IO JIBa KyPCH JIKYBAHHS I1i/] 4ac [bOro
nocimkerns. Jlis 60 nosropHuX Kypcis sikysanus 3UB cxanana 38 % ([los % 26 %51 %; IIB 10 %,
YB 28 %) i3 Memianaum YT ais nauienTis i3 Bignoeimywo 17,8 micausg (nianazon 5,4-26,6 micaus).
Ile MOXHA HO3HUTHBHO MOpiBHATH 3 YJII1, ZOCATHYTUM IIiCIIs MONEPENHBOr0 Kypey PHTYKCHMaly
(12,4 micsns).

Ilouamxoee nikyeanus, y KombiHayii 3 Ximiomepanieio

V BiZIKpHTOMY PaHIOMi30BaHOMY JOCIIUKEHHI 3arajioM 322 MalieHTH, AKi paHille He OTPUMYBAIH
nikyBaHHs GONIKyIApHOL TiMboMu, Gyii paHIOMi30BaHi JUIs OTPUMAHHS XiMiOTeparii 3a CXeMOIO
CVP (muxnodocdamin 750 mr/m%, Binkpuctus 1,4 Mr/m? a6o He Gitbuie 2 Mr B JieHb 1 Ta NpeHi3onoH
40 mr/m*/no6y B mHi 1-5) KoxkHi 3 TroKHI IpoTsrom § wukiiB a6o putykenmat 375 Mr/m* y komGinanii
3 CVP (R-CVP). Purykcuma® BBOJMIIM B NEPIIM JEHb KOXKHOIO LUKITY JiKyBaHHs. 3arajioMm

321 nmauieHT oTpuMyBaiH JikyBauHs (162 3a cxemoro R-CVP, 159 3a cxemoro CVP), i ixni nani
BKJTIOYAJIM B aHali3 edekTMBHOCTI. MeiaHHa TPUBAJIICTh CIIOCTEPEKEHH 3a MalliEHTaMM CTaHOBMIIA
53 micsaui. Cxema R-CVP 3a6e3neuna 3Ha4Hy nepeBary Haj cxemoro CVP 1010 nepBUHHOT KiHLIEBOT
TOYKH — 4Yac [0 HeB/ayi JikyBaHHs (27 MicauiB npotu 6,6 Micsus, p < 0,0001, norpanrosui
kpurepiit). YacTka nauieHTis i3 myxiuHHOO Bianosimmo (I1B, I1B (6e3 nminTeepmkenns), UB) Oyna
3HayHO BHIIOKO (p < 0,0001, kpurepiii xi-kBaapar) y rpyni R-CVP (80,9 %), nixk y rpymi CVP

(57,2 %). Jlixysanns 3a cxemoro R-CVP 3Ha4HO NOJOBKIIIO Yac 0 IIPOrpecyBaHHs XBopoou abo
cMepTi nopiBHsHO 3i cxemoro CVP, 33,6 micsu i 14,7 micsaus BignosinHo (p < 0,0001, sorpanrosuit
KpuTepiii). MenianHa TpuBamicTh Binosizi ckianama 37,7 micaua y rpyni R-CVP 1 13,5 micsus B
rpymi CVP (p < 0,0001, norpaHroBuii KpuTepiii).

Pi3HMLA Mi>X IpyTaMH JiIKyBaHHS [IO/I0 3arabHOI BIDKHBAHOCTI NOKAa3a/ia 3HaYHY KIIiHI9Hy Pi3HULIO
(p = 0,029, norpanrosmii KpuTepii, cTpaTidikoOBaHHI IO LEHTPY): BIDKHUBAHICTH Yepe3 53 Micsui
cranoBuna 80,9 % nns manienTis i3 rpynu R-CVP mopisasHo 3 71,1 % s naniedris i3 rpynu CVP.

Pe3ybTaTh TPHOX iHUIMX PaHIOMI30BAHHX JOCIIUKEHB i3 33CTOCYBaHHAM PUTYKcUMaly B KoMOiHaii
3 pesxumoM ximioteparii, kpiv CVP (CHOP, MCP, CHVP/intepdepon-0,) Takox MpoaeMOHCTPYBaIH
3HaYHe MiIBULIEHHS YaCTOTH Bi/AMOBi/IeH, 3aIeKHUX BiJl Yacy mapaMeTpiB, a TAKOX 3arajabHoi
BIDKMBAHOCTi. OCHOBHI pe3y/IbTaTH BCIiX YOTHPBOX JOCTIKEHb y3araibHeHi B Tabmuii 8.

Ta6anusa 8.  Pe3oMe oCHOBHHX pe3y ibTaTiB 4 panaomizoBanux gocaiaxkens III gasu, mo
OLIHIBAJIA KOPHCTHh PHTYKCHMAa0y 3 Pi3HHMH PeXHMaMH XiMioTepanii 3 npuBoay
doikyaspHoi Jimpomu

Mepniana 3YB B Menpiana IToxa3nuk
Hocnipxenns | JlikyBanusa, N | IIC, Y 1 o, 2 YHJI/BBII/BBSL 3B,
Mic. ° ° Mic. %
- 5 Meniana Y/II1: 5:; lMic
CVP, 159 14,7 )
M39021 R-CVP, 162 3 81 41 336 80,9
p <0,0001 p=0,029
- 17 Meniana YHJI: 18 mic.
CHOP, 205 2,6 poky
GLSG’00 R-CHOP, 223 18 96 20 He nocsarayro
p <0,001
Mepniana BBIT: 28,8
MCP, 96 75 25 ’
OSHO-39 > 47 He pocsirny o
R-MCP, 105 92 50 p < 0,0001
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Meniana 39B B Meniana Tloxasnuk
HNocaipxenns | Jikysanns, N | IIC, o r Y ? YHJI/BBII/BBS 3B,
Mic. ¢ ° Mic. %
CHVP-IFN, Mepiana BEST: 36 42 wMic.
FL2000 183 42 83 49 He nocsarayro 84
R-CHVP-IFN, 94 76 - 2.0801 91
175 p=b p=0,029

BBSI — BmxuBaHICTH Oe3 SBUIIL.

YJIIT — gac 10 nporpecyBaHHs abo cMepTi.

BBII — BIKHBaHICTE 0€3 NPOrpecyBaHHA.

YHJI — vac 10 HeBzayi JTiKyBaHHS.

IMokasauk 3B — IMOKA3HMK BIXKUBAHHS HA MOMEHT IIPOBEJICHHS aHAaNi3iB.

ITiompumyrowa mepanis

Panime HenikoBaHa ¢onikynapHa giMdoma

V HpocreKTHBHOMY, BiIKPUTOMY, MDKHAapoIHOMY, 6araTouenTpoBoMy gociimkenHi 1T daszu

1193 manieHTH 3 HETIKOBAHOK MOIIMPEHOIO GONIKYIIPHOIO JiM(OMOIO OTPUMYBAJIH IHAYKIIHHY
tepariro 3a cxeMamu R-CHOP (n = 881), R-CVP (n=268) abo R-FCM (n = 44) 3rigHo 3 pillleHHAM
pociigaukis. 3arasoM 1078 mauieHTiB BiIMOBLIH Ha iHIyKUiHHY Tepamito, 3 HuX 1018 Gymu
paHIOMi30BaHi U OTPUMAaHHs MiATPUMYIOUO] Tepanii puTykcumaboMm (n = 505) abo cnocrepexeHHs
(n=513). IBi rpymnu JtikyBaHHS OyJ1u 106pe 30a1aHCcoBaHi IO/I0 NOYATKOBUX ITOKA3HUKIB Ta CTaHY
3axBoproBaHHs. [TinTpuMmyroua Teparmis puTykciMa0oM cKJlafanacs 3 OOHOpa3oBoi iHdy3ii
puTykcuMaby B 103i 375 Mr/m? muionti moBepxHi Tijia KOXKHI 2 MicALi 10 MpOrpecyBaHHs
3aXBOPIOBaHHS a00 BIPOJOBK IOHAHOUIbIIE JBOX POKIB.

Yepes mepiof 4acy 3 MeIiaHOO CIIOCTEPEKEHHS 25 MICsLIB Mic/d paHaoMizawil OyB IpoBeIeHUH
NOIepeaHbO BU3HAYCHHH IEPBHHHU aHalli3; MiATPHMYIOUYa Tepallisi puTyKcuMaboM MPU3BOAMIIA 10
KJIIHIYHO 3HAYYIIOrO Ta CTATUCTHYHO 3HAYYIIOTO NOKpAIaHHs 00 NePBUHHOI KiHI[EBOT TOUKH —
OLIIHIOBAHOT JJOCITHUKOM BIDKHUBAHOCTI 6e3 nporpecyBanHs (BBII) mopiBHSHO 3i CIIOCTEpPEKEHHIMH B
MALi€HTIB i3 paHilie HEeTIKOBaHOK GONIKYISIpHOO JiMdoMoro (Tabmuus 9).

CyTTeBa KOPHUCTH Bifl MIATPAMYIOUOT Teparmil puTykCHMaboM criocTepiranacs TakoX 00 BTOPHHHHX
KiHIIEBHX TOUYOK: 6e3noaieBoi BwxupanocTi (bI1B), Hacy no movarky 3acToCyBaHHsS HACTYITHOTO BHIY
Teparrii 3 npuBoay JdiMdomu (UIITJI), yacy 1o no9YaTKy 3aCTOCYBaHHS HACTYITHOI CXEMH XiMioTeparrii

(UIIXT) Ta yacrotu 3aranbHoi Bianopini (34UB), 3a AaHuMu NepBUHHOTO aHaNi3y (Tabmums 9).
JlaHi TpHBAIOro MOJAIBIIOrO CIIOCTEPEKEHHS 3a MallieHTaMH B JOCIiDKEHHI (3 MeIiaHO0 Mepioxy
CHOCTEPEXKEHHS 9 POKIB) MIATBEPAMIN IOBIOCTPOKOBY KOPHCTh MIATPHUMYIOUOI Teparil
putykcumabom moxo BBII, BIIB, UITTJI Ta YIIXT (Tabmmus 9).

Tabanng 9. Oraaa pesyabraTiB oniHKH e eKTHBHOCTI B rpynax miarpumyro4oi Tepamii
pUTYKCHMA00M NOPiBHAHO 3 rPyNo0 cnocrepe:keHHs (0e3 Tepamnil) y 4acoBHX TOYKAX
NepPBHHHOIO AHAJI3Y, ONEPEAHLO BH3HAYEHOI0 NPOTOKO0JIOM, TA OCTATOYHOI'0
aHaJi3y (micjis NoaJBLIIOr0 CIOCTEPEKEHHS 3 MeTiaHOK B 9 POKiIB)

IlepBuHHUIi aHATI3
(meniana T1C: 25 wmic.)

OcTaToyHHi aHaJi3
(meniana T1C: 9,0 poxy)

Coocrepex. Putykcnmad | Cnocrepexx. Putyxkcumad
N =513 N =505 N =513 N =505

IlepBuHHA KiHIEBa TOYKA ONIHKH
eexTHBHOCTI
Bwxupanicts 6e3 nmporpecyBaHHs HJloc. HJoc. 4,06 poky 10,49 poky
(meniana)
JlorpaHnr. p-3HayeHHA <0,0001 <0,0001
Biggomenns pusukis (95 % A1) 0,50 (0,39; 0,64) 0,61 (0,52; 0,73)
3HUKEHHS PUBHUKY 50 % 39 %
Bropunui KiHUeBi TOUKH OUiHKH
chexTuBHOCTI
3araipHa BUKUBAHICTE (MeiaHa) H/loc. H/loc. H/loc. H/loc.
Jlorpanr. p-3Ha4YeHHS 0,7246 0,7948
Binnomenns pusukis (95 % III) 0,89 (0,45; 1,74) 1,04 (0,77; 1,40)
3HIKEHHS PH3HKY 11 % -6 %
Besioiesa BHKMBaHICTE (MeTiaHa) 38 Micsauis H]loc. 4,04 poky 9,25 poxso?
JlorpaHr. p-3HaueHHs <0,0001 <0,0001 e
BinnomenHs pusukis (95 % 1) 0,54 (0,43; 0,69) 0,64 (0,54; 0,76%7 I
3HIKEHHS] PU3UKY 46 % 36 % il
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IlepBunHU# anani3 OcTarouHuii aHa i3
(memiana IIC: 25 mic.) (meniana IIC: 9,0 poky)
Cnocrepex. Purykcamad | Crnocrepexx. Purykcumad

N=513 N =505 N =513 N =505
YIITJI (MeniaHa) HJloc. Hoc. 6,11 poky HJloc.
JlorpaHr. p-3Ha4eHHA 0,0003 <0,0001
BinnowmenHs pusukis (95 % AI) 0,61 (0,46; 0,80) 0,66 (0,55; 0,78)
3HIWKEHHS PU3HKY 39 % 34 %
YITXT (MeniaHa) HJloc. HJloc. 9,32 poky HJToc.
JlorpaHr. p-3Ha4eHHs 0,0011 0,0004
Binsomenns puzskie (95 % 1) 0,60 (0,44; 0,82) 0,71 (0,59; 0,86)
SHIDKEHHS] PU3HKY 40 % 39 %
YacToTa 3arajibHo1 BiAmoBimi* 55 % 74 % 61 % 79 %
p-3Ha4YEHHs, KPUTEPil Xi-KBagpaT <0,0001 <0,0001
CniesigHomenss masciB (95 % J11) 2,33 (1,73; 3,15) 2,43 (1,84; 3,22)
Yacrota nossoi simnosiai (TIB/TTPH)* 48 % 67 % 53% 67 %
p-3Ha4YeHHs, KPUTEPiH Xi-KBagpaT < 10,0001 <0,0001
CnissignomenHs manciB (95 % J1I) 2,21 (1,65;2,94) 2,34 (1,80; 3,03)

* Hanpukinui nepioy miaTpuMyo4oi Tepaii / crnocrepekehus (6e3 Teparii), 3a pe3y ILTATAME OCTATONHOr0 aHanizy, 3a MeIiaHu
MOJANBIIOro CIOCTEPEXEHHS 73 MicsL.

IIC — nogansme cnioctepoxemnst; Hlloo.  kinuesa To'Ka He NOCATHYTA Ha JaTy 3pisy KiliHiaauX nanux; YITXT — 4ac mo novarky
3aCTOCYBAHHS HACTyTHOI cxeMH Ximiotepanii; YITTJI — yac 10 MO4ATKy 3aCTOCYBAHHs HOBOTO BUJL Teparii 3 IPHBOAY JTiM(bOMH.
ITinTpumyroua Teparis putykcuMadoMm 3abe3nedyBaja Ge3nepepBHY KOPUCTE Y BCIX MONEPEIHBO
BH3HAYEHHX JIOCITIDKyBaHUX MiArpyTiaX, BiNiOpaHuX 3a: CTATTIO (YONOBIKH, XKiHKH), BikoM (< 60 pokis,
> = 60 pokiB), KiTbKICTIO GastiB 32 MbKHApOJHUM IPOTHOCTHYHUM iHAEKCOM [T (QONIKYIISPHUX
nimpom [FLIPI] (< = 1; 2 abo > = 3), Bunom inaykuiinoi tepanii (R-CHOP, R-CVP a6o R-FCM)

i He3aJIeKHO BiX SKOCTI BiMOBII Ha iHAyKUiHHY Tepamio (mosHa Bigmosins [[1B], moBHa pemicis
HeninTepmkena [[IPH] abo yactkosa Bixnosins [UB]). IToimykosuii aHami3 KOPUCTI MATPUMYKOHOL
Tepariii POJIEMOHCTPYBAB MEHII BUPOKEHUH eeKT y Malli€HTiB JIITHBOTO Biky (> 70 pokiB), poTe
po3mip BUOIpkH OyB HEBETTMKUM.

Peyuousna/peppaxmepna gonixyrapra rimpoma

YV IpOCNEKTUBHOMY, BiIKDHTOMY, MDKHApOJAHOMY, GaraToileHTpoBoMy mociiukenHi ¢dasu 111 saranom
465 marlieHTiB i3 penuauBHO/pedpakTepHOIO QOiKYIIIPHOIO JTiM(pOMOIO OyiIi paHIOMi30BaHi Ha
TepIIOMy eTarli 10 FPyIH iHAyKuikHoI Tepanii 3a cxemoro CHOP (umkiopocdamin, nokcopy6iums,
BIHKPHCTHH, TIpe/Hi30noH; n = 231) a6o rpymu putykcumab wnoc CHOP (R-CHOP, n = 234). [Nauientis
PO3MOLIAIH TaK, o6 o0HaBI rpyH GyiH 30aNaHCOBaHi 3a XapaKTEPUCTHKAMHU BUXIIHOTO PiBHSI T2
cTaTycoM 3axBoproBanHs. Ha npyromy erarmi 3aragoM 334 nanieHTH, y skux Oynia JOCATHyTa OBHA
a60 yacTKoBa peMicis mic/s iHAyKuiiHOT Teparii, 6y paHIOMi30BaHi 10 TPyNHU MiATPUMYIOUOL
Tepanii puTykcumabom (n = 167) abo rpynu croctepesxenHs 6e3 Teparii (n = 167). [ligrpumyroua
Tepalis PUTYKCHMaObOM CKyIananacs 3 0IHopa3oBoi iHdys3ii purykcumaly B 1031 375 Mr/m? Iwioni moBepXHi
Tia KOKHi 3 MicAIli IO IPOrpecyBaHHs 3aXBOPIOBaHHS a00 BIPOJOBX IOHAKOIIBIIE IBOX POKIB.

JIo 0CTaTOYHOro aHali3y eeKTHBHOCTI OyJIM BKIIOYEH] AaHi 1714 BCiX MALliEHTiB, PaHIOMI30BaHUX

Ha 000X eTamnax jociimkenHs. [licns MeaiaHHOrO Tepioay crioctepexeHHs 31 Micsup I MallieHTiB,
panaoMisobanux na erani iHgykuiiiHoi Tepamnii, sactocypam cxemd R-CHOP nasaino 3mory cratic-
TMYHO 3HAYYIIO MMOKPALMTH PE3YJIBTATH B MAL€HTIB i3 PELMIHBHOK/pedPaKTEPHOIO QOTIKYIAPHOIO
NiM(OMOIO NOPIBHAHO 3 MALIEHTAMH, SIKi OTPUMYBAJIH JiKyBaHHs 3a cxemoro CHOP (mus. Tabmumo 10).

Ta6auns 10. Eran inxykuiiinoi repamnii: orisg pe3yabTaTis ouinks epeKTHBHOCTI Tepamii 3a
cxemoro CHOP nopisusiHo 3i cxemoro R-CHOP (meniana nepioay cnocrepexxeHnst —

31 micsanp)
CHOP R-CHOP p-3HaueHHsl | 3HHKeHHS] PH3HKY'
IlepBUHHA KiHLEBa TOYKA
oliHKH eeKTHBHOCTI
34B? 74 % 87 % 0,0003 HJ
B2 16 % 29 % 0,0005 HI
4B? 58 % 58 % 0,9449 H/

1) Ouinku po3paxoByBajIH 3a BiJHOMEHHIMH PH3HUKY.
2 OeranHs BiALOBIAE Iy XJTMHY, 32 OLIHKOIO JOCTiAHMKA. «||CpBHHHEM» CTATHCTHYHHM KpHTepicM Uit «pimmonial» 8yB o
KpuTepik TpeHnis noBHoi Bianosini (ITB) mopiBHIHO 3 YyacTkOBO Binnopimmo (UB) i nOpiBHAHO 3 BiACYTHICTIO Binu@ﬂiﬁa ¢
(p < 0,0001). AN
Cxopouenns: HJ)| — uenocrynno; 3UB — vacrora 3aransHoi Bimosini; [IB — rosxa sianosins; YB — vacikosa [6 iR
JIna mani€enTiB, paHIOMI30BaHHX Ha eTarll MATPHMYIOUO] Tepallii B paMKaX JOCTiUKeHHS, MeTigH n
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pUTYKCHMabOM Ta NOAIBLIOro criocTepeskenHs 6e3 teparii. IlinrpuMyroua Teparis putykcumabom
NPU3BOAMIIA 10 KJIIHIYHO 3HAYYLIOr0 Ta CTATUCTHYHO 3HAYYINOro NOKpAaIlaHHs NOKa3HHKa ePBUHHO]
KiHI[EBOT TOYKH — BIXKHMBAHOCTI Oe3 nporpecysanns (BBII) (3a nepioxn yacy Bix panmomizariii Ta 3apa-
XyBaHHs 10 IPYIH MATPHAMYIOYOI Teparlil pUTYKCHMaOOM 0 HaCTaHHs PeLUANBY, IPOrPECYBaHHS
3aXBOPIOBAaHHS 200 CMepTi) MOPIBHAHO 3 Bi/INOBIIHUM ITOKa3HUKOM Y TPYIIi MOAAJBIIOTO CIIOCTEPEIKEHHS
6e3 Tepamii (p < 0,0001, norapudmiunuii panroeuii kpurepiit). Menianna BBIT cranoBuna 42,2 micsius
B IpyIIi, SKa OTpUMYBasIa puTyKcHMMa0, nopiBHaHO 3 BBII 14,3 Micsiis B Ipymi MOAANBIIOrO CriocTepe-
skeHHs 0e3 Tepartii. 3a pe3yJbTaTaMH aHalizy MeToIoM perpeciiiHoi Mozeni Kokca, pusuk nporpecy-
BaHHS 3aXBOPIOBAHHSA a00 CMepTi 3HIKyBaBcs Ha 61 % y rpyni miATpUMYIOUOi Tepanii pHTykcHMabom
MOPIBHSHO 3 TPYTIOIO criocTepesxeHHs 6e3 Tepanii (95 % [I; 45-72 %). YacTtoTra BHIaKiB BiACYTHOCTI
NPOrpeCyBaHHs 3aXBOPIOBAHHS, owiHroBaHa Merozom Karuiana — Meiiepa, 3a 12 micsuis cranosmia 78 %
¥ TPy MiTpUMyI0Hoi Tepartii pUTyKCHMMaboM TOpiBHAHO 3 57 % y rpymi crioctepexenHs Ges Tepartii.
AmaJri3 3araJibHOi BWWKMBAHOCTI MiATBEPAMB CTATUCTHYHO 3HAYYIIy MepeBary HlD;’I’pI/IMy}O'IOI Teparii
pUTyKcHMaboM HaJ criocTepexeHHaM 6e3 Tepamnii (p = 0,0039, norapudmidHuii paHroBHiA KpHTEPIii).
[Mixrpumyroda Teparisi puTyKcuMaboM 3HIKYBalla pu3uk cMepTi Ha 56 % (95 % M1, 22-75 %).
Ta6anna 11.  Eran miaTpamyiodol Tepanii: oryiga pe3yJbTaTiB oninkH edeKTHBHOCTI Tepamii

pHTYKCHMa0oM NIOPiBHAHO 3i cnocTepe:xkeHHsAM 0e3 Tepanii (Mexiana nepioxy

crnocrepexxenHss — 28 micsiniB)

Iapamerpu edexTuBHOCTI | ONiHKa MeJiaHHOTO YACy 0 HACTAHHSA MOl METOAOM | SHHKEHHSI
Kanjana — Meiiepa (mic.) PH3HKY
Coocrepexenns | Purykcumatd Jlorapudmiune
(N =167) (N=167) | panroBe p-3HaYeHHS
BroxuBanicTs 6€3 14,3 42,2 <0,0001 61 %
nporpecyBanHs (BBIT)
3aranpHa BHJKHBAHICTh Hoc. HJoc. 0,0039 56 %
Yac 10 mo4aTKy 3aCTOCYBaHHSA 20,1 38,8 <0,0001 50 %
HOBOTO BHJIY Teparii JiMmdpomu
BrxuBaHicTh 6€3 pelnauBis® 16,5 53,7 0,0003 67 %
AmHai3 y miarpymnax
BBII
CHOP 11,6 37,5 <0,0001 71 %
R-CHOP 22,1 51,9 0,0071 46 %
I1B 14,3 52,8 0,0008 64 %
4B 14,3 37,8 < 10,0001 54 %
3B
CHOP HJloc. HJloc. 0,0348 55%
R-CHOP Hoc. HJoc. 0,0482 56 %

HJloc. — He n0CArHYTO; ® — 3aCTOCOBYEThCA JIMLIE [0 MALi€HTIB, y AKUX Oyna JOCATHYTa MOBHA BiAIIOBib.

IlepeBara miaTpuMyro4o0i Tepamnii putykcuMabom OyJia miATBEp/DKEHA Y BCIX NPOaHAIi30BaHMX
HiArpynax, He3ajaexHo BiJ pexxuMy iHaykuiiHoi Tepamnii (CHOP a6o R-CHOP) a6o skocTi Bignosini
Ha inaykuiiny Tepanito (I1B a6o UB) (tabmuus 11). [Tigrpumyroua Teparis putykcumabom aaBaaa
3MOTY CTaTHCTHYHO 3HAYyILO NOAOBXKUTH MeaianHuk niepiox BBI1 y mariienTis, ski Bixnosinu Ha
iHgyxuiiny Tepanito CHOP (meniana BBII 37,5 micsi nopiBasizo 3 11,6 micsus, p < 0,0001),

a TAKOX Y THX, XTO Bi/IMOBIB HA iHAYKIIHHY Tepani}o R-CHOP (meniana BBIT 51,9 micsitis mopiBHsHO
3 22,1 micsus, p = 0,0071). Hasits TOTIPH Te, IO MIArpynu Oy HEBENUKUMH, yIke 3apa3 MOXKHa
CTBEPJUKYBATH, IO TiATPUMYFO4a Tepartis pPUTYKCHMaGboM 3a0esrnevyBasa CyTTEBY KOPUCTb y ILIaHi
3araJIbHO1 BIDKHUBAHOCTI SIK y MAL[I€HTIB, SKi BiANOBLIM Ha JIiKyBaHHs 3a cxemoro CHOP, tak

i B mauieHTiB, fKi BiANOBiIH Ha JiKyBaHH: 3a cxeMor0 R-CHOP, xo4a 11 niATBepIKEHHS LHOTO
BHUCHOBKY IOTPiOHO NOAANbBIIE CIIOCTEPEKEHHS IPOTATOM Ginbi TPHUBAJIOTO MEPIOY 4acy.

JTughyszna B-eenuxoxnimunna Hexo0uCKinCbKa Nimpoma 8 opocaux

YV panI0Mi30BaHOMY BiZIKPUTOMY JOCJIDKEHHI 3araoM 399 paHile He JiKOBAHUX MALIEHTIB JIITHHOTO
BiKy (pixom Bia 60 1o 80 poxis) i3 audysuoio B-penmKowtiTHIIO0 nimbomoxo OTPHMYBATH
CTaHAapTHY x1M10Tepanuo 3a cxemoro CHOP (umknodochamin 750 mr/m? noxcopy61unﬂ 50 mMr/m?,
BIHKPMCTHH Bix 1,4 Mr/m* Makcumym 10 2 Mry aess 1 ta npenms'onou 40 mr/m*/noby B aui 1—5)
KOXKHI 3 TIDKHI IIPOTArOM BOCEMH LMKIIIB a60 putykeumab 375 mr/m? mmoc CHOP (R-CHOP). .
Putykcnmab 3acTocoByBany B NepLIKii IEHb KOXXHOTO LIKKILY TEpartii.

,HO OCTaTO‘{HOF (8} aHam3y e(beKTHBHOCTl BKJIIO'-{aJ'[I/I na}n TS BCIX paHJIOM130BaHHX l'laLl1€H E
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3aXBOPIOBAHHS Ha BUXIIHOMY PiBHI Ta CTaTyCOM 3aXBOproBaHHA. OCTaTOYHMH aHai3 MiATBEPAUB, L0
nikysanss 3a cxemoro R-CHOP 6yno acouiiioBase 3 KJIIHIYHO Ta CTATUCTHYHO 3HATY UM
NOKpAIIEHHAM MOKa3HUKIB TPHBAJIOCT] 6€3M0/11€BOi BYKUBAHOCTI (IEPBUHHUH ITapaMeTp OLHKH
eeKTUBHOCTI; 32 TAKUX YMOB MOIiSIMH BBaXKaUCA CMEPTh, PELIUIUB YU IPOrpeCcyBaHH JTiMboMU
abo MOYaTOK 3aCTOCYBaHHA HOBOTO BUXY Teparil niMdomu) (p = 0,0001). Meniana TpusanocTi
6e3m0/1i€BOT BIDKHBAHOCTI, OIliHFOBaHa MeToioM Karana — Meiiepa, craHoBMIa 35 MicSIiB y rpymi
R-CHOP nopiBasHO 3 13 Micszsimu B rpyni CHOP, mo Bkasye Ha 3HIKeHHS pu3uky Ha 41 %. Yepes
24 micsni omiHIOBaHA 3arajbHa BHXKMBaHICTh craHoBuia 68,2 % y rpyni R-CHOP nopisasiHo 3 57,4 %
y rpyni CHOP. Ilogansimii aHai3 TPUBAIOCTI 3arajibHOi BIDKHBAHOCTI, IPOBEACHHUH 3a MEiaHHOIO
TPUBAJIICTIO Nepioay croctepesxeHHs 60 MicswiB, minTBepauB nepepary cxemu R-CHOP nHax cxemoro
CHOP (p = 0,0071), mo Bka3ye Ha 3HIKEHHA pu3HKy Ha 32 %.

Amnai3 ycix BTOpHHHHX NapaMeTpiB OLIHKY (YacToTa BiAIOBii, BIOKHBAHICT O€3 pOrpecyBaHH,
BIDKHBAHICTh €3 3aXBOPIOBAHHSI, TPUBAIICTh BiIOBI/I) MiATBEPIMIM OLTBII KOPUCHHU# eDEKT CXeMH
R-CHOP nopisrsHo 3i cxemoro CHOP. Hactora moBHOI BiANOBIA mic/is 8-ro MHKITy CTaHOBMIA

76,2 % B rpyni R-CHOP Ta 62,4 % B rpyni CHOP (p=10 0028) Pusuk nporpecysaHHs 3aXBOPIOBAHHS
3MEHIIMBCSA Ha 46 %, @ PH3HK pelmuuBy — Ha 51 %. Y Beix miarpymax HameHTlB (3a craTTIO, BIKOM;
BIKOM i3 IOMPaBKOIO Ha MDKHAPOAHUI nporHocTHaHui iHneke [IPI], cragiero 3axBoproBaHHs 3a
crajtiroBaHHsIM EHH-ApOOp, OLIHKOIO 3arajbHOro CTaHy MallieHTa 3a mKano CxinHoi 06’ eHaHoi
onxkonoriunoi rpymu [ECOG], piBHeM B2-Mikporino0yiHy, piBHeM numamermporenasn [JLar,
piBHeM anEOyMiHy, B-cumnroMamH, CTyIIeHeM MaCHBHOTO yPaeHHs! JIMpAaTHIHNX By3IIiB,
HasBHICTIO/KUIBKICTIO €KCTPaHOAAIbHUX BOTHHUII YPXKESHHS, HASBHICTIO YPa)XKEHHS KiCTKOBOTO MO3KY)
BIJJHOIIECHHS PU3UKIB 11 6€3M0/1i€BOI BIDKMBAHOCTI Ta 3aranbHoi BrokuBaHocTi (R-CHOP mopisHsHO
3 CHOP) cranoBmio Menme Hix 0,83 ta 0,95 BimnoingHo. Tepamnis 3a cxemoro R-CHOP Gyna
acoriifoBaHa 3 MOKpALIaHHAM Pe3yJIbTATIB SK y MAIL€HTIB i3 BUCOKHM, TaK i 3 HU3bKMM PH3UKOM

3 ypaxyBaHHsM BiKy 3 nonpaBskoro Ha IPI.

“\J

3minu 3 boky pe3ynvmamis KIiHIYHUX 1A00DAMOPHUX aHANI3IE

I3 67 maui€eHTIB, y SKMX IPOBOJWIN aHAIII3 HAa aHTUTLIA JroaubH 10 Ig muuri (HAMA), y sxonHoi
ocoOu He 0yJ10 BUSBIIEHO IMMO3UTUBHOI BiAmoBiai. 3 356 mamieHTiB, y SKUX MPOBOAMIH aHali3 Ha ADA,
NO3UTHBHUI pe3ynsTar 6yB oTpuMmanuii B 1,1 % (4 manieHTis).

Xpouiynuil iimdoyumapuui 1etuKo3

V 1BOX BIIKPUTHX paHIOMI30BaHHX JAOCTIDKEHHAX 3aranoM 817 paHilre He TIKOBaHHX TMALIEHTIB Ta
552 nauieHTH 3 peumeHnM/pe(ppaKTepHHM XPOHIYHUM JiMbonuTapHuM Jieiiko3om (XJUT) Oymnu
paH,IZ[OM13OBaH1 JUIA OTPUMAHHS x1M10Teparm 3a cxemoro FC (drynapabin 25 mr/m? uHKJIO(bocq)aMm
250 mr/m?, gai 1-3) koxHi 4 THXKHI IPOTATOM 6 IUKITIB 460 pyrrchvIMaGy B K0M61Hau11 3i cxemoro FC
(R-FC). PmchuMa6 3aCTOCOBYBAIIM: y TIEPIIOMY LMK — B 1031 375 Mr/mM%3a ofjMH IeHb 0
XimMioTepartii Ta i 4ac KOXHOTO IMOAATBLIOro UKLy — B 1031 500 mMr/m? y nens 1. ITanienTis i3
peurauBHIM/pedpakrepHuM XJLJT He qoImycKaTd 10 ydacTi B TOCTiKEHHI, SKIIO BOHH paHille

BXK€ OTPHMYBAJIH TEPaIlil0 MOHOKIIOHATBHAMH aHTUTLIaMH 260 SIKIIO TXHE 3aXBOPIOBaHHS 0yJ10
pedpakTepHuM (10 BU3HAUATOCA SK BiJICyTHICTB OCITHEHHS YaCTKOBOI peMicii MpOTSroM npHHARMHI
6 micsauiB Tepamii) 1o Gaynapabidy abo no 6yap-9KOro aHagora HyKiIeo3uay. AHali3 eeKTUBHOCTI
NpOBOJHBCS y BUOIpII, IO cKiamanacs 3aranoM i3 810 mauienTie (403 y rpymi R-FC, 407 y rpymi FC),
AKi OTPUMYBaJIM Tepalliio nepuoi JiHii (Tabmuud 12a i tabnunsg 126), Ta 3 552 nauientis (276 y rpymi
R-FC, 276 y rpyni FC), siki oTpuMyBaJti Tepamilo 3 IpHBOAY PELHIHBHOrO/pedpakTepHOro
3axBoproBaHHA (Tabmuig 13).

V nociimKeHHi B MAaLiEHTIB, SKi OTPUMYBAJIH TEPAIi0 MepPINOi JiHil, Mic/s MEIaHHOTO MEPioTy
crioctepexxenns 48,1 micsus meniana BBII cranosmna 55 micsuie y rpymni R-FC ta 33 micsui B rpymi
FC (p <0,0001, norapudmiunuii paHroBuii KpUTEPiH). AHaJi3 3aralbHOT BUKHBAHOCTI IPOIEMOH-
CTpyBaB CyTTEBY IepeBary Teparii 3a cxemoro R-FC nopiBHsHO 3 nuie XiMiorepariiero 3a cxemoro FC
(p = 0,0319, norpanroeuii kpurepiit) (tabmauua 12a). Kopucts momo BBII nocigosHo cnioctepiranacs
B OLIBIIOCTI MiArpyN NALieHTIB, 0 GyJIH NpoaHalli3oBaHi, 3 ypaXyBaHHIM PU3UKY 3aXBOPIOBAHHS Ha
BHXiHOMY piBHi (TOOTO 3 ypaxyBaHHsM ctafii A—C 3a wiacudikauiero bine) (tabmuus 126).

Tabauns 12a. Tepanist nepoi Jinil 3 NPUBOAY XPOHIYHOr0 JiM(PONUTAPHOIO JIEHKO3Y.
Orasp pesyabTaTiB oninkH edexTHBHOCTI puTyKcumady miwoc FC ﬂOplBHﬂg& ;
auue 3 FC, 3a nanumu 3a meplanunil nepiox cnocrepexennsn 48,1 mics

IapameTpu epekTHBHOCTI OuiHKa MCIIAHHOIO YACY 0 HACTAHHA MOl /3
merogom Kaviana — Meiiepa (mic.) '

38




FC R-FC Jlorapupmiuyne
(N=409) | (N=408) | panrose p-3Ha4cHHA

Buxupagicts 6e3 nporpecysanss (BBII) 32,8 55,3 < 0,0001 45 %
3aranpHa BIKHBaHICTh HJloc. Hoc. 0,0319 27 %
BuxuBanicTs 6€3 mofii 313 51,8 < 0,0001 44 %
Yacrota Bigmosiai (I1B, HYUB abo UB) 72,6 % 85,8 % < 0,0001 H3
YacToTta Bunajkis [1B 16,9 % 36,0 % <0,0001 H3
TpuBaicTs Bignmosizi* 36,2 57,3 < 0,0001 44 %
BmxupanicTts 6€3 peimausis (BBP)** 48,9 60,3 0,0520 31 %
Yac 0 MOYaTKy 3aCTOCYBaHHS HOBOI'O 47,2 69,7 <0,0001 42 %
BUJIy Tepamnii

YacToTy BiANOBii Ta yacToTy noBHoi Bimnosixi (IIB) aHamizyBanu 3a JONOMOTO0 KPUTEPIro Xi-kBaapar. HI[oc. — He HOCATHYTO;
H3 — He 3acTOCOBHE.

* __ 33CTOCOBYETBCA JIMINE [T MALEHTIB, Y SKUX OyJ1a JOCATHyTa IoBHA BianoBiAs (IIB), Homy1apHa yacTkoRa BiAnoBias (HUB) abo
yacTkoBa Bianosims (UB).

*% __ 33CTOCOBYETHCS JIMINE 1A MALi€HTIB, y Akux Oyna gocarHyTa I1B.

Tabauuna 126. Tepanis nepiroi Jinii 3 npABOAY XPOHIiYHOr0 JiM(ONUTAPHOrO JIeHKO3Y.
BigHowmennst pu3uKiB 115l BIZKABAHOCTI 0e3 porpecyBaHHs B NANIEHTIB i3 pisHEMHA
crajisiMi 3aXBOpHBaHHS 3a Kiacudikaniero bine (Bubipka Beix nanieHTiB, AKAM
npuznaveno Jikysanng, ITT) — mexiannnii nepiox cnocrepexenns 48,1 micans

Bu:xxuBaHicTh 0€3 nporpecyBaHHs KinbkicTs BinHomensst p-3HaYeHHS
(BBII) NaunieHTIB pu3ukiB (95 % AI) (xpuTepiii Basibaa,
FC R-FC 0e3 monpaBKH)
Cranis A 3a knacudikamiero Bine 22 18 0,39 (0,15; 0,98) 0,0442
Cranis B 3a knacudikaiiero bine 259 263 0,52 (0,41; 0,66) <0,0001
Cranis C 3a kinacudikarnieto bine 126 126 0,68 (0,49; 0,95) 0,0224

JII — noBipuuii iHTEpBAL.

V nociimkeHHl B IALIEHTIB i3 peauBHIM/pedpakKTepHUM 3aXBOPIOBAaHHIM MeJliaHa BUYKHBAHOCTI
Ge3 mporpecyBanHs (epBHHHA KiHIeBa To4ka) cTaHoBmiIa 30,6 Micsus B rpyni R-FC ta 20,6 Micsus
B rpymi FC (p = 0,0002, norapudmiunuii panroeui kpurepiit). Kopucrs mozno nokasnukis BBIT
criocTepiranacs Maibke y BCiX NpOaHaIi30BaHUX MATpyNax NallieHTiB, BiAMOBIIHO 10 PU3HKY
3aXBOPIOBaHHS Ha BUXiqHOMY piBHi. [IoBiZOMIIsUIOCS PO MOMITHE, i€ CTATUCTHYHO HE 3HAYYIIE
NOKpalaHas 3araibHoi BrkuBaHocTi B rpyni R-FC nopisrsso 3 rpynoro FC.

Ta6auua 13. JlikyBanns penuaaBHOro/pedpakTrepHoro Xposiuuoro Jgimdponurapraoro
Jeiiko3y. Orjsi pe3yabTartiB oniHKH edeKTHBHOCTI Tepanii pUTYyKCHMa60M ILTIOC
FC nopiBusino 3 tume FC (meniana nepioay cmocrepexennst — 25,3 micsing)

IMapamerpu edexTHBHOCTI Ouninka MeJiaHHOro yacy A0 HACTAHHS MOAIT 3HMKEHHS

metonom Kansiana — Meiiepa (mic.) pU3HKY

FC R-FC (N =276) JlorapudmiuHe

(N =276) paHrose
P-3HAYEHHN
BwxuBaHicTh 6€3 nporpecyBaHHS 20,6 30,6 0,0002 35%
(BBII)
3arajbHa BHKUBAHICTh 51,9 HJToc. 0,2874 17 %
BikusanicTs 03 moii 19,3 28,7 0,0002 36 %
Yacrora Bignosiai ([1B, #4UB a6o UB) 58,0 % 69,9 % 0,0034 H3
YacroTa Bunajakis I1B 13,0 % 243 % 0,0007 H3

TpuBanicTh BiAmoBimi* 27,6 39,6 0,0252 31 %
BmxuazicTs 6e3 penunusis (BBP)** 42,2 39,6 0,8842 -6 %
Yac 1o movaTKy 3acTOCYBAHHS HOROTOQ 34,2 HJloc 0,0024 35 %
BUAY Tepariil 3 mpusoxy XJIJI

Yacmomy 6ionoeioi ma yacmomy noenoi 8ionogioi (I1B) ananizyeanu 3a 0onomozoio kpumepiro xi-kéadpan.

* — 3aCTOCOBYETHCA JIULIE IS MALEHTIB, ¥ SkuX OyJa ZocsarHyTa nosHa Bianosins (I1B), HoxynspHa YacTKOBA BiINIOBiIE
(vYB) abo yacTkora BiANnoBias (UB). HJloc. — He NoCATHYTO; H3 — ne 3acTtocoBHeE.
** _ 3aCTOCOBYETHCS JIMIIIE JUIS TIALEHTIB, y skux Oyia nocsarayra I1B.




JiKyBaHHS MALIEHTIB 13 paHille HeJIIkoBaHNUM Ta/abo peuu}lHBHnM/pe(bpaKTepHnM XJIJI, Takox
MPOJIEMOHCTPYBATH BUCOKY HaCTOTY 3arajlbHOI BIATOBI/ Ta KOPHCTE Takoi KOMOIHALT 3 Oy
gactoty BBII, x04a i 3 femo GibLI BUPaXKEHOI TOKCHYHICTIO (0COOIMBO MIEIOTOKCHYHICTIO).
Lli mocnimKeHHs i ATBEPKYIOTh HOLIBHICTD 3aCTOCYBaHHs PUTYKCUMAa0y OJJHOYaCHO

3 XimioTepariero 3a Oy1b-IKOI CXEMOIO.

Jani s npuGnuzHo 180 marieHTiB, SKi OTPHMYBAJIH ITONIEPETHIO TEPalilo pUTYKCHMaOoM, BKa3yIoTh
Ha KJIiHIYHY KOPHCTH (Y TOMY YHCII IOAO MOBHOI BINOBI/AI) 1 MiATBEPKYIOTh AOLIBHICTh
MOBTOPHOI Teparii puTykcuMabom.

Jimu

ByIo npoBeieHo 6araToeHTpoBe BiIKPUTE PaHAOMI30BaHe JOCTIIKEHHS 3a mpoTokoioM Lymphome
Malin B (LMB) ximioTeparii (KOPTUKOCTEpOInH, BIHKPHCTHH, IUKIIo(ochamin, BUCOKI JO3U
MeTOoTpeKcary, uuTapabil, TOKCOpyOilliH, eTONOo3K i MOTpiliHa iHTpaTeKanbHa Tepanis
[MeTOTpekcat/iuTapabin/KopTHKOCTEpoin]) okpeMo abo B KoMOiHallii 3 pUTyKCHMaOOoM 3a y4acTi
niTeld 3 paniine HeslikoBaHo nomuperor CD20-nosurusnoro JIBKJI/JIB/TJIB/BILL Iomupena
cTazis BusHavyaeThes gk cramis I 3 migsumenum pisaem JIJII («rpyna B Bucoka) [pisens JIAT
Oiblile HK YIBIYi BHIIKH 32 BCTAHOBIICHY BEPXHIO MEXy HOPMH Ui fopociux (> 2 x BMH)] a6o
Oynb-sxa craais [V 4u ['JIB. [JamicHTiB MUIIXoM parfoMisaiii po3noaiiig IuIst OTpHMaHHs 260
ximiorepamnii LMB, a6o mecTy /B indy3iii purykcumaly B 103i 375 mr/m? [T B komMGiHanii 3
ximierepariero LMB (1o 1Bi iz yac KO>XHOTo 3 ABOX KypciB iHAyKuUiiiHOI Teparii Ta o oqHii mijx yac
KOXKHOTO 3 IBOX KypCiB KOHCOJIAY 0401 Tepamii) 3rifHo 3i cxemoro LMB. 3aranom B aHanizu
e(eKTUBHOCTI OyJI0 BKIIOUEHO 328 paHIOMi30BaHUX MALli€HTIB, cepe/] SKHX OIMH MaLlieHT BiKOM
MeHIIe 3 poKiB OTpUMYBaB pUTYKcuMab y komOiHauii 3 ximioTepamniero LMB.

IMauieHTiB pO3MOMIIAIM TaK, 11106 o6uaei rpynu, LMB (ximiorepanis LMB) Ta R-LMB (ximioTepanis
LMB 3 purykcumabom), Oyiu noOpe 30anaHcoBaHi 3a XapaKTepPUCTUKAMU BHX1THOTO PiBHS.
Menianauii Bik narieHTie craHoBuB 7 i 8 pokis y rpyni LMB ta rpyni R-LMB BinnosigHo.
ITpuGIM3HO TOJIOBUHA MaLieHTiB Hanexxanu 1o rpymu B (50,6 % y rpyni LMB Ta 49,4 % y rpymi R-
LMB); 39,6 % nauienTiB B 060X rpynax Hanexanu go rpynu Cl1, 19,8 % ta 11,0 % nauienTis
Haexand 10 rpymu C3 B rpynax LMB i R-LMB BignosigHo. 3rigHo 3i cragitoBanHaM 3a Mepdi
6inpLicTk mamienTiB Manu abo JIb cranii 11 (45,7 % y rpyni LMB Ta 43,3 % y rpymni R-LMB), a6o
I'JIB 6e3 ypaxenns ITHC (21,3 % y rpyni LMB Ta 24,4 % y rpyni R-LMB). MeHie Hix y NOJIOBHHH
nauieHTis (45,1 % B 060x rpynax) Oyyio HasBHE YpaXKEHHS KiCTKOBOI'O MO3KY, 1 B OUTBIIOCTI IaLlieHTIB
(72,6 % y rpyni LMB Ta 73,2 % y rpyni R-LMB) He Oyi10 ypaxenus ITHC. ITepBHHHOIO KiHLIEBOIO
TOYKOIO OIIIHKH epeKTUBHOCTI Oyi1a BipkuBaHicTh 0e3 Byl (BbS1), mpuuoMy siBHIe BH3HAYaIU K
NpPOrpecyBaHHs 3aXBOPIOBaHHSA, PELIUIHB, APYyTe 3I08KiCHE HOBOYTBOPEHHS, CMEPTB i3 Oy ab-AKoi
npuyKrHK ab0 BiICYTHICTh BiAMOBiI, PO AKY CBIAYHTH BUABJICHHS JKUTTE3AaTHUX KIITHH, 110
sanuunwtkcs micns apyroro kypey CY VE, 3anexHo Bi Toro, 1o HactaHne paiie. BropuHHuUMH
KIiHIIEBMMH TOYKaMH OLiHKH eeKTHBHOCTI OyiH 3aranbHa BrkuBaHicTh (3B) Ta moBHa pemicis.

Ha MOMEHT TonepeHb0 BU3HAYEHOT0 POMDKHOTO aHaJIi3y Micis MeiaHHOTO Nepioy MOAAIbIIOro
crocTepesxeHHs 6JH3bK0 1 poKy criocTepiranocs KIiHIYHO 3Ha4yIle MOKpaIleHHs IEPBUHHOI KiHLIEBOT
touku BBII 3 pospaxyHkoBoio yacToToro 3a 1 pik 94,2 % (95 % JII: 88,5-97,2 %) y rpyni R-LMB
nopisusaHo 3 81,5 % (95 % Al: 73,0-87,8 %) y rpyni LMB; ckopurosane 3a moxemmo Kokca
BigHowmenHs pusukis — 0,33 (95 % AL: 0,14-0,79). 3a pekoMeHAALEI0 HE3ATSKHOTO KOMITETY 3
mouitopuHry nanux (HKMJI), HanaHorO Ha IiCTaBi BOTO pe3y bTaTy, paHAoMi3aLiio 6y1o
3ynHMHEHO, i mauieHTam i3 rpymu LMB 6yio 103BoJIeHO NepeiiTH B rpyIly OTPUMaHHs pUTYKCHMaOy.

INepBunHi aHai3u eGekTUBHOCTI 6YII0 BHKOHAHO T 328 paHIOMi30BaHUX MAL[i€HTIB 3 MEAiaHHUM
nepiogoM nofannoro crnocrepexceHns 3,1 poxy. PerynwraTi nareaeno B Tabmmui 14.

Tabauus 14. Orusa pe3yiabTaTiB NepBHHHHAX aHai3iB epexTuBHOCTI (Nomynsanis ITT)

40

TR,



Anais LMB R-LMB
(N =164) (N = 164)

BBII 28 By 10 siBHLL

OIQHOCTOPOHHE p-3HAYEHHS 3a JIorpaHroBuM kputepiem 0,0006

Cxopurosane 3a Moaeno Kokca BigHomenHs pusukis 0,32 (90 % JI:

0,17; 0,58)
Yacrora BBII 3a 82,3 % 93,9 %
3 poxn (95 % H1: 75,7-87,5 %) (95 % 1I: 89,1-96,7 %)
3B 20 JieTalbHUX BUIA/IKIB 8 neTanpHUX BUIAJKIB

OOQHOCTOPOHHE P-3HAYCHHS 34 JIOTPAHTOBMM KpHTepiem 0,0061

Cxopwurorane 3a Moze/uno Kokca BigHomenHs pusukis 0,36 (95 % JIL:

0,16; 0,81).
Yacrtora 3B 3a 87,3 % 95,1 %
3 pokn (95 % AI: 81,2-91,6 %) (95 % AOI: 90,5-97,5 %)
Yacrora ITP 93,6 % (95 % JII: 88,2-97,0 %) 94,0 % (95 % J1I: 88,8-97,2 %)

Cxopouenns: BBI1 — Bwxusanicts 6e3 moziit; 3B — 3arajisHa BrkuBasicTs; IIP — noeHa pemicis

TIlepBrHHMM aHANI3 e)EKTHBHOCT] MPOJEMOHCTPYBAB KOPHCTh N0JaBaHHs PUTYKCHMaly 10
ximiorepamnii LMB 3 Touku 30py BBII nopiBHsHO 3 TinbkH XimioTepamnieto LMB; BiflHOIIEHHS pPU3HKIB
mozo BBSI, pospaxoane 3a perpeciiiHoro Mozesuto Kokca 3 monpaBkoro Ha HallioHAJIBHICTB,
riCTONOriIO Ta TepaneBTHYHy TpyIry, ctanosmio 0,32 (90 % [I: 0,17-0,58). Xoda cyTTeBOoi pizHULI B
KLUTBKOCTI MAIL€HTIB, AKi JOCATIH MOBHOI peMicii, MiJk lBoMa rpynaMu Tepallii He criocTepiranocs,
KOPHMCTh I0JaBaHHs puTyKcuMaly mo ximiorepanii LMB 6y10 Takox NpoaeMOHCTPOBAHO JUIs
BTOPHHHOI KiHLeBOi ToukH 3B: BifHomeHHs pusukiB mono 3B cranosuno 0,36 (95 % L. 0,16-0,81).

€Bporeiicbke areHTCTBO 3 TiKAPChKHX 3aC001B 3BUIBHIIIO 3asBHHKA Bijl 3000B’sI3aHHS M0/1aBATH
Pe3yJIBTAaTH JOCIiDKEHb i3 BUBYCHHS 3aCTOCY BAHHS putykcumaly y BCiX MiArpyNax Nauiextis
JMTSMOrO BiKY 3 GOIIKyIAPHOIO niMpomoro Ta XJIJI, a TakoXK y IiTei BiKOM Bifi HAPOKEHHS 10
< 6 micauis 3 CD20-mo3uTuBHOO AUQYy3HOK B-BeTHKOKIITHHHOIO JiMpoMoro. Indopmanis mono
3aCTOCYBaHHS B JiTell HaBeAeHa B po3aimi 4.2.

JlocBin KIiHIYHOTO 3aCTOCYBaHHs IIPY PEBMATOIHOMY apTPHUTI

E(i)eKTPIBHlCTL Ta 6e3MeuHicTh pHTchnMaGy JUIA TIOJICTIICHHA CHMIITOMIB M O3HaK peBMaTOIIIHOFO
APTPUTY B TATHEHTIR i3 HEHAEXKHOK RIZINOBIIO Ha THriOITOPY (GaKTOPa HEKPO3Y Iy XJIMHM (©HI)
OyJ1a POJEMOHCTPOBaHA B OTIOPHOMY, paHIOMi30BaHOMY, KOHTPOJILOBAHOMY, TIOJBIHHOMY CIIiIOMY,
6araTolEeHTPOBOMY HOCITIDKeHH] (JOC/iDKeHHs 1).

V nocnimxenHi 1 ouinroBany 517 nauieHTis, y AKHX He OyJia JOCATHYTa HaJIeXKHA BiANOBIAb HA OAUH

a6o fekinbka BuaiB Teparii inriiropamu @HIT abo cniocrepiranacs iXHs HENEPEHOCHMICTS.

Jlo y4acTi B JOCITi/KEHHI 3aTydalTics JIMIIE MAaLi€HTH, SKi MaJlId aKTUBHHIA pEBMaTOiJHUM apTpUT,
JlarHOCTOBAaHHM 3a KpUTEPiAMH AMepHKaHCHKOI KoJterii peBMarosiorii (American College of

Rheumatology — ACR). Putykcumal 3acTOCOBYBaIM y BUIJISII JBOX BHYTPiLIHBOBEHHHUX (B/B)

indys3iit 3 inTepsasiom y 15 nuis. [TamienTn oTpuMyBaH puTykcumab abo niane6o B 103ax

2 x 1000 Mr BHyTpilHbOBEHHO B KoMGiHamii 3 MetoTpexcaroM (MTX). Vi nanieHTH 0AHOYACHO

3 epeJsTiYeHHMH BHIIE 3ac00aMH OTPUMYBAJIH NPeJHi30H y 103i 60 Mr mepopanbHo B AHi 2—7 Ta 30 Mr

y mui 8-14 micna nepuwoi ingys3ii. [lepBHHHOO KiHLEBOIO TOYKOIO Oya YacTKa NallieHTiB, y AKHX Oysa
JOCATHYTA BiAnoBiap 3a Kpurepismu AMepuKaHcebKOT KOJIEril peBMATONOT T IO10 3MEHLISHHS
cumnromatakd Ha 20 % (ACR20) Ha 24-my TiokHi. [ OLIHKY BigJaleHUX KiHIEBHX TOUOK 32

MaL{i€HTaMU IPOBOJMIIM MOJAJIBIIC CIIOCTEPEKEHHS TICIIs TYDKES 24, Y TOMY YHCIli BAKOHYBalH
peHTreHorpa(bMHy O[IlHKy Ha THXKHI 56 Ta TikHi 104. TIpotsrom uporo nepioxy 81 % naiieHTis, SIS
SIKD AL 01Ky AOCILUKeHHs Gy panIoMi30BaHi IO TPYIIH IUTALe00, OTPHMYBAH PHTYKCHM; ”Lsx 80 e, T,
TYOKHA 24 10 TIKIEHR 56 33 POTOKOIOM BiIKPHTOLO MOJOBXKEHOIO JOCIIIKEHHS. 5% R

HociukeHHs puTyKcHMaly B NALliEHTIB 3 aprHTOM Ha PaHHIX CTajisx (nauieHTis, AKi pa
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Ha METOTPEKCAT, aJle sKi e He OTpUMyBaiH inribitopis ®HIT-anb¢a) RoCArIH CBOTX MEPBHHHNX
KiHIEeBHX TOYOK. PUTykcHMab He NMOKa3aHWH I IMX MAI[i€HTIB, OCKUIBKY JaHUX IOA0 Oe3MeYHOCTI
B pa3i TPUBAJIOTO JKYBaHHA PUTYKCHMAaOOM, OCOOJIHBO IOJI0 PH3UKY PO3BUTKY 3I0SKICHHUX
HOBOYTBOPEHB Ta IPOrpecyroyoi MyabTH(OKaIbHOI elikoeHuedanonarii (ITMJI), moxu HeaOCTaTHRO.

Bnnues na axmuenicmo 3axX60pPIO6AHHA

Putykcnma0 y komOiHalii 3 METOTPEKCATOM CTATHCTHYHO 3HAYYITO 301IBIIyBaB YaCTKY NAlli€HTIB,
sAKi JOCATIIH 3MEHIICHHA CHMITOMATHKH PHHAiMHI Ha 20 % 3a KpHTepmMH ACR, HOplBH}IHO

3 MaLieHTaMH, SKi OTPHMYBaJIH TUTBKH METOTPEKCaT (Tabmung 15). V Beix IIOCJIIIDK&HHHX i3 p03p06KH
nperapaty KOpPHUCTb Tepartii Oy/1a aHalori4HOO B Pi3HHX nocmmeBaHHx HiJArpynax NalieHTiB,
HE3JIEKHO Bifl BIKY, CTATI, IUTOLIi IIOBEPXHI TiNla, PACOBOT IPUHANEKHOCTI, KINBKOCTI IOMepeHiX

CXEM Tepanu abo CTa]lll 3aXBOPHOBaHHA.

KniHi4HO Ta CTATHCTUYHO 3HAYYIIE TIOKPAIAHHS TAKOX BiAMIYaI0Cs /ISl KOXKHOTO OKPEMOTro
KOMITOHEHTY BIITIOBI/Ii Ha 3a KpnTeplsIMH ACR (KlJ'ILKlCTB GomicHuX i Ha6p;11<nnx Cyrio6iB, 3arajgpHa
OIliHKa 3aXBOPIOBAHHA MALIIEHTOM Ta JiKapeM, KiTbKICTE GaliB 3a inxekcom HemiesnatHocti (Health
Assessment Questionnaire — HAQ), owiika 6oiro Ta piers C-peaktusHoro 6inka (Mr/mm)).

Ta6mng 15. Oniaka xiainiuaoi BiqnoBiai 11010 HepBUHHOT KiHIeBOT TOYKH B J0CTiIKeHHi 1

(ITT-nonynsiist)

MMapamerpnt MnaueGo + MTX Purykenmat + MTX
(2 x 1000 mr)
Hocnimkenrs 1 N=201 N =298
ACR20 36 (18 %) 153 (51 %)™
ACR50 11 (5 %) 80 (27 %)™
ACR70 3(1 %) 37 (12 %)™
Binmnogins 3a KpmepigMH EULAR 44 (22 %) 193 (65 %)™
(«mo6pey/«oMipHOY)
Cepejigs 3MiHa 3a mKanow DAS -0,34 -1,83""

t PesynsTar OIliHKY ITapaMeTpa Ha TIKHI 24.
CrarneTidHo 3Ha4yIa BiaMiHHICTS Bij rpynu miane6o+MTX mono nepBUHHOT 9acoBoi Touku: ***p < 0,0001.

V mamieHTis, SKi OTpUMyBalIM PUTYKCHMal y KOMOiHALiT 3 METOTpeKcaToM, CHOCTepiranocx cTaruc-
THYHO 3HaYyIIO OLIbLIE 3HIKEHHS TIOKa3HUKA aKTHBHOCTI 3aXBOPIOBAHHA (DAS28), Hix Y TALU€HTIB,
SIKi OTPHMYBAJIH TUIBKA metotpekcar (Tabmuus 15). Tak camo, 106pa abo moMipHa BiAIOBiak 3a KpH-
TepissMH €BPOIEHCHKOT JIirk 3 60pOTEOH 3 peBMaTU3MOM (European League Agamst Rheumatism —
EULAR) 6yna mocirHyTa B CTATUCTHYIHO 3Ha9YyII0 GLIBLIOT KIIBKOCTI MAIliEHTIB i3 TpyIH, SKa
OTPHMYBaJIa PUTYKCHMa0 IUIFOC METOTPEKCaT, nopmH;mo 3 Nalli€HTaMU 3 TPYIIH, SKa OTPHMYBaja
TINBKH MeToTpekcar (Tabmuis 15).

Penmeenozpaghiyna oyinka 6ionoeioi

CTpyKTypHi ypakeHHs CyII00iB OL[iHIOBAIH PEHTTEHOJIOTIYHO i BUP2KAIIH AK 3MiHY MOIK(DIKOBAHOTO
3araJlbHOro paxyHKy H_Iapna (modified Total Sharp Score — mTSS) Ta H#oro KOMHOHEHTIB —
GanpHOro MoKa3HUKa epo3ii Ta 6aJbHOrO MOKA3HMKA 3BYKEHHS CYTJI000BOT IILTHHH.

Y pocaimkenHi 1, MPOBE/ICHOMY 3 YHaCTIO MALIIEHTIB i3 HEHANEXKHOO BiNOBIIIO HAa O/(UH 260
JIEKIEKA mrlﬁlmpm ®HIT abo ixHBOK HETICPEHOCHMICTIO, Y Pa3i 3aCTOCYBAHHA PUTYKCHMAGy

B KOMOIHALIil 3 METOTPEKCATOM CIIOCTEPIranocs CyTTEBO HIKHeE peHTreHorpaqane POrpecyBaHH,
HDK y MaIli€HTiB, fKi COYaTKY OTPUMYBAI METOTPEKCAT, CTAHOM Ha THKACHB 56. I3 manieHTis, ski
CTOYaTKy OTPHUMYBAIIH JIMIIE METOTPEKCAT, PATYKCHMAG 3acTocoByBascs y 81 % six mpenapar
CIIACiHHA MK THXKHAMHU 16-24 ab0 mij yac mogoBxeHoi Gpasy JOCITiIKEHHS — 00 THXKHS 56. Binbm
BHCOKA YaCTKa NALli€HTIB, SKi CIOYaTKy OTPUMYBaIH KoMOiHawi0 puTykcuMa6/MTX, Takox He Mana
IporpecyBaHHs epo3ii B Mexax 56 TkHiB (Tabnuug 16).

Tabmuus 16. Penrtrenorpadiuni pesyabraTu gepes 1 pik Tepamnii (Moandikosana Bubipka Beix
Naui€eHTiB, AIKHM NPH3HAYEHO JiKyBaunsa [mITT])

IInane6o -+ MTX Purykenmab + MTX

- ] 2 %1000 mr
Jocmimxenns 1 (n=184) (n=273)
Cepenuut smina pix uxinnoro pinis
MonudikoBanuit 3aransauit paxynok Illapna 2,30 1,01
banbHuii okasHuK epo3sii 1,32
banbHuii TOKa3HAK 3BY)KEHHS CYIII060BOT IiTUHN 0,98
HacTka manicnTin i3 BiICy TIICTIO perrrreriorpaditimx 3mir 46 %
YacTka nanieHTiB i3 BIICYTHICTIO 3MiH mI010 epo3ii | 52 %
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150 naruieHTiB, CNIOYaTKy paHIOMi30BaHMX 10 rpym mianedo+TX y ocmimkenHi 1, oTpuManyu npuHaiMHi OMH Kype
Teparii 3a CXeMOr0 puTykcuMab+MTX mpoTsroM OfHOro poky.
* p < 0,05; ** p<0,001. Ckopouennsi: CH3 — CTaTUCTHIHO HE3HATYILE.
VoBiNbHEHHA IBUAKOCTI MPOrPECYBAHHS YPAXKEHHS CYrI00iB TaK0OXK CIIOCTEpiranocs
B JIOBFOCTPOKOBi#i nepcrieKTHBI. PenTreHorpad i aHajIi3 yepes 2 pOKH B JOCIHiKEeHHI 1
IPOAEMOHCTPYBaB CTATUCTUYHO 3HAYYIIE YIOBUIEHEHHS POrPeCcyBaHHs CTPYKTYPHOTO YPXKEHHS
cyr100iB y Malli€HTIB, Ki OTPHMYBaJIH pH'TyKCHMa6 y KoMOIHAIIIl 3 METOTPEKCATOM, HOPiBHSHO
3 IPYIIOK METOTPEKCaTy K MOHOTEpaIlii, a TAK0X BiICY THICTh TIPOrpecyBaHHs yPaXKeHHs cyriobis
Yy CTaTHCTHYHO 3HATYIIO OLIBIIOL YaCTKH HaI_I1€HTIB IIPOTATOM 2- pl‘-IHOl"O neplony

Bnaue na gpynryionaneHuii cmamyc i AKICIb HCUMms

V nanieHTiB, SKi OTPUMYBAIH PUTYKCHMA0, CIIOCTEPIrajJocs CTAaTUCTUYHO 3HAYYINE 3HWKEHHS
KinpKocTi 6aiB 3a iHgekcom HemiesgatHocTi (HAQ-DI) Ta OnutyBanbHUKOM (QYHKIIOHATEHOT OLIIHKH
Teparlii XpOHIYHOTO 3aXBOPIOBaHHS B 4acTHHI «BrommoaHnicTe» (Functional Assessment of Chronic
Illness Therapy — FACIT- Fatlgue) nopmHﬁHo 3 nameHTaMH sIKi OTPHUMYBAJIH TUTEKH METOTPEKCaT.
Yactka HaHICHTlB y AKHX CIiocTepiraiacs MiHiMalbHa KITiHIYHO BaXUIHBA Pi3HULA (MCID) 3a
innexcom Hemiesnataocti HAQ-DI (Bu3HayaeThes SK iHAUBITyanbHe 3HIDKEHHS 3aralbHOi KiJTbKOCTI
6aJiiB Ha BemuuHy > 0,22), Takoxk OyJ1a BULIOIO B IPYIIi, IKa OTPHMYBaJIa PUTYKCHMAa0, HK y TPy,
AKa OTPUMYBAJIA TUTBKM MeTOTpeKcaT (Tabnuus 17).

Takox 6yJ10 IPOAEMOHCTPOBAHO CYTTEBE NOKPALIAHHA AKOCTI JKHTTS, OB’ 3aHO] 31 3/10POB’AM, IIPO LIO0
CBiTYMIIO CTATHCTHYHO 3HAUYIIE [TOKPAIAHHS OaTbHIX MOKa3HUKIB SIK (i3MIHOr0 KOMITOHEHTA 3I0pOB’ s
(physical health score — PHS), Tak i ncuxigHoro koMrnoHeHTa 3710pos’s (mental health score — MHS),
ouiHroBaHoro 3a Hecrienuivaum OMUTYBaIBHUKOM SIKOCTi XKUTTA naiienra (SF-36). Kpim toro,
CTaTUCTHYHO 3HAYYINO Oitbina yacTka manieHTiB gocsriaa MCID 3a numMu nokasHukamu (tabmuis 17).

Ta6uuus 17. ®yukuionanbHuii cTaryc i pe3yJbTaTd OUMIHKH AKOCTI JKHTTS HA THXKHI 24
B JocJiKenHi 1

ITapamerput IInane6o + MTX | Putykcnmad + MTX
(2 x 1000 mr)

n=201 n=298

Cepenns 3mina 3a HAQ-DI 0,1 -0,4""

% manieHTiB, ski gocsariau MCID 3a ingexcom HAQ-DI 20 % 51 %

Cepenns 3mina 3a FACIT-T -0,5 -9,1**
n=197 n =294

Cepenns 3MiHa 32 MOKa3HUKaMK (i3MIHOTO KOMIIOHEHTA 0,9 58"

300poB’ s onuTyBabHIKA SF-36

% nanieHTis, ski gocarima MCID 3a nmokasuukamu GpisudHoro 13% 48 %™

KOMITOHEHTa 3X0pOB’s onuTyBaibHuKa SF-36

Cepenns 3MiHa 3a IOKa3HAKAMH IICHXIYHOrO0 KOMIIOHEHTa 1,3 47"

3I0pOB’4 oruTyBabHUKa SF-36

% manieHTiB, ki qocarmu MCID 3a noKka3HHKaMH [ICHXITHOTO 20 % 38 %'

KOMITOHEHTa 3H0pOB’si onuTyBaibHUKA SF-36

1 Pe3ynbTaT OLHKH NapamMeTpa Ha TIDKHi 24.

CTATHCTMYHO 3HAYYINA BIAMIHHICTR BLX rpyny nianefo B MEPBHHHIA Yacorid Touii: * p <0,05; ** p <0,001; *** p <0,0001,

MCID 3a ingexcom HAQ-DI > 0,22; MCID 3a onutyBainsHukoM SF-36 B wactuHi ¢isudHoro 310pos’s > 5,42; MCID 3a onUTyBaTEHHUKOM
SF-36 B yacTHHi MCUXiYHOrO 310pOB’s > 6,33.

Egexmusnicmo y ceponozumuenux nayicumie 3 aymoanmuminamu (P® ma/abo AL[LII)

Y nauieHtis, CepOMO3UTHBHIX 10 PeBMATOIAHOrO pakropa (PD) Ta/ab0 aHTHUTLI IO LMKJIIYHOTO
uutpyaiHosaHoro rentuay (ALILII), sxi oTpuMyBaiy Teparito puTyKCHMaboM y KoMOiHamii

3 METOTPECKCATOM, CHOCTeplFaJIaCH OLIb BHUpaXK€Ha BII[HOBI).II: HOplBHHHO 3 HaLIlCHTaMI/I 0e3 aHTUTLI
A0 HX CIIOJIYK.

Pe3ynbraTi OLIHKH €(eKTUBHOCTI B MAI[i€HTIB, SKi OTPUMYBAIH PUTYKCUMal, aHasIi3yBaJli 3 ypaxy-
BaHHAM HASBHOCTI/BiACYTHOCTI ayTOaHTHTIN 10 noyatky Tepanii. Ha tvokui 24 y nanjentis, ki Ha
BI/IXIIIHOMy piBHi OyJiH CepOTo3HTHBHUMHE 10 PP ta/a6o ALILIIL, Oyna cTaTHCTHYHO 3HAYYIIO GBI
BHCOKa HMOBlleCTB JIOCATHEHHSA 3MeHIeHHs cuMnToMaTHke Ha 20 % ta 50 % (ACR20 ta 50)
NOPIBHSAHO i3 cepoHeratuBHumu nauienramu (p = 0,0312 ta p = 0,0096) (raGuuus 18). Li pesyibrarn
Oynu l'liIITBepLDKCHi i1 Ha TIoKHI 48: HasBHICT ayTOAHTHTLI Y CHPOBATIIi KPOB1 TaKOX CYTTEBO
30iIBLIyBaTIA | HMOBlpHICTL JIOCATHEHHS 3MEHIICHHS CHMITOMATHKH Ha 70 % (ACR70) Ha ki 48
Y CepOIO3UTHBHHX rnauieHTie 0yJo y 2-3 pa3u OurbIle aHCIB JOCATTH BiAIOBII 32 Kpmepmg
HOPIBHARO i3 CEpOHETaIMBHAMM NAUIEHTaMU. Y CEPOIIOUTHBHUX MALIEHTIB TAKOK CIIOCTERIFaTy B0
Habarato OiNbII BUpaKeHe 3HKEHHS 1H/IEKCY aKTUBHOCTI 3aXBOPIOBAHHS 3a 1Tkasnoro D
y HacTHHI WBUAKOCTI 3cinanss epurpoutiB (DAS28-ESR) nopiBHAHO i3 cepOHETaTHBHH]
narjieHTamu (pucyHok 1). ’
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Ta6anus 18. Pesrome Jannx moa0 epeKTHBHOCTI B 32J1€KHOCTI Bijx HasiBHOCTI/BigCcyTHOCTI
AYTOAHTHTIJ HA BHXiTHOMY DiBHi

TuxaeHs 24 Tuoxaenn 48
Ceponosutusni | CeponeratuBai | CeponosutusHi | CepoHeraTusHi
(n=514) (n =106) (n =506) (n=101)

ACR20 (%) 62,3* 50,9 71,1* 51,5
ACRS0 (%) 32,7* 19,8 44,0%* 22,8
ACR70 (%) 12,1 5,7 20,9* 6,9

BinmoBigs 3a KpUTEpisiMU 74,8* 62,9 84,3* 72,3
Cepenns 3miHa 3a DAS28-ESR —1,97** -1,50 —2, 48 -1,72

PiBHi 3HadymocTi BusHaganucs sk: * p < 0,05; ¥* p <0,001; **¥ p < 0,0001.

Pucynox 1.3mina ingexcy akTHBHOCTI 3aXBopioBanHs 32 mkanow DAS28-ESR Bij BaxigHoro
piBHS B 3a/1&KHOCTI BiJl HasIBHOCTI/BiICyTHOCTi Ay TOAHTHTIJ HA BUXiXHOMY piBHI

0,0
0,2
0,4
-0,6
-0,81
4 '0-
_1’2 -
1,44
-1 ’6 .
-1,81
—2,0
_2,2 -
2,4
2,64

Cepepnns 3miHa 3a DAS28-ESR

-2,81

3,0:1

T T 1 T T T
TwkaeHb
16 24

TwxaeHb TwXaeHb
4 8

I 1 T 3 T {
TwxaeHb

A—&—#& [MauieHTn 3 ALLUM +ve Ta/abo PO +ve (N = 562) BB [MaujeHty 3 BigcyTHicTIo ALILIM Ta/a6o PO (N = 116)

Joszocmpokosa egpexmusHicmy y pazi mepanii 6azamopazosumu Kypcamu
Tepamis putykcumaboMm y KOMOiHaLi 3 METOTpEKCaTOM NPOTATOM JEKiIBKOX KypciB MPU3BOMIIA 10
CTiliKOro 3MeHIIEHHS KIIHIYHMX 03HAK i CHMITTOMIB peBMaToigHoro apTputy (PA), Ha o BKasyBaJd
Bigmosini 3a kpurepismu ACR, DAS28-ESR ta EULAR y Bcix JOCTi/KyBaHHMX MOMYJISLIAX MALIEHTIB
(pucynok 2). Crioctepiranocs cTifike okparaHHs QyHKLIOHAIBHOIO CTaTycy, Ak OyJIo MOoKa3aHo 3a
ignexkcom HAQ-DI, Ta 36inbl1eHHs YaCTKH NawieHTiB, ki gocarau MCID 3a ingexkcom HAQ-DI.

Pucynoxk 2. Binnosian 3a kputepismu ACR, 3a 1anamu 4 Kypci Tepanii (oninoBana yepes
24 THKHI miCasA KOKHOro Kypcey (AJ1si KOKHOIO HANi€HTa, y PAMKaXxX O/{HOr0 Bi3HTY)),

y NagicHTiB i3 HeHAIeXKHOIO BiTnoBinAi0 Ha iHriGiropn ®HII (n = 146)

nauieHTIiB

/.
%o

2-n
Kypc

3-n

Kypc Kypc

ACR20
RACR50
gACR70
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3minu 3 boxy pesynemamie KLiHIYHUX 1aD0DAMOPHUX aHANI316

V KIHIYHUX JOCIIDKEHHSX Mic/s Tepanii pUTyKCHMaOoM NMO3UTHBHUIM pe3ysbTar y Tecti Ha ADA
OyB oTpumaHuii 3aranoM y 392/3095 (12,7 %) nauieHTis i3 peBmatoinaum aptputom. [lossa ADA
He CyNpPOBO/KYBanacs MOripIIeHHAM KIiHIYHOTo nepediry 3aXBOPIOBaHHS a00 MiJBHIIEHHSIM PH3UKY
peakiii Ha nojanbi iHy3ii B OunbmocTi nanienTiB. HasHicte ADA moxke 6yTa aconiiioBana

3 rocuIeHHAM iHdy3iiiHuX abo anepriyHux peakuii micys apyroi iHdysii mogarsmmx Kypeis.

[imu
€BporeiicbKe areHTCTBO 3 JIIKapChbKUX 3aC00iB 3BUTBHIIIO 3aBHUKA Bijl 30008’ A3aHHs I0JaBaTH

pe3y/nbTaTH JOCIiKEHb i3 BUBUEHHS 3aCTOCYBaHHSA PUTYKCHMaOy y BCiX MIArpyNax NAIieHTIB JUTS-
4Oro BiKy 3 ayTOiMyHHUM apTpuToM. IHpopMallisg {010 3aCTOCYBaHHS B AiTeil HaBeaeHa B po3aini 4.2,

JloCBi KIIIHIYHOrO 3aCTOCYBaHHS 3 MPUBOLY rpaHydemaro3y 3 nouianriitoM (I'TIA) Ta
MIKpOCKONiyHoro noniauriiry (MITA)

Inoyxyis pemicii 8 dopocaux

V nocnimxenni 1 ITIA/MITA Bceoro 197 marieHTiB BikoM 15 pokiB i crapiiie 3 TSHKKHAM aKTHBHAM
I'TIA (75 %) Ta MIIA (24 %) 6ys11 BKITIOI€HI Ta IPOTIKOBaHI B PAHAOMI30BaIIOMY, OABIHIIOMY
cIinomy, 6araToleHTPOBOMY JOCII/DKeHHI 3 aKTHBHIM HPENapaToM MOPiBHSAHHS I i ATBEPHKEHHS
HE MEHIIOI e(heKTUBHOCTI JOCTIKYBAHOTO Mpenapary.

INamienTy 6yaM paHIOMi30BaHi B CIiBBiTHOIIEHH] 1 : 1 1% OTpHUMaHHS NEPOPAIEHOrO LUKIO-
docdaminy moams (2 mr/kr/noby) nporsarom 3—6 Micsuis abo purykcumady (375 MI‘/MZ) OJVH pa3 Ha
TIDKICHB IPOTArOM 4 TIKHIB. V¢l MALIEHTH B rpymi muKiiopochamizy oTpHMyBaIH M ATPUMYIOUY
TepaIliio a3aTiONPYHOM Hifl Yac Nepioy MOAANBIIONo crocTepexeHHs. [1aieHTH B 060X rpynax
OTPUMYBAaJIM METHIINIPEIHI30/10H y 1031 1000 Mr Ha no0y IMITY/IECHO BHYTpPilIHEOBEHHO (B/B) (a0
IHIIMH TTIOKOKOPTUKOI/ B €KBiBaJIEHTHIH 1031) MPOTAroM 1-3 NHIB i3 MOAAIBLINM 3aCTOCYBAHHAM
niepopakHOro npeaHizoHy (1 Mr/kr/mnoby, no3a He noBuHHa Oyna nepesuirysatd 80 Mr/noby).
IlocTymoBe 3HIKEHHS O3M NPEIHI30HY MajIo 3aBEPLIMTHCS Yepe3 6 MiCsLIB Mic/is MoYaTKy
3aCTOCYBaHHS JOCIIIIKYBaHOI Tepartii.

ITeperHHMM KpHTEpieM pe3ynbTaTy Oysio JOCATHEHHS ITOBHOI peMicii uepes 6 MicsiiB, ska
BU3Hayanacs sk 0 6aniB 3a BipMiHreMchbKUM iHAEKCOM aKTHBHOCTI BacKytiTy (Birmingham Vasculitis
Activity Score — BVAS) nna rpanynematosy Beresepa (BVAS/WG) i nmoBHe npunuiHeHHs Teparii
IIFOKOKOPTHUKOifamu. IlonepeiHpo Bu3HaUYeHe rpaHUYHE 3HAUSHHS Pi3HULI B €)eKTUBHOCTI MOPiBHIO-
BaHMX JIIKapCHKUX 3ac00iB U1 JOBEEHH HEe MEHIIOT €)eKTHBHOCTI JOCIIi/DKYBAHOTO Mpenapary
cranopuna 20 %. JlocimkeHHs IPOJIEMOHCTPYBAJIO He MEHIY e(eKTHBHICTD PUTYKCHMaOy
NOPiBHAHO 3 HUKI0(OCchaMiIOM MIOJ0 JOCATHEHHS NOBHOI peMicil uepes 6 micsauis (tabmuus 19).

JocnimxyBanuii nikapcbkuit 3aci6 OyB eeKTHBHUM SK Y NAL€HTIB 3 yrepile AiarHOCTOBAHHM
3aXBOPIOBAHHSAM, TaK i B MAL[i€HTIB i3 PELMAUBHUAM 3aXBOPIOBaHHAM (Tabiuus 20).

Tabmauns 19. BigcoTox nopocux nanieHTiB, y AKHX 0y/1a AOCArHYTa HOBHA peMmicia yepes
6 micaniB (BuOipKka Beix nanmieHTiB, AKAM NPH3HAYEHO JIKYBAHHA*)

Putykcumatd Iuknopocdamin Pisanus B edpexTuBHOCTI Tepanii
(n=99) (n=98) (putykcumab — nukIodochamin)
YacroTa 63,6 % 53,1 % 10,6 %
95,1 %5 1l
(= 3,2 %; 24,3 %)*

- JI — noBipuuii iHTEpBA.
- * YMOBHA IACTAHOBKA JAHMX 33 HARUIPILIMM CLEHADIEM.
* He MeHwa eeKTUBHICTS BBaXacs JOBEACHOK, OCKINBKHA HIDKHE rPaHHyHe 3HaueHHs (— 3,2 %) GyII0 BUIIMM, HDK MONEPEIHE0

BU3HAYCHE I'PAHMYHE SHAYCHH pisHuul B edexrusHocT (— 20 %).
6 95,1 % moBipuwuii inTepBan Bigo6paxae nopatkosi 0,001 amsda JuIs BpaxyBaHHs NPOMIKHOIO aHATI3Y ¢()eKTHBHOCTI.

Tabauug 20. Iosua pemicia yepes 6 micanis i3 po3GHBKOIO 3a CTAXisIMH 3aXBOPIOBaH At i ',’*\ts,
PuTchnmaﬁ Huknodochamin Pmm 69&’\“71[[)“ l‘ﬁ

Yci nanienT n=99 n=298 i

Ynepuie 1iarHoCTOBaHe n =48 n=48§
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PeunuBHE 3aXBOPIOBAHHSA n=>5l1 ] n=50 I

IloBHa pemicis

Yci magienTn 63,6 % 53,1 % 10,6 % (- 3,2; 24,3)
Ynepiue giarHocToBaHe 60,4 % 64,6 % —4,2 % (—23,6; 15,3)
PeuymauBHe 3aXBOPIOBaHHS 66,7 % 42,0 % 24,7 % (5,8; 43,6)

JUis1 Mali€eHTIB i3 BiACYTHIMH JaHUMH 3aCTOCOBY€ETHCS [ICTAHOBKA 32 HAMTipIIUM CLIEHAPIEM.

Ilosna pemicis uepes 12 ma 18 micayie

V rpyni purykcumaOy 48 % naiieHTiB JOCAIIM MOBHOT peMicii yepes 12 micsuis, a 39 % mnauicHris
JOCSIIIM TIOBHOI pemicii yepes 18 micsnis. Cepen malieHTiB, SKi OTpuMyBaIH HuKIOhOChHami

(3 MOAANTBIIMM 3aCTOCYBAHHAM a3aTiONPHUHY TS 3aKpiIUIeHHS OBHOT pemicit), 39 % naitieHTiB
JOCSATIIN MOBHOL pemicii yepes 12 micsuis, a 33 % naLieHTiB JOCATIN MOBHOT pemicii yepes 18 MiCsIIiB.
3a nepioz vacy 3 12-ro no 18-ii Micspe y rpymni putykcumaly croctepiranocs 8 peruinusiB NOpiBHAHO
3 YOTHpMa pelUANBaMH B IpyIi HUKIopochamiy.

JlabopamopHi ananizu

3araniom y 23/99 (23 %) nauieqris y JOC/I/OKeHHI IHIYKIIT peMicii, SKi OTpUMyBaH pUTYKCHMAO,
OyB OTpHMaHHUii MO3UTUBHMI pe3ynbTat TecTy Ha ADA B wacoBiit Touni yepe3 18 micsaris. ITix gac
CKPHMHIHTY B KOJHOTO 3 99 mamieHTiB, SkuM OyJ10 npu3HadeHo putykcuMab, ADA He crioctepiranocs.
OuesrnHOro TpeHy abo HeraTHBHOTO BILIMBY yTBOpeHHA ADA Ha Ge3neyHicTs i eeKTHBHICTD
npenapary B JOCTIKeHHI iHIYKLIT peMicii He cnocTepiranacs.

Liompumyroua mepanis 6 oopociux

3aranom 117 nanienris (88 3 rpa”ynemarozoM i3 nonianriitom [I'TIA], 24 3 MikpocKomiuHUM
noniadriitom [MITA] Ta 5 i3 o6mexxerum Hupkamu ANCA-acouifoBaHHM BaCKyJITOM) y cTail
pemicii 3axBoproBaHHs OyJIM paHIOMi30BaHi IS OTpUMaHHs azationpuny (59 nauienris) a6o
puTykcumaby (58 mailieHTiB) y MPOCTIEKTHBHOMY, 0araToleHTPOBOMY, KOHTPOJIBOBAHOMY,
BIZIKPUTOMY AOCTiKeHH1. [0 HoCHimKeHHs BKIIOYAJIU MallieHTiB BikoM Bix 21 10 75 pokis, ki Maju
BIIEpILIE JIarHOCTOBaHe a0 pelIUBHE 3aXBOPIOBAHHS Ha CTa il IMOBHOI peMicii miciis koMOiHoOBaHOT
Teparlii [NIFOKOKOPTUKOIaMH Ta iMITyJIbCHUM LukIopochamizoM. ¥V Ginbirocti nariedris 6ymmu
BusBineHi ANCA Ha MOMEHT AiarHoCTyBaHHS abo IiJT yac mepebiry 3aXBoproBaHHs; OyB riCTOIOrYHO
HiTBEPHKEHUH HEKPOTH3YIOUMI APiOHOCY IMHHUM BacKyIiT i3 KiniHiuHuM denoturiom I'TIA uu MITA
abo oomexenuit Hupkamu ANCA-acorifioBanuii BaCKyJIiT; a60 00MIBa Ii CTaHH.

PewmiciiiHo-iHayK1iliHa Tepartis BKIIOYaia IPeAHi30I0H B/B, MPU3HAYSHHIA HA PO3CY/T JOCIIIHHKA,
AKOMY B [I€AKHX IAIi€HTIB NepeyBaB iMITyIbCHIH METHIIPEIHIZ0MIO0H 1 iMITy TbcHUM 1uKIodochamin
JI0 TOCATHEHHs peMicii uepes 4—6 micsauie. Ha Toit MoMeHT i B Mexxax MakcumyM 1 Micsig micis
OCTaHHBOI IMITyJIECHOT 103U IHKI0dOochaMiny nanieHTiB 6yI0 paHIOMI30BaHO HA TPYIH IS
OTpUMaHHs pUTykcuMaOy (aBi B/B iHdy3ii o 500 Mr 3 iHTepBaIOM MiXK HHMH JiBa THXHI (1€Hb 1 Ta
meHb 15), a notim 500 Mr B/B koxkHi 6 MicsuiB npoTsrom 18 micsui) a6o asationpury (3acTOCOBY-
BAHOT'O MEPOPANILHO B 1031 2 Mr/Kr/noby nmpotsrom 12 MicsniB, micis goro B 1o3i 1,5 Mr/kr/noGy
HpoTAroM 6 MicsuiB i, HapemTi, 1 Mr/kr/no6y MpoTarom 4 Micsiie [Tepanito NPHIMHSIN IC/IsA LEOTO
nepiogy y 22 micauni]). Jlo3y npeaHizoHy HOCTYNOBO 3MEHIITYBaIH, a IIOTIM [iITPUMYBAJIA TEPAILIO
HHU3BKMMH J103aMH (MPUOTM3HO 5 MT Ha A00y) MpoTAroM nprHaiMHI 18 Micauis micis pangomizarii,
PileHHs npo MocTynose 3MeHIIEHH s JI03H TPeHI30Hy Ta PilleHHs PO NPUIMHEHHS Tepanii
npenHi3oHOM micis 18 MicsiB npuiMaB JOCIiIHHK.

3a BciMa nalieHTaMH NPOBOMIIM HOAaJIbLIe criocTepexerHs 10 micsis 28 (10 aGo 6 micsauis Biamo-
BilHO micys ocTaHHBOT iHQY3ii puTykcumaly abo OCcTaHHBOI 103M a3aTionpuHy). YciM naiieHram,

y AkuX KinbKicTe CD4+ T-nimdormTis craHoBmia MeHine 250 wiiTHH Ha KyOidHHi MiiMeTp, Oyna
HeoOXiHa NpodinaKkTHKa MTHEBMOLUCTHOI THEBMOHIT, BUKITUKaHOI Prneumocystis jirovecii.

OcnobpiMM KpHTepieM pe3ynbTaTy Oyiia 4acToTa 3HaYHHX PeLHUBIB uepes 28 Micauis.

Pezynomamu

Ha 28-my micsani 3Haunmi perpaus (BU3HaYaBes AK [IOBTOPHA MMOABA KIIHIYNHX Ta/aGo 1a6opaTopHIX

O3HaK akTMBHOCTI BacKymiTy ([iBnexc BVAS] > 0), o Mo)xe mpU3BECTH O OPraHHOi HEAOCTATHOCTI

4d ypakeHHa a60 Moxke OyTH HeOe3MeUHUM JUTs )KUTTS) BUHHKaB y 3 mauieHTis (5 %) y rpymi

putykcumaly ta B 17 mamienTis (29 %) y rpymi azationpuny (p = 0,0007). Hezsnauni peupnusu (axwmw
He 3arpOXyIOTh XKHTTIO Ta HE CYTPOBODKYIOTHCS cepioznum YPOKCHHAM oprasis) cnocrepiragsl (80 ey 2,
B CCMH IMAL[i€HTIB y Ipymi purTykcumaty (12 %) Ta BocsMu manicutis y rpymi azationpuny (14 é@z{» - P
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KpuBi KyMyJISTHBHOI YaCTOTH BUHUKHEHHS IIPOJEMOHCTPYBAJIH, L0 Yac [0 NEPIIOro 3HaYHOro
peauBy OyB OGiIBIINM Y NAIi€HTIB y IPYIi PUTYKCHMAaOy, MOYMHAIOYH 3 2-T0 MiCAL, i L TeHISHLIiA
36epiranacs 1o 28-ro Micais (pUCyHOK 3).

Pucynok 3. KymyasiTHBHA 4acTOTa BHHHKHEHHS NIePIIOro 3HA9HOI0 PeNHAHBY 3 4acOM

100
BincoTok 180
naujieHTie
i3
nepLumMm
3HAYHMM
peuy-
[ZIMBOM
40
-
o =1
wll
lf
20 = s s
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Putykcumab ;- 1
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|J'eH3yp—0.Eail Yt
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TpuBanicTs BIDKEBAHOCTI (Mic.)

KinpkicTh 0cif 3i 3HaYHMM PELUIUBOM

Asarionpu. | 0 0 3 3 5 5 8 8 9 9 9 10 13 15 17
Putykcumab | 0 0 0 0 1 1 1 1 1 1 1 1 3 3

w

KinpKicTh Y9aCHHKIB y IPYIIi PU3HKY

Asartionpus 59 56 52 50 47 47 44, | 44 42 41 40 39 36 34

0
Purykcumab | 58 56 56 56 35 54 54 54 54 54 54 54 52 50 0

IMpumitka. [Tanienty Gy HeH3ypOBaHi, SIKIIO CTAHOM Ha 4acoBY TOYKY 28 MiCHIL{B y HUX HE CIIOCTEPIraiocs K0JHHX TOIi.

Jlabopamopmi ananizu

3aranoMm y 6/34 (18 %) nariieHTiB, SKi OTPUMYBAaIH PUTYKCUMA0 Y paMKaX KIIHIYHOTO JAOCTIIKEHHS
niaTpuMyrouoi Teparii, yrBoproBanucs ADA. O4yeBuaHOro TpeHxy abo HEraTHBHOTO BILTHBY
yrBOpeHHs ADA Ha 6e3neqHicTb i epeKTHBHICT NpeliapaTy B JOCTIIKEHHI i ATPUMYIOUO]i Tepariii He
crocTepiranocs.

imu

I'panynemamo3s iz noaianziimom (I'TIA) i mixpockoniunuii nonianziim (MIIA)

JocnimxenHs WA25615 (PePRS) Gyno 6araToleHTpOBUM BiIKPHTHM HEKOHTPOJIbOBAHUM
JOCIII[DKEHHAM 3 OZIHIi€I0 IPYIIOI0 3a y4acTi 25 miteH (Bin> 2 1o < 18 pokiB) 3 TSKKOIO HOPMOIO
aktuBHOro I'TIA a6o MITA. MeniaHHuMiA Bik NaLli€EHTIB y JOCIIKEHH] CTaHOBUB 14 pokiB (miana3sox:
617 pokiB). binemicts nauienTis (20 i3 25 [80 %]) Gynu sxiHOYO1 cTaTi. 3arajoM Ha OYaTKOBOMY
piBHi y 19 naunienris (76 %) 6yB I'TIA i B 6 mauienTis (24 %) 6ys MITA. YV 18 nauienTis (72 %) Ha
MOMEHT BKJIIOYEHHA B JOCTIKeHHA Oy/10 Briepiue JiarHocToBaHe 3axroproRanHs (13 narieHTin 3
I'TIA Ta 5 mauienris 3 MITA), i B 7 nauieHtis 6yJio permiusHe 3axsoprosants (6 nauientis 3 I'TIA Ta
1 mauient 3 MITA).

Jlnzadin ocnijpKeHHs RKITFOYAR MOYATKORMA 6-MiCSYHUMIA eTan iHAyKuUil peMicii Ta moganpuie
CIIOCTEPEEHHs TPUBAITICTIO He MeHIIe 18 Mics1iB, 3arajioM moHaibinbme 10 54 micsuis (4,5 poksEF,
[MamienTn Manu OTpUMAaTH MiHIMyM 3 Z0O3H METHINPEAHI30I0HY B/B (30 Mr/kr/moly, ane He Gi%\gy

1 r/mo6y) mo nepuoi B/B iHy3ii puTykcuMady. 3a HATBHOCTI KITIHIYHMX MOKa3aHb MOTIIH Oy
3aCTOCOBAHI JI0IaTKOBI J06OBi 1031 (MaKCHMYM TPH) METHINpPe/Ii3onolry B/p. CxeMa irmy (i}
peMmicii BKIroYaia YOTUPH LIOTHKHEB B/B iH(Y3il pUuTyKcHMMaby OIMH pas Ha THXIEHb Y 081"
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375 mr/mM? IITIT y nwi 1, 8, 15 122 pocimkerHs B KOMOIHALIT 3 IPeaHI300HOM ab0 NpeaHi30HOM
nepopaibHO B 1031 1 Mr/kr/noby (Makcumym 60 Mr/g00y) 3 MOCTYIIOBHM 3MEHIICHHIM 031 J10
minimym 0,2 Mr/kr/no0y (MaxcumyM 10 Mr/nofy) no micsns 6. Ilicns eramy inmykuii pemicii namienTa
MOTJIA Ha PO3CYJ AOCJIiTHUKA OTPUMYBATH MOAabII iH(Y3il puTYyKCHMaby MpOTIroM Micsis 6 aGo
Mi3HILIe 3 METOIO I ATPUMaHHS PEeMICii 3a IHAEKCOM aKTHBHOCTI BacKyiTy B aiteit (Paediatric
Vasculitis Activity Score — PVAS) i KOHTpOJIIO aKTHBHOCTI 3aXBOPIOBaHHS (BKJIFOYHO 3
NpOrpecyBaHHsAM abo0 3arocTpeHHAM) ab0 3 METOIO TOCATHEHHSI IePIIoi peMicii.

Yci 25 nanieHTiB OTpHMaH BCi YOTHPH LIOTIKHEB] B/B iHOY31T NPOTIroM 6-MiCSMHOTO eTalty iHIyKIii
pewmicii. 3arasom 24 3 25 mauieHTIB 3aBEPLIIAIM NEPi0J] MOJAIBIIOTO CIOCTEPEIKEHHS TPHBAIICTIO
moHaiMeHIe 18 MicsiB.

Llini 1iporo JoCTiKeHHS BKIFOYAIH OLIHKY Oe3MeTHOCTi, mapamMeTpiB hapMaKoKiHETUKY Ta
e(eKTUBHOCTI puTyKkcuMaly mmin yac 3actocyBaHss B niteit 3 [TIA Ta MIIA (BikoM Bix > 2 1o

< 18 poxi). Llii gocmipkeHHs moxo eGeKTUBHOCTI Oy i MOLUIyKOBHUMM, 1 B LILIOMY iX OLiHIOBANM 34
JOTIOMOTOFO iHAEKCY aKTHBHOCTI BacKyiTy B aiteit (PVAS) (TaGmus 21).

Kymynamuena ooza anioxokopmukoioie (6/6 ma nepopanvro) 0o micays 6

JBanuare yotupH 3 25 nanienTis (96 %) y mocnimxenni WA25615 nocsiria mocTynoBoro 3MeHIIeHHS
JI03M NEPOPAIbHAX TIIFOKOKOPTUKOiiB 10 0,2 Mr/kr/noby (abo He Oinbiue Hix 10 Mr/moby, 3amexHO
BiJI TOTO, L0 MEHNIE) A0 Micsns 6 Mmif 4ac nepeadaueHoro MpOTOKOJIOM 3MEHIIEHHS TO3H
nepopagbHUX CTEPOIiB.

Crnocrepiranocst 3MEHIIEHHS MeliaHH 3arajbHO1 JI03H IIePOPATEHUX TIIFOKOKOPTHKOIIIB 3 THXHS 1
(Meniana — 45 Mr B eKBIBaJICHTI NIPEJHI30HY [MIKKBapTHIEHHEH po3Max: 35-60]) no micsis 6
(mMeniana — 7,5 Mr [MbKKBapTHIBHUH po3Mmax: 4-10]), ske B nmojanbimoMy 36epiranocs B micsmi 12
(Menmiana — 5 Mr [MibKKBapTHIBHUH po3max: 2—10]) i B micsani 18 (Meniana — 5 Mr [MbKKBapTHIBHMIA
posmax: 1-5]).

Ilooanvwe nixkysanns

IIpoTAroM 3araibHOro Nepiofy AOCHTiKEHHS MAllieHTH OTpUMaId Bix 4 1o 28 indys3iit purykcumaby
(mo 4,5 pokis [53,8 micanis]). [TanienTn otpumMyBanu 1o 4 iHdys3iit purykcumaby B 103i 375 Mr/m2
TIpUOJIM3HO KOYXHi 6 MicsANiB Ha po3cya Aocmianuka. 3aranom 17 i3 20 nauienris (68 %) oTpuamainu
JOIaTKOBE JIiKYBaHHSA PUTYKCHMaOOM MPOTAroM Micsis 6 aGo mi3Hilue 10 3araibHOro 3aBepIIeHHs
nocmimpkenHs; 14 i3 nux 17 narieHTiB OTpUMay JOAaTKOBE JIIKyBaHHS PHTYKCUMAaOOM B IIepiofl Bil
Micsus 6 mo micsus 18.

Tabnuua 21.  Mocaixxenns WA25615 (PePRS): pewmicis 3a ingexcom PVAS uepes 1, 2, 4, 6, 12
i 18 micanis

Biznt y KinpkicTe nanienTir, sxi BiAnoBiam na 95 % AI*
AoC/iKeHH] Tepamnilo Ta AOCATIH peMicii 3a ingexkcom

PVAS* (guacrora Bianoaiai [ %])

n=25
Micsns 1 0 0,0 %, 13,7 %
Micsp 2 1 (4,0 %) 0,1 %, 20,4 %
Micsup 4 5 (20,0 %) 6,8 %, 40,7 %
Micsup 6 13 (52,0 %) 31,3 %, 72,2 %
Micsie 12 [ 18(72,0 %) | 50,6%,87.9%
Micsup 18 18 (72,0 %) 50,6 %, 87,9 %

* Oujnka 0 32 PVAS i nocsrHyTo 3MEHIICHHS 03U FIOKOKOPTHKOINIB 10 0,2 Mr/kr/n06y (a0 10 Mr/no6y,
3aJIHKHO BiJ TOTO, 1110 MEHIIIE) Ha MOMEHT OILIiHKH.
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2 Pe3ynsTaTd OLIHKM €(EKTHBHOCTI € IOIIYKOBHUMH, i IS NMX KiHIEBHX TOYOK (OpManbHE CTaTHCTHYHE
TECTYBaHHS HE BUKOHYBaJOCS.

Tepanis purykcumabom (4 indysii B 103i 375 Mr/M?) 10 6-ro micsus Gyna OJHAKOBOK IS BCIX MNAUi€HTIB.
[Tonanslie JiKYBaHHA MiCIst 6-r0 Mics1ls MPOBOJMIIOCS HA PO3CYA JOCHiIHUKA.

Jlabopamopwui ananisu

3arayiom y 4 3 25 nanienTis (16 %) yreoprincs ADA npoTarom 3arajabHOro nepiofy JOCIiIKEHHS.
O6MesxeHi qaHi CBiquaTh Mpo BiACYTHICTH TPEHIIB MO0 MOOIYHUX peaKiii, 3apeecTpOBaHUX Y
nauieHTis 3 ADA.

OueBugHOro TpeHIy a0 HeraTUBHOTO BIUTHBY yTBOpeHHS ADA Ha 6e3neunicTs a00 eeKTUBHICTH
npernapary B KJIHIYHHX JOCITIDKEHHAX 3a yuacTi Aited 3 ITIA ta MITA He cnocTepiranocs.

€pporneiicbKe arenTCTBO 3 JIIKapCLKHX 3ac00iB 3BUTLHIUIO 3asBHHKA Bijl 3000B’A3aHHS MOlaBaTH
pe3yJIbTaTh JOCIIDKEHb 13 BUBYEHHS 3aCTOCYBaHHS PUTYKCHMAOy B MOIMYJIALIT NAL[IEHTIB JUTSYOTO
BiKy < 2 pokiB 3 TshKKOO dopmoro akTusHOro I'TIA a6o MITA. Indopmariro moao 3acToCyBaHHS B
IiTeH HaBeIEeHO B po3aiii 4.2.

JIOoCBiA KJIIHIYHOI'O 3aCTOCYBAHHS B pa3i IMyXHUPYATKH 3BHYAHHOT

Tocmimkenns 1 I13 (nocmimxenas ML.22196)

V 1poMy paHIOMi30BaHOMY, BiIKPUTOMY, KOHTPOJIHOBAHOMY, 0araToIeHTPOBOMY JOCTILKEHHI
OLIiHIOBaAJIM €(DEKTHBHICTE i 6e3meyHicTs puTyKCHMady B KOMOiHAIIi{ 3 KOPOTKOYAaCHOIO HH3bKO-
JI030BOKO TEPAITIEI0 TIIFOKOKOPTHKOIAaMH (TIPeIHI30HOM) Y MAIEHTIB 3 yIeplue JiarHOCTOBaHOKO
MyXHpYaTKoio (74 3 myxupuaTkoro 38uyaiHoro, [I13] ta 16 3 myxupuartkoro excdoniatusHoro, [I1E])
MIOMIPHOI'O Ta TSHKKOTO CTyneHs TsokkocTi. [TauienTy Oynu Bikom Big 19 no 79 pokiB i paHile He
OTPHMYBAJIM TEparii 3 MPUBOLY IMyxXupyaTky. Y nmomyssinii oci6 i3 I13 y 5 (13 %) narienTis y rpymi
putykcumaly Ta B 3 (8 %) mamieHTiB y Ipymi CTaHIAPTHOI Tepartii MpeaHi30HOM 0yII0 3aXBOPIOBaHHS
MOMIpPHOTO CTyTeHs TsLKKOCTI, a B 33 (87 %) mauieHTis y rpymi purykcumady ta B 33 (92 %)
MALI€HTIB Y TPYIi CTaHAAPTHOI JO3HU NMPEIHI30HY OyJI0 TSHKKE 3aXBOPIOBAHHS BiIOBITHO 10 KPUTEPIiB
CTYIEHIB TsHKKOCTI 3aXBOPIOBaHHs, BU3HaueHUX XapmaHoM (Harman).

IMauientu Oyu cTpaTUdiKOBaHi 32 CTYNIEHEM TSDKKOCTI 3aXBOPIOBaHHS (MOMipHMi ab0 TSHKKHMIA) Ta
paHioMi30BaHi B criBBigHOMIEHHI 1 : 1 u1d oTpuMaHHs puTyKcHMaly Ta HU3BKOT 03H NPEAHIZ0HY
abo0 craHnapTHOT H03M npeaHi3oHy. [laieHTH, paHIOMi30BaHi 10 TPYIH PUTYKCUMAaOy, OTPUMYBAIU
[I0YaTKOBY BHYTpIlIHEOBeHHY iH}Y3it0 1000 Mr putykcrmaly B JeHb | JOCHIKEHHS B IIOEJHAHHI

3 103010 0,5 Mr/kr/moby nepopanbHOro NpeaHi30Hy, Ky 3MEHITYBaJIH MIPOTATOM 3 MiCAI[B — SKIIO

B HUX OyJI0 3aXBOPIOBaHHS MOMIPHOr0 CTyNeHs abo B MOEJHaHHI 3 103010 1 Mr/kr/no0y nepopanbHOro
NpeIHI30HY, Ky 3MEHIIyBATH MPOTAToM 6 MICSLIB — SKIIO B HUX OyJIO 3aXBOPIOBAHHS TSIKKOTO
CTyIEHs, a APYry BHYTpIlIHbOBEHHY iH(]y3ito putykcumaby 1000 Mr BUKOHYBaau B JeHb 15
nocimkenHs. [Tintpumyroudi iH}y3ii putykcumaby 500 mr 3actocoByBanu yepe3 12 ta 18 micsuis.
[ManieHTH, paHAOMi30BaHi 10 TPYIH CTaHAAPTHOI AO3H NPEIHI30HY, OTPUMYBAJIH IIOYaTKOBY 03y

1 Mr/xr/mo6y nepopanbHOro MpeAHI30HY, IKY 3MEHILIYBaJIU IIPOTAroM 12 MicsLiB, SKIIO B HUX 0yJI0
3aXBOPIOBaHHS MIOMiPHOT'0 CTyIeHs, a00 MoyaTkoBy 103y 1,5 Mr/kr/moby nepopajibHOro MpeaHi30Hy,
Ky 3MEHILYBaIH MPOTAroM 18 MicsiB, K0 B HUX Oyi0 3aXBOPIOBaHHS TSDKKOro cTyneHs. [lauientu
B rpyMi pUuTYKCUMaly, y SKUX BUHUKAB PELMIUB, MOIJIM OTPUMATH AoAaTKoBy iHdy3ito 1000 mr
putykcumaly B KoMOiHalil 3 MpeHI30HOM Yy paHillle 3aCTOCOBYBaHii abo 30inpueHii no3i. [Hdys3ii
JUISL ITATPUMYOYO] Tepalrtii Ta JIiKyBaHHS peLUAMBY BUKOHYBAJIHM HE paHillle HiXK yepe3 16 TIkHIB
Tic/Ig nonepeanboi iHdy3ii.

[TepBHHHOIO METOIO AOCTIKEHHs Oya MoBHa pemicis (MOBHA eriTemianizaris Ta RiJICy THICThE HORHX
14/460 BCTAHOBJIEHUX BOrHMLUL ypakeHs) Ha 24-My Micsii Ge3 3acTocyaliiist Tepanil npeiizonom
NPOTATOM JBOX MicsIliB 1 Hinkine (moBHA peMicis 6e3 Teparmii [[IP6e3T] > 2 micsuis).

Pesynemamu oocniosxcenns 1 113

JlocmimKeHHS TPOAEMOHCTPYBAIO CTATUCTHYHO 3HAYYILI pe3yJIBTaTH MepeBard KoMOiHaIi1
pPUTYKCHMAa0y Ta HH3BKO1 TO3H MPENHIZ0HY NMOPIBHAHO 31 CTAHAAPTHOIO A030I0 MPeAHi30ILy 110
nocsaraenss [TP6e3T > 2 micsauis uepes 24 micsaui B mauienTis i3 I13 (qus. Tabnuigo 22).
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Ta6muns 22. Bixcorox mamienTis i3 I3, siki gocsiriin noBHoI pemicii 6e3 Tepamnii
KOPTHKOCTEPOiIaMH IPOTSTOM JBOX MicAliB i Oiibune yepes 24 micsani
(nmonyJjsnis Beix nanienTis i3 311, sIkHM NpH3HAYEHO JIKYBaHHSN)

Patyxkcnmad + | Ilpexnizom | 3mayenns p? 95 % JI°
Ipeanizon N=36
N=38
KiTbKicTh MalieHTiB i3 34 (89,5 %) 10 (27,8 %) <0,0001 61,7 % (38,4; 76,5)

Biamosiamio (yactora
Bigmosizi [%])

3 p-3HAUEHHS OTPUMAHO HA OCHOBI TOYHOTO KpuTepito Dimepa 3 KOPEKIIEIO I/l YaC BU3HAYECHHS

p-3HAYECHHS.
® 95 % nosipuuii inTepBan OyB CKOPUroBaHHi 3a iHTepsaaoM Herokomoba.

KinbkicTh nauieHTiB y rpymi putykcumaOly IUTIOC HU3BKi I03H NPEIHI30HY, SKUM BaI0Cs IPUNMHATH
3aCTOCYBaHHS PEIHI30HY 260 3MEHIIHUTH HOro 03y 10 MiHiManbHOI (10 Mr a0 MeHIIIe IPeHi30Hy
Ha 1106Y) MOPIBHAHO 3 TAKOIO KUIBKICTIO MALEHTIB y IPYIi CTAHIAPTHHX 103 OPEAIIi30Hy, JOCATIYTOIO
B MeXax 24-MicsSYHOro nepiofy Tepariii, Bkasye Ha crepoino3depirarounii edpext purykcumady

(pucyHok 4).

Pucynok 4.  KinbkicTs nanieHTiB, siki 3 4acoM NPHIOHHSUIE NPHAMATH KOPTHKOCTEPOinH 200
npuiiManm Jame MiniManabai o34 (< 10 mr/noby)
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Anocmepiopni pempocnekmugni 1a60pamopHi aHanisu

3aranom y 19/34 (56 %) nauientis i3 I13, siki oTpuMyBanu putykcuma0, Ha 18-my micami
nocixenns O6ynu Buseieni ADA. Kiiniuna sHaqymicts yrBopennast ADA y nauienris i3 I13,
SIKi OTPUMYBAJTH PUTYKCUMab, HeBioMa.

Hocnimxenns 2 I13 (mocnimxerns WA29330)

V panmoMizoBaHOMy MOJBIHHOMY CITIIIOMY 6araToneHTPOBOMY JIOCIIKEHHI 3 aKTHBHUM IIPENapaToM

NIOPIBHAHHSA Ta MOABIMHOO IMITALIErO OLIHIOBAIH €EeKTUBHICTE i 6e3MeunicTs puTyKCuMaly

nopiBHiHO 3 MikoQenonary moderunom (MMF) y tauientis i3 I13 i 0OMIpHOIO A0 THAKOLIO

CTymend, SKi OTpuMyRany nepopankao 60-120 Mr/no6y npenHizoHy abo Horo exeibanenTy (1,0

1,5 Mr/xr/no0y) Ha MOMEHT BKJIFOYEHHS B JOCII/DKSHHS 3 IOCTYIIOBUM 3MEHIIEHHAM 031 10 60 abo T

80 Mr/no6y 7o 1A 1. Y I'IaIIICHTlB OyB Hl)ITBeplDKeHHH marHos 13, nocTaryieHUid MPOTATrOM o5 \:\/B_T f\/"
AR 7




CTO TPUILLITE I’ Th NAL€HTIB PaHIOMI3yBalH IS OTpUMaHHs ab0 puTykcuMaby B 1o3i 1000 Mr y
nenb 1, nenb 15, Ha TkHI 24 Ta THKkHI 26, 860 MMF nepopalibHo B 1031 2 /100y MpoTarom

52 TrxHIB y KoMOiHaLil 3 MpeIHI30HOM IepopanbHO B 1031 60 a60 80 Mr 3 METOO TOCTYIIOBOTO
3MEHIIIeHHs TO3H npenHizony 10 0 Mr/moly mo TwkHs 24.

ITepBHHHOIO KiHLIEBOIO TOYKOIO OIIHKH €(EeKTHBHOCTI B LIbOMY JOCII/DKEHHI OYII0 IOpiBHAHHS
edexTuBHOCTI puTykcuMaby Ta MMF Ha TwkHi 52 I[ORO0 NOCSATHEHHS CTiliKOi MOBHOT peMicii, sika
BU3HAYajacs K JOCSITHEHHS 3arO€HHS ypajkeHb 1 BiZICyTHICTh HOBUX aKTHBHHX Ypa)keHb (TOOTO
ouinka aktuBHOCTI 0 3a inaexcom PDAI) Ha ¢oHi 3acTocyBanns 0 mr/no0y mpemHi3oHy abo
eKBIBJICHTY, a TaKOX 30€pe>KkeHH L€l BiNIOBIl IPOTAroM IMOHaiMeHIIe 16 THXHIB MOCIILTE
MPOTATOM 52-TH)KHEBOTO Hepiofy Tepariii.

Pezynvmamu oocnioscenna 2 113

JlociipKkeHHs NpOAEeMOHCTPYBAJIO IlepeBary puTykcuMady mopiHsiHO 3 MMF y koMGiHartii 3 kypcoM
NepOpaIbHAX KOPTUKOCTEPOIMiB i3 MOCTYIIOBUM 3MEHIIEHHSM JIO3H 100 JOCATHEHHS B MALIEHTIB 13
I13 noBHoi pemicii 6e3 Teparii KOPTUKOCTEPOIJaAMH TPUBATICTIO > 16 TIDKHIB Ycpes 52 TrDKHI
(tabnuug 23). Y 6utsinocTi nanieHTiB y nomynsanii mITT Gyno Boepie qiarHOCTOBaHE 3aXBOPIOBAHHS
(74 %), 1 B 26 % mnaitienTiB OyJI0 JaBHE 3aXBOPIOBAHHS (TPHBAIICTH 3aXBOPIOBAHHSA > 6 MicALIiB, i
MALliEHTH OTPHMYBATH TOMEPEIHIO Tepartito 3 mpusoy I13).

Ta6anns 23. Bigcorok nanienTis i3 II3, sxi qocsirim crifikol noBHoi pemicii 6e3 Tepamii
KOPTHKOCTepoinamu nporsrom 16 Tioxnis i 6labme gepes 52 Tmokni (MogudikoBana
nonyJsnis namienTiB i3 311, sxuM npu3HAYEHO JIKYBaHHA)

Purykcumab | MMF Piznaun (95 % ) p-

(N=62) (N=163) 3HAYEeHHS
KinpKicTh maiieHTiB i3 25(40,3%) | 6(9,5%) | 30,80 % (14,70 %; < 0,0001
BiMOBiIIO (YacToTa 45,15 %)

Bigmoeimi [%])

[Mauienty 3 ynepme | 19 (39,6 %) | 4 (9,1 %)
IiarHOCTOBaHMM
3aXBOPIOBAHHAM

IMamienTy 3 naBHiM | 6 (42,9 %) 2 (10,5 %)
3aXBOPIOBAHHAM ‘

MMF — wmiko¢enonary modermn. /I — moBipumii iHTepBa.

ITarieHTH 3 ynepiue AiarHOCTOBaHUM 3aXBOPIOBAHHAM — MALEHTH, Y SKUX TPUBATICTEH
3aXBOPIOBAaHHS CTAHOBUTE < 6 MicALiB abo sKi paHille He OTPHUMYBAIIH JiKyBaHHs 3 MPHBOIY I13.
[ManieHTH 3 JaBHIM 3aXBOPIOBaHHIM — MAI[I€HTH, Y SKUX TPUBATICTh 3aXBOPIOBAHHSA CTAHOBUTH
> 6 MicsIiB i AKi paHillle OTPUMYBAJIH JIIKyBaHHS 3 ipusoay I13.

Jna p-3HadeHHs 3acTocoByBany Kputepiii Koxpana — Mantens — I'enzens.

Amani3 ycix BTOpUHHHX NIapaMeTpiB (BKIFOYHO 3 KyMYJISTHBHOIO JO30I0 EPOpabHUX
KOPTHKOCTEPOi/iB, 3araIbHOIO KUTBKICTIO 3arOCTPeHb 3aXBOPIOBAHHS Ta 3MIHOIO ITOB’13aHOT 31
37I0pOB’AM AKOCTi XKUTTSI, Ky BUMIPIOBAJIH 3a JOIOMOT'OIO IEPMATONION 9HOTO iHIEKCY AKOCTI JKUTTS
(Dermatology Life Quality Index)) miaTBepauB CTaTARCTHYHO 3HAYYTII PE3YJTRTATH 3aCTOCYBAHHS
puryxcumaby nopisasso 3 MMF. TectyBanus BTOPUHHUX KIHUEBUX TOYOK BUKOHYBAIIH 3 KOHTPOJIEM
MHOXXHMHHHX IIOPIBHSIHB,

3acmocysanus 2noKOKOpmMUKoioie

V mauieHTiB, AKi OTPUMYBaJIM PUTYKCHMA0, KyMyJIITHBHA 1032 NEPOPATBEHUX KOPTUKOCTEPOiiB Oyia
3HAYHO HKIK4O10. Meianua (MiliMyM, MAKCHMYM) KyMYyJISITHBIIA /1033 NIPeIIIi3oly Ha 52-My TIDKHI B
rpymi putykcnmaty cranoruma 2775 mr (450, 22 180) mopiBasHO 3 n03010 4005 Mr (900, 19 920) v
rpyni MMF (p = 0,0005).
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3azocmpenHs 3ax60PI06AHHS |

V naui€eHTiB, SKi OTpUMYBIH PUTYKCHMAa0, 3araibHa KilIbKiCTh 3aroCTpEeHb 3aXBOPIOBaHHs Oya
3HAYHO HIDKYOIO IOPIiBHAHO 3 MaLieHTamu, siki otpuMysani MMF (6 nopisusHo 3 44, p < 0,0001), i
KUTBKICTB NAIEHTIB, y SKUX BiAOyJI0Cs MOHAMMEHIIE OJJHE 3ar0CTPEeHHs, Takox Oyia Hiwk4oro (8,1 %
nopiBHsHO 3 41,3 %).

JlabopamopHi ananisu

Jlo 52-ro TrkHs 3aranom mis 20 i3 63 (31,7 %) nanientis i3 T13, sxi oTpumyBanu putykenmab, Oys
OTpMMaHHif O3UTHEHHH pe3y bTaT TecTy Ha ADA (y 19 3 HUX yTBOpeHH: aHTUTiI OYJI0 iHAyKOBaHe
Tepariero, y 1 — nocuiere Tepariero). OUeBHIHOTO HEraTUBHOIO BIMUBY yTBopeHHs ADA Ha
Ge3neyHicTh i eeKTHBHICTH Ipenapary B fociimkenHi 2 I13 He cnoctepiranocs.

5.2 ®apmakoKiHeTHKA
HexomxkiHcbka JiMdoMa B JOPOCIUX

3rigHO 3 pe3y/IbTaTaMK MOMyJILiiHOro hapMakokiHeTHYHOro aHanisy y 298 nauientis i3 HXJL,

SIKi OTPHMYBAITH OHY 1M AeKinbka iHdy3ii puTykcuMaly sk MOHOTepanii a60 B KoMOiHaLii

3 ximimeganielo 3a cxemoro CHOP (3acTocoByBaHi 1o3u putykcumaly craHoBwm i 100 mo

500 Mr/m?), THIOBi TIOMYALINHI 3HaYeHHs Hecnienudiunoro kipency (CL1), cneludiynoro kiipeHcy
(CLy), Ha sixe HMOBipHO, BIIMBANA KilbKictb B-riitd aGo Iy XJIMHHE HABAHTAKEHHS, Ta 00’ €My
PO3MOIiTY B LieHTpansHOMy KommaprMenTti (V1) cradoswmu 0,14 1/106y, 0,59 /100y Ta 2,7 1
BimnoBigHo. OLiHAMI Me/IiaHHU KiHIIEBUH MEPio/ HATIBBUBEACHHS PUTYKCHMAa0y CTaHOBHB 22 JTHi
(miamaso Bin 6,1 10 52 nuis). Buxinuwuii pisers CD19-m03UTHBHUX KITITHH Ta pO3MIp BUMipIOBaHHX
IMyXJIMHHMX YpaXkeHb CTIpHSB Aeskii MirmBocti CLy putykcumaby, 3a januMu it 161 nauienra, ski
OTpUMYBaIH pUTyKcuMa6 y 103i 375 Mr/mM? y BUIIISI BHYTPiIIHEOBEHHOT iHY3il, 3aranom 4 no3u

3 iHTepBaIaMH B OJIMH TIK/IEHb. Y NALi€HTIB i3 GBI BUCOKOIO KinbKicTio CD19-m03uTHBHIX KIIITHH
a60 3 MyXJIMHHAMH yPOXKEHHAMH criocTepiramycs 6itbim ucoki 3nadeHHs CL,. OnHak HaBiTh mics
TTONPaBKH Ha KibKicTs CD19-T03MTHBHUX KIITHH Ta PO3MIp IyXJIMHHHMX yPaXeHb MiKIiHUBITyaibHa
MinnuBicTs 3HaueHs CL, 3amummanacs JOCHTh BUCOKOKO. 3Ha4YeHHS V| BapiloBAIH B 3a/I€KHOCTI Bi[J
wroni moBepxHi tina (II1T) ta 3actocysaunns ximiotepanii CHOP. Lls minnuBicTs 3Ha4eHb V)

(27,1 % Ta 19,0 %), mo 6ysa 3yMOBJIeHa Ti€r0 9H iHIIOO MipOIO IMMPOKKMM AianazoHom 3nayens ITTIT
(Bix 1,53 10 2,32 M?) Ta 0iHOYACHHUM 3acTOCyBaHHAM XimioTepanii CHOP sinnosinuo, Gyna
TIOPiBHAHO HU3BKOIO. BiKk, cTaTh Ta QyHKIiOHANEHUIA cTaTyC 3a KpuTepismu BOO3 He BIutiBaim

Ha hapMaKoKiHeTHKy puTykcumaly. Llei ananis nae 3MOry NPHITYCTUTH, IO KOPUTYBAHHS JO3H
puTyKcHMaly 3 ypaxyBaHHAM OyIb-AKO1 3 IOC/Ti/UKEHHX 3MiHHUX, IMOBIPHO, HE 1aCTh 3MOT'Y CYTTEBO
BPIBHOB&XMTH HOT0O (hapMaKOKiHETUYHY MiHJIUBICTb.

V pasi 3acTocyBaHHs puTyKcuMaOy y BUIVIAI BHY TPIlIHBOBEHHOT iHQY3ii B 103i 375 MI/M? 3 TYKHE-
BHMH iHTepBaIaMu, 3araiom 4 nosu, y 203 nauienris i3 HXJI, sii panilne He oTpuMyBau putykcumad,
cepe/tHe 3HaueHHs Cmax TiCHIS YeTBEPTO] iHbY3ii cTaHOBHMIO 486 MKI/MA (ianasoH 77,5-996,6 Mxr/mi).
Putykcumal BUSIBISUIA B CHPOBATL KPOBi B NALIEHTIB Yepe3 3—6 MiCAILIB MiCJs OCTAHHBOTO
3aCTOCYBaHHs Mpemnapary.

ITicas 3acTOCyBaHHS PUTYKCMMaly B 103i 375 Mr/mM*y BUIJISA] BHYTPIlIHBOBEHHOI iHY3ii 3 THoKHE-
BHMH inTeppasami, 3araaom 8 103, y 37 mawienTir iz HXJI cepesine 3Ha9eHHA Cmox 301MBLIYBATIOCH

3 KOKHOIO ITOJANBIIONO iH(Y3i€r0, Bapiroro4H BiJ cepeHpOro 3HaueHHs 243 Mkr/mi (Aianason 16—
582 MKr/mu1) Ticys mepioi iHgy3ii 1o 550 Mxr/mi (miamason: 171-1177 mxr/mu) micns BoceMoi iHdys3ii.

dapmakoKiHeTHUHM# NPpodinb puTyKcHMaOy B pasi 3aCTOCYBaHHs y BUIISAL 6 indy3ii mo 375 mr/ M2
y koMbiHarii i3 6 mukiamu ximiorepanii CHOP 6y ananoriuaum 10 npodimo, 1o cnoctepirapes
JUIS pUTYKCHMaOy SIK MOHOTeparlii.

JNBKJI/JIB/TJB/BITI v nitei

V kiiniunomy pociimpkeni, y skomy susdamu JIBKIVJIB/TJIG/GIUT y niteit, hapMakoKiHeTHKY
JIOCTi/MM B TarpyTi 3 35 nauienHTis BikoM Bix 3 pokis i crapure. ®apMakokiHeTuka Oyna
TIOPIBHAHHOK Y BOX BikoBUX rpynax (Big = 3 g0 < 12 pokin Ta sin == 12 po < 18 pokis). ITicis asox
B/B iHdy3iit puTykcHMaby B 1031 375 Mr/M* B KOKHOMY 3 ABOX LHMKJIIB iHTYKILiHHOT Teparii (1pkmi 1 Ta
2) 3 IIOZAIBIIAM BBEICHHAM OfHiei B/B iHby3ii purykcumaly B 1031 375 Mr/M? B KOXKHOMY 3 LIMKJL]
KOHCOJTiIyro4oi Teparii (uiiii 3 Ta 4) MakcHMaslbHa KOHLEHTpalis Oy/1a HalBUIIOKO Micss
indys3ii (mig yac nuKITy 2): cepeHe reoMeTpHuHe cTaHoBMIo 347 Mir/mi. ITicis uporo ce
FCOMCTPHUHI 3HAYCHIIA MAKCHMAILIIOT KonmenTparii Oyd mnk M (it 4: 247 MKr/yy
peXHMY J03yBaHH IIATPUMYBABCS 3ATHIIKOBUHN PiBEHB (CEPEIHI TeOMETPHYHI 3HAUYCHHEH!
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41,8 Mxr/mi (Tiepe BBeOEHHAM IMiJ 9ac MUKy 2; micns 1 uukiry), 67,7 Mxr/mi (nepe BBEASHHIM M
yac nuKiTy 3, micns 2 nuktis) 1 58,5 Mxr/mur (mepe BBEACHHAM IIifl Yac LUKy 4, micis 3 [UKIB)).
MeniaHHUI TIepio)] HATIBBUBEACHHS B JiTel BIKOM Bifl 3 POKIB i cTapiie CTAaHOBHB 26 JHIB.

dapmakOKiHETHYHI XapaKTepHCTUKH puTykcumaly B aitei 3 JIBKJI/JIB/T'JIB/BILI 6ynu noniGuumu
10 (apMaKOKiHeTHKH B fopociuX naunienTis 3 HXJL

Jlani wono GapMakoKiHETHKH Y BiKOBIH rpymi Bif > 6 Micauis g0 < 3 pokiB Bi/ICyTHi, IPOTe MPOTrHO3
Ha ITiICTaBi MOMYJIALIHOTO aHali3y (apMaKOKIHETHKH MiATBEPUKYE MOPIBHAHHY CUCTEMHY
excro3uiiro (AUC, Ciough) Y il BIKOBi# IpyIli MOPiBHIHO 3 FPYNOIO BiKOM > 3 pokiB (Tabnuiis 24).
Meniuii po3mip MyXJIHHHE Ha BUXiJHOMY PiBHI OB S3aHHUI 3 OLIBIIOI0 €KCIIO3HIIIEI0 Yepe3 MEeHIINH
3aJIe)KHHI BiJl Yacy KJIipeHc, MPOTe Pi3Hi 3HAYSHHS CUCTEMHOT €KCIIO3HIIIT 3aJIEXKHO Bifl pi3HOTO
pO3Mipy ITyXJIMHY 3aJIMINAIOTECS B Jiama3oHi e)eKTUBHOI eKCIIO3HILiT 3 MPUHHATHIM npodinem
6e3mneKH.

Ta6nauus 24. IIporHo3oBaHi mnapamerpn (apMakoKiHEeTHKH WicJsi 3aCTOCYBaHHS CXeMH
no3yBaHHs puTykcumaOy B aiteii 3 IBKJI/JIB/TJIB/BILI

. Bix > 6 mic. go . . Bin> 12 no
BikoBa rpyna <3 poxin Bin > 3 o < 12 pokis .
Cirough (MKT/MIT) 47,5 (0,01-179) 51,4 (0,00-182) 44,1 (0,00-149)
AUC14 LUK - — |
(™ mo Gy} 13 501 (278-31 070) 11 609 (135-31 157) 11 467 (110-27 066)

Pe3yneTaTd HaBeIEeHO y BHIULANi: MediaHa (MiHiMymM—MakckMyM); 3HaueHHA Cuough 3a3HAYEHO [UII MOMEHTY TIepen
BBEJICHHAM IIiJ] 4ac LUKIy 4.

XpoHiyHu# JiMPOLIMTAPHHAN JIEUKO3

PnTchuMaG 3aCTOCOBYBAJIH y BUTJIAMII BH;’Tle.IHLOBeHHO'I' iH(y3il mix yac mepuroro MKy — y 103i
375 mr/m%, saxy 36inbiyBans 10 500 Mr/M” B ofanbIyX 5 LMKIaxX y KoMOiHaLil 3 ¢ty napaGiHoM

i unmocbOCQ)aMu:wM Yy Haui€HTIB 13 XJUL Cepente 3ua4eHHs Cmax (N = 15) cranosmio 408 mMxr/mi
(mianason 97-764 MKI/MIT) Tmicss sroi indysii 500 mr/m%, a cepenHiii KiHUeBHit nepion
HaliBBUBEIEHHs CTaHOBUB 32 mHi (miana3oH 14-62 jHi).

PeBmaroinuuii apTpuT

ITicnsa nBOX BHYTPIIIHBOBEHHHX iHGY3il puTykcuMaby B 1031 1000 Mr 3 iHTepBaioM JBa THXHI
cepedHil KiHIIeBH epio HamiBBUBeNeHHS ctaHoBuB 20,8 nHs (miamazoH Bix 8,58 mo 35,9 nus),
cepenHii cucteMHHi kiipeHc craHoBuB 0,23 n/n06y (nianmason Bix 0,091 o 0,67 1/100y), a cepenHiii
00’€M po3noAiy B piBHOBaKHOMY cTaHi — 4,6 11 (mianazoH Bix 1,7 mo 7,51 n). ITomysiiiismit
(bapMaKkOKiHETHYHHH aHATI3 THX CaMHX JaHHUX MPOJEMOHCTPYBAB aHAJIOTIYHI CepeHi 3HAYESHHS

JUTA CHCTCMHOTO KJIIipCHCY Ta nepiony HamiBBHBeacHHs: 0,26 1/mo6y ta 20,4 mHs BignosigHo.
IMomynsuifiauil hapMakoKiHETHUHMI aHaNi3 cBiA4UTS, 1O III1T Ta cTate € HaOINbII 3HAYY IIUMU
3MIHHMMH UTS TIOSICHEHHS MDKIHIUBITyalbHOT MIHJIMBOCTI (hapMaKkoKiHeTUYHHX napamerpis. [Ticis
nonpasky Ha [1I1T Gyno BUABIIEHO, IO YOIOBIKU MArOTh OiNbLIHI 00°€M pO3MOIiTY Ta IIBHIILHIA
KiipeHc, HixK xKiHkH. DapMakoKiHETHYHI BiIMIHHOCTI, OB’ sI3aHi 3a CTATTIO, HE BBAXKAIOTHCA KIIIHIYHO
BaKTMBUMH, 1 KOPUTYBaHHS 03K He moTpibHO. Hapasi Hemae ¢papMakOKIHETHYHUX JaHHUX Y TALIEHTIB
i3 mopyieHHAMHU QyHKIIT ne4iHky a0 HUPOK.

®apMakoKiHETHKY pUTyKcHMaly OLIIHIOBAIH ITiCJI ABOX BHYTPIlIHBOBEHHHUX (B/B) 103 500 Mr
i1000Mry aui 1 TalSy HOTHPBOX JOCTIKEHHSX. Y BCIX IMX TOCIIDKEHHIX papMakokiHeTHka
putykcumaby Oyiia 030TPOTIOPIIAHOIO B 0GMEeXEHOMy Jlianas’oHi JoCiKyBaHuX 103. CepelHi
3Ha4CHHS Crax y CHPOBATILI KPOBi U puTyKeHMaOy miciist nepiuoi iHgysii 3Haxomucs B AianasoHi
Bim 157 no 171 mxr/mn 3a qos3u 2 % 500 mr i Bixg 298 no 341 mkr/mi 3a no3u 2 < 1000 mr. [icas gpyroi
iHy3ii cepenHi 3HaueHHS Cax cTaHOBHIH Bi 183 no 198 mMir/mun ms posu 2 x 500 mr 1 Bix 355 o
404 Mxr/mi s go3u 2 x 1000 mr. CepenHiit KiHIeBHii Tepio]] HAMiBBUBEACHHS CTAHOBHB Bij 15 10
16 nHiB mns rpymM 103 2 x 500 mr ta 17-21 gens g rpynu 103 2 X 1000 mr. CepenHi 3HaYeHH g4 i
Oymu Ha 16—19 % Bume micns apyrof iHdy3ii NopiBHAHO 3 mepuioto iHdys3iero i 060X 103. S
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B CHpOBATIIi KpOBI micist nepiroi iHdy3ii 3Haxoaumues B aianasoni Big 170 mo 175 Mkr/vo ist 1o3u

2 x 500 mr ta 317-370 mxr/mMn ang go3u 2 x 1000 mr. IMicns npyroi indys3ii 3nauenHs Cpa CTAHOBUIIO
207 mkr/mi st go3m 2 X 500 Mr i KoJuBaocs B Hiamasodi Big 377 mo 386 MKr/mit ains no3u

2 x 1000 mr. CepenHiii KiHIEBHH TI€pio] HalliBBUBEIEHH Ticys Apyroi iHdys3ii Ta micis apyroro
Kypcy Tepamnii craHoBuB 19 nHiB ams 1o3u 2 x 500 mr i Bin 21 mo 22 auis ais qosu 2 X 1000 mr.
®apmaxokineruyni (PK) napamerpu puTykcumaly Oy MOPIBHAHHUMM IS JBOX KYPCIB Tepartii.

@K napameTpH B IOIYJIALIi NALIEHTIB i3 HEHANEXHOIO BiqMOBimI0 Ha inriGitopu ®HIL, mix yac
3aCTOCYBAHHS PUTYKCHMAaOy 3a TUMHU CAMHUMH cXeMaMH Jo3yBasHs (2 x 1000 wmr, B/B, 3 iHTepBanom
y 2 TwxHi), Oy/1M aHaTIOTiYHUMY, Y pasi cepeiHiil MaKCHMaIbHiH KOHLEHTpALlii B CHPOBATIli KPOBi
369 MKr/MII Ta CepeHiM KiHIIeBUM MEepioIoM HariBBUBeIeHHS 19,2 nHA.

I'panynemaro3s i3 nomanrifrom (I'TIA) i Mikpockomiyauii nomianariit (MITA)

Ionynayia Oopocnux nayicHmis

Ha nmixcraBi momynauiiiHoro apMakoKiHETHYHOTO aHANi3y AaHuX Y 97 NalieHTiB i3 rpayneMaTo3oM
i3 TMOTiaHriiTOM Ta MiKPOCKOIIIYHMM IIOJIiaHTiiTOM, fKi oTpuMyBanu 1o3u 375 Mr/m? puTykcuMaly
OJIMH A3 HA THXJIEHR, 3arallOM YOTHPH JTO3H, DYN0 RCTAHORIIEHO, IO OT[HHHIE cepeHil KiHLeRnit
nepios HaNiBBUBEICHHS CTAaHOBUTH 23 JiHi (miana3oH Bix 9 1o 49 nwis).

Cepenniii kiipeHc putykcumaly Ta 06’eM posnoainy cranosuiu 0,313 /106y (mianazon Bix 0,116
1o 0,726 n/,uo6y) Ta 4,50 1 (mianazox Bi}l 2,25 no 7,39 .rx) BiAMOBiAHO. 3HAYEHHSN MAKCHMAILHOL
KOHIIEHTpAaIii HPOTATOM HEPIIMX 180 nuiB (Cmax) MiHiManbHOT KoHIeHTpaii B aeHp 180 (C180) Ta
KyMyJIATHBHOI 1utomi mif kpusoro 3a 180 quis (AUC180) cranosunu (Meniana [J;uanazoxi]) 372,6
(252,3-533,5) mxr/mn, 2,1 (0-29,3) mxr/mn i 10 302 (3653-21 874) mxr/mn* 106y BiAnoBiaHo. K
napameTpa pprryxcuMa6y y Jopociux nauieHTis 3 I'TIA ta MITA ananoriuni mapamerpam, ki
CIIOCTEpirajycs B NAaIli€HTIB i3 PEBMATOIIHIUM apTPHTOM.

Himu

Ha mixcrasi nomynauiisoro hapMakoKiHETUYHOTO aHATI3y JaHHX Jutst 25 mitei (BikoMm 6—17 pokis) 3
I'TIA Ta MIIA, sxi orpuMyBanu puTyKcuMad y 103i 375 Mr/M? oquH pas Ha TOK/IEHb, 3arajioM YOTHPU
1034, 6yJI0 BCTAaHOBJIEHO, LII0 PO3PAaXyHKOBHH MeiaHHUH KiHIEBHI Mepiof] HAIIBBHUBEICHHS
CTaHOBMTH 22 1Hi (mianazoH Bix 11 mo 42 nwiB). Cepenuiit kitipeHc putykcuMaby Ta 06°eM po3HmoiTy
craHoBwH 0,221 1/mo6y (miamasoH Big 0,0996 mo 0,381 1/m06y) Ta 2,27 1 (nianasoH Bix 1,43 mo

3,17 1) BiamoBizHO. 3HaYeHHS MAaKCUMAIIbHOI KOHIIeHTpalii npotsroM mepinux 180 aHiB (Cuay),
MiHiManbHOT KoHIeHTpauii B 1enb 180 (C180) Ta kymynsTusHOT wiommi mix kpuBoro 3a 180 auis
(AUC180) cranosunu (Meniana [niamasoH]): 382,8 (270,6-513,6) mxr/mi, 0,9 (0-17,7) mxr/mi i 9787
(4838-20 446) mxr/mn* no6y BignosigHo. [Tapamerpu papmakokiHeTHKH pUTYKCHMaOy B aitelt 3 TTIA
a6o MIIA 6ym nozi6uumu 1o dhapmakokineTHky B fopociux 3 I'TIA a6o MITA, skio Bpaxysatu
BB [II1T Ha xnipeHe Ta 06°eM posmnofiny.

HyxupyaTka 3BHYaHA

dapmakoKiHETHYHI TapaMeTpH B JOPOCIHX MauieHTiB i3 [13, sixi oTpumyBanu putykcumab B 1031
1000 mr y ani 1, 15, 168 Ta 182, y3aransHeHO BUKIAIEHO B Ta0mmLi 25.

Ta6aung 25. Honyasniiina papmakokineTnka B qopociaux nanientis i3 I13 y gocaimxenni 2 113

ITapametp axa ingysii
1-i1 st mo 1000 mr 2-i1 uaxat o 1000 mr
y mens 1 i gens 15 y neHb 168 i nenp 182
N=67 N=67

Kinnesui nepion
HaITiBBUBEJACHHA (IHIB)

Meniara 21,0 26,5 T
(nianason) (9,3-36,2) (16,4-42,8) /y > 00 PR
—Kitipenc (71o0y) -
CepenHe 3Ha4eHHS 391 247
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(niana3oH) (159-1510) (128-454)

LlenTpansHuii 06’ eM

posnoaity (J1)
Cepenne 3HaYeHHS 3,52 3,52
(miamazoH) (2,48-5,22) (2,48-5,22)

ITicns mepmmx 180X BBeEHs pUTykcHMady (y aess 1 i 15, mo Binmorinae nukiy 1) mapamerpu
(apMaKOKIHETUKH PUTYKcUMaOy B manieHTiB i3 113 Oy mogiOHUMu 10 hapMaKkOKiHETHKY B
nauienTis 3 I'TIA a6o MIIA Ta B nanienTis 3 PA. ITicist octanHIX ABOX BBeIeHb pUTYKcHMaby (y
ani 168 Ta 182, mo Bignopifnae MUKTy 2) KIipeHC pUTyKCHMaOy 3MEHIIMBCS, & UEHTPAILHUIN 06’ €M
PO3MOALTY 3aJMIINBCS HE3MiHHUM.

5.3 Joxkuinivyni xaHi 3 6e3mevHocTi mpenapary

Byno nokasano, mo putykcuMab € Bucokocnermdigaum 1o antureny CD20 na B-xiritiHax.
¥V IoCTiKeHHAX TOKCHYHOCTI Ha SIBAHCHKUX MaKakax He OyJI0 BUSBIICHO iHIIOro eheKTy, Hixk
OuiKyBade Qapmakooriyne sucHaxkenHs B-riitud y uepudepuunii kposi 14 8 1iMPOILHIN TKaHMHI.

Hocnimkenns eMOpiodeTansHOi TOKCHYHOCTI, TIPOBEIEH] Ha SBAHCHKHMX MaKakax I1iJ] 4ac 3acTocCy-
BaHHA 103 10 100 mr/kr (BBeaeHHs B AHi rectaii 20—50), He IPOJEMOHCTPYBAIIH JKOAHMX O3HAK
TOKCMYHOCTI JUIS IJI0/1a, 3yMOBJIEHOT pHUTYKcUMaboM. OIHaK CIIoCTepiranocs 10303aIeKHe
¢bapmakonoriyHe BUCHaXeHHS B-KITITHH y 1iMdoinHuX opranax miona, sike 36epiranocs micis
HapOJDKEHHSI IIOTOMCTBA Ta CYNPOBOKYBAIOCS 3HUKEHHAM piBHS IgG aHTHTIN y HOBOHAPOKEHHX
TBapHH, K1 3a3HaJM BIUIMBY PUTYKCHMaly y peHatansHoMy mepioni. Kinbkicts B-kmiThH y mux
TBapHH IIOBEPTAJIACs 10 HOPMH B MeXaX Mepiofy 6 MicAIliB MicIs HAPOHKEHHS | He 3MEHIIyBaja
peaKIio Ha iMyHi3allifo.

CrangapTHi TeCTH A7 JOCHIDKEHHS MyTareHHOCTI He IPOBOJMIIUCS, OCKIJIBKM TaKi TECTH
HE MiIXOAATH JIs MOJIEKYJIM IIBOTO JIiKapchKoro 3aco0y. TpUBamuiX NOCHIDKEHb HAa TBAPUHAX
U1 BCTAHOBJIEHHS KaHLEPOTeHHOTO MOTEHIIATY PUTYKCHMaOy He IPOBOIMIOCS.

CrienianbHHX JOCITi/DKEHB IS BU3HAYEHHS BILTHBY PUTYKCHMaOy Ha (pepTHIIIBHICT HE IPOBOAMIOCH.
V 3arajbHUX NOCIIDKEHHAX TOKCHYHOCTI Ha IBAHCHKHX MaKaKaX MIKi/UTHBOTO BIUIMBY Ha
PENpOAYKTHBHI OpPraHHU CaMIliB YH CaMHUIb HE CIIOCTEPIraaocs.

6. OAPMAIIEBTUYHI XAPAKTEPUCTUKHA

6.1 Choucox JONOMIXKHHX pe4OBHH

L-rictunus

L-rictuauHy riapoxyiopua, MOHOTiApaT
Junatpito enerat

ITonicopbar 80 (E433)

Caxaposa

Bopa nyist 6’ ek

6.2 HecymicuicTb

JKonHoi HecyMiCHOCTI Mk npenapaToM PykcieHc Ta indy3iHHUMY nakeTaMu 4 iHQY3iHHAME
HabopaMH 3 NOJIBIHUTXJIOpHIY ab0 MOMTiETHIEHY HE CIIOCTEPIiraioch.

6.3 Tepmin npuapaTnocti

3aneyaranuii QirakoH

24 mic.
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Po3eenenuil JlikapchbKui 3aci0

e Ilicns po3BeieHHS B PO3YHHI XJIOPHY HATPilO B aCENTUYHUX YMOBAX.
HpHFOTOBneHHH pO3uHH Jiist iHdy3iii, TOOTO po3unH npenapary Pyxcienc y 0,9 % po3urHi XJI0pHITY
HaTpilo, € GisHyHO ¥ XiMiyHO cTabiNpHMUM NpoTaroM 35 nHiB 3a Temneparypu 2—8 °C Iunoc 104aTKOBI
24 ropuuu 3a Temneparypu < 30 °C.

e [licns po3eneHHs B po3uuHi D-IIIIOKO3M B aCENTUYHUX YMOBaX.
IMpuroToBieHuit po3unH it iHY3iH, To6TO po3unH npenapaty Pykcienc y 5 % posuuni D-rimokosw,
€ GisuyHO ¥ XiMiYHO cTabiTEHUM MPOTAroM 24 roguH 3a Temnepatypu 2—8 °C 1wmoc JoaaTKOBi
24 romguuu 3a Temneparypu < 30 °C.

3 MiKp06ionorquo'1' TOYKH 30pY HpI/II‘OTOBHCHI/Iﬁ po3uHH s iH}Yy3il Mae OyTH BUKOPHCTaHUH
HeraiiHo. SIKio BiH He OyB BUKOPHCTaHHIi HeraiHo, ac i yMoBH 36ep1raHH51 TIPUTOTOBJICHOTO
PO3YHHY /10 HOTO 3aCTOCYBaHHS € BiANOBIIAIBHICTIO KOPHCTYBaYa 1 3a3BUYail He MOBUHHI

NepEeBHILYBAaTH 24 TOIMHY MiJ Yac 30epiranHs 3a TeMneparypy 2—8 °C, SKIIO TUIBKH PO3BEACHHS
He BinOyBasocs B KOHTPOJIbOBAHMX 1 BaliJOBAHUX ACENTUYHUX YMOBAX.

6.4 Oco0auBi 3ano0ixHi 3axoau nmig yac 30epiranus

36epiraru B xonmomwisHUKY (Big 2 °C no 8 °C). 36epiraiite ¢iakoH BcepeiiHi KAPTOHHOT KOPOOKH
JUIS 3aXUCTY Bif CBIiTJA.

VMoBu 36epiranHs JIikapcbkoro 3aco0y Iicis po3BeIeHHS IUB. y po3aidi 6.3.

6.5 Twuno Ta BMicT NepBHHHOI YIAKOBKH

Pykcienc 100 Mr, KOHIIGHTpAT JJIsl PUTOTYBAHHS PO3YHMHY s iHDY3iid

IMpozopi dakony 3i ckira Ty I i3 mpobkoro 3 XIopOyTUIKaydyKy, o MicTaTs 100 Mr putykcumaly
B 10 M.

ITo 1 ¢nakoHy B yHakoBIi.

Pykcienc 500 Mr, KOHLIEHTPAT JUId IPUTOTYBAHHSA POSYMHY IJId iH(Y3iii

TIpo3sopi ¢iaxonu 3i ckiaa Tumy I i3 mpoOKoro 3 XIOpOyTHIKaydyKy, IO MicTaTh 500 Mr putykcumaly
B 50 ML
To 1 ¢naxoHy B ymakoBIii.

6.6 OcobuanBi 3am00iKHI 3aX0AH NiJ Yac yTHIi3anil npenapary Ta iHmi Bka3iBKH mo0x0
30epiranns

PyKci€HC BHITyCKA€ThCS y CTEPUIIBHUX, 03 KOHCEPBAHTIB, HEMIPOreHHUX (JIaKoHaxX i
OJIHOPA3OBOI'0 BUKOPHC IUHHA.

B acenTuYHHX YMOBax BiIOMpalOTh HEOOXiHY KUTBKICTh Mpemnapaty PykcieHc i po3BoaiTh 10
pOo3paxoBaHOi KOHLEHTpaii Bif 1 10 4 Mr/mi purykcumaly B iHQy3iHHOMY IaKeTi, IO MiCTUTB
CTepUJIBHUH, HETIIPOreHHUIH PO3YMH XJI0pHay HaTpito 9 Mr/mi (0,9 %) mns in’exuii abo 5 %o po3uuH
D-rmoko3d y Bofi. JJist nepeMilryBaHHS pO34HHY 00epeKHO NepeBepTalOTh IIAKeT, 1100 YHHKHYTH
ninoyTBopeHHs. Heo6XifIHO BKHBATH BCiX HEOOXITHHX 3aXO0/iB IS 3a0€3MeYeHHs CTePUIIBHOCTI
roToBUX po34rHiB. OCKUIBKH e JIikapchKuii 3aci6 He MiCTUTh JKOAHUX aHTUMIKPOOHHMX
KOHCEPBAHTIB YM OaKTePiOCTATUYHMX JIOTIOMIKHUX PEUOBHH, HEOOXITHO JOTPHMYBATHCS aCENTHYHOL
MeToauKH. [TapenTepaibHi JiKapchKi 3aco0U mepe]] BBeJeHHIM CIIiJ] Bi3yalbHO NMepeBipsATH Ha
HasBHICTH CTOPOHHIX 4acTOYOK ab0 3Mily Konsopy.

By ap-sikuii HEBUKOPHCTAHUM JTIKapChKUH 3aci0 Ta BIAXOIM CIIIJ] YTHITi3YBaTH 3TiIHO 3 MICLIEBUMH
BHMOTaMH. ey,

7.  BJIACHHK PEECTPAI[IMHOI'O TOCBITYEHHS

Kommnanis Pfizer Europe MA EEIG
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Boulevard de la Plaine 17
1050 Bruxelles
Benpris

8. HOMEP PECCTPAIIITHOI O(-UX) TOCBITYEHHSI(-HB)

Pyxkcienc 100 Mr, KOHIIEHTPAT MUl IPHTOTYBAHHS PO3YHHY VIS iHDY3iH

EU/1/20/1431/001

Pykcienc 500 Mr, KOHIIEHTpAT JUIS IIPHIOTYBAHHS PO3YHHY Ui iHbVY3ii

EU/1/20/1431/002

9.  JATA OTPMMAHHS IEPIIOI'O PEECTPAIIIHOTO
MOCBITYEHHS/TIOOBKEHHS TEPMIHY [[Ii PECCTPALIIITHOTO MIOCBITYEHHS

JlaTa oTprMaHHs NepLIOro peecTpaliiinoro noceigdeHss: 1 ksitas 2020 p.
10. JATA OCTAHHBOI'O BUIIPABJIEHHSI TEKCTY

HetanbHa iHdopMariis npo nel Jikapchbkuii 3acié JocTynHa Ha BeGcaidTi EBpONEHCHKOro areHTcTBa
3 jikapcekux 3aco6iB (EMA): http://www.ema.europa.eu/
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TEKCT JIAM’SITKH IS TAIIEHTA» — IS ITAIIIEHTIB, AIKUM IIPEITAPAT
INPU3HAYEHHMU 3A HEOHKOJIOI'TYHUMHU HIOKA3AHHSIMU

ITam’aTKa i3 3acTOCYBaHHs npenaparty PykciecHc
ISl IAUIEHTIB i3 HEOHKOJIOTIYHHMH
3aXBOPIOBAHHSAMH

Yomy MeHi BHAATH LI0 MaM’ATKY ?

Lleit nikapchkui 3aci6 ImiABUIY€ PU3UK BUHUKHEHHS
indexuiil. I3 i€l mam’ATKU BU Ii3HAETECS PO TaKe:

e [llo BaM NOTPiOHO 3HATH MEPII HiXk
3aCTOCOBYBATH Ipenapar Pykcienc?

e Sk posmi3HaTH 03HaKM iHMEeKUii?

e Illo pobury, AKIIO BH JyMAeTe, WO y BaC
BUHMKIA iHDeKIIisA?

Kpim Toro, Ha 3BOpOTi Lii€l mamM’4TKH BKa3aHi Bairi
ITIB, a Takox I1IB i HoMep Tese(oHy BamOro JiKapsi.

o s moBuHEH(-HAa) POOHTH 3 Hi€l0 MaM’ ATKOK0?

e  Tpumaiire 10 KapTKy HOCTIiHHO i3 c060}0,
HAIPUKJIAM, Y TaMaHIli 94 TIOPTMOHE.

e JloxasyiiTe 10 MaM’sAITKY HE TiNIbKY JiKapro,
SKUH IpU3Ha4MB BaM PykcieHc, ane if Oyan-
SKOMY JIKapIo, MEICECTPi YA CTOMATOJIOTY,
JI0 SIKMX BH IIPUXOJUTE HA IMPUIOM.

Tpumaliite 1o KapTKy i3 0600 MPOTATOM IBOX
POKIB MiCJIsi OCTAHHBOT'O 3aCTOCYBAHHSA peNapary
PyxkcieHc. Lle HeobOXinHO TOMY, IO MOOIYHI peakuii
Ha Iefl npenapar MOXXyTh PO3BHHYTUCS depe3
JIeKiJTbKa MiCSIIiB ITicis 3aBepIISHHS JTiKyBaHHIL.

Kouin mMeHi He Mo2xHa 3acTtocoByBaTH Pykcienc?

BaMm He MOxHa 3acTocoByBaTH PykcieHc, AKmo
y Bac — aKTUBHA iH(eKuis abo cepHo3HuUit po3an
iMyHHOI CHCTEMH.

IToBizomre mikapro abo MencecTpi, AKIIO BH
otuMyeTe abo paHillle OTPUMYBAJTH JTiKapChKi
3aco0H, AKi MOXXYTh BIUTUBAaTH Ha iIMyHHY CHCTEMY,
30KpeMa XimioTeparmito.

SIk po3nizHaTH 03HAKH iHdeKii?
Bka3aHi Jai 03HaKH MOXXYTh BKa3yBaTH Ha
HasBHICTH 1HEKIi:

®  TiJIBUIICHHA TeMIepaTypu abo HoCTiiHuMiA
KallleJb;

®  3MeHIIEeHHd MacH Tijia;

®  OiTb (AKILIO TLMBKYU BiH HE CIIPHYMHEHUI
TPABMOKD);

®  3arajbHE He3XyXKaHHSA abo B SUTICTE.

Hwmo y nac BHHHKAN OYABL-AKI 3 DHX CHMITOMIB,
HeraifHo MoBigoMTe npo ue Jikapio a6o
MeacecTpi.

Takox nmosigomTe im, 1110 B OTPUMY€ETE
JIKyBaHHsI npenapatom Pykcienc.

o e MeHi noTpidHO 3HATH?

VY piakicHux Bunagkax PykcieHC MOXe BUKIHKATH
cepHo3Hy iH(EKII}0 TONOBHOTO MO3KY, K2
Ha3UBAETHCSA MPOTPECYIOUOI0 MYIBTH(OKAIBHOIO
netikoeHuedanonariero, abo [IMJL. Lle
3aXBOPIOBAHHA MOXeE OYTH JIETATbHIM.

e  Osznaxu [IMJI BKITIOYAIOTH TaKe:
- CIUTYTaHiCTh CBiIOMOCTI, BTpara mam’sri
a00 Ipo0IeMU 3 MUCTIEHHSM;

- BTpara piBHOBaru abo 3MiHa XOAu 9u
MOBIIEHHS;

- 3MenmenHs cuiy, a0o cIabKicTh HA OnHil
CTOPOHi BalIOTO Tijia;

- HEYiTKiCTh 30py ab0 BTparta 30py.

SIKIo y BaC BUHUKIIH Oy Ib-sKi 3 IMX CHMIITOMIB,
HeraifHO IIOBIZIOMTE PO I1e JIiKapro a60 MeICECTpi.
Takox IOBiTOMTE 1M, IO BH OTPUMY€TE JIiKyBaHHS
npenaparoM Pykcienc.

Je MokHa 3HAHTH GiIbII KeTaJIbHY
indpopmauniro?

Jis OTpAMaHHA JOAaTKOBOI iH(opMallii 3BEPHITHCA
JI0 INCTKAa-BKJIaKH Ipenapary Pykcienc.

JlaTa mo4aTKy Tepanii Ta KOHTaKTHi AaHi

Jlata ocTaHHBOI BUKOHAHOT iHQY3ii:
Jara nepmoi iHdy3ii:

IogHi I1Ib mauienTa:

IogHi I1IB mikaps:

KoHTaKkTHI AaHi Jlikaps:

Ilepexonaiitecs, MO B3SUIU i3 COOOO CIUCOK YCiX
JIiKapChKUX 3ac00iB, AKi BU NPUIMAETe, KOJIH BH
HzieTe Ha MPUIOM 10 MEIUYHOTO MpaLliBHUKA.

Sxmo y Bac € Oyab-sKi 3aMUTaHHSA MO0
iHdopMarii, HaBeeHi# y 1iii mam’stii, Gy ab-acka,
3BEPHITECS [0 CBOTO JIKapst 9i MEICECTPH.
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JIncrok-Briaaaka: indopmamnis 1Jis1 nagieHTa
Pykcienc 100 Mr, KOHIEHTPAT /s NPATOTYBAHHS PO34HAY JUIs indysii
Pykcienc 500 Mr, KOHOEHTPAT AJI NIPUTOTYBAHHS PO3UHHY /s iHdys3iii
PHUTYKCHMA0

vHeﬁ JKapChKUii 3aci6 miusrae 10aTKOBOMY MOHITOPHHTY. [le 1acTh 3MOry IBHIKO BUSBJIATH
HOBY iH(opMmarifo 3 Ge3nexu. Bu MoxkeTe JONOMOITY B IIbOMY, SKIIO MOBIIOMHTE PO mo6i4Hi
peaxilii, SKi MOTJIH y Bac BUHHKHYTH. [HpopMaltis mo/10 Toro, K i KoMy MOKHA TIOBITOMHUTH PO
no6iuni peakiii, HaBeeHa HATPUKIHLI Po3iy 4.

Ilepex mo9aTKOM 3aCTOCYBAHHS NIHOT0 NPENAPATY YBAXKHO NPOYHTANTE el JHCTOK-BKIANKY,
OCKLILKH B HbOMY MiCTHTBLCH BaKJIMBA /1A Bac indopmanis.

C 36epexiTh 1eil MMCTOK-BKIAAKY. BiH Moxe 3Haf00UTHCs BaM y MaiOyTHEOMY.
. SIKIIIO Y BaC BUHHKHYTD TOJATKOBI 3aIIMTaHHS, 3BEPHITBCSA 70 JTiKapsl, anTeKaps Y MeJICECTPH.
. SKuo y Bac BAHUKHYTH Oyab-sKi MO6iuHI peakii, 3BepHIThCA 10 CBOTO Jlikaps, anTexaps abo

mezcectpu. Le crocyerbes 6y111> ~IKHX MOXXJIMBHX NOOIYHUX PeaKLii, He BKa3aHHX y LbOMY
IUCTKY-BKJIaami. J{uB. posmin 4.

SAxy indopmaniio MicTHTL HeH JTHCTOK-BKIAIKA

o Take mpemnapar PyKkcieHC 1 U1 4Oro BiH 3aCTOCOBYETHCS.

Indopmaris, sKy HeOOXiIHO 3HATH JI0 TOTO, K PO3MNOYATH 3aCTOCYBaHHs Iperiapary PykcieHc.
Cnocib 3actocyBanHs nmpemnapary PykcieHc.

MozxuBi mobiuHi peakiii.

SIk 36epiratu npenapar PykcieHc.

BMicT ynakoBkH Ta iHma iHdopMmais.
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Ifo Take npenapar Pykcienc i ny1s1 4oro BiH 3acTOCOBY€EThCS

IMo Taxe npenapar Pykcienc

PykcieHc MicTUTh fifouy peuoBrHy putykcuma6. Ile Bun 6iika, sikuii Ha3HBaIOTh MOHOKJIOHAJIBHAM
aHTATLIOM. BiH npukpimmroeTses 10 noepxHi B-niMdorwrie, ogHoro 3 BuaiB nekoruris. Komu
puTykcuMal MPUKPIILUTIOETHCS O TIOBEPXHI TaKoi KIITUHH, KJIITHHA THHE.

JIyist 4oro 3acTocoBy€EThCs npenapar Pykciene
PykcieHc MoXe 3aCTOCOBYBATHCS JUTA JIIKyBaHHS JEKUIBKOX Pi3HHX CTaHIB y ZOpociuX i mitei. Jlikap
MOXKe NMPU3HAYUTH BaM PykcieHe [U1d JIIKyBaHHS TaKHX 3aXBOPIOBaHb.

a) Hexomxkincnka gimpoma (HXJI)

Lle 3axBoproBaHHs JiM(aTHUHO! TKAHWHM (JACTHHH IMYHHOI CHCTEMH), IKe BP)Ka€ OIMH 3 BUJIB
JIEHKOLMUTIB, 1[0 Ha3HBAacThCA B-miMdonmramu.

V nikyBauHi qopociux PykcieHc MOXHa 3aCTOCOBYBATH CAMOCTIHHO ab0 B IO€IHAHHI 3 IHINMMU
JTKAPCBKHMH 3ac00aMi, AKI HA3HBAIOTLCA XiMIOTEpaIicIo.

V mopociux MaIieHTiB, SKUM JOIIOMOIJIO JIiKyBaHH:, PyKcieHC MOjke 3aCTOCOBYBAaTHCS K

i ITPUMYIOYa Teparlist POTATOM 2 POKIB MICIIA 3aBEPIISHHS II0YaTKOBOTO JIIKyBaHHI.

VY nikyBaHHi [iTel i miamiTkiB PykcieHe 3aCTOCOBYIOTH Y ITO€AHAHHI 3 XiMiOTepari€ro.

6) Xponiunuii JiMmpounTApHHI JEHKO03

Xponiunuii aimdorurapauii neitkos (XJIT) € HalnommpeHimow GopMoro IeHKo3y B JOPOCIUX.

XJUI ypaxcye Ha neBHUA BUJ TiMGOLMTIB, B-KINITHHY, Ki yTBOPIOIOTECS B KICTKOBOMY MO3KY i hithil
PO3BHBAIOTECS B JiMpaTHiHuX By3nax. Y nauientis i3 XJUI 3ananro 6arato ypakeHHX TiMQONHTIE,
SKi HAKOTIMHYIOTECS [IEPEBAKHO B KICTKOBOMY MO3KY i kpoBi. [1pormidepartis mux ypaxennx B-nimgouuris
€ IIPHYHMHOIO BHHHKIENIIS CHMIITOMIB. Pykcienc y KOMOiHaL] 3 XiMioTeparticio 3HHILye L KIITHHH,

SIKi TIOCTYTMOBO BHBOJATHCS 3 OPraHi3my mij uac 6iojoriuHux npouecis.

B) Pesmatoignnii apTpuT
PykcieHC 3aCTOCOBYEThCS JUIS JTIKyBaHHS peBMaTOiAHOro apTpUTy. PeBMaToianuii apTpur —
Lie 3aXBOPIOBAHH Cyri106iB. B-niMpouwuty € NPUYHHOKO BUHUKHEHHS ISAKHX 13 BALIMX CHMIITOY
Pykci€HC 3aCTOCOBYETBCS JUIs JIIKYBaHHs: PEBMATOI{HOTO apTPUTY B JIFOLEH, SIKi BXKe OTPHMYB
nncupcbm 3ac00w, skl nepecTuIH JiSITH, TIOISUTH Te0CTATHEO e(heKTHBHO a60 CIIPHYHHIITH/Y
peaxitii. PykcieHc 3a3Bu4ail 3aCTOCOBYIOTH Pa30M 3 iHINHUM JiKapChbKUM 3aC000M — METOTPX
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PyKcieHC YIIOBIBHIOE ypaXkeHHs Cyra00iB, CIPUIMHEHe PEBMATOITHUM apTPUTOM, i TOKpAIIy€e Bally
3ATHICTh 3aiiMaTHCS 3BUYHUMH MOBCSKICHHUMH JiJIaMH.

Haiikpaina BifnoBins Ha JiKyBaHHs HpenapaToM PykcieHc crocTepiraeTbes B NAlli€HTIB, SKi MAIOTh
MO3MTHBHUI pe3yJIbTaT aHajli3y KpoBi Ha peBMaToinHui (aktop (PD) Ta/abo aHTUTINIA KO LHUKIIYHOTO
urpyJtiHoBaHoro nentuay (ALLIT). 3a3Buuali y pasi peBMaTOiIHOrO apTPUTY pe3yJIbTaT 000X
aHaJIi3iB OyBae MO3UTHUBHUM, i LI JOTOMArae i ITBePAUTH JiarHo3.

r) I'panynemartos i3 moJianriirom a60 MikpockonivHmii nmoiaHriiT

PykcieHc 3aCTOCOBYETBCS JUIsl JIIKYBaHHS TPaHy/IeMaTosy 3 IONIaHriiToM (paHille Horo HasuBaIKM
rpaHy/IeMaTo30M Berenepa) abo MiKpOCKOIIUHOrO IOJTIaHTiiTy B JOPOCHX 1 AiTeH BikOM BiJ] 2 POKIB i
crapiire, 3a3BH4ail y KoM0OiHalii 3 KOPTUKOCTEPOinaMH.

I'paHynemMaros i3 MoTiaHriiToM Ta MiKpOCKOIIYHHMI MOMiaHriiT — 1e JBi GOopMH 3anaieHHS
KPOBOHOCHHX CYJIHH, SIKi 3e0UIBIIOr0 BpaXkaloTh JIET€Hi Ta HUPKH, ajie MOXKYTh BpPa)kaTH U iHII
oprasd. B-mimM$onuTH € 0HI€I0 3 MPUYMH BUHUKHEHHS LIMX CTaHIB.

a)  IlyxmpuarTka 3BHYaiHA

PyKci€HC 3aCTOCOBY€ETHCS TS JIIKYBaHHS NALEHTIB i3 IyXHPYATKOIO 3BHYAHHOIO CEPEeIHBOro abo
TSOKKOro cTyrness. [lyxupuarka 3BUuaifHa — 1ie ayTOIMyHHE 3aXBOPIOBAHHS, IO CYIIPOBOKYETHCS
MOSIBOIO OOTICHUX IMyXHPiB Ha LIKipi Ta CIM30Bii 000IOHLI poTa, HOCA, ropJia H reHiTamii.

2. Indopmanis, iKy HeoOXiTHO 3HATH 10 TOrQ, IK PO3NOYATH 3aCTOCYBAHHS Npenapary
Pyxkcienc

IIporunoka3aHHsa N0 3acTocyBaHHs npenapaty Pykeienc

° Anepris Ha putykcumab, iHii 61k, noaibHi no putykcumMaly, abo Ha Oyab-aKi iHIIi
iHrpemieHTH HOTO JIiKapchKoro 3aco0y (mepesiiueHi B po3aiii 6).
AKTHBHA iHQEKIIiS TSHDKKOro CTYNEHS Ha MOMEHT MOYaTKy JIiKyBaHHS.
OcnabneHa iMyHHa cUCTeMa.
PeBmaroinuuii apTpUT, rpaHyIeMaTo3 i3 MOoMiaHTiiTOM, MIKPOCKOIIIYHHH MOJTiaHriiT abo
NyXypyaTKa 3BUYaiHa, SKi CyIpOBOLKYIOTECS TKKOIO CEPLIEBOIO HEIOCTATHICTIO 200 TSHKKUM
HEKOHTPOJIbOBAaHUM 3aXBOPIOBAHHAM CEPIL.

SIkuio y Bac € Oyap-sKuid i3 NepesiiueHux BUILLE CTaHiB, BU HE MOXKETe 3aCTOCOBYBaTH PykcieHc. SIkimo Bu
He BIIEBHEHI, 3BEPHITHCS 10 CBOT'O JIiKaps, anrekaps abo MeICeCTpH, NepII HDK 3aCTOCOBYBaTH PykcieHc.

3acTepexeHHs Ta 3aM00DKHI 3ax00H
BaxxiuBo, 11I00M BH Ta Balll JTiKap peecTpyBalld TOProBe HaHMEHyYBaHHs Ta HOMep cepii BaIoro
JiKapcHKOro 3aco0y.

HOpﬂIIBTCCX 3 Hil(ﬂpCM, anrexapeM a6o MeAcecTpolO, Iepiu 1K 3aCTOCOBYDBATH P)«'I(OiCIIC-, AKIOIO:

2 y Bac KOJIH-HeOyIb y MUHYJIOMY ab0 3apa3 € renatur. Lle mop’s3aHo 3 TUM, 110 B OKpEMHUX
BUIaAKaX PykcieHC MO)ke BUKITMKATH MOBTOPHY aKTUBi3allilo rermatuty B, a e Moxe OyTu
JIeTAIbHUM, X044 H y MOOJMHOKHX BUMaKaX. Ko Bu Oy ap-Komu nepeHecy iHdekio
renatuty B, sikap 6yne perenbHo CIIOCTEpiraTv 3a BallliM CTaHOM [UIsl CBOEYACHOTO BUSBJICHHS
O3HaK aKTHBaUil Li€l iHdeKil;

° y Bac Oyab-KOJIH BUHUKAIY IIPOOIeMH i3 ceplieM (HalpuKIIaj, CTeHOKapIis, IOCUIICHe
cepueOHUTTA ab0 ceplUeBa HEIOCTATHICTD) Y MPOOJEMH 3 AUXAHHAM.

Skio Bac crocyerbes Oyap-110 3 nepeiyeHoro Buime (abo AKIO BU HE BIIEBHEHI), 3BEPHITLCS 10
CBOTO Jlikaps, anTekaps abo MeIcecTpH, NMepll HiXK 3aCTOCOBYBATH Npenapar Pykcienc. MoxJingo,
BAIIOMY JIIKapro MOTPiOHO Oy/ie BXKUTH CrIeLiajIbHUX 3aX0/IiB IS KOHTPOJIIO BAIIOrO CTaHy Mij 4ac
niKyBainu npenaparom Pykcieuc.

SIxnro y Bac peBMaTOIIHWIf apTPUT, rpaHyJIeMaTo3 i3 nojianriitom, mikpockoniuHuii momianriir
a00 myXHpyaTKa 3BHYalHA, TAKOK MOBiIOMTE JIKAPIO, IKIO BAC CTOCYETHCS OyAb-IKHH i3

nepeaIYeHHX HHXKY€ MYHKTIB.

=SS
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. Bu gymaete, mo y Bac Moxe OyTH iH(DEKLis, HaBiTh Taka Jierka, sk 3actyna. Kiituau, sxi
3HHIIy€e npenapaT PykcieHc, nonomararoTs 60poTHcs 3 iHeKIisMH, 1 BaM CJ1ij 3a4eKaTH, ITOKH
iHdexwis mpoiine, nepin HiXk noyaTH oTpuMyBaTH PykcieHc. Takox MOBiIOMTe CBOEMY JTiKapro,
SKILO Y Bac yacTo Oy iHdeKIiHHI 3aXBOPIOBaHHS B MUHYJIOMY ab0 BH MaeTe TSDKKI iH(eKIIii.

° Bu mymaete, 1o BaM MOXYTb 3HaJ00UTHCS Oyab-Ki IIEIUICHHS B HAHOIMKIOMY MaiOyTHEOMY,
30KpeMa IIeTUICHHS, HeOOXi/THi 1S MOI3AKHU B iHINy KpaiHy. Jleski BaKIMHH He MOKHA
3aCTOCOBYBATH OJHOYACHO 3 MPerapaToM Pyxcienc abo IPOTSTOM AEKIIBKOX MiCALIB Mic/s
3aBepLICHHS JiKyBaHHs npenapatom Pykcienc. Bau sikap nepesiputs, ui notpi6Ho Bam
POOUTH NIETUICHHS, NIepI HiXK BU MIOYHETE OTPHUMYBaTH PykcieHc.

JiTi Ta DiITKA

Hexoooickincoka nimgpoma

IIpenapar PykcieHc MO)xHA 3aCTOCOBYBATH 1S JIIKyBaHHS JiTeH 1 MiLTITKIB BiKOM Bix 6 Micsi(iB i
cTaplie 3 HeXODKKIHCHKOIO TiMomoro, 30kpeMa 3 CD20-no3utHBHOIO audy3Ho B-
BEJIMKOKITITHHHOIO JTiMpomoro (JIBKIT), mimdpomoro bepkirra (JIb)/nefikozom bepkirra (roctpum
neiiko3oMm 3pinux B-kiitun) (I'JIB) abo BepkitronoaibHoro mimMpomoro (BIT).

ITpokoHCYNBTyHTeCS 31 CBOIM JliKapeM, alTeKapeM Yd MeICeCTPOIO J0 TOTo, K BaM BBELYTh L
npemnapar, SKIo BH a0o Balla TUTHHA He A0CSTM Biky 18 pokis.

I'panynemamos i3 nonianziimom abo MikpocKoniyHuu nonianziim

[Ipenapat PykcieHc MOXXHA 3aCTOCOBYBATH JUIA JIIKyBaHHS IpaHyJIeMaTo3y 3 MOJIiaHriiToM (paHirie
fioro Ha3MBayIu rpaHyeMaTo3oM Berenepa) abo MiKpOCKOMIYHOro MOMIAHTIITY B AiTEH 1 IMiUIITKIB
BIKOM Bifl 2 pokiB i cTapiue. Inpopmarii npo 3actocyBaHHs puTykcumaly B [iTei i mimTiTKiB 3
{HIITMMU 3aXBOPIOBaHHAMMU HEIOCTATHEO.

ITpokoHCYNBTY#HTECS 31 CBOIM JliKapeM, alTeKapeM YH MEICECTPOIO 0 TOro, SIK BaM BBELYTh LeH
Tpernapar, SKIIo Bu abo Balna AUTHHA He JOCATIIH BiKy 18 pokis.

Inmi sikapcebki 3acobu i npenapat Pykcienc

Sxio BU npHuiiMaeTe, HEIOJABHO MpUiiMain abo Mo)xeTe NpUIHHATH Oy ab-sKi iHII JTiKapchKi 3aco0H,
TOBiZIOMTe IIPO Lie CBOEMY JIiKapIO, arnTekapro abo mencectpi. e crocyetses HasiTh mpenaparis, mo
MPOJAKOTHCS 6e3 peLenTa, Ta JIKapChKHX 3aC00iB POCTMHHOrO MOXO0/KeHHs. Lle HeobXifHO ToMy, 110
PykcieHc MOxe BIUIMBATH Ha [0 IESKHUX IHIIMX JIiIKapChKUX 3aco0iB. Takoxk meski iHui Jikapebki
3aco0H MOXKYTh BIUIMBATH Ha Jifo npemnapary PykcieHc.

3okpema, MOBIAOMTE CBOEMY JTIKapro:

. SKINO BY NpUIMAaETe NpenapaTy Uis JIKyBaHHS MiJIBULICHOr0 apTepiabHOrO THCKY. MOXKIIHBO,
BAC MONPOCATh He NMPUAMATH iHII JIikapchki 3acobu 3a 12 roauH 10 TOro, Sk BaM OyayTh
BBOAMTH PykcieHc. Ile HeoOXiHO TOMY, IO B AESKHX JIFOEH 3HIKYEThCS apTepialbHUi THCK,
KoJi M BBOJATH PykcieHc;

. AKIIO BH KOJIM-HeOYIb OTPHMYBAJIH TIKAPCEKi 3ac00H, AKI BIVIMBAIOTE HAa IMYHHY CHCTEMY,
HalnpHKJIaJ, XiMioTeparnito abo iMyHOePECaHTH.

Sxmo Bac crocyeTbes 6yAp-110 3 MepesTiueHoro suie (abo AKIIO0 BH HE BIIEBHEHI), 3BEPHITHCS 10
CBOro JiKaps, antekaps abo MeacecTpy, NepIll HDK 3aCTOCOBYBATH Ipenapat PykcieHc.

BariTHicTh Ta rpyaHe BHTO0BYBaHHS
Bu nosuHHI noainowzrm JIKapIO YH MEJIICECTpi, AKIIO BH BariTHi, AyMacTe, 0 MOXKeTe OyTH BariTHi
abo ruiaHyeTe BariTHicTh. Lle moB’s13aHo 3 THM, 10 Pch1€Hc MOJKe ITepEeTUHATH IUTaLleHTapHuI Oap’ep
1 MO>Ke BIUTMHYTH Ha Ballly JUTHHY.

SIKIo BM MO>KETe 3aBariTHITH, BU Ta Balll MApTHEP MOBHHHI BHKOPHCTOBYBATH €QEKTHBHHH METO.
KOHTpaUEeNii Mix yac JikyBaHH:A npenapaToM Pykcienc. Bu Takosx NOBUHHI poGuIy Le nporsrom
12 micsauiB micis OCTaHHBOTO 3aCTOCYBaHHA Mpenapary PykcieHc.

Bam 11e cia rogypaTH OHTHITY IPYIAIO, TOKH BH oTpHMYcTe Pykcicric. By Takox e monunmi
rofyBaTH JUTHHY I'PYAJIO NIPOTAroM 12 MiCALIB Mic/Is OCTaHHBOTO 3aCTOCYBaHHS Npernapary
Pyxkcienc. Ile nop’s3aH0 3 THM, 110 PykcieHC MOXe IPOHUKATH B TPYIHE MOJIOKO.
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KepyBanns TpaHCIIOPTHHMH 3aco0amu il podoTa 3 MexaHi3MaMH
Hesigomo, Y BIUTMBae pUTyKkcuMab Ha Ballly 3aTHICTh KepyBaTH TPAHCIIOPTHUMH 3acobaMu abo
NpaIOBaTH 3 IHCTPyMEHTaMH UM MEXaHI3MaMH.

Bmicr Hatpilo B npenapari Pykcienc
Ieit Jrikapchkuit 3aci6 MicTHTE MeHIIe 1 MMOJIB HaTpiro (23 Mr) Ha OJHY 03y, TOOTO MPAKTHYHO
«HE MICTUTH HATPilO».

3. Sk 3acTocoByeThes mpenapar Pykcienc

Sk BiH 3aCTOCOBYETHCSH

Beomutu PykcieHe Oyne nikap abo Mencectpa, siki MarOTh JOCBI/l 3aCTOCYBaHHS LBOTO IPenaparty.
Bonu 6y1yTh yBa)XHO CIIOCTEpIraT 3a BalllUM CTAHOM, TTOKH BaM Oy/IyTh BBOJHTH Licii pemnapar.
Lle HeoOXiIHO Ha BHITA/IOK, SKILO Yy BaC BUHHKHYTh OyIb-Ki MOOIYHI peaxiii.

Bu 3amxau Oynere orpumyBaTu PykcieHe depes kpanenbHUIO (Y BUIIAAI BHYTPILIHBOBEHHOT iHQY3il).

Jlikapcbki 3aco0H, siKi IOTPIOHO 3aCTOCOBYBATH Hepe] KOXKHHM BBEIeHHSIM npenapary Pykcienc
Iepir HiXx BBOAUTH PykcieHe, RaM JTaty Th iHTIT mikapehki Raco0u (MpeMeTuKariiio), moou 3anobirtu
a00 3MEHIIUTH MOXUIHBI MOOIYHI peakirii.

CkisbkH i Ak 9acTo BH OyeTe OTPHMYBATH Il npenapat

a) Skmo y Bac HeX0[UKKiHCbKa JiMdoma

o AHxwo eam npusnavenuii minoku Pyxcienc
Bam 6ynyTs BBOAUTH PyKcieHC o1MH pa3 Ha TIXKIEHb IPOTAroM 4 TwkHIB. MOXUITHBO, BaM
OyIyTh IPU3HAYEHI OBTOPHI KyPCH JIIKyBaHHS IpenapaToM PykcieHc.

o ko eam npusnauenuti Pykcienc y kombinayii 3 ximiomepaniero
Bu 6ynere otpumyBatu PykcieHc y Toi jxe neHs, 1o i XimioTepariiro. 3a3Buuait Pykcienc
3aCTOCOBYETHCS KOXKHI 3 THOKHI, 3arajioM JI0 8 HHKIIIB.

e JSxmo Bu nobpe BiANoOBifacTe Ha JiKyBaHHs], BAM MOXKYTh IPU3HAYaTH PyKCieHC y SKOCTI
HiITpHMYyrO40i Tepamnii koxkHi 2 abo 3 MicsIi npoTaroM ABOX pokiB. Baiu nikap Moske
3MIHHUTH LIe PilIeHHS 3aJIeKHO BiJl TOTO, KOO Oy/e BiANOBIAb BAIIOrO OpraHi3My Ha
JiKyBaHHS.

e JSxmo Bam MeHme 18 pokiB, BaM npu3Ha4aTh PykcieHc y moeqHaHHi 3 XiMioTepartieo. Bu
orpumaete Pykcienc o 6 pasis 3a 3,5-5,5 micsi.

0) SAxmo y Bac XpoHiuHmii Jdimponurapauii Jeiixos

Slkimo BaM npu3HaueHui Pykcienc y kom6iHanii 3 XiMiotepartiero, BU Oyzmete oTpuMyBaTh iHDY3ii
npenapary Pykcienc y nens 0 muxiy 1, a HoTiM y IeHb | KOXHOTO LUKITY 3arajioM NpOTAroM

6 muxtis. Kosken nuxi Tpusae 28 quiB. XimioTepariko clifi 3acTOCOBYBATH micis iHdy3ii npenapary
Pykcienc. Bam sikap BUpIlIUTE, Y4 IOTPIGHO BaM OTPHMYBATH CYITyTHIO MIATPUMYIOYY TEPAILtO.

B) Sxmo y Bac peBMaToiiHUi apTpUT

KoxxeH kypc Tepariii cKiIagaeThes 3 IBOX OKpeMHUX iH(Y3iH, SKi BUKOHYIOTBCS 3 iHTEPBAJIOM 2 THXKHI.
MoxxuBo, BaM OyayTh IpU3HAUECHI OBTOPHI KypcH Teparii nmpenaparoM Pykcienc. 3aexHo Bin
O3HAK 1 CHMIITOMIB BAIIIOT0 3aXBOPIOBAHHS JIiKap BUPILIATE, KOJIK BaM CJIi/{ OTPUMYBATH JOAATKOBI
KypcH Tepailii npenapatoM Pykcierc. MoxUIHBO, 1ie CTaHETHCS Yepe3 AeKisIbKa MiCSIIiB.

r) Sxmo y Bac rpanyJieMaTo3 i3 nojianriirom a6o MikpockomiyHuii moJtianriir

Kypc tepamnii npenapatom PykcieHc cxiafaeTbes 3 HOTHPHOX OKpeMHUX iH(DY3i1H, 1[0 BUKOHYIOTECS
OJIMH pa3 Ha TIK/CHb WOTHKHA. [Tepen moyarkoMm BBe/ieHHs npenapaTy PykcieHc 3a3Buyait
3aCTOCOBYIOTH KOPTHKOCTEpPOiIH, 3a3BUyal, i’ ckuiiino. KopTukocTepoinu, sKi 3aCTOCOBYIOThCS
NIEPOPATBLHO, MOXYTh OyTH NpH3HaueHi B OyIb-KMi Yac JlikapeM JJis JIiIKyBaHHS BalllOro CTaHy.

SIxmo Bam He McHIIe 18 pokie i Bu 106pe BiAMOBigaeTe Ha JiKyBaHHA, BAM MOXCYTL TPHIIAYATH
Pykcienc y sikocTi miaTpuMyto4oi Tepaii. Moro BBOASTS y BUNIIA 2 OKpeMHX 1H¢y31171 3 iHTePBAROM, .
Y 2 THKHI, IICJIs 9OT0 BUKOHYIOTE 1 iHQY3ir0 KOXKHi 6 MiCAIIIB POTATOM IIOHAHMEHIIE 2 pos ,}ﬁ@\/f@c
JliKap MOXke IPUAHATH PIlIEHHS PO Te, IOOH MOIOBKUTH KyPC JliKyBaHHs mpenapaTom Pykéient na

% %3 & . s e 3 L% 2 5
OuiLL TpUBIMI Yac (0 5 pokiB), 3aJIeXKHO Bifl TOTO, SIK BH BiIITOBigacTe HA meBaHHﬂf/ S

Ly

7
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) Ko y Bac myXHp4YaTKa 3BHYalHA

Ko>keH Kype Tepariii CKJIaJaeThest 3 IBOX OKpeMHUX iH(y3iH, sIKi BUKOHYIOTBCS 3 IHTEPBAJIOM 2 THXKHI.
Sxio BH 1106pe BiANOBifa€Te Ha JIKYBaHHs, BAM MOXKYTh PH3HAYATH Pykcienc y sikocti
MiATpHUMYI040i Tepartii. ¥ oMy pasi npenapar 0ye 3acrocoByBatycs Yepes 1 pik Ta 18 micsuis
TiCJIst IOYATKOBOTO JIIKYBaHHS, a MOTIM KOXKHi 6 MiCSILIIB, SKILO IOTPiOHO; Balll JIIKap MOXKE SMIHUTH
1[I0 CXEMY 3aCTOCYBaHHs Iperapary 3aJI€XKHO Bijl TOTO, K BU BIANOBIJAa€Te Ha JTiKyBaHH:.

Sxmo y Bac € Oy/b-siKi iHIIi 3aTIMTaHH MO0 3aCTOCYBAHHS LHOr0 JIKapChKOro 3aco0y, 3BEpHIThCA
JI0 CBOTO JIiKaps, antekapsi abo MeICeCTpH.

4. MosksnBi no6iuHi peakmii

Sk i Bei mikapebki 3aco0u, 1ieit 3acib Moxe BUKIIMKATH T0014HI peakilii, Xoua BOHH 3’ IBJISIOTHCSA
HE B KOXHOTO.

BinpmicTs noGiYH|X peakiiif 6yBaroTh JIErKOTo 0 HOMIPHOTO CTYIEHS, ajle AesKi MOXKyTh OyTH
TSOKKMMHM M IOTpeOyBaTH JIIKyBaHHA. Y PIIKICHHX BHIIaJKaX AEsKi 3 IMX peaKuiii Oyiu JeTaTbHUMH.

Indysiiini peakunii

ITig wac iHdys3ii a6o nMpoTsroM nepmux 24 rofuH Miciis Hel y Bac MOxXe IiIBHILIUTHCSA TEMIIEpPaTypa
Tisa, 3’ ABUTHCS 03HOO i TpeMTiHHs. MeHII YacTo B AEAKUX MALi€HTiB MOXKYTh BUHHKATH O y MicLi
in(ys3ii, myxupi, cBepOiHHs, HyIoTa (KOJIM Bac HyUTh), BTOMJIFOBaHICTh, TOJIOBHUH Ok, yTpyHEHHS
JIMXaHHs, [IBUINEHHS apTepiaIbHOrO THCKY, CBHCTSIME THXaHHs, TUCKOM(OPT y ropii, Habpsk S3uKka
abo ropia, cBepOiHHs B HOCI ab0 BHIIIEHHS 3 HOca, 6I0BaHH4, rinepeMis abo mocunene cepuebuTT,
cepuesuil Hanax abo HU3bKa KUIBKICTH TPOMOOLUTIB. SIKIIO y Bac € 3aXBOPIOBAaHHA ceplis abo
CTeHOKapis, i peakiiii MOXyTh OyTu 6inb BUpaxkeHuMu. Heraiino nosigomasiiite ocodi, sika
BHMKOHY€E BaM iHdYy3iro, K0 y Bac a00 y BaIIOi AUTUHN BUHUK Oyb-SKHH i3 IIMX CHMIITOMIB,
OCKLJIBKH B IIbOMY pa3si MOXke 3HaJOOUTHCS YIOBIIbHHTH a00 NpUIMHUTH iHY3it0. MoknuBo,
3HaJO0OMTHCSA HaJaTH BaM JIOJAaTKOBI JIIKapChKi 3aCO0H, HAaPHUKJIaj, aHTUriCTaMiHHUH 3acib abo
napaneramost. Koy i cHMITOMH 3HHKHYTh a0 3MeHIIaThes, iHdy3iro MoxkHa Oy/ie MPOIOBKUTH.
ITicis apyroi indys3ii 1i peakuii BUHHAKAIOTH pigme. Axmio mi peakuii 6yXyTh cepiHo3HMMH, Ball JIiKap
MO>ke TIPUMHSTH pillleHHs Mpo NPUIIHHEHHS Teparii npenaparoM Pykcienc.

Indexnii
Heraiino moBigoMre ¢cBOEMY JIiKapIo, AKIIO y Bac 200 y BAmOl JHTHHH BHHHK/IN Oyab-sKi 3
HaBeJeHHX HIKYe 03HAK iHdeKnii:

° HiJBHMILIEHHS TeMIIEPaTypH Tijia, Kalienb, 011k y ropii, HeKy4Hid 6ib I1iJl 4ac Ce4OBUITY CKaHH:
a00 BiAYyTTs CTAaOKOCTi YM 3arajibHOrO HE3TyXKaHH;
. BTpaTa naMm’sTi, npobieMu 3 MUCIEHHAM, YTPYAHEHHs X0aAp0H ab0 BTpara 30py — Lie MOXe

GyTH HaCJIiIKOM Jy»Ke PiAKiCHOT cepifo3HOl iH(eKLii rooBHOro MO3Ky, ska Moxe OyTH
JeTaIBHOIO (Iporpecyroya My abTUOKaIbHA JlelikoeHedanonaris, abo ITMJI).

ITig yac ikyBaHHs npenapatoM PykcieHc BU MoxeTe OyTH GUIbIn ypasnuBUMU nepesl iHbeKiiamMu.
YacTo 1€ 3aCTy/IHi 3aXBOPIOBaHHS, ajie OyJIi BUMAa KK BUHUKHEHHS ITHEBMOHIT abo iHdexin
CEYOBMBIHMX ILIAXiB. BoHM meperniueni Hwk4e y po3aini «IHir nobivHi peaxiiix.

Slkino B OTPUMYETE J'[leBaHHSI 3 IPUBOLY peBMaTOlIlHOFO apTpuTy, TPaHyIeMaTosy 3 TOJTiaHTiiTOM,
Mucpocxomtmoro MOJTiaHriiTy abo MyXWpYaTKH 3BUYAHHOI, BY TAKOX 3HAMIETE 1o iHQopMarlito

B IaM’ATL JUIs TALI€HTa, Ky BaM BUAACTB Jlikap. BaxuiuBo, 00K BH 3aBXKIH TPUMAJIH i3 COOO0IO L0
nam’ATKy IS alieHTa Ta oKa3aIt 1i CBOEMY NapTHEPY YM JOoriisaady.

Peakuii 3 60Ky mkipn

Y NOOAMHOKMX BHIIAIKaX MOX/IMBI TSDKKI YPaKSHHS LIKipH 3 YTBOPEHHSM ITyXHpiB, IO MOXKYTh OyTH
HCOC3MCUHHME 1S JKUTTA. [10YepBOmiIIIs, SKHM YaoTO CYNPOBOKYETECS YTBOPEHHS Iy XHPIB, MOXE
3’SIBIIATUCS Ha ILKipi a60 Ha CIM30BHX 0GOIOHKAX, HANPUKIAZ, Y POTI, Ha CTATEBUX OpraHax abo nosikax;
MO€ TiJBMUIYBATHCS TeMIlepaTypa Tia. ¥ pa3i BUHHKHEHHA Oy (b-AKWX i3 WX CHMUTOMIR
HEraiiHo MOBIAOMTE NPO 1€ CBOEMY JiKapIo.

Jo inmux nobivHUX peakuiii HajIexKaTh HACTYNHI,
a) Skmo y Bac 260 y Baloi AUTHHH HEXO’KKiHCbKa JiMdoma abo XpoHiuHUH
gimounTapHuii JeHKko3

Jy>xe yacTi mobivHi peakuii (MO:KyTh BUHHKATH Oinbire HiK y 1 3 10 oci6):
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Yacri

GaxrepianbHi 260 BipycHi iHdeKIlil, OPOHXIT;

HHU3bKa KUJTBKICTh JTISWKOIMTIB 3 I JBUILEHHAM TeMIlepaTrypH Tija abo 6e3 Hporo, abo HU3EKa
KUTBKICTB KJIITHH KPOBi, sIKI HA3UBAIOTECS TPOMOOLIUTAMHU;

BiIUYyTTS HYJOTH (HyI0Ta);

OOJTUCIHHS AESIKHX AUIAHOK Ha IUKIpi TOJIOBH, O3HOO, TOJIOBHUE O1/Ib;

3HIDKCHHS IMYHITETY — depe3 3MEHIICHHs PiBHS aHTUTLI y KPOBI, SKi HA3UBAIOTLCS
imyHorno6yminamu (IgG) i noroMararoTh 3axXHINATH OPraHi3M Bif iH(EKIIii.

no6iuHi peakuii (MoxxyTs BHHUKATH B 110 1 3 10 0cib):

indexuii kpoBi (cercuc), MHEBMOHII, ONepi3y0unii reprec, 3acTya, iHdpexuii ApiGHUX GPOHXIB,
rpubKoBi indekilii, iHpekii HeBiTOMOro NOXOKEHHS, 3allaJICHHs HABKOJIOHOCOBHX T1a3yX,
renatur B;

HM3bKa KUIBKICTh €PUTPOLIUTIB (aHEMist), HU3bKa KUIBKICTh YCiX KIIITHH KPOBI;

aneprivHi peakuil (Tinep4y TJIUBICTB);

BHUCOKHMH PiBEHB LyKpY B KPOBi, 3MEHILICHHS MaCH TiTa, HAOPsK OOMHYUS i Tijia, BUCOKUH piBeHb
depmenty nakrataerigporeHasu (JIAI) B kpoBi, HU3BKHI piBeHb KAIBIIIO B KPOBI;

BiIYyTTs HA MIKIpi, IKMX HE Mae OyTH B HOPMi, TaKi K OHIMiHHS, IIOKOJIOBAHHS, TIOLIHITY BAHHS,
NEYiHHS; BIAYYTTS, HiIOM XTOCK ITOB32a€ O MIKipi; 3MEHIIEHHS BiqUyTTiB Ha JOTHK;

BIAYYTTS HECTIOKOIO, MPOOJIEMH i3 3aCHHAHHSAM;

Iye iHTEHCHBHE IIOYEPBOHIHHA Ha O0IMYYi i iHIIMX JiTSHKAX MIKIPH BHACIIIOK PO3LIMPEHHS
KPOBOHOCHHUX CY/HH;

BIIIyTTS 3ar1aMOpOueHHs a00 TPUBOKHOCTI;

6inbII iHTEeHCHBHE CIILO30BUILICHHS, IPOOJIEMH 3i CITI3HUMH MPOTOKAMM, 3allaleHHs OKa
(KOH’YOHKTHBIT);

BiUYTTS O3BOHY Yy ByXax, Oib y ByXax;

NIOpYIIEHHs B poOOTi ceplid, Taki sAK CepleBUi Hara, HepiBHOMipHe ab0 MPHUCKOPEHe ceprieOnTTS;
BHCOKU# a00 HU3bKUI apTepiabHHH THCK (HU3bKUI apTepialbHHUM TUCK, 0COOIMBO KOJH BH
BCTAETE y BEPTHKAIBHE MOJIO)KEHHS );

CTUCKAHHA M 5131B y IUXaIBHUX LIUISAXaX, 0 BUKIIMKAE CBUCTSIYE TUXaHHs (OpoHXOCHIasM);
3alajieHHs, MOJPa3HEeHHS B JIET€HX, FOpIli a00 HAaBKOJIOHOCOBHX Ta3yXax, 3a/MIIKa, HEXKHUTE;
6mopanns (6roBOTA), Jiapes, 6Lk Y IUTYHKY, IToApa3HeHHs a0 BUpa3KH B ropiii Ta Ha
CIIM30BiH 000JIOHI poTa, MPo6JIeMH 3 KOBTAHHSM, 3aIl0p, HETPABJIEHHS LIUTYHKA;

MOPYIICHHS, ITOB’3aHi 3 MPUHOMOM TXKi; CIIOKMBAHHSA HEIOCTATHLOI KiJIBKOCTI IKi, IO
TIPU3BOJUTE IO CXYIHCHHS,

KpPOIHB’ THKA, TOCUJICHE ITOTOBHILUTCHHS, HiYHA ITITIHBICTD;

npoOeMu 3 M’s13aMH, HalIPUKJIAJl, CKyTICTh M 31B, OUTb y cyritobax abo m’s3ax, 6iib y crimHi
W 1uf;

3araibHUH JUCKOMGOPT ab0 MOYYTTs BXKKOCTI 200 BTOMH, TPEMTIiHHS, O3HAKH PHILY;
MOJTiOpraHHa HEAOCTATHICTE.

Heuacti mo6iyni peakii (Mo>xyTs BUHUKATH B 10 1 3i 100 oci6):

npo6JIeMH 31 3TOPTAHHAM KPOBi, 3HW)KEHHS BUPOOJICHHS €PUTPOLIUTIB i IOCHIICHE PYAHYBaHHS
EPUTPQUMTIB (ATUTACTHMYHA TeMOTITHYHA aHeMif), HaOPAK a00 30IMBIICHAS TIMMATHYHWX RY3TiR;
NpUTHiYeHUH HacTpil Ta BTpaTa iHTepecy UM 3a[0BOJICHHS Bi/l 3BUYHUX 3aHATh, HEPBOBICTD;
npoOIeMH 3i CMAaKOBHMH BiTIyTTSMH, TaKi K 3MiHa CMaKy;

npoOIeMH i3 ceplieM, TakKi K 3HWKEHHS YaCTOTH CepPLIeBHX CKOpoueHb abo OLtb y rpyaHiit
KT (cTeHokapis);

OpoHXianbHa acTMa, HaIXOKEHHS 3aHATO MaJIO] KUTBKOCTI KHCHIO JI0 OpPraHiB Tija;

HaOpsK OUTYHKA.

INooauHoki no6ivHi peaxiii (MOXyTh BUHHKATH MeHII HiX y 1 3 10 000 oci6):

KOPOTKOYAcHe 301TBIIeHHS KUTBKOCTI ISIKAX BU/IIB aHTUTLT Y KPOBI (AKi HA3MBAIOThCS
iMyHornoOyniHamu, abo IgM), BinXuneHHs BiJl HOPMH pe3yJIbTaTiB 610XiMiUHOrO aHasIi3y KPOEi,
CLIPMYMHEH] pyHHYBaHHAM BiIMHPAIOYUX PAKOBHX KIIITHH;

YPa’KeHHs HepBiB Ha pyKax i Horax, napaiizoBaHe 00JIu4Ys;

CEpPLICBA HEeOCTATHICTS,
3anajeHHs KPOBOHOCHHX CyIHH, SIKi IPU3BOJATH, 30KpeMa, 10 HOOIYHMX peakiill i3 OeKy
IuXaJbHa HeJOCTATHICTE, /%Q o




IyXHpiB, MOJKe 3’ IBJISTHCS Ha IIKipi a00 Ha cM30BHX 000JIOHKAX, HATIPUKIIAM, Y POTI,
Ha CTaTeBUX OpraHax abo MoBiKax; MOXKe MiJBUITyBaTHCS TeMIepaTypa Tia.
HUPKOBA HEJIOCTATHICTh;

TSDKKa BTpaTa 30py.

YacroTta HeBilIOMa (HCMO}KJ'[PIBO BCTAaHOBHUTH HaCTOTY 3a HAsBHUMH LlaHI/IMH)I

° 3MEHIIEeHHS KUTBKOCTI JIGHKOLMTIB, 10 BiIOYBAETHCS HE 0/1pasy;

° 3MEHIIEeHHS KUTBKOCTI TPOMOOIHUTIB o/ipa3y micias iHy3ii — BOHO Moyke OyTH 060pOTHHM,
ajie B PiKICHUX BUIIAIKaX MOXKe OyTHU JIeTaIbHUM;

® BTparta CIIyXy, BTpaTa iHIIUX BiI4yTTiB.

JiTH i miaIiTKH 3 HeX0KKiHCbKOI0 JiMdomoro. 3aranom nmoGivHi edexTr B IiTeH i MmiTiTKIB 3
HEXOJPKKIHCBHKOIO JTIiM(oMoro Oynu nogiOHUMH 10 MOOIYHUX e(EeKTIB y JOPOCITHX 3 HEXOKKIHCHKOIO
nimMpomoro abo XpoHiyHUM JiMbOoLHTapHKUM Jeiiko30M. Halbinbu1 yacTo criocTepiraiucs Taki nobiuHi
edeKTH: MiJBUIIEHHS TeMIepaTypH Tijla, IIOB’sI3aHe 3 HU3bKUM PiBHEM IIEBHOTO THUITY JISHKOLUTIB
(ueiiTpodini), 3anmaseHHs a00 BUPA3KH CIU30BOI 000TOHKH POTA Ta aNeprivyHi peakiii
(rinep4yTIHBICTB).

0) Sxmo y Bac peBMATOIAHHH apTPUT

Jy>xe yacTi moGiuHi peakuil (MOxyTh BUHUKATH Oinbliie HX y 1 3 10 0cib):

. iHdexkuii, Taki sk MHeBMOHis (OakTepiaibHa);

° 61b miT Yac ce4OBUITyCKaHHs (1H(EKIis CeHOBUBIAHUX NIUIAXIB);

o aneprivHi peaxiii, ki HaiiMOBIpHillle BHHUKAIOTH Mix yac iHy3ii, ane MOXyTh NPOSBAATHCS
i mpoTsirom 10 24 roauH micins iHQY3il;

. 3MiHH apTepiaJIbHOrO TUCKY, Hy10Ta, BUCUIIAHHS, iABUIICHHS TEMIepaTypH Tijia, BiqUyTTs

cBepOiHHS, BUALUIEHHS 3 Hoca abo 3aKIaieHiCTh Hoca 1 YUXaHHS, TPEMTIHHS, IPUCKOPEHe
cepLeOUTTS Ta BTOMIIIOBaHICTb;

TOJIOBHUI OiJIb;

3MiHH B pe3yJibTaTax na6opaTopan aHai3iB, MPOBEACHHUX JikapeM. J[0 HIX HAJICKHUTH
3MEHIUEHHs KiIbKOCTI eSKMX CIelHivHuX Ginkin (iMyHOr100YTiHIB) Y KpPOBI, SIKi
JONOMAraroTh 3aXHUIIAaTH OPraHi3M BiJl iHQEKIii.

Yacri nobiyHi peakuii (MoxyTh BUHHKATH B 10 1 3 10 ocib):

° indexuii, Taki sk 3ananeHHs ApiOHUX OpoHXiB (OpOHXIT);

. BiO4yTTs HaOpsKIoCTi 200 MybCYIOYHMH OLIb i IKIPOKO HOCA, LIOK i 0Yel (CHHYCHT), 61

y XKHBOTI, OTOBaHHS # Aiapes, poOIeMu 3 THXaHHSM;

rpubkoBa iHdek1is cTomn («cTomna aTieTay);

BHCOKHi PIBEHB XOJIECTEPUHY B KPOBI;

BiIYyTTA Ha LIKipi, IKMX HE Ma€ OyTH B HOPMI, Taki K OHiIMiHHS, TIOKOJIFOBAaHHSI, IIOIIHITY BAHHS
a0 NMeyiHHA; 3alaleHHs CITHUYHOrO HepBY, MIrpeHb, 3al1laMOPOUCHHS;

BHIIAiHHSA BOJIOCCS;

TPHROKHICTR, JIETIPECs;

HETPAaBJICHHS LIUTYHKa, iapesi, KUCIIOTHUH peuIroKCe, Moapa3HeHHs Ta/abo BUPa3KH ropJia Ta poTa;
Oinb y XKHBOTI, CIMHI, M’s13ax Ta/abo cyriaobax.

HeuacTi moGiyHi peaxiii (MoxyTh BUHMKATH B 10 1 31 100 ocib):

. HaJMipHa 3aTpUMKa PiTMHU Ha O0JIMYYi Ta B TLTI;

) 3amajieHHs, opa3HeHHs Ta/abo CKyTiCTh JIereHb i ropia, Kalless;

. LIKipHI peaklii, 30kpeMa KpOTUB’ IHKa, CBepOiHHS 1 BUCHIT;

) ayIepriviii peakuii, BIIIOHO 31 CBHCTIMUM AMXaHHAM a00 3aJHIIKOI0, HAOPAKOM 00IH4HS Ta

SA3HUKa, KOJIaricom.

[ToonrHoKi mo6iuHi peakuii (Mo T BUIIHKATH Meun 1k y 13 10 000 ocib):

. KOMILIEKC CHMITTOMIB, [0 BAHHKAIOTh TPOTSIOM JEeKUTBKOX THXKHIB Mics iHdy3il
putykcumaby, 30kpema Taki anepn!{m peakuii, sk BUCHIIaHHA, CBepOiHHs, OiIb y cymoGaM'; :
w
Ha6pm<m mMQJaTHqu BY3JIM Ta ITiABUILEHHS TeMIepaTypu Tma \;

s

SR T

207



260 Ha CJIM30BUX 00OJIOHKAX, HAIIPHUKIIAJ, Y POTi, Ha CTATEBHUX OpraHax abo MOBIKaxX; MOXKe
ITiABUULYBATHCS TEMIIEPATYpa Tija.

Inwi pigkicHi mo6iuHi peakuii Ha pUTYKCHMA0, PO SKi HOBIHOMIIANIOCS, BKIFOYAOTh 3MEHITCHHS
KIIBKOCTI JIEUWKONHUTIB (HEATPOdLIiB), sIKi JOMOMArarTh OpratisMy 6opotucs 3 indekuismu. Jleski
indexii MoKy Th OyTH TSOKKUME (IuB. iH(OpMAaNiro B mifipo3aiti «/Hgexyii» 1poro po3ainy).

B) SIkmo y Bac 260 y Baloi JHTHHH I'PaHyJIeMaTo3 i3 mosaianriirom a6o MikpockoniuHmii
noJriaHriiT

Jy»xe vacti mobiyni peakmii (MoXKyTh BUHUKATH Oitbiie HDK y 1 3 10 oci6):

. iHdexkuii, Taki gk iHpeKii opraniB rpy/AHOI KIITKH, iHpeKii CeYOBUBIAHMX NUIAXIB (OLTH i
Yac CEe4OBHUITyCKaHH), 3aCTy/a i reprec;

® ayiepriuHi peakii, ki HalliMOBipHillle BUHUKAIOTH IiJ Yac iHQy31i, ajie MOXKYTh IPOSBIATHUCH

i mpoTsirom 1o 24 roauH micns iHys3ii;

niapes;

Karenas abo 3a/Iuka;

HOCOBA KPOBOTEHa;

i IBUIIEHHS apTepialbHOTO THCKY;

6i1b y cyryiobax abo CITiHi;

NIOCMHUKYBaHHS a00 TPEMTIHHS M’ S31B;

BiIIyTTS 3aIIaMOPOYEHHS;

TpeMop (TPEMTIHHS, YacTO TPEMTIHHS PYK);

npo6JiemH i3 3acuHaHHAM (0€3COHHS);

HaOpSAK KUCTEH PyK Y LIMKOJIOTOK.

YacTi nobiuni peakuii (MoxyTs BUHUKATH B 10 1 3 10 ocib):
HETpaBJIEHHS LIUTYHKA;

3aKperr,

HIKipHI BUCHIIAHHS, 30KpeMa akHe abo «HOpHi TOUKM»;
rinepemist abo MO4YEpBOHIHHA IKipH;

TiABUILEHHS TEMIIEPATYPH;

3aKJIaleHicTh Hoca abo BUIUICHHS 3 HOCa;

CKyTicTh M’s31B abo Oinb y M’s13ax;

6i1p y M’s13ax, KHCTAX abo cTomax;

HHU3bKA KUIBKICT EpUTPOLIUTIB (aHEMis);

HH3bKa KUIBKICTh TPOMOOIHTIB Y KPOBI;

301IBLIEHHS KUTBKOCTI KaJIifo B KPOBI;

3MiHH CEPLEBOr0 PUTMY 200 OLIBII HIBHAKE CEPLEOUTTS, HIXK 3a3BHYAM.

IMoomuHoKi moGI4HI peakiiii (MOXyYTs BHHHKATH McHII HDK y 1 3 10 000 oci6):

. TSDKKI YPasKeHHS IIKiPU 3 YTBOPEHHSIM ITyXHpiB, SIKi MOXYTh OyTH HEOE3MEUHUMH TS KUTTS.
IToyepBOHIHHS, SKUM YacTO CYHPOBOKYETHCA YTBOPEHHS ITyXHPiB, MOXKe 3’ IBJIITUCS HA HIKipi
a0 Ha ciM30BUX 000JIOHKAX, HAPHKJIAJ, y POTi, Ha CTATEBHUX OpraHax abo MoBiKax; MOXe
IIiIBUIITyBaTHCS TEMIIEPATypa Tija.

° MOBEPHEHHS paHille nepeHeceHoi iHdekuii Bipycy rematuty B.

JiTa # nijuniTKA 3 rpany/iemMaTo3oM i3 nojianriirom abo MikpockoniyHHM nmoiaHriiTOM
3aranoM noOiwiii eexTH B AiTeH i MiUTITKIB 3 FpaHy/IeMaTo30M i3 HOJTIaHTiiTOM a00 MIKPOCKOIIMHIM
TnoJiianriitoM Oysu noibHUMM A0 MOOIYHUX e(heKTiB Y JOPOCITHX 3 IPAHYJIEMATO30M 13 MOIaHTiiToM
ab0 MikpockomiyHUM nomianriitoM. Haif6innir yacto crocrepiramucs Taki mooivHi ehexT: iHpekii,
anepriudi peakuii Ta Bia4yTTs HY 10TH.

r) Skmo y Bac myxupyarTka 3pHyaiina

Hyxe vacri no0iuni peakuil (Moxy T BuHukaTu Ginbie Hix y 1 3 10 oci6):

D Hi PCAK ] AMIMORBIPH BHHUKAIOTh I11/1 Y4 HDVY311, d

78




. rOJIOBHUM GiTb;

® irndekuii, 30kpemMa iHdpeKLii opraHiB rpyaHOT KIIITKH;

® 3aTsDKHA JIeTpecis;

° BUITaJiHHS BOJIOCCS.

Yacri nob6ivuHi peakuii (MOXyTh BHHHKATH B J10 1 3 10 oci6):

o iHgexuil, Taki sk 3BMYaliHa 3aCTy/1a, TepreTHdHa iHQeKis, iHpeKiis Ouel, KaHUTO3HMI
CTOMATHUT Ta iHeKii CCYOBHBIAHMX IUIXIB (0116 M Yac CEUOBHITY CKAHHA);
pO3J1aiM HACTPOIO, TaKi K APaATIBIUBICTB i JEMpecis;

posnianu 3 60Ky LIKipH, Taki sk CBepOiHHA, KPOIHB’IHKA i TOOPOAKICHI YIILIbHEHHS;
MIOYYTTS BTOMHU 200 3aIlaMOPOYEHHS;

i ABUIIEHHS TeMIIepPaTypy;

6ib y cyriiobax abo CrivHi;

61716 y JKHBOTI;

611b y M’s13ax;

OLIBII IIBUIKE CEPLEOUTTS, HidK 3a3BHUYAIA.

Pyxkeiciic Mojke Takoi CIIPHYHHATH 3MiHH B PC3yNIbTaTax IabOPaTOPHUX aHAITI3iB, TIPOBEICHUX JIiKAPEM.
Skiio Bu OTpUMy€Te npenapar PykcieHe 0HOYACHO 3 iHIIMMH JIIKAPCHKMMH 3ac00aMH, AesKi nobiuHi
peaxutii, IKi MOXyTb y BaC BUHUKHYTH, MOXYTb OyTH CIIPHUYMHEHI LMK THITMMH JTIKapCHKUMH 3aC00aMH.

THorigomiieHHs npo NO6iYHI peakii

Sxio y Bac BUHUKHYTB Oy/b-AKi MOGiIuHi peakii, 3BepHITHCS 10 CBOTO Jiikaps, anTekaps abo
Mencectpu. Lle crocyerses GyHB-SIKHX MOXIIMBHX TOOIYHMX PeaKilii, He BKa3aHHX y me.OMy’nncmy-
BKJI T Hpo 1106i4Hi peaxuii v MOXHa TIOBIZIOMUTH G€3M0Ccepe/IHBO 3a JOIOMOTOIO Hal IBHOL
( 3BITHC 33HOL B Ky V. IloBinomitsrouu rpo mo6GiyHi peakiii, BU MO)KGTC
JIOTIOMOITH OTpUMATH Ginblue 1H¢)opMau11 npo 6e3NeYHICTh IBOro JIIKapChKOro 3aco0y.

5. Sk 36epiraTu npenapat Pykcienc
36epiraiiTe nei JlikapchKHi 3aci0 Yy HEIOCTYIHOMY VIS JiTeH MicLii.

He BuxopucToBy¥ite nek nikapcekuif 3aci6 miciis 3akiHYEHHs TePMiHy NMPUIATHOCTI, BKA3aHOro Ha
yHaKoBIi micis ciiB «Bxuru 1o». TepMiH NPUIATHOCTI BiAMOBiAa€ OCTAHHBOMY JIHIO BKa3aHOT'O
MicsIIs.

36epiratu B xononuwehuKy (Bin 2 °C go 8 °C). 36epiraiite ¢iakoH BecepenrHi KapTOHHOT KOPOOKH
IUIS 3aXMCTY Bif CBIT/IA.

He Brkupaiite nikapcbki 3aco6u B KaHanizallio a6o pasom i3 mo6yTosum cMitTsm. Criuraiite y CBOro
anTexaps, y SKui crocib ciia mo36aBisTHES B HeNOTPiOGHMX Jlikapchkux 3aco6iB. Lli 3axoau
JONIOMOXKYTh 3aXUCTHTH HaBKOJIMIIHE CEPEIOBHMILE.

6. BmicT ynakoBkH Ta inma indopmanis
IIfo micTruTh npenapar Pykcienc

B Hiroya pedoBHHa npernapaty PykCieHC HA3HBAETHCA PUTYKCHMAGOM.
Y ¢naxoni Ha 10 M Mictutses 100 mr purykeumaby (10 mr/mo).
VY ¢nakoni Ha S0 Mt Mictutbes 500 Mr pm'yKCHMaGy (10 MF/MJI)

. Kle Toro, PykcieHc MicTHTE Taki nonommau inrpenieHTy: L-rictaaun; L- nc"mzmﬂy
TiIPOXJIOpH, MOHOTIApAT; IHHATPIIO eferar; nomicopbat 80; caxaposa; Bosa Juist i €KUM,

Sk Burnsiaae npenapat Pykcienc i mo micTuts ynakoska

Pykcienc — Binx mposoporo 1o 3inerka OTaJIECLEHTHOrO, Bill 6e36apBHOTO 110 6mnoro KOPHYHEBO-

JUIS IPUTOTYBaHHS PO3YHHY IS mq)ysm
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®nakon 10 M1 — o 1 ¢akoHy B yIakoBli.
®nakon 50 mi1 — 1o 1 prakoHy B yNakoBIii.

Buiacuuk peectpaniiinoro nocBixuenHst

Kommnasnis Pfizer Europe MA EEIG
Boulevard de la Plaine 17

1050 Bruxelles

Benpria

Bupo6unx

Pfizer Manufacturing Belgium NV
Rijksweg 12

2870 Puurs

Benpris

3a incopmartiero mpo niei TikapekKuii 3aci6 3BepTaiiTecs 10 MiCIIEBOro MpeCTABHHKA BIIACIIHKA

peecTpanifHOro MOCBiAYEHHS.

Beabria

JIroxcemOypr

Pfizer NV/SA

Ten.: +32 (0)2 554 62 11

Yecbka Pecnyouika
Pfizer, spol. s r.o.
Ten.: +420-283-004-111

Hanin
Pfizer ApS
Ten.: +45 44 20 11 00

Himeuuynna
Pfizer Pharma PFE GmbH
Ten.: +49 (0)800 8535555

Bouarapis

INaiizep JIrokcembypr CAPJL,
Kion beirapus

Tem.: +359 2 970 4333

Ecronis
Pfizer Luxembourg SARL Eesti filiaal
Ten.: +372 666 7500

I'penin
PFIZER EAAAX AE.
Ten.: +30 210 67 85 800

Temawis
Pfizer S.L.
Teun.: +34 91 490 99 00

Ppanuis
Ptizer

Kinp

PFIZER EAAAX A.E. (CYPRUS BRANCH)

Ten.: +357 22 817690

Yropmuna
Pfizer Kft.
Ten.: +36 1 488 3700

Mansta
Vivian Corporation Ltd.
Tem.: +356 21344610

Hinepaanan
Pfizer bv
Ten.: +31 (0)10 406 43 01

Hopgerisn
Pfizer Norge AS
Tem: +47 67 52 61 00

ABcTpis
Pfizer Corporation Austria Ges.m.b.H.
Ten.: +43 (0)1 521 15-0

Hoapma
Pfizer Polska Sp. z 0.0.
Tem.: +48 22 335 61 00

Hopryranin
Laboratoérios Plizer, Lda.
Tem.: +351 21 423 5500

Pymynisn
Pfizer Roménia S.R.L




Xopsaris
Pfizer Croatia d.o.o.
Ten.: +385 1 3908 777

Ipnanpgis

Pfizer Healthcare Ireland

Ten.: +1800 633 363 (toll free)
Ten.: +44 (0)1304 616161

Icnannisn
Icepharma hf.
Tesm.: +354 540 8000

Iranis
Pfizer S.r.l.
Ten.: +39 0633 18 21

JlarBisa

Pfizer Luxembourg SARL filiale Latvija

Ten. +371 67035775

JInTBa

Pfizer Luxembourg SARL filialas Lietuvoje

Ten. +3705 2514000

|
|

CooBenis

Pfizer Luxembourg SARL, Pfizer, podruznica
za svetovanje s podrodéja farmacevtske
dejavnosti, Ljubljana

Ten.: +386 (0)1 52 11 400

Pecny6uika Ciaosenis
Pfizer Luxembourg SARL, organizaén4 zlozka
Tem.: +421 2 3355 5500

Dinngnais
Pfizer Oy
Ten.: +358 (0)9 430 040

IBenis
Pfizer AB
Ten.: +46 (0)8 550 520 00

Besmnka Bpuranin
Pfizer Limited
Ten.: +44 (0)1304 616161

JlaTa ocTaHHBOY HepeBipKH NBLOr0 JIHCTKA-BKIATKH: <{MM/PPPP}><{micsiu PPPP}>,

Inwi pxepena indopmamii

Heransha inpopmaris npo ueii Jikapcekuii 3aci6 A0CTynHA Ha BeOcaiiTi €BPONENCHKOro areHTCTBa

3 JIiKapChKUX 3aco0iB: hitp://www.ema.europa.eu.

Texker uporo nucTka-BKIIaKK B NepeKiIazi Ha Bei Moy €C/CEIT MOCTYIIHMI Ha BeOcaiTi
€BpoMneiCEKOTo areHTCTBa 3 TiKAPCHKUX 3aC06iB.
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vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Ruxience 100 mg concentrate for solution for infusion

Ruxience 500 mg concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Ruxience 100 mg concentrate for solution for infusion

Each mL contains 10 mg of rituximab.
Each 10 mL vial contains 100 mg of rituximab.

Ruxience 500 mg concentrate for solution for infusion
Each mL contains 10 mg of rituximab.
Each 50 mL vial contains 500 mg of rituximab.

Rituximab is a genetically engineered chimeric mouse/human monoclonal antibody representing a
glycosylated immunoglobulin with human IgG1 constant regions and murine light-chain and
heavy-chain variable region sequences. The antibody is produced by mammalian (Chinese hamster
ovary) cell suspension culture and purified by affinity chromatography and ion exchange, including
specific viral inactivation and removal procedures.

Excipient with known effect ‘
This medicinal product contains less than 1 mmol sodium (23 mg) per dose.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Concentrate for solution for infusion (sterile concentrate).

Clear to slightly opalescent, colourless to pale brownish-yellow liquid.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications
Ruxience is indicated in adults for the following indications:

Non-Hodgkin’s lymphoma (NHL)

Ruxience is indicated for the treatment of previously untreated adult patients with stage III-IV
follicular lymphoma in combination with chemotherapy.

Ruxience maintenance therapy is indicated for the treatment of adult follicular lymphoma pa éeﬁmm%

YEp %,
responding to induction therapy. & QCT 3B, a8

Ruxience monotherapy is indicated for treatment of adult patients with stage III-IV fol énl'ér

lymphoma who are chemoresistant or are in their second or subsequent relapse after ¢ fnothg Pﬁ”? '




———antihistamine (= diphenhydramine or equivalent) should be administered 30t esBef
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Ruxience is indicated for the treatment of adult patients with CD20 positive diffuse large B cell
non-Hodgkin’s lymphoma in combination with CHOP (cyclophosphamide, doxorubicin, vincristine,
prednisolone) chemotherapy.

Ruxience in combination with chemotherapy is indicated for the treatment of paediatric patients (aged
> 6 months to < 18 years old) with previously untreated advanced stage CD20 positive diffuse large
B-cell lymphoma (DLBCL), Burkitt lymphoma (BL)/Burkitt leukaemia (mature B-cell acute
leukaemia) (BAL) or Burkitt-like lymphoma (BLL).

Chronic lymphocytic leukaemia (CLL)

Ruxience in combination with chemotherapy is indicated for the treatment of patients with previously
untreated and relapsed/refractory CLL. Only limited data are available on efficacy and safety for
patients previously treated with monoclonal antibodies including rituximab or patients refractory to
previous rituximab plus chemotherapy.

See section 5.1 for further information.

Rheumatoid arthritis

Ruxience in combination with methotrexate is indicated for the treatment of adult patients with severe
active rheumatoid arthritis who have had an inadequate response or intolerance to other
disease-modifying anti-rheumatic drugs (DMARD) including one or more tumour necrosis factor
(TNF) inhibitor therapies.

Ruxience has been shown to reduce the rate of progression of joint damage as measured by X-ray and
to improve physical function, when given in combination with methotrexate.

Granulomatosis with polyangiitis and microscopic polyangiitis

Ruxience, in combination with glucocorticoids, is indicated for the treatment of adult patients with
severe, active granulomatosis with polyangiitis (Wegener’s) (GPA) and microscopic polyangiitis
(MPA).

Ruxience, in combination with glucocorticoids, is indicated for the induction of remission in paediatric
patients (aged > 2 to < 18 years old) with severe, active GPA (Wegener’s) and MPA.

Pemphigus vulgaris

Ruxience is indicated for the treatment of patients with moderate to severe pemphigus vulgaris (PV).
4.2 Posology and method of administration

Ruxience should be administered under the close supervision of an experienced healthcare
professional, and in an environment where full resuscitation facilities are immediately available (see

section 4.4).

Premedication and prophylactic medications

Premedication consisting of an anti-pyretic and an antihistaminic, e.g. paracetamol and
diphenhydramine, should always be given before each administration of Ruxience.

In adult patients with non-Hodgkin’s lymphoma and CLL, premedication with glucocorticoids th{lﬁ MMMMM
be considered if Ruxience is not given in combination with glucocorticoid-containing chen}gﬁerapya Bir,

In paediatric patients with non-Hodgkin’s lymphoma, premedication with paracetamol a{g ]
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start of the infusion of Ruxience. In addition, prednisone should be given as indicated in Table 1.

Prophylaxis with adequate hydration and administration of uricostatics starting 48 hours prior to start
of therapy is recommended for CLL patients to reduce the risk of tumour lysis syndrome. For CLL
patients whose lymphocyte counts are > 25 x 10?/L, it is recommended to administer
prednisone/prednisolone 100 mg intravenous shortly before infusion with Ruxience to decrease the
rate and severity of acute infusion reactions and/or cytokine release syndrome.

In patients with rheumatoid arthritis, GPA or MPA or pemphigus vulgaris, premedication with 100 mg
intravenous methylprednisolone should be completed 30 minutes prior to each infusion of Ruxience to
decrease the incidence and severity of infusion-related reactions (IRRs).

In adult patients with GPA or MPA, methylprednisolone given intravenously for 1 to 3 days at a dose
of 1000 mg per day is recommended prior to the first infusion of Ruxience (the last dose of
methylprednisolone may be given on the same day as the first infusion of Ruxience). This should be
followed by oral prednisone 1 mg/kg/day (not to exceed 80 mg/day, and tapered as rapidly as possible
based on clinical need) during and after the 4 weck induction course of Ruxience treatment.

Pneumocystis jirovecii pneumonia (PJP) prophylaxis is recommended for adult patients with
GPA/MPA or PV during and following Ruxience treatment, as appropriate according to local clinical
practice guidelines.

Paediatric population

In paediatric patients with GPA or MPA, prior to the first Ruxience IV infusion, methylprednisolone
should be given IV for three daily doses of 30 mg/kg/day (not to exceed 1 g/day) to treat severe
vasculitis symptoms. Up to three additional daily doses of 30 mg/kg IV methylprednisolone can be
given prior to the first Ruxience infusion.

Following completion of IV methylprednisolone administration, patients should receive oral
prednisone 1 mg/kg/day (not to exceed 60 mg/day) and tapered as rapidly as possible per clinical need
(see section 5.1).

Pneumocystis jirovecii pneumonia (PJP) prophylaxis is recommended for paediatric patients with GPA
or MPA during and following Ruxience treatment, as appropriate.

Posology

It is important to check the medicinal product labels to ensure that the appropriate formulation is being
given to the patient, as prescribed.

Non-Hodgkin’s lymphoma
Follicular non-Hodgkin's lymphoma

Combination therapy

The recommended dose of Ruxience in combination with chemotherapy for induction treatment of
previously untreated or relapsed/refractory patients with follicular lymphoma is: 375 mg/m? body
surface area per cycle, for up to 8 cycles.

Ruxience should be administered on day 1 of each chemotherapy cycle, after intravenous
administration of the glucocorticoid component of the chemotherapy if applicable.
Maintenance therapy T
- Y K B a ;3
e  Previously untreated follicular lymphoma Tt oTak Ff‘,; N
The recommended dose of Ruxience used as a maintenance treatment for patients with ‘égyigu'sly i

untreated follicular lymphoma who have responded to induction treatment is: 375 mg/ ‘?b\ody S‘u,{face
CEE
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area once every 2 months (starting 2 months after the last dose of induction therapy) until disease
progression or for a maximum period of two years (12 infusions in total).

e  Relapsed/refractory follicular lymphoma
The recommended dose of Ruxience used as a maintenance treatment for patients with
relapsed/refractory follicular lymphoma who have responded to induction treatment is: 375 mg/m”
body surface area once every 3 months (starting 3 months after the last dose of induction therapy) until
disease progression or for a maximum period of two years (8 infusions in total).

Monotherapy

e  Relapsed/refractory follicular lymphoma
The recommended dose of Ruxience monotherapy used as induction treatment for adult patients with
stage III-IV follicular lymphoma who are chemoresistant or are in their second or subsequent relapse
after chemotherapy is: 375 mg/m? body surface area, administered as an intravenous infusion once
weekly for four weeks.

For re-treatment with Ruxience monotherapy for patients who have responded to previous treatment
with rituximab monotherapy for relapsed/refractory follicular lymphoma, the recommended dose is:
375 mg/m? body surface area, administered as an intravenous infusion once weekly for four weeks (see
section 5.1).

Adult diffuse large B cell non-Hodgkin's lymphoma

Ruxience should be used in combination with CHOP chemotherapy. The recommended dosage is

375 mg/m? body surface area, administered on day 1 of each chemotherapy cycle for 8 cycles after
intravenous infusion of the glucocorticoid component of CHOP. Safety and efficacy of rituximab have
not been established in combination with other chemotherapies in diffuse large B cell non-Hodgkin’s
lymphoma.

Dose adjustments during treatment

No dose reductions of Ruxience are recommended. When Ruxience is given in combination with
chemotherapy, standard dose reductions for the chemotherapeutic medicinal products should be
applied.

Chronic lymphocytic leukaemia

The recommended dosage of Ruxience in combination with chemotherapy for previously untreated
and relapsed/refractory patients is 375 mg/m*body surface area administered on day 0 of the first
treatment cycle followed by 500 mg/m?*body surface area administered on day 1 of each subsequent
cycle for 6 cycles In total. The chemotherapy should be given after Ruxience infusion.

Rheumatoid arthritis

Patients treated with Ruxience must be given the patient alert card with each infusion.

A course of Ruxience consists of two 1000 mg intrayenous infusions. The recommended dosage of
Ruxience is 1000 mg by intravenous infusion followed by a second 1000 mg intravenous infusion two
weeks later.

The need for further courses should be evaluated 24 weeks following the previous course.
Re-treatment should be given at that time if residual disease aclivily remains, otherwise re-lreatment
should he delayed until discase activity returns, W““"“""“ i,

Available data suggest that clinical response is usually achieved within 16 - 24 wee jiqﬁi mltla
treatment course. Continued therapy should be caretully reconsidered in patients w %how no_

evidence-of therapeutic-benefit-withinthis time period. ELK, Be ‘” “7 ;
as}
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Granulomatosis with polyangiitis (GPA) and microscopic polyangiitis (MPA)

Patients treated with Ruxience must be given the patient alert card with each infusion.

Adult induction of remission

The recommended dosage of Ruxience for induction of remission therapy in adult patients with GPA
and MPA is 375 mg/m?body surface area, administered as an intravenous infusion once weekly for
4 weeks (four infusions in total).

Adult maintenance treatment
Following induction of remission with Ruxience, maintenance treatment in adult patients with GPA
and MPA should be initiated no sooner than 16 weeks after the last Ruxience infusion.

Following induction of remission with other standard of care immunosuppressants, Ruxience
maintenance treatment should be initiated during the 4 week period that follows disease remission.

Ruxience should be administered as two 500 mg IV infusions separated by two weeks, followed by a
500 mg IV infusion every 6 months thereafter. Patients should receive Ruxience for at least 24 months
after achievement of remission (absence of clinical signs and symptoms). For patients who may be at
higher risk for relapse, physicians should consider a longer duration of Ruxience maintenance therapy,
up to 5 years.

Pemphigus vulgaris

Patients treated with Ruxience must be given the patient alert card with each infusion.

The recommended dosage of Ruxience for the treatment of pemphigus vulgaris is 1000 mg
administered as an IV infusion followed two weeks later by a second 1000 mg IV infusion in
combination with a tapering course of glucocorticoids.

Maintenance treatment

A maintenance infusion of 500 mg I'V should be administered at months 12 and 18, and then every

6 months thereafter if needed, based on clinical evaluation.

Treatment of relapse

In the event of relapse, patients may receive 1000 mg I'V. The healthcare provider should also consider
resuming or increasing the patient’s glucocorticoid dose based on clinical evaluation.

Subsequent infusions may be administered no sooner than 16 weeks following the previous infusion.

Special populations

Paediatric population

Non-Hodgkin’s lymphoma

In paediatric patients from > 6 months to < 18 years|of age with previously untreated, advanced stage
CD20 positive DLBCL/BL/BAL/BLL, Ruxience should be used in combination with systemic
Lymphome Malin B (LMB) chemotherapy (see Tables 1 and 2). The recommended dosage of
Ruxience is 375 mg/m? BSA, administered as an IV infusion. No Ruxience dose adjustments, other
than by BSA, are required.

The safety and efficacy of rituximab in paediatric patients > 6 months to < 18 years o@gé
been established in indications other than previously untreated advanced stage CD2OéfaoQﬁﬁve
DLBCL/BL/BAL/BLL. Only limited data are available for patients under 3 years o%%ﬁg&e See s%:t

5.1 for further information.
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Ruxience should not be used in paediatric patients from birth to <6 months of age with CD20 positive
diffuse large B-cell lymphoma (see section 5.1).

Table 1 Posology of Ruxience administration for Non-Hodgkin’s lymphoma paediatric
patients

Cycle Day of treatment Administration details

Prephase (COP) No Ruxience given -

Induction course 1 | Day -2

(COPDAM1) (corresponding to day 6 | During the 1** induction course, prednisone is
of the prephase) given as part of the chemotherapy course, and
1% Ruxience infusion should be administered prior to Ruxience.
Day 1
2m Ruxience infusion Ruxience will be given 48 hours after the first

infusion of Ruxience.

Induction course 2 | Day -2
(COPDAM2) 3 Ruxience infusion In the 2™ induction course, prednisone is not
given at the time of Ruxience administration.

Day 1
4™ Ruxience infusion Ruxience will be given 48 hours after the third
infusion of Ruxience.
Consolidation Day 1
course 1 5% Ruxience infusion Prednisone is not given at the time of Ruxience
(CYM/CYVE) administration.
Consolidation Day 1
course 2 6% Ruxience infusion Prednisone is not given at the time of Ruxience
(CYM/CYVE) administration.
Maintenance Day 25 to 28 of
course 1 (M1) consolidation course 2 Starts when peripheral counts have recovered
(CYVE) from consolidation course 2 (CYVE) with ANC
No Ruxience given > 1.0 x 10°L/ and platelets > 100 x 10°L
Maintenance Day 28 of maintenance -
course 2 (M2) course 1 (M1)

No Ruxience given

ANC = Absolute Neutrophil Count; COP = Cyclophosphamide, Vincristine, Prednisone; COPDAM = Cyclophosphamide,
Vincristine, Prednisolone, Doxorubicin, Methotrexate; CYM = CYtarabine (Aracytine, Ara-C), Methotrexate; CYVE =
CYtarabine (Aracytine, Ara-C), VEposide (VP16)
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Table 2 Treatment plan for Non-Hodgkin’s lymphoma paediatric patients: Concomitant
chemotherapy with Ruxience

Treatment | Patient Staging Administration details

Plan

Group B Stage III with high LDH level (> N x Prephase followed by 4 courses:
2), 2 induction courses (COPADM) with
Stage IV CNS negative HDMTX 3 g/m?and 2 consolidation

courses (CYM)

Group C Group Cl1: Prephase followed by 6 courses:
B- AL CNS negative, Stage IV & BAL | 2 induction courses (COPADM) with
CNS positive and CSF negative HDMTX 8 g/m?, 2 consolidation courses
Group C3: (CYVE) and 2 maintenance courses (M1
BAL CSF positive, Stage IV CSF and M2)
positive

Consecutive courses should be given as soon as blood count recovery and patient’s condition allows

except for the maintenance courses which are given at 28 day intervals

BAL = Burkill leukaemia (inature B-cell acule leukaemia); CSF = Cerebrospinal Fluid; CNS = Central Nervous System;

HDMTX = High-dose Methotrexate; LDH = Lactic Acid Dehydrogenase

Granulomatosis with polyangiitis (GPA) and microscopic polyangiitis (MPA)

Induction of remission

The recommended dosage of Ruxience for induction of remission therapy in paediatric patients with
severe, active GPA or MPA is 375 mg/m? BSA, administered as an IV infusion once weekly for
4 weeks.

The safety and efficacy of rituximab in paediatric patients (> 2 to < 18 years of age) has not been
established in indications other than severe, active GPA or MPA.

Ruxience should not be used in paediatric patients less than 2 years of age with severe, active GPA or
MPA as there is a possibility of an inadequate immune response towards childhood vaccinations
against common, vaccine preventable childhood diseases (e.g. measles, mumps, rubella, and
poliomyelitis) (see section 5.1).

Elderly
No dose adjustment is required in elderly patients (aged > 65 years).

Method of administration

The prepared Ruxience solution should be administered as an intravenous infusion through a dedicated
line. It should not be administered as an intravenous push or bolus.

Patients should be closely monitored for the onset of cytokine release syndrome (see section 4.4).
Patients who develop evidence of severe reactions, especially severe dyspnoea, bronchospasm or
hypoxia should have the infusion interrupted immediately. Patients with non-Hodgkin’s lymphoma
should then be evaluated for evidence of tumour lysis syndrome including appropriate laboratory tests
and, for pulmonary infiltration, with a chest X-ray. In all patients, the infusion should not be restarted
until complete resolution of all symptoms, and normalisation of laboratory values and chest X-ray
findings. At this time, the infusion can be initially resumed at not more than one-half the previous rate.
If the same severe adverse reactions occur for a second time, the decision to stop the treatment should
be seriously considered on a case by case basis.

Mild or 1110de1ate mfusmn-lelated reactions (IRR) (see qecrlon 4 R) usually rcqpnnd ‘r_f mctlon in
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First infusion

The recommended initial rate for infusion is 50 mg/hour; after the first 30 minutes, it can be escalated
in 50 mg/hour increments every 30 minutes, to a maximum of 400 mg/hour.

Subsequent infusions

All indications

Subsequent doses of Ruxience can be infused at an initial rate of 100 mg/hour, and increased by
100 mg/hour increments at 30 minute intervals, to a maximum of 400 mg/hour.

Paediatric patients — non-Hodgkin’s lymphoma

First infusion

The recommended initial ratc for infusion is 0.5 mg/kg/hour (maximum 50 mg/hour); it can be
escalated by 0.5 mg/kg/hour every 30 minutes if there is no hypersensitivity or infusion-related
reactions, to a maximum of 400 mg/hour.

Subsequent infusions

Subsequent doses of Ruxience can be infused at an initial rate of 1 mg/kg/hour (maximum
50 mg/hour); it can be increased by 1 mg/kg/hour every 30 minutes to a maximum of 400 mg/hour.

Rheumatoid arthritis only
Alternative subsequent, faster, infusion schedule

If patients did not experience a serious infusion-related reaction with their first or subsequent infusions
of a dose of 1000 mg Ruxience administered over the standard infusion schedule, a more rapid
infusion can be administered for second and subsequent infusions using the same concentration as in
previous infusions (4 mg/mL in a 250 mL volume). Initiate at a rate of 250 mg/hour for the first

30 minutes and then 600 mg/hour for the next 90 minutes. If the more rapid infusion is tolerated, this
infusion schedule can be used when administering subsequent infusions.

Patients who have clinically significant cardiovascular disease, including arrhythmias, or previous
serious infusion reactions to any prior biologic therapy or to rituximab, should not be administered the
more rapid infusion.

4.3 Contraindications

Contraindications for use in non-Hodgkin’s lymphoma and chronic lymphocytic leukaemia

Hypersensitivity to the active substance or to murine proteins, or to any of the other excipients listed in
section 6.1.

Active, severe infections (see section 4.4).
Patients in a severely immunocompromised state.

Contraindications for usc in rhcumatoid arthritis, granulomatosis with polyangiitis, microscopic
polvangiitis and pemphigus vulgaris

T

Yip
Hypersensitivity to the active substance or to murine proteins, or to any of the otge{g)@méntsfllste/&@
section 6.1. AR \’l
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Active, severe infections (see section 4.4).
Patients in a severely immunocompromised state.

Severe heart failure (New York Heart Association Class IV) or severe, uncontrolled cardiac disease
(see section 4.4 regarding other cardiovascular diseases).

4.4 Special warnings and precautions for use

Traceability

In order to improve the traceability of biological medicinal products, the tradename and the batch
number of the administered product should be clearly recorded.

Progressive multifocal leukoencephalopathy

All patients treated with Ruxience for rheumatoid arthritis, GPA, MPA or pemphigus vulgaris must be
given the patient alert card with each infusion. The alert card contains important safety information for
patients regarding potential increased risk of infections, including progressive multifocal
leukoencephalopathy (PML).

Very rare cases of fatal PML have been reported following use of rituximab. Patients must be
monitored at regular intervals for any new or worsening neurological symptoms or signs that may be
suggestive of PML. If PML is suspected, further dosing must be suspended until PML has been
excluded. The clinician should evaluate the patient to determine if the symptoms are indicative of
neurological dysfunction, and if so, whether these symptoms are possibly suggestive of PML.
Consultation with a Neurologist should be considered as clinically indicated.

If any doubt exists, further evaluation, including MRI scan preferably with contrast, cerebrospinal
fluid (CSF) testing for JC Viral DNA and repeat neurological assessments, should be considered.

The physician should be particularly alert to symptoms suggestive of PML that the patient may not
notice (e.g. cognitive, neurological or psychiatric symptoms). Patients should also be advised to inform
their partner or caregivers about their treatment, since they may notice symptoms that the patient is not
aware of.

If a patient develops PML, the dosing of Ruxience must be permanently discontinued.
Following reconstitution of the immune system in immunocompromised patients with PML,
stabilisation or improved outcome has been seen. It remains unknown if early detection of PML and

suspension of rituximab therapy may lead to similar stabilisation or improved outcome.

Non-Hodgkin’s lymphoma and chronic lymphocytic leukaemia

Infusion-related reactions

Rituximab is associated with infusion-related reactions, which may be related to release of cytokines
and/or other chemical mediators. Cytokine release syndrome may be clinically indistinguishable from
acute hypersensitivity reactions.

This set of reactions which includes syndrome of cytokine release, tumour lysis syndrome and
anaphylactic and hypersensitivity reactions are described below.

T,
\x‘L e 'x-.

v
Severe infusion-related reactions with fatal outcome have been reported during post-maj "1% uéef 5 ~

the rituximab intravenous formulation, with an onset ranging within 30 minutes to 2 hgj ngca?ier _
starting the first rituximab intravenous infusion. They were characterised by pulmon “e$ents and i 1n :
some cases included rapid tumour lysis and features of tumour lysis syndrome in add i
________chills, rigors, hypotension, urticaria, angioedema and other symptoms (see section 4.8
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Severe cytokine release syndrome is characterised by severe dyspnoea, often accompanied by
bronchospasm and hypoxia, in addition to fever, chills, rigors, urticaria, and angioedema. This
syndrome may be associated with some features of tumour lysis syndrome such as hyperuricaemia,
hyperkalaemia, hypocalcaemia, hyperphosphataemia, acute renal failure, elevated lactate
dehydrogenase (LDH) and may be associated with acute respiratory failure and death. The acute
respiratory failure may be accompanied by events such as pulmonary interstitial infiltration or oedema,
visible on a chest X-ray. The syndrome frequently manifests itself within one or two hours of initiating
the first infusion. Patients with a history of pulmonary insufficiency or those with pulmonary tumour
infiltration may be at greater risk of poor outcome and should be treated with increased caution.
Patients who develop severe cytokine release syndrome should have their infusion interrupted
immediately (see section 4.2) and should receive aggressive symptomatic treatment. Since initial
improvement of clinical symptoms may be followed by deterioration, these patients should be closely
monitored until tumour lysis syndrome and pulmonary infiltration have been resolved or ruled out.
Further treatment of patients after complete resolution of signs and symptoms has rarely resulted in
repeated severe cytokine release syndrome.

Patients with a high tumour burden or with a high number (> 25 x 10°/L) of circulating malignant cells
such as patients with CLL, who may be at higher risk of especially severe cytokine release syndrome,
should be treated with extreme caution. These patients should be very closely monitored throughout
the first infusion. Consideration should be given to the use of a reduced infusion rate for the first
infusion in these patients or a split dosing over two days during the first cycle and any subsequent
cycles if the lymphocyte count is still > 25 x 10°/L.

Infusion-related adverse reactions of all kinds have been observed in 77% of patients treated with
rituximab (including cytokine release syndrome accompanied by hypotension and bronchospasm in
10% of patients) (see section 4.8). These symptoms are usually reversible with interruption of
rituximab infusion and administration of an anti-pyretic, an antihistaminic and occasionally oxygen,
intravenous saline or bronchodilators, and glucocorticoids if required. Please see cytokine release
syndrome above for severe reactions.

Anaphylactic and other hypersensitivity reactions have been reported following the intravenous
administration of proteins to patients. In contrast to cytokine release syndrome, true hypersensitivity
reactions typically occur within minutes after starting infusion. Medicinal products for the treatment of
hypersensitivity reactions, e.g. epinephrine (adrenaline), antihistamines and glucocorticoids, should be
available for immediate use in the event of an allergic reaction during administration of rituximab.
Clinical manifestations of anaphylaxis may appear similar to clinical manifestations of the cytokine
release syndrome (described above). Reactions attributed to hypersensitivity have been reported less
frequently than those attributed to cytokine release.

Additional reactions reported in some cases were myocardial infarction, atrial fibrillation, pulmonary
oedema and acute reversible thrombocytopenia.

Since hypotension may occur during rituximab administration, consideration should be given to
withholding anti-hypertensive medicinal products for 12 hours prior to the Ruxience infusion.

Cardiac disorders

Angina pectoris, cardiac arrhythmias such as atrial flutter and fibrillation, heart failure and/or
myocardial infarction have occurred in patients treated with rituximab. Therefore patients with a
history of cardiac disease and/or cardiotoxic chemotherapy should be monitored closely.

Huematolugical toxicities

Although rituximab is not myelosuppressive in monotherapy, caution should be exercised whe, p«mm;"jm
considering treatment of patients with neutrophils < 1.5 x 10°/L and/or platelet counts < 75 0941: as # z/q‘f %
clinical experience in this population is limited. Rituximab has been used in 21 patients 0%
underwent autologous bone marrow transplantation and other risk groups with a presumg eﬁeduceﬁ

——bonemarrow-function without inducing myclotoxicity
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Regular full blood counts, including neutrophil and platelet counts, should be performed during
Ruxience therapy.

Infections

Serious infections, including fatalities, can occur during therapy with rituximab (see section 4.8).
Ruxience should not be administered to patients with an active, severe infection (e.g. tuberculosis,
sepsis and opportunistic infections, see section 4.3).

Physicians should exercise caution when considering the use of Ruxience in patients with a history of
recurring or chronic infections or with underlying condltlons which may further predispose patients to
serious infection (see section 4.8).

Cases of hepatitis B reactivation have been reported in subjects receiving rituximab including
fulminant hepatitis with fatal outcome. The majority of these subjects were also exposed to cytotoxic
chemotherapy. Limited information from one study in relapsed/refractory CLL patients suggests that
rituximab treatment may also worsen the outcome of primary hepatitis B infections. Ilepatitis B virus
(HBYV) screening should be performed in all patients before initiation of treatment with Ruxience. At
minimum this should include HBsAg-status and HBcAb-status. These can be complemented with
other appropriate markers as per local guidelines. Patients with active hepatitis B disease should not be
treated with Ruxience. Patients with positive hepatitis B serology (either HBsAg or HBcAb) should
consult liver disease experts before start of treatment and should be monitored and managed following
local medical standards to prevent hepatitis B reactivation.

Very rare cases of progressive multifocal leukoencephalopathy (PML) have been reported during
post-marketing use of rituximab in NHL and CLL (see section 4.8). The majority of patients had
received rituximab in combination with chemotherapy or as part of a haematopoietic stem cell
transplant.

Immunisations

The safety of immunisation with live viral vaccines, following rituximab therapy has not been studied
for NHL and CLL patients and vaccination with live virus vaccines is not recommended. Patients
treated with Ruxience may receive non-live vaccinations; however with non-live vaccines response
rates may be reduced. In a non-randomised study, adult patients with relapsed low-grade NHL who
received rituximab monotherapy when compared to healthy untreated controls had a lower rate of
response to vaccination with tetanus recall antigen (16% vs. 81%) and Keyhole Limpet Haemocyanin
(KLH) neoantigen (4% vs. 76% when assessed for > 2-fold increase in antibody titre). For CLL
patients, similar results are assumable considering similarities between both diseases but that has not
been investigated in clinical trials.

Mean pre-therapeutic antibody titres against a panel of antigens (Streptococcus pneumoniae, influenza
A, mumps, rubella, varicella) were maintained for at least 6 months after treatment with rituximab.

Skin reactions

Severe skin reactions such as Toxic Epidermal Necrolysis (Lyell’s syndrome) and Stevens-Johnson
syndrome, some with fatal outcome, have been reported (see section 4.8). In case of such an event,
with a suspected relationship to rituximab, treatment should be permanently discontinued.

Paediatric population
Only limited data are available for patients under 3 years of age. See section 5.1 for further
information. . '
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Rheumatoid arthritis, granulomatosis with polyangiitis (GPA) and microscopic polyangiitis (MPA),
and pemphigus vulgaris

Methotrexate (MTX) naive populations with rheumatoid arthritis
The use of rituximab is not recommended in MTX-naive patients since a favourable benefit-risk
relationship has not been established.

Infusion-related reactions
Rituximab is associated with infusion-related reactions (IRRs), which may be related to release of
cytokines and/or other chemical mediators.

Severe IRRs with fatal outcome have been reported in rheumatoid arthritis patients in the
post-marketing setting. In rtheumatoid arthritis most infusion-related events reported in clinical trials
were mild to moderate in severity. The most common symptoms were allergic reactions like headache,
pruritus, throat irritation, flushing, rash, urticaria, hypertension, and pyrexia. In general, the proportion
of patients experiencing any infusion reaction was higher following the first infusion than following
the sccond infusion of any trecatment course. The incidence of IRR decreased with subsequent coursces
(see section 4.8). The reactions reported were usually reversible with a reduction in rate, or
interruption, of rituximab infusion and administration of an anti-pyretic, an antihistamine, and,
occasionally, oxygen, intravenous saline or bronchodilators, and glucocorticoids if required. Closely
monitor patients with pre-existing cardiac conditions and those who experienced prior
cardiopulmonary adverse reactions. Depending on the severity of the IRR and the required
interventions, temporarily or permanently discontinue Ruxience. In most cases, the infusion can be
resumed at a 50% reduction in rate (e.g. from 100 mg/hour to 50 mg/hour) when symptoms have
completely resolved.

Medicinal products for the treatment of hypersensitivity reactions, e.g. epinephrine (adrenaline),
antihistamines and glucocorticoids, should be available for immediate use in the event of an allergic
reaction during administration of Ruxience.

There are no data on the safety of rituximab in patients with moderate heart failure (NYHA class III)
or severe, uncontrolled cardiovascular disease. In patients treated with rituximab, the occurrence of
pre-existing ischemic cardiac conditions becoming symptomatic, such as angina pectoris, has been
observed, as well as atrial fibrillation and flutter. Therefore, in patients with a known cardiac history,
and those who experienced prior cardiopulmonary adverse reactions, the risk of cardiovascular
complications resulting from infusion reactions should be considered before treatment with Ruxience
and patients closely monitored during administration. Since hypotension may occur during rituximab
infusion, consideration should be given to withholding anti-hypertensive medicinal products for

12 hours prior to the Ruxience infusion.

IRRs in patients with GPA, MPA and pemphigus vulgaris were consistent with those seen for
rheumatoid arthritis patients in clinical trials and in the post-marketing setting (see section 4.8).

Cardiac disorders

Angina pectoris, cardiac arrhythmias such as atrial flutter and fibrillation, heart failure and/or
myocardial infarction have occurred in patients treated with rituximab. Therefore, patients with a
history of cardiac disease should be monitored closely (see Infusion-related reactions, above).

Infections
Based on the mechanism of action of rituximab and the knowledge that B cells play an important role
in maintaining normal immune response, patients have an increased risk-of infection-following

rituximab therapy (see section 5.1). Serious infections, including tatalities, can occur duung ége;@y%
with rituximab (see section 4.8). Ruxience should not be administered to patients with ay D
severe infection (e.g. tuberculosis, sepsis and opportunistic infections, see section 4.3 ne/ ,
immunocompromised patients (e.g. where levels of CD4 or CD8 are very low). Phy g:ngjﬂas should
exercise caution when considering the use of rituximab in patients with a history of

chronic infections or with nndpr]y1ng conditions which may further prpdmpnqﬁ pﬂf! 3
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infection, e.g. hypogammaglobulinaemia (see section 4.8). It is recommended that immunoglobulin
levels are determined prior to initiating treatment with Ruxience.

Patients reporting signs and symptoms of infection following Ruxience therapy should be promptly
evaluated and treated appropriately. Before giving a subsequent course of Ruxience treatment, patients
should be re-evaluated for any potential risk for infections.

Very rare cases of fatal progressive multifocal leukoencephalopathy (PML) have been reported
following use of rituximab for the treatment of rheumatoid arthritis and autoimmune diseases
including Systemic Lupus Erythematosus (SLE) and vasculitis.

Hepatitis B Infections
Cases of hepatitis B reactivation, including those with a fatal outcome, have been reported in
rheumatoid arthritis, GPA and MPA patients receiving rituximab.

Hepatitis B virus (HBV) screening should be performed in all patients before initiation of treatment
with Ruxience. At minimum this should include HBsAg-status and HBcAb-status. These can be
complemented with other appropriate markers as per local guidelines. Patients with active hepatitis B
disease should not be treated with rituximab. Patients with positive hepatitis B serology (either HBsAg
or HBcADb) should consult liver disease experts before start of treatment and should be monitored and
managed following local medical standards to prevent hepatitis B reactivation.

Late neutropenia
Measure blood neutrophils prior to each course of Ruxience, and regularly up to 6-months after
cessation of treatment, and upon signs or symptoms of infection (see section 4.8).

Skin reactions

Severe skin reactions such as Toxic Epidermal Necrolysis (Lyell’s syndrome) and Stevens-Johnson
syndrome, some with fatal outcome, have been reported (see section 4.8). In case of such an event with
a suspected relationship to Ruxience, treatment should be permanently discontinued.

Immunisation

Physicians should review the patient’s vaccination status and patients should, if possible, be brought
up-to-date with all immunisations in agreement with current immunisation guidelines prior to initiating
Ruxience therapy. Vaccination should be completed at least 4 weeks prior to first administration of
Ruxience.

The safety of immunisation with live viral vaccines following rituximab therapy has not been studied.
Therefore vaccination with live virus vaccines is not recommended whilst on Ruxience or whilst
peripherally B cell depleted.

Patients treated with Ruxience may receive non-live vaccinations; however, response rates to non-live
vaccines may be reduced. In a randomised trial, patients with rheumatoid arthritis treated with
rituximab and methotrexate had comparable response rates to tetanus recall antigen (39% vs. 42%),
reduced rates to pneumococcal polysaccharide vaccine (43% vs. 82% to at least 2 pneumococcal
antibody serotypes), and KLH neoantigen (47% vs. 93%), when given 6 months after rituximab as
compared to patients only receiving methotrexate. Should non-live vaccinations be required whilst
receiving rituximab therapy, these should be completed at least 4 weeks prior to commencing the next
course of rituximab.

1In the overall experience of rituximab repeat treatment over one year in rheumatoid arthritis, the
proportions of patients with positive antibody titres against 8. pneumoniae, influenza, mumps, rubella,
varicella and tetanus toxoid were generally similar to the proportions at baseline.

Aéf("”'["g?‘”\“%h
F Yrpai, Ry
Concomitant/sequential use of other DMARDs in rheumatoid arthritis F Lerasa k/‘H %,
. . . . . . r
The concomitant use of Ruxience and anti-rheumatic therapies other than those specifig {‘m&er the &

Bl .ﬂﬂs;
é( " [si‘Juy,”ﬂFHTld

s W



| 254

There are limited data from clinical trials to fully assess the safety of the sequential use of other
DMARD:s (including TNF inhibitors and other biologics) following rituximab (see section 4.5). The
available data indicate that the rate of clinically relevant infection is unchanged when such therapies
are used in patients previously treated with rituximab, however patients should be closely observed for
signs of infection if biologic agents and/or DMARDs are used following rituximab therapy.

Malignancy

Immunomodulatory drugs may increase the risk of malignancy. On the basis of limited experience
with rituximab in rheumatoid arthritis patients (see section 4.8) the present data do not seem to suggest
any increased risk of malignancy. However, the possible risk for the development of solid tumours
cannot be excluded at this time.

Excipients
This medicinal product contains less than 1 mmol sodium (23 mg) per dose, that is to say essentially

‘sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction

Currently, there are limited data on possible drug interactions with rituximab.

In CLL patients, co-administration with rituximab did not appear to have an effect on the
pharmacokinetics of fludarabine or cyclophosphamide. In addition, there was no apparent effect of

fludarabine and cyclophosphamide on the pharmacokinetics of rituximab.

Co-administration with methotrexate had no effect on the pharmacokinetics of rituximab in
rheumatoid arthritis patients.

Patients with human anti-mouse antibody (HAMA) or anti-drug antibody (ADA) titres may have
allergic or hypersensitivity reactions when treated with other diagnostic or therapeutic monoclonal
antibodies.

In patients with rheumatoid arthritis, 283 patients received subsequent therapy with a biologic
DMARD following rituximab. In these patients the rate of clinically relevant infection while on
rituximab was 6.01 per 100 patient years compared to 4.97 per 100 patient years following treatment
with the biologic DMARD.

4.6 Fertility, pregnancy and lactation

Contraception in males and females

Due to the long retention time of rituximab in B cell depleted patients, women of childbearing
potential should use effective contraceptive methods during and for 12 months following treatment
with Ruxience.

Pregnancy

IgG immunoglobulins are known to cross the placental barrier.

B cell levels in human neonates following maternal exposure to rituximab have not been studied in
clinical trials. There are no-adequate and well-controlled data from studies-in-pregnant women,
however Lransient B-cell depletion and lymphocytopenia have been reported in some infants born to
mothers exposed to rituximab during pregnancy. Similar effects have been observed in animal studies

(see section 5.3). For these reasons Ruxience should not be administered to pregnant women unl{(g‘gs«themw%

possible benefit outweighs the potential risk.
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Breast-feedin
Whether rituximab is excreted in human milk is not known. However, because maternal IgG is

excreted in human milk, and rituximab was detectable in milk from lactating monkeys, women should
not breast-feed while treated with Ruxience and for 12 months following Ruxience treatment.

Fertility

Animal studies did not reveal deleterious effects of rituximab on reproductive organs.

4.7 Effects on ability to drive and use machines

No studies on the effects of rituximab on the ability to drive and use machincs have been performed,
although the pharmacological activity and adverse reactions reported to date suggest that rituximab
would have no or negligible influence on the ability to drive and use machines.

4.8 Undcsirable cffects

Experience from non-Hodgkin’s lymphoma and chronic lymphocytic leukaemia in adults

Summary of the safety profile

The overall safety profile of rituximab in non-Hodgkin’s lymphoma and CLL is based on data from
patients from clinical trials and from post-marketing surveillance. These patients were treated either
with rituximab monotherapy (as induction treatment or maintenance treatment following induction
treatment) or in combination with chemotherapy.

The most frequently observed adverse reactions (ADRs) in patients receiving rituximab were IRRs
which occurred in the majority of patients during the first infusion. The incidence of infusion-related
symptoms decreases substantially with subsequent infusions and is less than 1% after eight doses of
rituximab.

Infectious events (predominantly bacterial and viral) occurred in approximately 30-55% of patients
during clinical trials in patients with NHL and in 30-50% of patients during clinical trials in patients
with CLL.

The most frequently reported or observed serious adverse reactions were:

. IRRs (including cytokine-release syndrome, tumour-lysis syndrome), see section 4.4.
) Infections, see section 4.4.
) Cardiovascular events, see section 4.4.

Other serious ADRs reported include hepatitis B reactivation and PML (see section 4.4.).

Tabulated list of adverse reactions

The frequencies of ADRs reported with rituximab alone or in combination with chemotherapy are
summarised in Table 3. Frequencies are defined as very common (= 1/10), common (= 1/100 to

< 1/10), uncommon (> 1/1,000 to < 1/100), rare (> 1/10,000 to < 1/1,000), very rare (< 1/10,000) and
not known (cannot be estimated from the available data). Within each frequency grouping, undesirable
effects are presented in the order of decreasing seriousness.

The ADRs identified only during post-marketing surveillance, and for which a frequency could not be
estimated, are listed under “not known”,
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Table3  ADRs reported in clinical trials or during post-marketing surveillance in patients
with NHL and CLL disease treated with rituximab monotherapy/maintenance or in
combination with chemotherapy

MedDRA
Systom Olrgn Very Common Common Uncommon Rare Very Rare Not Known
Class
Infections and | bacterial sepsis, serious viral PML
infestations infections, viral | *pneumonia, infection?,

infections, *febrile infection, Pneumocystis
*bronchitis *herpes zoster, jirovecii

*respiratory tract

infection, fungal

infections,

infections of

unknown

actiology, "acute

bronchitis,

*sinusitis, hepatitis

Bl

Blood and neutropenia, anaemia, coagulation transient late

lymphatic leucopenia, *pancytopenia, disorders, increase in neutropenia’

system *febrile *granulocytopenia | aplastic serum IgM

disorders neutropenia, anaemia, levels®

*thrombocytopen haemolytic

ia anaemia,
lymphadenop
athy

Immune infusion-related | hypersensitivity anaphylaxis tumour lysis | infusion-related

system reactions?, syndrome, acute reversible

disorders angioedema cytokine thrombocytopen
release ia*
syndrome?,
serum
sickness

Metabolism hyperglycaemia,

and nutrition weight decrease,

disorders peripheral oedema,

face oedema,
increased LDH,
hypocalcaemia
Psychiatric depression,
disorders NErvousness
Nervous paraesthesia, dysgeusia peripheral cranial
system hypoaesthesia, neuropathy, | neuropathy, loss
disorders agitation, facial nerve of other senses’
insomnia, palsy?
vasodilatation,
dizziness, anxiety

Eye disorders lacrimation severe vision
disorder, loss®
conjunctivitis

Ear and tinnitus, ear pain hearing loss®

labyrinth

disorders

Cardiac *myocardial Heft severe cardiac | heart failure*

disorders infarction® 246, ventricular disorders #2nd6 | and6

arrhythmia, *atrial | failure,
fibrillation, *supraventric
tachycardia, ular
-| *cardiac disorder -- | tachycardia,
*ventricular
tachycardia,
*anging,
*myocardial
ischaemia,
bradycardia
a T ,D‘ _{;ﬁ-
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MedDRA
System Organ Very Common Common Uncommon Rare Very Rare Not Known
Class

Vascular hypertension, vasculitis

disorders orthostatic (predominatel
hypotension, y cutaneous),
hypotension leukocytoclas

tic vasculitis

Respiratory, bronchospasm?®, asthma, interstitial lung | respiratory lung infiltration

thoracic and respiratory disease, | bronchiolitis | disease’ failure*

mediastinal chest pain, obliterans,

disorders dyspnoea, lung disorder,
increased cough, | hypoxia
rhinitis

Gastrointestina | nausea vomiting, abdominal gastro-

1 disorders diarrhoea, enlargement intestinal
abdominal pain, perforation’
dysphagia,
stomatitis,
constipation,
dyspepsia,
anorexia, throat
irritation

Skin and pruritus, rash, urticaria, sweating, severe

subcutaneous | *alopecia night sweats, *skin bullous skin

tissue disorders disorder reactions,

Stevens-John
son
syndrome,
toxic
epidermal
necrolysis
(Lyell’s
syndrome)’

Musculoskeleta
land
connective
tissue disorders

hypertonia,
myalgia,
arthralgia, back
pain, neck pain,
pain

Renal and renal failure*
urinary
disorders
General fever, chills, tumour pain, infusion site
disorders and | asthenia, flushing, malaise, | pain
administration | headache cold syndrome,
site conditions *fatigue,
*shivering,
*multi-organ
failure?
Investigations | decreased IgG
levels

For each term, the frequency count was based on reactions of all grades (from mild to severe), except for terms marked with
"+" where the frequency count was based only on severe (> grade 3 NCI common toxicity criteria) reactions. Only the
highest frequency observed in the trials is reported.

1

“wm AW N

includes reactivation and primary infections; frequency based on R-FC regimen in relapsed/refractory CLL
see also section infection below

see also section haematologic adverse reactions below

see also section infusion-related reactions below. Rarely fatal cases reported.

signs and symptoms of cranial neuropathy. Occurred at various times up to several months after completion of rituximab

therapy.

with infusion-related reactions

includes fatal cases

observed mainly in patients with prior cardiac condition and/or cardiotoxic chemotherapy and were mostly associated
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The following terms have been reported as adverse events during clinical trials, however, were
reported at a similar or lower incidence in the rituximab arms compared to control arms:
haematotoxicity, neutropenic infection, urinary tract infection, sensory disturbance, pyrexia.

Signs and symptoms suggestive of an infusion-related reaction were reported in more than 50% of
patients in clinical trials, and were predominantly seen during the first infusion, usually in the first one
to two hours. These symptoms mainly comprised fever, chills and rigors. Other symptoms included
flushing, angioedema, bronchospasm, vomiting, nausea, urticaria/rash, fatigue, headache, throat
irritation, rhinitis, pruritus, pain, tachycardia, hypertension, hypotension, dyspnoea, dyspepsia,
asthenia and features of tumour lysis syndrome. Severe infusion-related reactions (such as
bronchospasm, hypotension) occurred in up to 12% of the cases.

Additional reactions reported in some cases were myocardial infarction, atrial fibrillation, pulmonary
oedema and acute reversible thrombocytopenia. Exacerbations of pre-existing cardiac conditions such
as angina pectoris or congestive heart failure or severe cardiac disorders (heart failure, myocardial
infarction, atrial fibrillation), pulmonary oedema, multi-organ failure, tumour lysis syndrome, cytokine
release syndrome, renal failure, and respiratory failure were reported at lower or unknown frequencies.
The incidence of infusion-related symptoms decreased substantially with subsequent infusions and is
< 1% of patients by the eighth cycle of rituximab (containing) treatment.

Description of selected adverse reactions

Infections
Rituximab induces B-cell depletion in about 70-80% of patients, but was associated with decreased
serum immunoglobulins only in a minority of patients.

Localised candida infections as well as Herpes zoster were reported at a higher incidence in the
rituximab-containing arm of randomisecd studics. Scvere infcctions were reported in about 4% of
patients treated with rituximab monotherapy. Higher frequencies of infections overall, including grade
3 or 4 infections, were observed during rituximab maintenance treatment up to 2 years when compared
to observation. There was no cumulative toxicity in terms of infections reported over a 2-year
treatment period. In addition, other serious viral infections either new, reactivated or exacerbated,
some of which were fatal, have been reported with rituximab treatment. The majority of patients had
received rituximab in combination with chemotherapy or as part of a haematopoietic stem cell
transplant. Examples of these serious viral infections are infections caused by the herpes viruses
(Cytomegalovirus, Varicella Zoster Virus and Herpes Simplex Virus), JC virus (progressive multifocal
leukoencephalopathy (PML)) and hepatitis C virus. Cases of fatal PML that occurred after disease
progression and re-treatment have also been reported in clinical trials. Cases of hepatitis B
reactivation, have been reported, the majority of which were in patients receiving rituximab in
combination with cytotoxic chemotherapy. In patients with relapsed/refractory CLL, the incidence of
grade 3/4 hepatitis B infection (reactivation and primary infection) was 2% in R-FC vs. 0% FC.
Progression of Kaposi’s sarcoma has been observed in rituximab-exposed patients with pre-existing
Kaposi’s sarcoma. These cases occurred in non-approved indications and the majority of patients were
HIV positive.

Haematologic adverse reactions

In clinical trials with rituximab monotherapy given for 4 weeks, haematological abnormalities
occurred in a minority of patients and were usually mild and reversible. Severe (grade 3/4) neutropenia
was reported in 4.2%, anaemia in 1.1% and thrombocytopenia in 1.7% of the patients. During
rituximab maintenance treatment for up to 2 years, leucopenia (5% vs. 2%, grade 3/4) and neutropenia
(10% vs-- 4%, grade 3/4) were reported at a higher incidence when compared to observation. The
incidence of thrombocytopenia was low (< 1%, grade 3/4) and was nol different between trealment
arms, During the treatment course in studies with rituximab in combination with chemot} lerapy,. grade
3/4 leucopenia (R-CHOP 88% vs. CHOP 79%, R-FC 23% vs. FC 12%)), neutropem&(ﬁ CVBZ %’" s
CVP 14%; R-CHOP 97% vs. CHOP 88%, R-FC 30% vs. FC 19% in previously );eag;éd CLL) )4 e
pancytopenia (R-FC 3% vs. FC 1% in previously untreated CLL) were usually r eﬁed with hlgher
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patients treated with rituximab and chemotherapy was not associated with a higher incidence of
infections and infestations compared to patients treated with chemotherapy alone. Studies in
previously untreated and relapsed/refractory CLL have established that in up to 25% of patients treated
with R-FC neutropenia was prolonged (defined as neutrophil count remaining below 1 x 10°/L
between day 24 and 42 after the last dose) or occurred with a late onset (defined as neutrophil count
below 1 x 10%/L later than 42 days after last dose in patients with no previous prolonged neutropenia or
who recovered prior to day 42) following treatment with rituximab plus FC. There were no differences
reported for the incidence of anaemia. Some cases of late neutropenia occurring more than four weeks
after the last infusion of rituximab were reported. In the CLL first-line study, Binet stage C patients
experienced more adverse events in the R-FC arm compared to the FC arm (R-FC 83% vs. FC 71%).
In the relapsed/refractory CLL study grade 3/4 thrombocytopenia was reported in 11% of patients in
the R-FC group compared to 9% of patients in the FC group.

In studies of rituximab in patients with Waldenstrom’s macroglobulinaemia, transient increases in
serum IgM levels have been observed following treatment initiation, which may be associated with
hyperviscosity and related symptoms. The transient IgM increase usually returned to at least baseline
level within 4 months.

Cardiovascular adverse reactions

Cardiovascular reactions during clinical trials with rituximab monotherapy were reported in 18.8% of
patients with the most frequently reported events being hypotension and hypertension. Cases of grade

3 or 4 arrhythmia (including ventricular and supraventricular tachycardia) and angina pectoris during
infusion were reported. During maintenance treatment, the incidence of grade 3/4 cardiac disorders
was comparable between patients treated with rituximab and observation. Cardiac events were
reported as serious adverse events (including atrial fibrillation, myocardial infarction, left ventricular
failure, myocardial ischaemia) in 3% of patients treated with rituximab compared to < 1% on
observation. In studies evaluating rituximab in combination with chemotherapy, the incidence of grade
3 and 4 cardiac arrhythmias, predominantly supraventricular arrhythmias such as tachycardia and atrial
flutter/fibrillation, was higher in the R-CHOP group (14 patients, 6.9%) as compared to the CHOP
group (3 patients, 1.5%). All of these arrhythmias either occurred in the context of a rituximab infusion
or were associated with predisposing conditions such as fever, infection, acute myocardial infarction or
pre-existing respiratory and cardiovascular disease. No difference between the R-CHOP and CHOP
group was observed in the incidence of other grade 3 and 4 cardiac events including heart failure,
myocardial disease and manifestations of coronary artery disease. In CLL, the overall incidence of
grade 3 or 4 cardiac disorders was low both in the first-line study (4% R-FC, 3% FC) and in the
relapsed/refractory study (4% R-FC, 4% FC).

Respiratory system
Cases of interstitial lung disease, some with fatal outcome have been reported.

Neurologic disorders

During the treatment period (induction treatment phase comprising of R-CHOP for at most eight
cycles), four patients (2%) treated with R-CHOP, all with cardiovascular risk factors, experienced
thromboembolic cerebrovascular accidents during the first treatment cycle. There was no difference
between the treatment groups in the incidence of other thromboembolic events. In contrast, three
patients (1.5%) had cerebrovascular events in the CHOP group, all of which occurred during the
follow-up period. In CLL, the overall incidence of grade 3 or 4 nervous system disorders was low both
in the first-line study (4% R-FC, 4% FC) and in the relapsed/refractory study (3% R-FC, 3% FC).

Cases of posterior reversible encephalopathy syndrome (PRES) / reversible posterior
leukoencephalopathy syndrome (RPLS) have been reported. Signs and symptoms included visual
disturbance, headache, seizures and altered mental status, with or without associated hypertension. A
diagnosis of PRES/RPLS requires confirmation by hrain imaging. The reported cases had recognised

risk factors for PRES/RPLS, including the patients’ underlying disease, hypertension, A{/,sr"‘/%’f‘fﬂa"’l’*«‘@m
immunosuppressive therapy and/or chemotherapy. A"& VBN, 7\%’” N
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Gastrointestinal disorders

Gastrointestinal perforation in some cases leading to death has been observed in patients receiving
rituximab for treatment of non-Hodgkin lymphoma. In the majority of these cases, rituximab was
administered with chemotherapy.

IgG levels

In the clinical trial evaluating rituximab maintenance treatment in relapsed/refractory follicular
lymphoma, median IgG levels were below the lower limit of normal (LLN) (<7 g/L) after induction
treatment in both the observation and the rituximab groups. In the observation group, the median IgG
level subsequently increased to above the LLN, but remained constant in the rituximab group. The
proportion of patients with IgG levels below the LLN was about 60% in the rituximab group
throughout the 2 year treatment period, while it decreased in the observation group (36% after

2 years).

A small number of spontaneous and literature cases of hypogammaglobulinaemia have been observed
in paediatric patients treated with rituximab, in some cases severe and requiring long-term
immunoglobulin substitution therapy. The consequences of long-term B cell depletion in paediatric
patients are unknown,

Skin and subcutaneous tissue disorders
Toxic Epidermal Necrolysis (Lyell syndrome) and Stevens-Johnson syndrome, some with fatal
outcome, have been reported very rarely.

Patient subpopulations - rituximab monotherapy

Elderly (> 65 years)

The incidence of ADRs of all grades and grade 3/4 ADR was similar in elderly patients compared to
younger patients (< 65 years).

Bulky disease

There was a higher incidence of grade 3/4 ADRs in patients with bulky disease than in patients without
bulky disease (25.6% vs. 15.4%). The incidence of ADRs of any grade was similar in these two
groups.

Re-treatment

The percentage of patients reporting ADRs upon re-treatment with further courses of rituximab was
similar to the percentage of patients reporting ADRs upon initial exposure (any grade and grade 3/4
ADRYs).

Patient subpopulations - rituximab combination therapy

Elderly (= 65 years)

The incidence of grade 3/4 blood and lymphatic adverse events was higher in elderly patients
compared to younger patients (< 65 years), with previously untreated or relapsed/refractory CLL.

Experience from paediatric DLBCL/BL/BAL/BLL

Summary of the safety profile

A multicentre, open-label randomised study of Lymphome Malin B chemotherapy (LMB) with or
without rituximab was conducted in paediatric patients (aged > 6 months to < 18 years old) with
previously untreated advanced stage CD20 positive DLBCL/BL/BAL/BLL.

A total of 309 paediatric patients received rituximab and were included in the safety analysis
population. Paediatric patients randomised to the LMB chemotherapy arm with rituximab, or enrolled
in the single arm part of the study, were administered rituximab at a dose of 375 mg/m? BSA andzosrey,
¥ . . . % i . v - ST Y
received a total of six IV infusions of rituximab (two during each of the two induction c%ﬁé\/esgaglda@n
during each of the two consolidation courses of the LMB scheme). i;a\%@ B
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The safety profile of rituximab in paediatric patients (aged > 6 months to < 18 years old) with
previously untreated advanced stage CD20 positive DLBCL/BL/BAL/BLL was generally consistent in
type, nature and severity with the known safety profile in adult NHL and CLL patients. Addition of
rituximab to chemotherapy did result in an increased risk of some events including infections
(including sepsis) compared to chemotherapy only.

Experience from rheumatoid arthritis

Summary of the safety profile

The overall safety profile of rituximab in rheumatoid arthritis is based on data from patients from
clinical trials and from post-marketing surveillance.

The safety profile of rituximab in patients with moderate to severe rheumatoid arthritis (RA) is
summarised in the sections below. In clinical trials more than 3100 patients received at least one
treatment course and were followed for periods ranging from 6 months to over 5 years; approximately
2400 patients received two or more courses of treatment with over 1000 having received 5 or more
courses. The safety information collected during post-marketing experience reflects the expected
adverse reaction profile as seen in clinical trials for rituximab (see section 4.4).

Patients received 2 x 1000 mg of rituximab separated by an interval of two weeks; in addition to
methotrexate (10-25 mg/week). Rituximab infusions were administered after an intravenous infusion
of 100 mg methylprednisolone; patients also received treatment with oral prednisone for 15 days.

Tabulated list of adverse reactions

Adverse reactions are listed in Table 4. Frequencies are defined as very common (> 1/10), common
(> 1/100 to < 1/10), uncommon (> 1/1,000 to < 1/100), rare (= 1/10,000 to < 1/1,000), and very rare
(< 1/10,000). Within each frequency grouping, undesirable effects are presented in order of decreasing

seriousness.

The most frequent adverse reactions considered due to receipt of rituximab were IRRs. The overall
incidence of IRRs in clinical trials was 23% with the first infusion and decreased with subsequent
infusions. Serious IRRs were uncommon (0.5% of patients) and were predominantly seen during the
initial course. In addition to adverse reactions seen in RA clinical trials for rituximab, progressive
multifocal leukoencephalopathy (PML) (see section 4.4) and serum sickness-like reaction have been
reported during post-marketing experience.

Table4  Summary of adverse reactions reported in clinical trials or during post-marketing
surveillance occurring in patients with rheumatoid arthritis receiving rituximab
Sys terl\rllle(;‘ll'?;:: Class Very Common Common Uncommon Rare Very Rare
Infections and upper bronchitis, sinusitis, PML,
infestations respiratory tract | gastroenteritis, tinea reactivation of
infection, pedis hepatitis B
urinary tract
infections
Blood and lymphatic neutropenia’ late serum
system disorders neutropenia? sickness-like
reaction
Immune system 3infusion-related 3infusion-related
disorders reactions reactions
(hypertension, (generalised
nausea, rash, oedema,
pyrexia, bronchospasm,
prurilus, wheezing,
“4445“,-‘ %yr@ﬁ%m
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MedDRA

System Organ Class Very Common Common Uncommon Rare Very Rare
General disorders urticaria, throat laryngeal
and administration irritation, hot oedema,
site conditions flush, angioneurotic
hypotension, oedema,
rhinitis, rigors, generalised
tachycardia, pruritus,
fatigue, anaphylaxis,
oropharyngeal anaphylactoid
pain, peripheral reaction)
oedema,
erythema)
Metabolism and hypercholesterolemia
nutrition disorders
Psychiatric disorders depression, anxiety
Nervous system headache paraesthesia, ‘
disorders migraine, dizziness,
sciatica
Cardiac disorders angina pectoris, | atrial flutter
atrial
fibrillation,
heart failure,
myocardial
infarction
Gastrointestinal dyspepsia, diarrhoea,
disorders gastro-oesophageal
reflux, mouth
ulceration, upper
abdominal pain
Skin and alopecia toxic epidermal
subcutaneous tissue necrolysis
disorders (Lyell’s
syndrome),
Stevens-Johnson
syndrome’
Musculoskeletal and arthralgia /
connective tissue musculoskeletal
disorders pain, osteoarthritis,
bursitis
Investigations decreased IgM decreased IgG
levels* levels*

1
2
3

result of hypersensitivity and/or to the mechanism of action.

Includes fatal cases.

Includes observations collected as part of routine laboratory monitoring.

Frequency category derived from laboratory values collected as part of routine laboratory monitoring in clinical trials.
Frequency category derived from post-marketing data.
Reactions occurring during or within 24 hours of infusion. See also infusion-related reactions below. IRRs may occur as a

Multiple courses

Multiple courses of treatment are associated with a similar ADR profile to that observed following first
exposure. The rate of all ADRs following first rituximab exposure was highest during the first

6 months and declined thereafter. This is mostly accounted for by IRRs (most frequent during the first
treatment course), RA exacerbation and infections, all of which were more frequent in the first

6 months of treatment.

Description of selected adverse reactions

Infusion-related reactions
The most frequent ADRs following receipt of rituximab in clinical studies were IRRs (refer to

Table 4). Among the 3189 patients treated with rituximab, 1135 (36%) experienced at leascya
with 733/3189 (23%) of patients experiencing an IRR following first infusion of the firsg®
rituximah. The incidence of IRRs declined with subsequent infusions. In clinical trials;

ERR 0,
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(17/3189) of patients experienced a serious IRR. There were no CTC Grade 4 IRRs (’I no deaths due
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decreased by course and were rare from course 3 onwards. Premedication with intravenous
glucocorticoid significantly reduced the incidence and severity of IRRs (see sections 4.2 and 4.4).
Severe IRRs with fatal outcome have been reported in the post-marketing setting.

In a trial designed to evaluate the safety of a more rapid rituximab infusion in patients with rheumatoid
arthritis, patients with moderate-to-severe active RA who did not experience a serious IRR during or
within 24 hours of their first studied infusion were allowed to receive a 2-hour intravenous infusion of
rituximab. Patients with a history of a serious infusion reaction to a biologic therapy for RA were
excluded from entry. The incidence, types and severity of IRRs were consistent with that observed
historically. No serious IRRs were observed.

Infections

The overall rate of infection was approximately 94 per 100 patient years in rituximab treated patients.
The infections were predominately mild to moderate and consisted mostly of upper respiratory tract
infections and urinary tract infections. The incidence of infections that were serious or required IV
antibiotics was approximately 4 per 100 patient years. The rate of serious infections did not show any
significant increase following multiple courses of rituximab. Lower respiratory tract infections
(including pneumonia) have been reported during clinical trials, at a similar incidence in the rituximab
arms compared to control arms.

Cases of progressive multifocal leukoencephalopathy with fatal outcome have been reported following
use of rituximab for the treatment of autoimmune diseases. This includes rheumatoid arthritis and
off-label autoimmune diseases, including Systemic Lupus Erythematosus (SLE) and vasculitis.

In patients with non-Hodgkin’s lymphoma receiving rituximab in combination with cytotoxic
chemotherapy, cases of hepatitis B reactivation have been reported (see non-Hodgkin’s lymphoma).
Reactivation of hepatitis B infection has also been very rarely reported in rheumatoid arthritis patients
receiving rituximab (see section 4.4).

Cardiovascular adverse reactions

Serious cardiac reactions were reported at a rate of 1.3 per 100 patient years in the rituximab treated
patients compared to 1.3 per 100 patient years in placebo treated patients. The proportions of patients
experiencing cardiac reactions (all or serious) did not increase over multiple courses.

Neurologic events

Cases of posterior reversible encephalopathy syndrome (PRES)/reversible posterior
leukoencephalopathy syndrome (RPLS) have been reported. Signs and symptoms included visual
disturbance, headache, seizures and altered mental status, with or without associated hypertension. A
diagnosis of PRES/RPLS requires confirmation by brain imaging. The reported cases had recognised
risk factors for PRES/RPLS, including the patients’ underlying disease, hypertension,
immunosuppressive therapy and/or chemotherapy.

Neutropenia

Events of neutropenia were observed with rituximab treatment, the majority of which were transient
and mild or moderate in severity. Neutropenia can occur several months after the administration of
rituximab (see section 4.4).

In placebo-controlled periods of clinical trials, 0.94% (13/1382) of rituximab treated patients and
0.27% (2/731) of placebo patients developed severe neutropenia.

Neutropenic events, including severe late onset and persistent neutropenia, have been rarely reported
in the post-marketing setting, some of which were associated with fatal infections.

Skin and subcutaneous tissue disorders @’{/@ GT a
Toxic Epidermal Necrolysis (Lyell’s syndrome) and Stevens-Johnson syndrome, sonﬁ@iﬁl fatal -

outcome, have been reported very rarely. &
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Laboratory abnormalities

Hypogammaglobulinaemia (IgG or IgM below the lower limit of normal) has been observed in RA
patients treated with rituximab. There was no increased rate in overall infections or serious infections
after the development of low IgG or IgM (see section 4.4).

A small number of spontaneous and literature cases of hypogammaglobulinaemia have been observed
in paediatric patients treated with rituximab, in some cases severe and requiring long-term
immunoglobulin substitution therapy. The consequences of long-term B cell depletion in paediatric
patients are unknown.

Experience from granulomatosis with polyangiitis (GPA) and microscopic polyangiitis (MPA)

Adult induction of remission (GPA/MPA Study 1)
In GPA/MPA Study 1, 99 adult patients were treated for induction of remission of GPA and MPA with
rituximab (375 mg/m?, once weekly for 4 weeks) and glucocorticoids (see section 5.1).

The ADRs listed in Table 5 were all adverse reactions which occurred at an incidence of > 5% in the
rituximab group and at a higher frequency than the comparator group.
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Table5  Adverse reactions occurring at 6-months in > 5% of adult patients receiving
rituximab in GPA/MPA Study 1, and at a higher frequency than the comparator

group
MedDRA System Organ Class Rituximab

Adverse reactions (n=99)
Infections and infestations

Urinary tract infection 7%

Bronchitis 5%

Herpes zoster 5%

Nasopharyngitis 5%
Blood and lymphatic system disorders

Thrombocytopenia | 7%
Immune system disorders

Cytokine release syndrome | 5%
Metabolism and nutrition disorders

Hyperkalaemia I 5%
Psychiatric disorders

Insomnia [ 14%
Nervous system disorders

Dizziness 10%

Tremor 10%
Vascular disorders

Hypertension 12%

Flushing 5%
Respiratory, thoracic and mediastinal disorders

Cough 12%

Dyspnoea 11%

Epistaxis 11%

Nasal congestion 6%
Gastrointestinal disorders

Diarrhoea 18%

Dyspepsia 6%

Constipation 5%
Skin and subcutaneous tissue disorders

Acne 7%
Musculoskeletal and connective tissue disorders

Muscle spasms 18%

Arthralgia 15%

Back pain 10%

Muscle weakness 5%

Musculoskeletal pain 5%

Pain in extremities 5%
General disorders and administration site conditions

Peripheral oedema | 16%
Investigations

Decreased haemoglobin | 6%

Adult maintenance treatment (GPA/MPA Study 2)
In GPA/MPA Study 2, a total of 57 adult patients with severe, active GPA and MPA were treated with
rituximab for the maintenance of remission (see section 5.1).
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Table 6  Adverse reactions occurring in > 5% of adult patients receiving rituximab in
GPA/MPA Study 2, and at a higher frequency than the comparator group

MedDRA System Organ Class Rituximab

Adverse reaction (n=57)
Infections and infestations

Bronchitis 14%

Rhinitis 5%
Respiratory, thoracic and mediastinal disorders

Dyspnoea [ 9%
Gastrointestinal disorders

Diarrhoea | 7%
General disorders and administration site conditions

Pyrexia 9%

Influenza-like illness 5%

Oedema peripheral 5%
Injury, poisoning and procedural complications

Infusion-related reactions! I 12%

Details on infusion-related reactions are provided in the description of selected adverse reactions section.

The overall safety profile was consistent with the well-established safety profile for rituximab in
approved autoimmune indications, including GPA/MPA. Overall, 4% of patients in the rituximab arm
experienced adverse events leading to discontinuation. Most adverse events in the rituximab arm were
mild or moderate in intensity. No patients in the rituximab arm had fatal adverse events.

The most commonly reported events considered as ADRs were infusion-related reactions and
infections.

Long-term follow-up (GPA/MPA Study 3)

In a long-term observational safety study, 97 GPA/MPA patients received treatment with rituximab
(mean of 8 infusions [range 1-28]) for up to 4 years, according to their physician’s standard practice
and discretion. The overall safety profile was consistent with the well-established safety profile of
rituximab in RA and GPA/MPA and no new adverse reactions were reported.

Paediatric population

An open-label, single arm study was conducted in 25 paediatric patients with severe, active GPA or
MPA. The overall study period consisted of a 6-month remission induction phase with a minimum
18-month follow-up, up to 4.5 years overall. During the follow-up phase, rituximab was given at the
discretion of the investigator (17 out of 25 patients received additional rituximab treatment).
Concomitant treatment with other immunosuppressive therapy was permitted (see section 5.1).

ADRs were considered as adverse events that occurred at an incidence of > 10%. These included:
infections (17 patients [68%)] in the remission induction phase; 23 patients [92%] in the overall study
period), IRRs (15 patients [60%] in the remission induction phase; 17 patients [68%] in the overall
study period), and nausea (4 patients [16%] in the remission induction phase; 5 patients [20%] in the
overall study period).

During the overall study period, the safety profile of rituximab was consistent with that reported
during the remission induction phase.

The safety profile of rituximab in paediatric GPA or MPA patients was consistent in type, nature and
severity with the known safety profile in adult patients in the approved autoimmune indications,
including adult GPA or MPA.
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Description of selected adverse reactions

Infusion-related reactions

In GPA/MPA Study 1 (adult induction of remission study), IRRs were defined as any adverse event
occurring within 24 hours of an infusion and considered to be infusion-related by investigators in the
safety population. Of the 99 patients treated with rituximab, 12 (12%) experienced at least one IRR.
All IRRs were CTC Grade 1 or 2. The most common IRRs included cytokine release syndrome,
flushing, throat irritation, and tremor. Rituximab was given in combination with intravenous
glucocorticoids which may reduce the incidence and severity of these events.

In GPA/MPA Study 2 (adult maintenance study), 7/57 (12%) patients in the rituximab arm
experienced at least one infusion-related reaction. The incidence of IRR symptoms was highest during
or after the first infusion (9%) and decreased with subsequent infusions (< 4%). All IRR symptoms
were mild or moderate and most of them were reported from the SOCs Respiratory, Thoracic and
Mediastinal Disorders and Skin and Subcutaneous Tissue disorders.

In the clinical trial in paediatric patients with GPA or MPA, the reported IRRs were predominantly
seen with the first infusion (8 patients [32%]), and then decreased over time with the number of
rituximab infusions (20% with the second infusion, 12% with the third infusion and 8% with the fourth
infusion). The most common IRR symptoms reported during the remission induction phase were:
headache, rash, rhinorrhea and pyrexia (8%, for each symptom). The observed symptoms of IRRs
were similar to those known in adult GPA or MPA patients treated with rituximab. The majority of
IRRs were Grade 1 and Grade 2, there were two non-serious Grade 3 IRRs, and no Grade 4 or 5 IRRs
reported. One serious Grade 2 IRR (generalized oedema which resolved with treatment) was reported
in one patient (see section 4.4).

Infections

In GPA/MPA Study 1, the overall rate of infection was approximately 237 per 100 patient years (95%
CI 197 - 285) at the 6-month primary endpoint. Infections were predominately mild to moderate and
consisted mostly of upper respiratory tract infections, herpes zoster and urinary tract infections. The
rate of serious infections was approximately 25 per 100 patient years. The most frequently reported
serious infection in the rituximab group was pneumonia at a frequency of 4%.

In GPA/MPA Study 2, 30/57 (53%) patients in the rituximab arm experienced infections. The
incidence of all grade infections was similar between the arms. Infections were predominately mild to
moderate. The most common infections in the rituximab arm included upper respiratory tract
infections, gastroenteritis, urinary tract infections and herpes zoster. The incidence of serious
infections was similar in both arms (approximately 12%). The most commonly reported serious
infection in the rituximab group was mild or moderate bronchitis.

In the clinical trial in paediatric patients with severe, active GPA and MPA, 91% of reported infections
were non-serious and 90% were mild to moderate.

The most common infections in the overall phase were: upper respiratory tract infections (URTISs)
(48%), influenza (24%), conjunctivitis (20%), nasopharyngitis (20%), lower respiratory tract
infections (16%), sinusitis (16%), viral URTIs (16%), ear infection (12%), gastroenteritis (12%),
pharyngitis (12%), urinary tract infection (12%). Serious infections were reported in 7 patients (28%),
and included: influenza (2 patients [8%]) and lower respiratory tract infection (2 patients [8%]) as the
most frequently reported events.

Malignancies
In GPA/MPA Study 1, the incidence of mahgnancy in rituximab treated patients in the GPA and MPA
clinical study was 2.00 per 100 patient years at the study common closing date (when the fin na ‘pafﬂ;
had completed the follow-up period). On the basis of standardised incidence ratios, the ingj
malignancies appears to be similar to that previously reported in patients with ANCA-assc

vasculitis. fe S
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In the paediatric clinical trial, no malignancies were reported with a follow-up period of up to
54 months.

Cardiovascular adverse reactions

In GPA/MPA Study 1, cardiac events occurred at a rate of approximately 273 per 100 patient years
(95% CI 149-470) at the 6-month primary endpoint. The rate of serious cardiac events was 2.1 per 100
patient years (95% CI 3-15). The most frequently reported events were tachycardia (4%) and atrial
fibrillation (3%) (see section 4.4).

Neurologic events

Cases of posterior reversible encephalopathy syndrome (PRES)/reversible posterior
leukoencephalopathy syndrome (RPLS) have been reported in autoimmune conditions. Signs and
symptoms included visual disturbance, headache, seizures and altered mental status, with or without
associated hypertension. A diagnosis of PRES/RPLS requires confirmation by brain imaging. The
reported cases had recognised risk factors for PRES/RPLS, including the patients’ underlying disease,
hypertension, immunosuppressive therapy and/or chemotherapy.

Hepatitis-B reactivation

A small number of cases of hepatitis-B reactivation, some with fatal outcome, have been reported in
granulomatosis with polyangiitis and microscopic polyangiitis patients receiving rituximab in the
post-marketing setting.

Hypogammaglobulinaemia
Hypogammaglobulinaemia (IgA, IgG or IgM below the lower limit of normal) has been observed in
adult and paediatric GPA and MPA patients treated with rituximab.

In GPA/MPA Study 1, at 6 months, in the rituximab group, 27%, 58% and 51% of patients with
normal immunoglobulin levels at baseline had low IgA, IgG and IgM levels, respectively compared to
25%, 50% and 46% in the cyclophosphamide group. The rate of overall infections and serious
infections was not increased after the development of low IgA, IgG or IgM.

In GPA/MPA Study 2, no clinically meaningful differences between the two treatment arms or
decreases in total immunoglobulin, IgG, IgM or IgA levels were observed throughout the trial.

In the paediatric clinical trial, during the overall study period, 3/25 (12%) patients reported an event of
hypogammaglobulinaemia, 18 patients (72%) had prolonged (defined as Ig levels below lower limit of
normal for at least 4 months) low IgG levels (of whom 15 patients also had prolonged low IgM). Three
patients received treatment with intravenous immunoglobulin (IV-IG). Based on limited data, no firm
conclusions can be drawn regarding whether prolonged low IgG and IgM led to an increased risk of
serious infection in these patients. The consequences of long-term B cell depletion in paediatric
patients are unknown.

Neutropenia

In GPA/MPA Study 1, 24% of patients in the rituximab group (single course) and 23% of patients in
the cyclophosphamide group developed CTC grade 3 or greater neutropenia. Neutropenia was not
associated with an observed increase in serious infection in rituximab-treated patients.

In GPA/MPA Study 2, the incidence of all-grade neutropenia was 0% for rituximab-treated patients vs
5% for azathioprine treated patients.

Skin and subcutaneous tissue disorders

Toxic Epidermal Necrolysis (Lyell'’s syudrome) 4ud Stevens-Johuson syndrome, some with fatal
outcome, have been reported very rarely,
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Experience from pemphigus vulgaris

Summary of the safety profile in PV Study 1 (Study ML22196) and PV Study 2 (Study WA29330)

The safety profile of rituximab in combination with short-term, low-dose glucoc.orticoids in the
treatment of patients with pemphigus vulgaris was studied in a Phase 3, randomised, cqntrolled, .
multicentre, open-label study in pemphigus patients that included 38 pemphigus vulgaris (PV) pat.lents
randomised to the rituximab group (PV Study 1). Patients randomised to the rituximab group received
an initial 1000 mg IV on Study Day 1 and a second 1000 mg IV on Study Day 15. Maintenance C}OSGS
of 500 mg IV were administered at months 12 and 18. Patients could receive 1000 mg IV at the time of

relapse (see section 5.1).

In PV Study 2, a randomised, double-blind, double-dummy, active-comparator, multicentre study
evaluating the efficacy and safety of rituximab compared with mycophenolate mofetil (MMF) in
patients with moderate-to-severe PV requiring oral corticosteroids, 67 PV patients received treatment
with rituximab (initial 1000 mg IV on Study Day 1 and a second 1000 mg IV on Study Day 15
repeated at Weeks 24 and 26) for up to 52 weeks (see section 5.1).

The safety profile of rituximab in PV was consistent with the established safety profile in other
approved autoimmune indications.

Tabulated list of adverse reactions for PV Studies 1 and 2

Adverse reactions from PV Studies 1 and 2 are presented in Table 7. In PV Study 1, ADRs were
defined as adverse events which occurred at a rate of > 5% among rituximab-treated PV patients, with
a> 2% absolute difference in incidence between the rituximab-treated group and the standard-dose
prednisone group up to month 24. No patients were withdrawn due to ADRs in PV Study 1. In PV
Study 2, ADRs were defined as adverse events occurring in> 5% of patients in the rituximab arm and
assessed as related.

Table 7 Adverse reactions in rituximab-treated pemphigus vulgaris patients in PV Study 1
(up to Month 24) and PV Study 2 (up to Week 52)

MedDRA System Organ Class Very Common Common
Infections and infestations upper respiratory tract infection herpes virus infection, herpes
zoster, oral herpes, conjunctivitis,
nasopharyngitis, oral candidiasis,
urinary tract infection
Neoplasms benign, malignant and skin papilloma
unspecified (incl. cysts and polyps)

Psychiatric disorders persistent depressive disorder major depression, irritability
Nervous system disorders headache dizziness

Cardiac disorders tachycardia

Gastrointestinal disorders abdominal pain upper

Skin and subcutaneous tissue disorders alopecia pruritus, urticaria, skin disorder
Musculoskeletal and connective tissue musculoskeletal pain, arthralgia,
disorders back pain

gindeirt'?olndsisorders and administration site fatigue, asthenia, pyrexia
Injury, poisoning and procedural infusion-related reactions*

complications

*cIinfusion-related reac.tions for PV Study 1 included symptoms collected on the next scheduled visit after each infusion, and
adverse events occurring on the day of or one day after the infusion. The most common infusion-related reaction :
symptoms/Preferred Terms for PV Study 1 included headaches, chills, high blood pressure, nausea, asthenia and pain.

The most common infusion-related reaction sym
st co I ymptoms/Preferred Terms for PV Study 2 were dyspn
hyperhidrosis, flushing/hot flush, hypotension/low blood pressure and rash/rash pruritic. i e
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Description of selected adverse reactions

Infusion-related reactions
In PV Study 1, infusion-related reactions were common (58%). Nearly all infusion-related reactions

were mild to moderate. The proportion of patients experiencing an infusion-related reaction was 29%
(11 patients), 40% (15 patients), 13% (5 patients), and 10% (4 patients) following the first, second,
third, and fourth infusions, respectively. No patients were withdrawn from treatment due to infusion-
related reactions. Symptoms of infusion-related reactions were similar in type and severity to those
seen in RA and GPA/MPA patients.

In PV Study 2, IRRs occurred primarily at the first infusion and the frequency of IRRs decreased with
subsequent infusions: 17.9%, 4.5%, 3% and 3% of patients experienced IRRs at the first, second, third,
and fourth infusions, respectively. In 11/15 patients who experienced at least one IRR, the IRRs were
Grade 1 or 2. In 4/15 patients, Grade > 3 IRRs were reported and led to discontinuation of rituximab
treatment; three of the four patients experienced serious (life-threatening) IRRs. Serious IRRs occurred
at the first (2 patients) or second (1 patient) infusion and resolved with symptomatic treatment.

Infections

In PV Study 1, 14 patients (37%) in the rituximab group experienced treatment-related infections
compared to 15 patients (42%) in the standard-dose prednisone group. The most common infections in
the rituximab group were herpes simplex and zoster infections, bronchitis, urinary tract infection,
fungal infection and conjunctivitis. Three patients (8%) in the rituximab group experienced a total of 5
serious infections (Pneumocystis jirovecii pneumonia, infective thrombosis, intervertebral discitis,
lung infection, Staphylococcal sepsis) and one patient (3%) in the standard-dose prednisone group
experienced a serious infection (Preumocystis jirovecii pneumonia).

In PV Study 2, 42 patients (62.7%) in the rituximab arm experienced infections. The most common
infections in the rituximab group were upper respiratory tract infection, nasopharyngitis, oral
candidiasis and urinary tract infection. Six patients (9%) in the rituximab arm experienced serious
infections.

Laboratory abnormalities

In PV Study 2, in the rituximab arm, transient decreases in lymphocyte count, driven by decreases in
the peripheral T-cell populations, as well as a transient decrease in phosphorus level were very
commonly observed post-infusion. These were considered to be induced by IV methylprednisolone
premedication infusion.

In PV Study 2, low IgG levels were commonly observed and low IgM levels were very commonly
observed; however, there was no evidence of an increased risk of serious infections after the
development of low IgG or IgM.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare

professionals are asked to report any suspected adverse reactions via the national re tem
listed in Appendix V. R sl

4.9 Overdose

Limited experienpq with (dose.:s higher than the approved dose of intravenous rituximab formulation is
avall_abf_e from clinical trials in humans. The highest intravenous dose of rituximab tested in humans to
date is .fOOO mg (2250 mg/m’), tested in a dose escalation study in patients with CLL. No additional
safety signals were identified. T
54% Jipaid,

Patlgnts who experience overdose should have immediate interruption of their inﬁ’isl‘gn?é%m beiclobe]
——————-meniteored:r——————o— L. ECS ST ©
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In the post-marketing setting five cases of rituximab overdose have been reported. Three cases had no
reported adverse event. The two adverse events that were reported were flu-like symptoms, with a dose
of 1.8 g of rituximab and fatal respiratory failure, with a dose of 2 g of rituximab.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antineoplastic agents, monoclonal antibodies, ATC code: L01X C02

Ruxience is a biosimilar medicinal product. Detailed information is available on the website of the
European Medicines Agency hitp://www.ema.europa.eu.

Rituximab binds specifically to the transmembrane antigen, CD20, a non-glycosylated phosphoprotein,
located on pre-B and mature B lymphocytes. The antigen is expressed on > 95% of all B cell
non-Hodgkin’s lymphomas.

CD20 is found on both normal and malignant B cells, but not on haematopoietic stem cells, pro-B
cells, normal plasma cells or other normal tissue. This antigen does not internalise upon antibody
binding and is not shed from the cell surface. CD20 does not circulate in the plasma as a free antigen
and, thus, does not compete for antibody binding.

The Fab domain of rituximab binds to the CD20 antigen on B lymphocytes and the Fc domain can
recruit immune effector functions to mediate B cell lysis. Possible mechanisms of effector-mediated
cell lysis include complement-dependent cytotoxicity (CDC) resulting from Clq binding, and
antibody-dependent cellular cytotoxicity (ADCC) mediated by one or more of the Fey receptors on the
surface of granulocytes, macrophages and NK cells. Rituximab binding to CD20 antigen on B
lymphocytes has also been demonstrated to induce cell death via apoptosis.

Peripheral B cell counts declined below normal following completion of the first dose of rituximab. In
patients treated for haematological malignancies, B cell recovery began within 6 months of treatment
and generally returned to normal levels within 12 months after completion of therapy, although in
some patients this may take longer (up to a median recovery time of 23 months post-induction
therapy). In rheumatoid arthritis patients, immediate depletion of B cells in the peripheral blood was
observed following two infusions of 1000 mg rituximab separated by a 14-day interval. Peripheral
blood B cell counts begin to increase from week 24 and evidence for repopulation is observed in the
majority of patients by week 40, whether rituximab was administered as monotherapy or in
combination with methotrexate. A small proportion of patients had prolonged peripheral B cell
depletion lasting 2 years or more after their last dose of rituximab. In patients with GPA or MPA, the
number of peripheral blood B cells decreased to < 10 cells/uL after two weekly infusions of rituximab
375 mg/m? and remained at that level in most patients up to the 6 month timepoint. The majority of
patients (81%) showed signs of B cell return, with counts > 10 cells/uL by month 12, increasing to
87% of patients by month 18.

Clinical experience in Non-Hodgkin’s lymphoma and in chronic lymphocytic leukaemia

Follicular lymphoma

Monotherapy

Initial treatment, weekly for 4 doses ST
In the pivotal trial, 166 patients with relapsed or chemoresistant low-grade or fﬁiﬁg&l@f T L
received 375 mg/m” of rituximab as an intravenous infusion once weekly forfouriweeks. The o@ﬁr\gﬂ
response rate (ORR) in the intent-to-treat (ITT) population was 48% (CIgsoq/éﬁ% - 56%). with a 6%
- comptete response (CR) and a 42% partial response (PR) rate. The projecte%‘ mgdl‘gﬁ“tﬁngtp 23
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progression (TTP) for responding patients was 13.0 months. In a subgroup analysis, the ORR was
higher in patients with IWF B, C, and D histological subtypes as compared to IWF A subtype (58% vs.
12%), higher in patients whose largest lesion was < 5 cm vs.> 7 cm in greatest d1arpeter (53% vs.
38%), and higher in patients with chemosensitive relapse as compared to chemoresistant (deﬁnf:d as
duration of response < 3 months) relapse (50% vs. 22%). ORR in patients previously treated with ‘
autologous bone marrow transplant (ABMT) was 78% versus 43% in patients with no ABMT.‘Nelther
age, sex, lymphoma grade, initial diagnosis, presence or absence of bulky disea}se, normal or high
LDH nor presence of extranodal disease had a statistically significant effect (Fisher’s exact test) on
response to rituximab. A statistically significant correlation was noted between response rates and
bone marrow involvement. 40% of patients with bone marrow involvement responded compared to
59% of patients with no bone marrow involvement (p=0.0186). This finding was not supponed. by a
stepwise logistic regression analysis in which the following factors were identified as prognostic
factors: histological type, bcl-2 positivity at baseline, resistance to last chemotherapy and bulky

disease.

Initial treatment, weekly for 8 doses

In a multicentre, single-arm (rial, 37 patients with relapsed or chemoresistant, low-grade ot (ollicular B
cell NHL received 375 mg/m? of rituximab as intravenous infusion weekly for eight doses. The ORR
was 57% (95% Confidence interval (CI); 41% — 73%; CR 14%, PR 43%) with a projected median
TTP for responding patients of 19.4 months (range 5.3 to 38.9 months).

Initial treatment, bulky disease, weekly for 4 doses

In pooled data from three trials, 39 patients with relapsed or chemoresistant, bulky disease (single
lesion > 10 cm in diameter), low-grade or follicular B cell NHL received 375 mg/m? of rituximab as
intravenous infusion weekly for four doses. The ORR was 36% (Clos% 21% — 51%; CR 3%, PR 33%)
with a median TTP for responding patients of 9.6 months (range 4.5 to 26.8 months).

Re-treatment, weekly for 4 doses

In a multicentre, single-arm trial, 58 patients with relapsed or chemoresistant low-grade or follicular B
cell NHL, who had achieved an objective clinical response to a prior course of rituximab, were
re-treated with 375 mg/m? of rituximab as intravenous infusion weekly for four doses. Three of the
patients had received two courses of rituximab before enrolment and thus were given a third course in
the study. Two patients were re-treated twice in the study. For the 60 re-treatments on study, the ORR
was 38% (Clos% 26% — 51%; 10% CR, 28% PR) with a projected median TTP for responding patients
of 17.8 months (range 5.4 — 26.6). This compares favourably with the TTP achieved after the prior
course of rituximab (12.4 months).

Initial treatment, in combination with chemotherapy

In an open-label randomised trial, a total of 322 previously untreated patients with follicular
lymphoma were randomised to receive either CVP chemotherapy (cyclophosphamide 750 mg/m?,
vincristine 1.4 mg/m* up to a maximum of 2 mg on day 1, and prednisolone 40 mg/m?/day on days

1 - 5) every 3 weeks for 8 cycles or rituximab 375 mg/m? in combination with CVP (R-CVP).
Rituximab was administered on the first day of each treatment cycle. A total of 321 patients (162
R-CVP, 159 CVP) received therapy and were analysed for efficacy. The median follow-up of patients
was 53 months. R-CVP led to a significant benefit over CVP for the primary endpoint, time to
treatment failure (27 months vs. 6.6 months, p < 0.0001, log-rank test). The proportion of patients with
a tumour response (CR, CRu, PR) was significantly higher (p < 0.0001 Chi-Square test) in the R-CVP
group (80.9%) than the CVP group (57.2%). Treatment with R-CVP significantly prolonged the time
to disease progression or death compared to CVP, 33.6 months and 14.7 months, respectively
(p <0.0001, log-rank test). The median duration of response was 37.7 months in the R-CVP group and
was 13.5 months in the CVP group (p <0.0001, log-rank test). i

ﬁffjr:'\'r K ‘\m‘%:\

Tl'le.diffefence between the treatment groups with respect to overall survival showeddégg N ﬁéénn:tj;:\%%,
clinical difference (p=0.029, log-rank test stratified by centre): survival rates at 53 éegxﬂls were‘.SO.%%“ \

BN
i

for patients in the R-CVP group compared to 71.1% for patients in the CVP group; . -
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Results from three other randomised trials using rituximab in combination with chemotherapy regimen
other than CVP (CHOP, MCP, CHVP/Interferon-a) have also demonstrated significant improvements
in response rates, time-dependent parameters as well as in overall survival. Key results from all four
studies are summarised in Table 8.

Table 8  Summary of key results from four phase III randomised studies evaluating the
benefit of rituximab with different chemotherapy regimens in follicular lymphoma

Median Median OS
Study Treatment, N | FU, 8RR’ f/:R’ TTF/PFS/EFS, rates,
months ° ° Months %
Median TTP: 53-months
CVP, 159 57 10 14.7 71.1
M39021 | ¢ VP, 162 3 81 41 33.6 80.9
p <0.0001 p=0.029
Median TTF: 18-months
" CHOP, 205 90 17 2.6 years 90
GLSG00 | ¢ CHOP, 223 15 9% 20 Not reachied 95
p < 0.001 p=0.016
| Median PFS: 28.8 | #8-months
osHO-39 | MCP. 96 47 IS 25 Not reached b
R-MCP, 105 92 50 iy 87
p=b p=0.0096
CHVP-IFN, Median EFS: 36| 42-months
FL2000 o 42 85 4 Not reached 84
R-CHVP-IFN, 94 76 o OOOel 91
175 p=" p=0.029

EFS — Event Free Survival

TTP — Time to progression or death

PFS — Progression-Free Survival

TTF — Time to Treatment Failure

OS rates — survival rates at the time of the analyses

Maintenance therapy

Previously untreated follicular lymphoma

In a prospective, open label, international, multicentre, phase III trial 1193 patients with previously
untreated advanced follicular lymphoma received induction therapy with R-CHOP (n=881), R-CVP
(n=268) or R-FCM (n=44), according to the investigators’ choice. A total of 1078 patients responded
to induction therapy, of which 1018 were randomised to rituximab maintenance therapy (n=505) or
observation (n=513). The two treatment groups were well balanced with regards to baseline
characteristics and disease status. Rituximab maintenance treatment consisted of a single infusion of
rituximab at 375 mg/m? body surface area given every 2 months until disease progression or for a
maximum period of two years.

The pre-specified primary analysis was conducted at a median observation time of 25 months from
randomisation, maintenance therapy with rituximab resulted in a clinically relevant and statistically
significant improvement in the primary endpoint of investigator assessed progression-free survival
(PFS) as compared to observation in patients with previously untreated follicular lymphoma (Table 9).

Significant benefit from maintenance treatment with rituximab was also seen for the secondary
endpoints event-free survival (EFS), time to next ar;ti-lymphoma treatment (TNLT) time to next
chemotherapy (TNCT) and overall response rate (ORR) in the primary analysis (Table 9).

Dala from extended follow-up of patients in the study (median follow-up 9 years) confif
long-term benefit of rituximab maintenance therapy in terms of PFS, EFS, TNLT an;!i '

{ : it
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Overview of efficacy results for rituximab maintenance vs. observation at the

protocol-defined primary analysis and after 9 years median follow-up (final analysis)

Primary analysis
(median FU: 25 months)

Final analysis
(median FU: 9.0 years)

Observation Rituximab Observation Rituximab
N=513 N=505 N=513 N=505

Primary efficacy
Progression-free survival (median) NR NR 4.06 years 10.49 years
log-rank p value <0.0001 <0.0001
hazard ratio (95% CI) 0.50 (0.39, 0.64) 0.61 (0.52, 0.73)
risk reduction 50% 39%
Secondary efficacy
Overall survival (median) NR NR NR NR
log-rank p value 0.7246 0.7948
hazard ratio (95% CI) 0.89(0.45, 1.74) 1.04 (0.77, 1.40)
risk reduction 11% -6%
Event-free survival (median) 38 months NR 4.04 years 9.25 years
log-rank p value <0.0001 <0.0001
hazard ratio (95% CI) 0.54(0.43, 0.69) 0.64 (0.54, 0.76)
risk reduction ' 46% 36%
TNLT (median) NR NR 6.11 years NR
log-rank p value 0.0003 <0.0001
hazard ratio (95% CI) 0.61(0.46, 0.80) 0.66 (0.55, 0.78)
risk reduction 39% 34%
TNCT (median) NR NR 9.32 years NR
log-rank p value 0.0011 0.0004
hazard ratio (95% CI) 0.60 (0.44, 0.82) 0.71 (0.59, 0.86)
risk reduction 40% 39%
Overall response rate* 55% | 74% 61% 79%
chi-squared test p value <0.0001 <0.0001
odds ratio (95% CI) 2.33 (1.73, 3.15) 2.43 (1.84, 3.22)
Complete response (CR/CRu) rate* 48% 67% 53% 67%
chi-squared test p value <0.0001 <0.0001

odds ratio (95% CI)

2.21 (1.65, 2.94)

2.34 (1.80, 3.03)

* at end of maintenance/observation; final analysis results based on median follow-up of 73 months.
FU: follow-up; NR: not reached at time of clinical cut off, TNCT: time to next chemotherapy treatment; TNLT: time to next

anti lymphoma treatment.

Rituximab maintenance treatment provided consistent benefit in all predefined subgroups tested:
gender (male, female), age (< 60 years, >= 60 years), FLIPI score (<=1, 2 or >= 3), induction therapy
(R-CHOP, R-CVP or R-FCM) and regardless of the quality of response to induction treatment (CR,
CRu or PR). Exploratory analyses of the benefit of maintenance treatment showed a less pronounced
effect in elderly patients (> 70 years of age), however sample sizes were small.

Relapsed/Refractory follicular lymphoma

In a prospective, open label, international, multicentre, phase III trial, 465 patients with
relapsed/refractory follicular lymphoma were randomised in a first step to induction therapy with
either CHOP (cyclophosphamide, doxorubicin, vincristine, prednisolone; n=231) or rituximab plus
CHOP (R-CHOP, n=234). The two treatment groups were well balanced with regard to baseline
characteristics and disease status. A total of 334 patients achieving a complete or partial remission
following induction therapy were randomised in a second step to rituximab maintenance therapy

(n—167) or observation (n—167). Rituximab maintenance treatment consisted of a single inigg’mfg"
rituximab at 375 mg/m?body surface area given every 3 months until disease progressiopor f\)qr(

maximum period of two years.
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The final efficacy analysis included all patients randomised to both parts of the study. After a median
observation time of 31 months for patients randomised to the induction phase, R-CHOP significantly
improved the outcome of patients with relapsed/refractory follicular lymphoma when compared to
CHOP (see Table 10).

Table 10 Induction phase: overview of efficacy results for CHOP vs. R-CHOP (31 months
median observation time)

CHOP R-CHOP p-value Risk Reduction”
Primary efficacy
ORR? 74% 87% 0.0003 Na
CR? 16% 29% 0.0005 Na
PR? 58% 58% 0.9449 Na

1) Estimates were calculated by hazard ratios

2) Last tumour response as assessed by the investigator. The “primary” statistical test for “response” was the trend test of
CR versus PR versus non-response (p <0.0001)

Abbreviations: NA, not available; ORR: overall response rate; CR: complete response; PR: partial response

For patients randomised to the maintenance phase of the trial, the median observation time was

28 months from maintenance randomisation. Maintenance treatment with rituximab led to a clinically
relevant and statistically significant improvement in the primary endpoint, PFS, (time from
maintenance randomisation to relapse, disease progression or death) when compared to observation
alone (p <0.0001 log-rank test). The median PFS was 42.2 months in the rituximab maintenance arm
compared to 14.3 months in the observation arm. Using a cox regression analysis, the risk of
experiencing progressive disease or death was reduced by 61% with rituximab maintenance treatment
when compared to observation (95% CI; 45%-72%). Kaplan-Meier estimated progression-free rates at
12 months were 78% in the rituximab maintenance group vs. 57% in the observation group. An
analysis of overall survival confirmed the significant benefit of rituximab maintenance over
observation (p=0.0039 log-rank test). Rituximab maintenance treatment reduced the risk of death by
56% (95% CI; 22%-75%).

Table 11 Maintenance phase: overview of efficacy results rituximab vs. observation
(28 months median observation time)

Efficacy Parameter Kaplan-Meier Estimate of Median Time to Event Risk
(Months) Reduction
Observation | | Rituximab Log-Rank
(N=167) (N=167) p value
Progression-free survival 14.3 42.2 <0.0001 61%
(PFS)
Overall survival NR NR 0.0039 56%
Time to new lymphoma 20.1 38.8 <0.0001 50%
treatment
Disease-free survival® 16.5 53.7 0.0003 67%
Subgroup analysis
PFS
CHOP 11.6 37.5 <0.0001 71%
R-CHOP| 22.1 51.9 0.0071 46%
CR| 143 52.8 0.0008 64%
PR 143 37.8 <0.0001 54%
0OS
CHOP NR NR 0.0348 55%
R-CHOP] NR - NR 0.0482 56%

NR: not reached; ®: only applicable to patients achieving a CR
PP ot Y
The benefit of rituximab maintenance treatment was confirmed in all subgroups anal é‘f ﬁ/régélzd % \%
of induction regimen (CHOP or R-CHOP) or quality of response to induction treat ente(CR or PRY& ’\%ﬂ
(Table 11). Rituximab maintenance treatment significantly prolonged median PF%Aﬁ Patients - \‘
-responding to CHOP-induction therapy (median PFS 37.5 months vs. 11.6 monthif p <%000§?%s well=
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as in those responding to R-CHOP induction (median PFS 51.9 months vs. 22.1 months, p=0.0071).
Although subgroups were small, rituximab maintenance treatment provided a significant benefit in
terms of overall survival for both patients responding to CHOP and patients responding to R-CHOP,
although longer follow-up is required to confirm this observation.

Adult diffuse large B cell non-Hodgkin’s lymphoma

In a randomised, open-label trial, a total of 399 previously untreated elderly patients (age 60 to

80 years) with diffuse large B cell lymphoma received standard CHOP chemotherapy
(cyclophosphamide 750 mg/m?, doxorubicin 50 mg/m?, vincristine 1.4 mg/m? up to a maximum of
2 mg on day 1, and prednisolone 40 mg/m?/day on days 1-5) every 3 weeks for eight cycles, or
rituximab 375 mg/m? plus CHOP (R-CHOP). Rituximab was administered on the first day of the
treatment cycle.

The final efficacy analysis included all randomised patients (197 CHOP, 202 R-CHOP), and had a
median follow-up duration of approximately 31 months. The two treatment groups were well balanced
in baseline disease characteristics and disease status., The final analysis confirmed that R-CHOP
treatment was associated with a clinically relevant and statistically significant improvement in the
duration of event-free survival (the primary efficacy parameter; where events were death, relapse or
progression of lymphoma, or institution of a new anti-lymphoma treatment) (p = 0.0001).
Kaplan-Meier estimates of the median duration of event-free survival were 35 months in the R-CHOP
arm compared to 13 months in the CHOP arm, representing a risk reduction of 41%. At 24 months,
estimates for overall survival were 68.2% in the R-CHOP arm compared to 57.4% in the CHOP arm.
A subsequent analysis of the duration of overall survival, carried out with a median follow-up duration
of 60 months, confirmed the benefit of R-CHOP over CHOP treatment (p=0.0071), representing a risk
reduction of 32%.

The analysis of all secondary parameters (response rates, progression-free survival, disease-free
survival, duration of response) verified the treatment effect of R-CHOP compared to CHOP. The
complete response rate after cycle 8 was 76.2% in the R-CHOP group and 62.4% in the CHOP group
(p=0.0028). The risk of disease progression was reduced by 46% and the risk of relapse by 51%. In all
patient subgroups (gender, age, age adjusted IPI, Ann Arbor stage, ECOG, B2 microglobulin, LDH,
albumin, B symptoms, bulky disease, extranodal sites, bone marrow involvement), the risk ratios for
event-free survival and overall survival (R-CHOP compared with CHOP) were less than 0.83 and 0.95
respectively. R-CHOP was associated with improvements in outcome for both high- and low-risk
patients according to age adjusted IPI.

Clinical laboratory findings

Of 67 patients evaluated for human anti-mouse antibody (HAMA), no responses were noted. Of 356
patients evaluated for anti-drug antibody (ADA), 1.1% (4 patients) were positive.

Chronic lymphocytic leukaemia

In two open-label randomised trials, a total of 817 previously untreated patients and 552 patients with
relapsed/refractory CLL were randomised to receive either FC chemotherapy (fludarabine 25 mg/m?,
cyclophosphamide 250 mg/m?, days 1-3) every 4 weeks for 6 cycles or rituximab in combination with
FC (R-FC). Rituximab was administered at a dosage of 375 mg/m? during the first cycle one day prior
to chemotherapy and at a dosage of 500 mg/m? on day 1 of each subsequent treatment cycle. Patients
were excluded from the study in relapsed/refractory CLL if they had previously been treated with
monoclonal antibodies orif they were refractory (defined as failure to achieve a partial remission for at
least 6 months) to fludarabine or any nucleoside analogue. A total of 810 patients (403 R-FC, 407 FC)
for the first-line study (Table 12a and Table 12b) and 552 patients (276 R-I'C:, 276 T(‘) fnr e,
relapsed/refractory study (Table 13) were analysed for efficacy.

In the first-line study, alter a median observation time of 48.1 months, the median F)’:'(Ss%as 55 months \t‘:%é%
—in the R-FC group-and 33 months in the FC group (p<-0.0001, log-rank test). The ﬁnalysxs ef&Vﬁrall e
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survival showed a significant benefit of R-FC treatment over FC chemotherapy alone (p =0.0319,
log-rank test) (Table 12a). The benefit in terms of PFS was consistently observed in most patient
subgroups analysed according to disease risk at baseline (i.e. Binet stages A-C) (Table 12b).

Table 12a First-line treatment of chronic lymphocytic leukaemia
Overview of efficacy results for rituximab plus FC vs. FC alone - 48.1 months median

observation time

Efficacy Parameter Kaplan-Meier Estimate of Median Time to Risk
Event (Months) Reduction
FC R-FC Log-Rank
(N=409) (N=408) p value
Progression-free survival (PFS) 32.8 553 - <0.0001 45%
Overall survival NR NR 0.0319 27%
Event free survival 313 51.8 <0.0001 44%
Response rate (CR, nPR, or PR) 72.6% 85.8% <0.0001 n.a.
CR rates 16.9% 36.0% <0.0001 n.a.
Duration of response* 36.2 573 <0.0001 44%
Disease free survival (DFS)** 48.9 60.3 0.0520 31%
Time to new treatment 47.2 69.7 <0.0001 42%

Response rate and CR rates analysed using Chi-squared Test. NR: not reached; n.a.: not applicable
*: only applicable to patients achieving a CR, nPR, PR
**: only applicable to patients achieving a CR

Table 12b First-line treatment of chronic lymphocytic leukaemia
Hazard ratios of progression-free survival according to Binet stage (ITT) — 48.1
months median observation time

Pi‘ogression-free survival (PFS) Number of Hazard Ratio p-value
patients (95% CI) (Wald test, not
FC R-FC adjusted)
Binet stage A 22 18 0.39 (0.15; 0.98) 0.0442
Binet stage B 259 263 0.52 (0.41; 0.66) <0.0001
Binet stage C 126 126 0.68 (0.49; 0.95) 0.0224

CI: Confidence Interval

In the relapsed/refractory study, the median progression-free survival (primary endpoint) was 30.6
months in the R-FC group and 20.6 months in the FC group (p=0.0002, log-rank test). The benefit in
terms of PFS was observed in almost all patient subgroups analysed according to disease risk at
baseline. A slight but not significant improvement in overall survival was reported in the R-FC

compared to the FC arm.
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Table 13 Treatment of relapsed/refractory chronic lymphocytic leukaemia - overview of
efficacy results for rituximab plus FC vs. FC alone (25.3 months median observation

time)
Efficacy Parameter Kaplan-Meier Estimate of Median Time to Risk
Event (Months) Reduction
FC R-FC Log-Rank
(N=276) (N=276) p value
Progression-free survival (PFS) 20.6 30.6 0.0002 35%
Overall survival 51.9 NR 0.2874 17%
Event free survival 19.3 28.7 0.0002 36%
Response rate (CR, nPR, or PR) 58.0% 69.9% 0.0034 n.a.
CR rateg 13.0% 24.3% 0.0007 n.a.
Duration of response * 27.6 39.6 0.0252 31%
Disease free survival (DFS)** 42.2 39.6 0.8842 -6%
Time to new CLL treatment 34.2 NR 0.0024 35%

Response rate and CR rates analysed using Chi-squared Test.
*: only applicable to patients achieving a CR, nPR, PR;

**: only applicable to patients achieving a CR;

NR: not reached

n.a. not applicable

Results from other supportive studies using rituximab in combination with other chemotherapy
regimens (including CHOP, FCM, PC, PCM, bendamustine and cladribine) for the treatment of
previously untreated and/or relapsed/refractory CLL patients have also demonstrated high overall
response rates with benefit in terms of PFS rates, albeit with modestly higher toxicity (especially
myelotoxicity). These studies support the use of rituximab with any chemotherapy.

Data in approximately 180 patients pre-treated with rituximab have demonstrated clinical benefit
(including CR) and are supportive for rituximab re-treatment.

Paediatric population

A multicentre, open-label, randomised study of Lymphome Malin B (LMB) chemotherapy

(corticosteroids, vincristine, cyclophosphamide, high-dose methotrexate, cytarabine, doxorubicin,
etoposide and triple drug [methotrexate/cytarabine/ corticosteroid] intrathecal therapy) alone or in
combination with rituximab was conducted in paediatric patients with previously untreated advanced
stage CD20 positive DLBCL/BL/BAL/BLL. Advanced stage is defined as Stage III with elevated
LDH level (“B-high”), [LDH > twice the institutional upper limit of the adult normal values (> Nx2)]
or any stage IV or BAL. Patients were randomised to receive either LMB chemotherapy or six IV
infusions of rituximab at a dose of 375 mg/m? BSA in combination with LMB chemotherapy (two
during each of the two induction courses and one during each of the two consolidation courses) as per
the LMB scheme. A total of 328 randomised patients were included in the efficacy analyses, of which
one patient under 3 years of age received rituximab in combination with LMB chemotherapy.

The two treatment arms, LMB (LMB chemotherapy) and R-LMB (LMB chemotherapy with
rituximab), were well balanced with regards to baseline characteristics. Patients had a median age of 7
and 8 years in the LMB arm and R-LMB arm, respectively. Approximately half of patients were in
Group B (50.6% in the LMB arm and 49.4% in the R-LMB arm), 39.6% in Group C1 in both arms,
and 9.8% and 11.0% were in Group C3 in the LMB and R-LMB arms, respectively. Based on Murphy
staging, most patients were either BL stage III (45.7% in the LMB arm and 43.3% in the R-LMB arm)
or BAL, CNS negative (21.3% in the LMB arm and 24.4% in the R-LMB arm). Less than half of the
patients (45.1% in both arms) had bone marrow involvement, and most patients (72.6% in the LMB
arm and 73.2% in the R-LMB arm) had no CNS involvement. The primary efficacy endpoint was EFS,
where an event was defined as occurrence of progressive disease, relapse, second mali

from any cause, or non-response as evidenced by detection of viable cells in residue@?ft/e cth%%’éé’(mq
CYVE course, whicliever vceurs [irst. The secondary efficacy endpoiuts were OS

__remission.
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At the pre-specified interim analysis with approximately 1 year of median follow-up, clinically
relevant improvement in the primary endpoint of EFS was observed, with 1-year rate estimates of
94.2% (95% CI, 88.5% - 97.2%) in the R-LMB arm vs. 81.5% (95% CI, 73.0% - 87.8%) in the LMB
arm, and adjusted Cox HR 0.33 (95% CI, 0.14 — 0.79). Upon IDMC (independent data monitoring
committee) recommendation based on this result, the randomisation was halted and patients in the
LMB arm were allowed to cross over to receive rituximab.

Primary efficacy analyses were performed in 328 randomised patients with a median follow-up of 3.1
years. The results are described in Table 14.

Table 14 Overview of primary efficacy results (ITT population)
Analysis LMB R-LMB
(N=164) (N=164)
EFS 28 events 10 events

One-sided log-rank test p-value 0.0006

Adjusted Cox HR 0.32 (90% CI: 0.17, 0.58)

3-year EFS rates 82.3% 93.9%
(95% CI: 75.7%, 87.5%) (95% CI: 89.1%, 96.7%)
oS 20 deaths 8 deaths

One-sided log-rank test p-value 0.0061

Adjusted Cox model HR 0.36 (95% CI: 0.16; 0.81)

3-year OS rates 87.3% 95.1%
(95% CI: 81.2%, 91.6%) (95% CI: 90.5%, 97.5%)
CR rate 93.6% (95% CI: 88.2%; 97.0%) 94.0% (95% CI: 88.8%, 97.2%)

Abbreviations: EFS: event free survival; OS: overall survival; CR: complete remission

The primary efficacy analysis showed an EFS benefit of rituximab addition to LMB chemotherapy
over LMB chemotherapy alone, with an EFS HR 0.32 (90% CI 0.17 - 0.58) from a Cox regression
analysis adjusting for national group, histology, and therapeutic group. While no major differences in
numbers of patients achieving complete remission was observed between the two treatment groups, the
benefit of rituximab addition to LMB chemotherapy was also shown in the secondary endpoint of OS,
with the OS HR of 0.36 (95% CI, 0.16 — 0.81).

The European Medicines Agency has waived the obligation to submit the results of studies with
rituximab in all subsets of the paediatric population with follicular lymphoma and CLL, and in the
paediatric population from birth to < 6 months of age in CD20 positive diffuse large B-cell lymphoma.
See section 4.2 for information on paediatric use.

Clinical experience in rheumatoid arthritis

The efficacy and safety of rituximab in alleviating the symptoms and signs of rheumatoid arthritis in
patients with an inadequate response to TNF-inhibitors was demonstrated in a pivotal randomised,
controlled, double-blind, multicentre trial (Trial 1).

Trial 1 evaluated 517 patients that had experienced an inadequate response or intolerance f ”*’811(920@_;-; 4 qi@ "%A
more TNF inhibitor therapies. Eligible patients had active rheumatoid arthritis, diagnos {fjag‘e?&_r‘dinggtb 0 }%

the criteria of the American College of Rheumatology (ACR). Rituximab was administ rgd?as two IV
infusions separated by an-interval of 15 days. Patients received 2 x 1000 mg intravenm% mfu%s%f

\ia HTIB
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rituximab or placebo in combination with MTX. All patients received concomitant 60 mg oral
prednisone on days 2-7 and 30 mg on days 8-14 following the first infusion. The primary endpoint was
the proportion of patients who achieved an ACR20 response at week 24. Patients were followed
beyond week 24 for long-term endpoints, including radiographic assessment at 56 weeks and at

104 weeks. During this time, 81% of patients, from the original placebo group received rituximab
between weeks 24 and 56, under an open label extension study protocol.

Trials of rituximab in patients with early arthritis (patients without prior methotrexate treatment and
patients with an inadequate response to methotrexate, but not yet treated with TNF-alpha inhibitors)
have met their primary endpoints. Rituximab is not indicated for these patients, since the safety data
about long-term rituximab treatment are insufficient, in particular concerning the risk of development
of malignancies and PML.

Disease activity outcomes

Rituximab in combination with methotrexate significantly increased the proportion of patients
achieving at least a 20% improvement in ACR score compared with patients treated with methotrexate
alone (Table 15). Across all development studies the treatment benefit was similar in patients
independent of age, gender, body surface area, race, number of prior treatments or disease status.

Clinically and statistically significant improvement was also noted on all individual components of the
ACR response (tender and swollen joint counts, patient and physician global assessment, disability
index scores (HAQ), pain assessment and C-Reactive Proteins (mg/dL).

Table 15 Clinical response outcomes at primary endpoint in Trial 1 JTT population)

Outcomet Placebo+MTX Rituximab+MTX
| (2x1000mg) |
Trial 1 N=201 N=298
ACR20 36 (18%) 153 (51%)™"
ACRS50 11 (5%) 80 (27%)™"
ACR70 3 (1%) 37 (12%)™"
EULAR Response -
(Good/Modgrate) 422 193 (65%)
Mean change in DAS -0.34 -1.83™

+ Outcome at 24 weeks
Significant difference from placebo+MTX at the primary timepoint: ***p < 0.0001

Patients treated with rituximab in combination with methotrexate had a significantly greater reduction
in disease activity score (DAS28) than patients treated with methotrexate alone (Table 15). Similarly, a
good to moderate European League Against Rheumatism (EULAR) response was achieved by
significantly more rituximab treated patients treated with rituximab and methotrexate compared to
patients treated with methotrexate alone (Table 15).

Radiographic response
Structural joint damage was assessed radiographically and expressed as change in modified Total
Sharp Score (mTSS) and its components, the erosion score and joint space narrowing score.

In Trial 1, conducted in patients with inadequate response or intolerance to one or more TNF inhibitor
therapies, receiving rituximab in combination with methotrexate demonstrated significantly less
radiographic progression than patients originally receiving methotrexate alone at 56 weeks. Of the
patients originally receiving methotrexate alone, 81% received rituximab either as rescue between
weeks 16-24 or in the extension trial, before week 56. A higher proportion of patients receiving the
original rituximab/MTX treatment also had no erosive progression over 56 weeks (Table 16).
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Table 16 Radiographic outcomes at 1 year (mITT population)

Placebo+MTX Rituximab+MTX
2 x 1000 mg

Trial 1 (n=184) (n=273)
Mean change from baseline:

Modified total sharp score 2.30 1.017

Erosion score 1.32 0.60"

Joint space narrowing score 0.98 0.41"
Proportion of patients with no radiographic change 46% 53%, NS
Proportion of patients with no erosive change 52% 60%, NS

150 patients originally randomised to placebo+MTX in Trial 1 received at least one course of RTX+MTX by one year
* p<0.05, ** p<0.001. Abbreviation: NS, non significant

Inhibition of the rate of progressive joint damage was also observed long-term. Radiographic analysis
at 2 years in Trial 1 demonstrated significantly reduced progression of structural joint damage in
patients receiving rituximab in combination with methotrexate compared to methotrexate alone as well
as a significantly higher proportion of patients with no progression of joint damage over the 2-year
period.

Physical function and quality of life outcomes

Significant reductions in disability index (HAQ-DI) and fatigue (FACIT-Fatigue) scores were
observed in patients treated with rituximab compared to patients treated with methotrexate alone. The
proportions of rituximab treated patients showing a minimal clinically important difference (MCID) in
HAQ-DI (defined as an individual total score decrease of > 0.22) was also higher than among patients
receiving methotrexate alone (Table 17).

Signiticant improvement in health-related quality of life was also demonstrated with signiticant
improvement in both the physical health score (PHS) and mental health score (MHS) of the SF-36.
Further, a significantly higher proportion of patients achieved MCIDs for these scores (Table 17).

Table 17 Physical function and quality of life outcomes at week 24 in Trial 1

Outcomet Placebot+tMTX Rituximab+MTX
(2 x1000 mg)

n=201 n=298

Mean change in HAQ-DI 0.1 -0.4™"

% HAQ-DI MCID 20% 51%

Mean change in FACIT-T -0.5 -9.1™
n=197 n=294

Mean change in SF-36 PHS 0.9 5.8™

% SF-36 PHS MCID 13% 48%™

Mean change in SF-36 MHS 1.3 4.7

% SF-36 MHS MCID 20% 38%"

1 Outcome at 24 weeks
Significant difference from placebo at the primary time point: * p <0.05, **p < 0.001 ***p < 0.0001
MCID HAQ-DI > 0.22, MCID SF-36 PHS > 5.42, MCID SF-36 MHS > 6.33

Efficacy in autoantibody (RF and or anti-CCP) seropositive patients

Patients seropositive to Rheumatoid Factor (RF) and/or anti-Cyclic Citrullinated Peptide (anti-CCP)
who were treated with rituximab in combination with methotrexate showed an enhanced response
compared to patients negative to both.

Efficacy outcomes in rituximab treated patients were analysed based on autoantibody status prior to
commencing treatment. At Week 24, patients who were seropositive (o RF and/or anti-CCP akb‘&’s%ej 22
had a significantly increased probability of achieving ACR20 and 50 responses compared é cT8BHu,T
seronegative patients (p=0.0312 and p=0.0096) (Table 18). These findings were replicated’a Q/%’ eek 48 :
where autoantibody seropositivity also 51gmﬁcantly increased the probability of achxev%f \‘ACR7O ,f‘}
week 48 seropositive patients were 2-3 times more likely to achieve ACR responses com aredﬁox}\‘/mg HTI

42 ‘%‘{ e
\\b Yoyon
goez o'

Wit u:ug,




282

seronegative patients. Seropositive patients also had a significantly greater decrease in DAS28-ESR
compared to seronegative patients (Figure 1).

Table 18 Summary of efficacy by baseline autoantibody status

Week 24 Week 48
Seropositive Seronegative Seropositive Seronegative
(n=514) (n=106) (n=506) (n=101)

ACR20 (%) 62.3* 50.9 71.1% 51.5
ACRS50 (%) 32.7* 19.8 44.9** 22.8
ACR70 (%) 12.1 5.7 20.9% 6.9

EULAR response (%) 74.8* 62.9 84.3*% 72.3
Mean change DAS28-ESR ~] 97 ** -1.50 -2.48*** -1.72

Significance levels were defined as * p < 0.05, **p <0.001, ***p <(0.0001.

Figure 1: Change from baseline of DAS28-ESR by baseline autoantibody status
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Long-term efficacy with multiple course therapy

Treatment with rituximab in combination with methotrexate over multiple courses resulted in
sustained improvements in the clinical signs and symptoms of RA, as indicated by ACR, DAS28-ESR
and EULAR responses which was evident in all patient populations studied (Figure 2). Sustained
improvement in physical function as indicated by the HAQ-DI score and the proportion of patients
achieving MCID for HAQ-DI were observed.
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Figure 2: ACR responses for 4 treatment courses (24 weeks after each course (within patient,
within visit)) in patients with an inadequate response to TNF-inhibitors (n=146)
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Clinical laboratory findings

A total of 392/3095 (12.7%) patients with rheumatoid arthritis tested positive for ADA in clinical
studies following therapy with rituximab. The emergence of ADA was not associated with clinical
deterioration or with an increased risk of reactions to subsequent infusions in the majority of patients.
The presence of ADA may be associated with worsening of infusion or allergic reactions after the
second infusion of subsequent courses.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
rituximab in all subsets of the paediatric population with autoimmune arthritis. See section 4.2 for
information on paediatric use.

Clinical experience in granulomatosis with polyangiitis (GPA) and microscopic polyangiitis (MPA)

Adult induction of remission

In GPA/MPA Study 1, a total of 197 patients aged 15 years or older with severe active GPA (75%)
and MPA (24%) were enrolled and treated in an active-comparator, randomised, double-blind,
multicentre, non-inferiority trial.

Patients were randomised in a 1:1 ratio to receive either oral cyclophosphamide daily (2 mg/kg/day)
for 3-6 months or rituximab (375 mg/m?) once weekly for 4 weeks. All patients in the
cyclophosphamide arm received azathioprine maintenance therapy in during follow-up. Patients in
both arms received 1000 mg of pulse intravenous (IV) methylprednisolone (or another equivalent-dose
glucocorticoid) per day for 1 to 3 days, followed by oral prednisone (1 mg/kg/day, not exceeding

80 mg/day). Prednisone tapering was to be completed by 6 months from the start of trial treatment.

The primary outcome measure was achievement of complete remission at 6 months defined as a
Birmingham Vasculitis Activity Score for Wegener’s granulomatosis (BVAS/WG) of 0, and off
glucocorticoid therapy. The prespecified non-inferiority margin for the treatment difference was 20%.
The trial demonstrated non-inferiority of rituximab to cyclophosphamide for complete remission at

6 months (Table 19).

Efficacy was observed both for patients with newly diagnosed disease and for patients with relapsing
disease (Table 20).
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Table 19 Percentage of adult patients who achieved complete remission at 6 months
(Intent-to-treat population*)

Rituximab Cyclophosphamide Treatment difference
(n=99) (n=98) (Rituximab-
Cyclophosphamide)
Rate 63.6% 53.1% 10.6%
95.1%" CI
(=3.2%, 24.3%) *

- CI = confidence interval.

- * Worst case imputation

@ Non-inferiority was demonstrated since the lower bound ( —3.2%) was higher than the pre-determined non-inferiority
margin ( — 20%).

b The 95.1% confidence level reflects an additional 0.001 alpha to account for an interim efficacy analysis.

Table 20 Complete remission at 6-months by disease status

Rituximab Cyclophosphamide Difference (CI 95%)
All patients n=99 n=98
Newly diagnosed n=48 n=48
Relapsing n=51 n=50
Complete remission
All patients 63.6% 53.1% 10.6% (-3.2, 24.3)
Newly diagnosed 60.4% 64.6% —4.2% (—23.6, 15.3)
Relapsing 66.7% 42.0% 24.7% (5.8, 43.6)

‘these 22 months)). Prednisone treatment was tapered and then kept at a low dose (a tox}matelé 5 mg:

Worst case imputation is applied for patients with missing data

Complete remission at 12 and 18 months

In the rituximab group, 48% of patients achieved complete remission at 12 months, and 39% of
patients achieved complete remission at 18 months. In patients treated with cyclophosphamide
(followed by azathioprine for maintenance of complete remission), 39% of patients achieved complete
remission at 12 months, and 33% of patients achieved complete remission at 18 months. From month
12 to month 18, 8 relapses were observed in the rituximab group compared with four in the
cyclophosphamide group.

Laboratory evaluations

A total of 23/99 (23%) rituximab-treated patients from the induction of remission trial tested positive
for ADA by 18 months. None of the 99 rituximab-treated patients were ADA positive at screening.
There was no apparent trend or negative impact of the presence of ADA on safety or efficacy in the
induction of remission trial.

Adult maintenance treatment

A total of 117 patients (88 with GPA, 24 with MPA, and 5 with renal-limited ANCA-associated
vasculitis) in disease remission were randomised to receive azathioprine (59 patients) or rituximab (58
patients) in a prospective, multicenter, controlled, open-label study. Included patients were 21 to 75
years of age and had newly diagnosed or relapsing disease in complete remission after combined
treatment with glucocorticoids and pulse cyclophosphamide. The majority of patients were ANCA-
positive at diagnosis or during the course of their disease; had histologically confirmed necrotizing
small-vessel vasculitis with a clinical phenotype of GPA or MPA, or renal limited ANCA -associated
vasculitis; or both.

Remission-induction therapy included IV prednisone, administered as per the investigator’s discretion,
preceded in some patients by methylprednisolone pulses, and pulse cyclophosphamide until remission
was attained after 4 to 6 months. At that time, and within a maximum of 1 month after the last

cyclophosphamide pulse, patients were randomly assigned to receive either rituximab (two 500 mg IV
infusions separated by two weeks (on Day 1 and Day 15) followed by 500 mg [V every 6 n ?h?’f&
18 months) or azathioprine (administered orally at a dose of 2 mg/kg/day for 12 mont .,:»tﬁegsT BE o
1.5 mg/kg/day for 6 months, and finally 1 mg/kg/day for 4 months (treatment dlscorplgﬂmgﬁon after
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per day) for at least 18 months after randomisation. Prednisone dose tapering and the decision to stop
prednisone treatment after month 18 were left at the investigator’s discretion.

All patients were followed until month 28 (10 or 6 months, respectively, after the last rituximab
infusion or azathioprine dose). Preumocystis jirovecii pneumonia prophylaxis was required for all
patients with CD4+ T-lymphocyte counts less than 250 per cubic millimeter.

The primary outcome measure was the rate of major relapse at month 28.

Results

At month 28, major relapse (defined by the reappearance of clinical and/or laboratory signs of
vasculitis activity ((BVAS] > 0) that could lead to organ failure or damage or could be life threatening)
occurred in 3 patients (5%) in the rituximab group and 17 patients (29%) in the azathioprine group
(p=0.0007). Minor relapses (not life threatening and not involving major organ damage) occurred in
seven patients in the rituximab group (12%) and eight patients in the azathioprine group (14%).

The cumulative incidence rate curves showed that time to first major relapse was longer in patients
with rituximab starting from month 2 and was maintained up to month 28 (Figure 3).

Figure 3: Cumulative incidence over time of first major relapse
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Rituximab 58 56 56 56 55 54 54 54 54 54 54 54 52 50 0

Note: Patients were censored at month 28 if they had no event.

Laboratory evaluations

A total of 6/34 (18%) of rituximab treated patients from the maintenance therapy clinical trial
developed ADA. There was no apparent trend or negative impact of the presence of ADA on safety or
efficacy in the-maintenance therapy clinical-trial. -

Paediatric population

Granulomatosis with polyangiitis (GPA) and microscopic polyangiitis (MPA)

s S
Study WA25615(PePRS) was a multicentre;-open-label, single-arm; uncontrolled{?ﬁidy %2501 iﬁ
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paediatric patients (> 2 to < 18 years old) with severe, active GPA or MPA. The median age of patients
in the study was: 14 years (range: 6-17 years) and the majority of patients (20/25 [80%]) were female.
A total of 19 patients (76%) had GPA and 6 patients (24%) had MPA at baseline. Eighteen patients
(72%) had newly diagnosed disease upon study entry (13 patients with GPA and 5 patients with MPA)
and 7 patients had relapsing disease (6 patients with GPA and 1 patient with MPA).

The study design consisted of an initial 6-month remission induction phase, with a minimum 18-month
follow-up, up to a maximum of 54 months (4.5 years) overall. Patients were to receive a minimum of 3
doses of IV methylprednisolone (30 mg/kg/day, not exceeding 1 g/day) prior to the first rituximab IV
infusion. If clinically indicated, additional daily doses (up to three), of IV methylprednisolone could be
given. The remission induction regimen consisted of four once weekly IV infusions of rituximab at a
dose of 375 mg/m? BSA, on study days 1, 8, 15 and 22 in combination with oral prednisolone or
prednisone at 1 mg/kg/day (max 60 mg/day) tapered to 0.2 mg/kg/day minimum (max 10 mg/day) by
Month 6. After the remission induction phase, patients could, at the discretion of the investigator,
receive subsequent rituximab infusions on or after Month 6 to maintain PVAS remission and control
disease activity (including progressive disease or flare) or to achieve first remission.

All 25 patients completed all four once weekly IV infusions for the 6-month remission induction
phase. A total of 24 out of 25 patients completed at least 18 months of follow-up.

The objectives of this study were to evaluate safety, PK parameters, and efficacy of rituximab in
paediatric GPA and MPA patients (> 2 to < 18 years old). The efficacy objectives of the study were
exploratory and principally assessed using the Paediatric Vasculitis Activity Score (PVAS) (Table 21).

Cumulative Glucocorticoid dose (IV and Oral) by Month 6

Twenty-four out of 25 patients (96%) in Study WA25615 achieved oral glucocorticoid taper to

0.2 mg/kg/day (or less than or equal to 10 mg/day, whichever was lower) at or by Month 6 during the
protocol-defined oral steroid taper.

A decrease in median overall oral glucocorticoid use was observed from Week 1 (median =45 mg
prednisone equivalent dose [IQR: 35 — 60]) to Month 6 (median = 7.5 mg [IQR: 4-10]), which was
subsequently maintained at Month 12 (median = 5 mg [IQR: 2-10]) and Month 18 (median =5 mg
[IQR: 1-5]).

Follow-Up Treatment

During the Overall Study Period, patients received between 4 and 28 infusions of rituximab (up to
4.5 yrs [53.8 months]). Patients received up to 375 mg/m? x 4 of rituximab, approximately every 6
months at the discretion of the investigator. In total, 17 out of 25 patients (68%) received additional
rituximab treatment at or post Month 6 until the Common Close Out, 14 out of these 17 patients
received additional rituximab treatment between Month 6 and Month 18.
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Table 21 Study WA25615 (PePRS) - PVAS remission at month 1,2, 4, 6, 12 and 18
Study visit Number of responders in PVAS remission” 95% CI*
(response rate [%])
n=25
Month 1 0 0.0%, 13.7%
Month 2 1 (4.0%) 0.1%, 20.4%
Month 4 5 (20.0%) 6.8%, 40.7%
Month 6 13 (52.0%) 31.3%, 72.2%
Month 12 18 (72.0%) 50.6%, 87.9%
Month 18 18 (72.0%) 50.6%, 87.9%

*PVAS of 0 and achieved glucocorticoid taper to 0.2 mg/kg/day (or 10 mg/day, whichever is lower) at the
assessment time-point.

*the efficacy results are exploratory and no formal statistical testing was performed for these endpoints

Rituximab, treatment (375 mg/m? x 4 infusions) up to Month 6 was identical for all patients. Follow-up treatment
post Month 6 was at the discretion of the investigator.

Laboratory evaluations
A total of 4/25 patients (16%) developed ADA during the overall study period. Limited data shows
there was no trend observed in the adverse reactions reported in ADA positive patients.

There was no apparent trend or negative impact of the presence of ADA on safety or efficacy in the
paediatric GPA and MPA clinical trials.

The European Medicines Agency has waived the obligation to submit the results of studies with
rituximab in paediatric population < 2 years of age in severe, active GPA or MPA. See section 4.2 for

information on paediatric use.

Clinical experience in pemphigus vulgaris

PV Study 1 (Study ML22196)

The efficacy and safety of rituximab in combination with short-term, low-dose glucocorticoid
(prednisone) therapy were evaluated in newly diagnosed patients with moderate to severe pemphigus
(74 pemphigus vulgaris [PV] and 16 pemphigus foliaceus [PF]) in this randomised, open-label,
controlled, multicentre study. Patients were between 19 and 79 years of age and had not received prior
therapies for pemphigus. In the PV population, 5 (13%) patients in the rituximab group and 3 (8%)
patients in the standard prednisone group had moderate disease and 33 (87%) patients in the rituximab
group and 33 (92%) patients in the standard-dose prednisone group had severe disease according to
disease severity defined by Harman’s criteria.

Patients were stratified by baseline disease severity (moderate or severe) and randomised 1:1 to
receive either rituximab and low-dose prednisone or standard-dose prednisone. Patients randomised to
the rituximab group received an initial intravenous infusion of 1000 mg rituximab on Study Day 1 in
combination with 0.5 mg/kg/day oral prednisone tapered off over 3 months if they had moderate
disease or | mg/kg/day oral prednisone tapered off over 6 months if they had severe disease, and a
second intravenous infusion of 1000 mg on Study Day 15. Maintenance infusions of rituximab 500 mg
were administered at months 12 and 18. Patients randomised to the standard-dose prednisone group
received an initial 1 mg/kg/day oral prednisone tapered off over 12 months if they had moderate
discasc or 1.5 mg/kg/day oral prednisone tapered off over 18 months if they had severe disease.
Patients in the rituximab group who relapsed could receive an additional infusion of rituximap™:
1000 mg in combination with reintroduced or escalated prednisone dose. Maintenance an;h;e‘ig
infusions were administered no sooner than 16 weeks following the previous infusion. f \“Q
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The primary objective for the study was complete remission (complete epithelialisation and absence of
new and/or established lesions) at month 24 without the use of prednisone therapy for two months or
more (CRoff for > 2 months).

PV Study 1 Results

The study showed statistically significant results of rituximab and low-dose prednisone over
standard-dose prednisone in achieving CRoff > 2 months at month 24 in PV patients (see Table 22).

Table 22 Percentage of PV patients who achieved complete remission off corticosteroid
therapy for two months or more at month 24 (Intent-to-Treat Population-PV)
Rituximab+Prednisone | Prednisone p-value® 95% CI°
N=38 =36
Number of 34 (89.5%) 10 (27.8%) <0.0001 61.7% (38.4,

responders (response 76.5)

rate [%])

p-value is from Fisher’s exact test with mid-p correction
%95% confidence interval is corrected Newcombe interval

The number of rituximab plus low-dose prednisone patients off prednisone therapy or on minimal
therapy (prednisone dose of 10 mg or less per day) compared to standard-dose prednisone patients
over the 24-month treatment period shows a steroid-sparing effect of rituximab (Figure 4).

Figure 4: Number of patients who were off or on minimal corticosteroid (< 10 mg/day)
therapy over time ‘
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Post-hoc retrospective laboratory evaluation
A total of 19/34 (56%) patients with PV, who were treated with rituximab, tested positive for ADA
antibodies by 18 months. The clinical relevance of ADA formation in rituximab-treated PV patients is

unclear.

PV Study 2 (Study WA29330)

- In a randomised, double-blind, double-dummy,.active-comparator, multicentre study, the efficacy and
safety of rituximab compared with mycophenolate mofetil (MMF) were evaluated in patients with
moderate-to-severe PV receiving 60-120 mg/day oral prednisone or equivalent (1.0-1.5 mg/kg/day) at
study entry and tapered to reach a dose of 60 or 80 mg/day by Day 1. Patients had a confirmed™-;
diagnosis of PV within the previous 24 months and evidence of moderate-to-severe disqgjéi{ (géﬁﬁédﬁ as,”

a total Pemphigus Disease Area Index, PDAI, activity score of > 15). AINE
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One hundred and thirty-five patients were randomised to treatment with rituximab 1000 mg
administered on Day 1, Day 15, Week 24 and Week 26 or oral MMF 2 g/day for 52 weeks in
combination with 60 or 80 mg oral prednisone with the aim of tapering to 0 mg/day prednisone by
Week 24.

The primary efficacy objective for this study was to evaluate at week 52, the efficacy of rituximab
compared with MMF in achieving sustained complete remission defined as achieving healing of
lesions with no new active lesions (i.e., PDAI activity score of 0) while on 0 mg/day prednisone or
equivalent, and maintaining this response for at least 16 consecutive weeks, during the 52-week
treatment period.

PV Study 2 Results

The study demonstrated the superiority of rituximab over MMF in combination with a tapering course
of oral corticosteroids in achieving CRoff corticosteroid > 16 weeks at Week 52 in PV patients (Table
23).The majority of patients in the mITT population were newly diagnosed (74%) and 26% of patients
had established disease (duration of illness > 6 months and received prior treatment for PV).

Table 23  Percentage of PV patients who achieved sustained complete remission off
corticosteroid therapy for 16 weeks or more at week 52 (Modified Intent-to-Treat
Population)

Rituximab | MMF Difference (95% CI) p-value
(N=62) (N=63)
Number of responders 25 (40.3%) | 6 (9.5%) | 30.80% (14.70%, 45.15%) | <0.0001
(response rate [%o])
Newly diagnosed patients | 19 (39.6%) | 4 (9.1%)
Patients with established | 6 (42.9%) | 2 (10.5%)
disease

MMTF = Mycophenolate mofetil. CI = Confidence Interval.

Newly diagnosed patients = duration of illness < 6 months or no prior treatment for PV.

Patients with established disease = duration of illness > 6 months and received prior treatment for
PV.

Cochran-Mantel-Haenszel test is used for p-value.

The analysis of all secondary parameters (including cumulative oral corticosteroid dose, the total
number of disease flares, and change in health-related quality of life, as measured by the Dermatology
Life Quality Index) verified the statistically significant results of rituximab compared to MMF. Testing
of secondary endpoints were controlled for multiplicity.

Glucocorticoid exposure

The cumulative oral corticosteroid dose was significantly lower in patients treated with rituximab. The
median (min, max) cumulative prednisone dose at Week 52 was 2775 mg (450, 22180) in the
rituximab group compared to 4005 mg (900, 19920) in the MMF group (p=0.0005).

Disease flare

The total number of disease flares was significantly lower in patients treated with rituximab compared
to MMF (6 vs. 44, p<0.0001) and there were tewer patients who had at least one disease tlare (8.1%
vs. 41.3%).

Laboratory evaluations
By week 52, a total of 20/63 (31.7%) (19 treatment-induced and 1 trcatment-cnhanced)
rituximab-treated PV patients tested positive for ADA. There was no apparent negatived

presence of ADA on safety or efficacy in PV Study 2. Lo o287
AN
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5.2 Pharmacokinetic properties

Adult Non-Hodgkin’s lymphoma

Based on a population pharmacokinetic analysis in 298 NHL patients who received single or multiple
infusions of rituximab as a single agent or in combination with CHOP therapy (applied rituximab
doses ranged from 100 to 500 mg/m?), the typical population estimates of nonspecific clearance (CL1),
specific clearance (CL:) likely contributed by B cells or tumour burden, and central compartment
volume of distribution (V1) were 0.14 L/day, 0.59 L/day, and 2.7 L, respectively. The estimated
median terminal elimination half-life of rituximab was 22 days (range, 6.1 to 52 days). Baseline
CD19-positive cell counts and size of measurable tumour lesions contributed to some of the variability
in CL; of rituximab in data from 161 patients given 375 mg/m?as an intravenous infusion for 4 weekly
doses. Patients with higher CD19-positive cell counts or tumour lesions had a higher CL2. However, a
large component of inter-individual variability remained for CL; after correction for CD19-positive
cell counts and tumour lesion size. V varied by body surface area (BSA) and CHOP therapy. This
variability in V; (27.1% and 19.0%) contributed by the range in BSA (1.53 to 2.32 m?) and concurrent
CHOP therapy, respectively, were relatively small. Age, gender and WHO performance status had no
effect on the pharmacokinetics of rituximab. This analysis suggests that dose adjustment of rituximab
with any of the tested covariates is not expected to result in a meaningful reduction in its
pharmacokinetic variability.

Rituximab, administered as an intravenous infusion at a dose of 375 mg/m? at weekly intervals for 4
doses to 203 patients with NHL naive to rituximab, yielded a mean Cnax following the fourth infusion
of 486 pg/mL (range, 77.5 to 996.6 ng/mL). Rituximab was detectable in the serum of patients 3 —

6 months after completion of last treatment.

Upon administration of rituximab at a dose of 375 mg/m?as an intravenous intusion at weekly
intervals for 8 doses to 37 patients with NHL, the mean C,... increased with each successive infusion,
spanning from a mean of 243 pg/mL (range, 16 — 582 pg/mL) after the first infusion to 550 pg/mL
(range, 171 — 1177 pg/mL) after the eighth infusion. |

The pharmacokinetic profile of rituximab when administered as 6 infusions of 375 mg/m? in
combination with 6 cycles of CHOP chemotherapy was similar to that seen with rituximab alone.

Paediatric DLBCL/BL/BAL/BLL

In the clinical trial studying paediatric DLBCL/BL/BAL/BLL, the PK was studied in a subset of 35
patients aged 3 years and older. The PK was comparable between the two age groups (> 3 to

< 12 years vs. > 12 to < 18 years). After two rituximab IV infusions of 375 mg/m? in each of the two
induction cycles (cycle 1 and 2) followed by one rituximab IV infusion of 375 mg/m? in each of the
consolidation cycles (cycle 3 and 4) the maximum concentration was highest after the fourth infusion
(cycle 2) with a geometric mean of 347 pg/mL followed by lower geometric mean maximum
concentrations thereafter (Cycle 4: 247 pg/mL). With this dose regimen, trough levels were sustained
(geometric means: 41.8 ug/mL (pre-dose Cycle 2; after 1 cycle), 67.7 pg/mL (pre-dose Cycle 3, after
2 cycles) and 58.5 pg/mL (pre-dose Cycle 4, after 3 cycles)). The median elimination half-life in
paediatric patients aged 3 years and older was 26 days.

The PK characteristics of rituximab in paediatric patients with DLBCL/BL/BAL/BLL were similar to
what has been observed in adult NHL patients.

--No-PK data are available-in-the > 6-months to-<3 years-age-group, however; population PK-prediction
supports comparable systemic exposure (AUC, Crough) in this age group compared to > 3 years (Table
24). Smaller baseline tumour size is related to higher exposure due to lower time dependen Qﬁﬁ?mc?ﬂ
however, systemic exposures impacted by different tumour sizes remain in the range of Eﬁsggxre‘tihatfh 0"
was efficacious and had an acceptable safety profile. !
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Table 24 Predicted PK parameters following the Rituximab dosing regimen in paediatric
DLBCL/BL/BAL/BLL

Age group > 6 mo to <3 years >3 to <12 years >12 to <18 years

Cuough (Lg/mL) 47.5 (0.01-179) 51.4 (0.00-182) 44.1 (0.00-149)

AUC 1-4 cycles

(ug*day/mL) 13501 (278-31070) 11609 (135-31157) 11467 (110-27066)

Results are presented as median (min — max); Ciough is pre-dose Cycle 4.

Chronic lymphocytic leukaemia

Rituximab was administered as an intravenous infusion at a first-cycle dose of 375 mg/m?increased to
500 mg/m? each cycle for 5 doses in combination with fludarabine and cyclophosphamide in CLL
patients. The mean Cpax (N=15) was 408 pg/mL (range, 97 — 764 ug/mL) after the fifth 500 mg/m?
infusion and the mean terminal half-life was 32 days (range, 14 — 62 days).

Rheumatoid arthritis

Following two intravenous infusions of rituximab at a dose of 1000 mg, two weeks apart, the mean
terminal half-life was 20.8 days (range, 8.58 to 35.9 days), mean systemic clearance was 0.23 L/day
(range, 0.091 to 0.67 L/day), and mean steady-state distribution volume was 4.6 1 (range, 1.7 to

7.51 L). Population pharmacokinetic analysis of the same data gave similar mean values for systemic
clearance and half-life, 0.26 L/day and 20.4 days, respectively. Population pharmacokinetic analysis
revealed that BSA and gender were the most significant covariates to explain inter-individual
variability in pharmacokinetic parameters. After adjusting for BSA, male subjects had a larger volume
of distribution and a faster clearance than female subjects. The gender- related pharmacokinetic
differences are not considered to be clinically relevant and dose adjustment is not required. No
pharmacokinetic data are available in patients with hepatic or renal impairment.

The pharmacokinetics of rituximab were assessed following two intravenous (IV) doses of 500 mg and
1000 mg on Days 1 and 15 in four studies. In all these studies, rituximab pharmacokinetics were dose
proportional over the limited dose range studied. Mean Cnax for serum rituximab following first
infusion ranged from 157 to 171 pg/mL for 2 x 500 mg dose and ranged from 298 to 341 pug/mL for

2 x 1000 mg dose. Following second infusion, mean Crmax ranged from 183 to 198 pg/mL for the

2 x 500 mg dose and ranged from 355 to 404 pg/mL for the 2 x 1000 mg dose. Mean terminal
elimination half-life ranged from 15 to 16 days for the 2 x 500 mg dose group and 17 to 21 days for
the 2 x 1000 mg dose group. Mean Cmax Was 16 to 19% higher following second infusion compared to
the first infusion for both doses.

The pharmacokinetics of rituximab were assessed following two IV doses of 500 mg and 1000 mg
upon re-treatment in the second course. Mean Cnax for serum rituximab following first infusion was
170 to 175 pg/mL for 2 x 500 mg dose and 317 to 370 pg/mL for 2 x 1000 mg dose. Cmax following
second infusion, was 207 pg/mL for the 2 x 500 mg dose and ranged from 377 to 386 pg/mL for the
2 x 1000 mg dose. Mean terminal elimination half-life after the second infusion, following the second
course, was 19 days for 2 x 500 mg dose and ranged from 21 to 22 days for the 2 x 1000 mg dose. PK
parameters for rituximab were comparable over the two treatment courses.

The pharmacokinetic (PK) parameters in the anti-TNF inadequate responder population following the

same dosage regimen (2 x 1000 mg, IV, 2 weeks apart), were similar with a mean maximum serum
- concentration-of 369-pg/ml.-and a mean terminal-half-life-of-19.2 days.
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Granulomatosis with polyangiitis (GPA) and microscopic polyangiitis (MPA)

Adult Population

Based on the population pharmacokinetic analysis of data in 97 patients with granulomatosis with
polyangiitis and microscopic polyangiitis who received 375 mg/m? rituximab once weekly for four
doses, the estimated median terminal elimination half-life was 23 days (range, 9 to 49 days).
Rituximab mean clearance and volume of distribution were 0.313 L/day (range, 0.116 to 0.726 L/day)
and 4.50 L (range 2.25 to 7.39 L) respectively. Maximum concentration during the first 180 days
(Cmax), minimum concentration at Day 180 (C180) and Cumulative area under the curve over 180 days
(AUCI180) were (median [range]) 372.6 (252.3-533.5) pg/mL, 2.1 (0-29.3) pg/mL and 10302 (3653-
21874) ug/mL*days, respectively. The PK parameters of rituximab in adult GPA and MPA patients
appear similar to what has been observed in rheumatoid arthritis patients.

Paediatric Population

Based on the population pharmacokinetic analysis of/25 children (6-17 years old) with GPA and MPA
who received 375 mg/m? rituximab once weekly for four doses, the estimated median terminal
elimination half-life was 22 days (range, 11 to 42 days). Rituximab mean clearance and volume of
distribution were 0.221 L/day (range, 0.0996 to 0.381 L/day) and 2.27 L (range 1.43 t0 3.17 L),
respectively. Maximum concentration during the first 180 days (Cmax), minimum concentration at Day
180 (C180) and Cumulative area under the curve over 180 days (AUC180) were (median [range])
382.8 (270.6-513.6) pg/mL, 0.9 (0-17.7) pg/mL and 9787 (4838-20446) ng/mL*day, respectively.The
PK parameters of rituximab in paediatric patients with GPA or MPA were similar to those in adults
with GPA or MPA, once taking into account the BSA effect on clearance and volume of distribution
parameters.

Pemphigus vulgaris

The PK parameters in adult PV patients receiving rituximab 1000 mg at Days 1, 15, 168, and 182 are
summarized in Table 25.

Table 25 Population PK in adult PV patients from PV Study 2
Parameter Infusion cycle
Ist cycle of 1000 mg 2nd cycle of 1000 mg
Day 1 and Day 15 Day 168 and Day 182
N=67 N=67
Terminal Half-life (days)
Median 21.0 26.5
(Range) (9.3-36.2) (16.4-42.8)
Clearance (L/day)
Mean 391 247
(Range) (159-1510) (128-454)
Central Volume of
Distribution (L) 3.52 3.52
Mean (2.48-5.22) (2.48-5.22)
(Range)

- Following the-first two rituximab-administrations(at-day-1 and 15, -corresponding to-cycle 1), the PK -

parameters of riluximab in patients with PV were siutilar to those in patients with GPA/MPA and
patients with RA. Following the last two administrations (at day 168 and 182, corresponding $o ¥t =,
2), rituximab clearance decreased while the central volume of distribution remained unclggff@g@ﬂ as: - (‘/f
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5.3 Preclinical safety data

Rituximab has shown to be highly specific to the CD20 antigen on B cells. Toxicity studies in
cynomolgus monkeys have shown no other effect than the expected pharmacological depletion of B
cells in peripheral blood and in lymphoid tissue.

Developmental toxicity studies have been performed in cynomolgus monkeys at doses up to

100 mg/kg (treatment on gestation days 20-50) and have revealed no evidence of toxicity to the foetus
due to rituximab. However, dose-dependent pharmacologic depletion of B cells in the lymphoid organs
of the foetuses was observed, which persisted postnatally and was accompanied by a decrease in IgG
level in the newborn animals affected. B cell counts teturned to normal in these animals within

6 months of birth and did not compromise the reaction to immunisation.

Standard tests to investigate mutagenicity have not been carried out, since such tests are not relevant
for this molecule. No long-term animal studies have been performed to establish the carcinogenic
potential of rituximab.

Specific studies to determine the effects of rituximab on fertility have not been performed. In general
toxicity studies in cynomolgus monkeys no deleterious effects on reproductive organs in males or
females were observed.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

L-histidine

L-histidinc hydrochloridc monohydratc
Disodium edetate

Polysorbate 80 (E433)

Sucrose

Water for injection

6.2 Incompatibilities

No incompeatibilities between Ruxience and polyvinyl chloride or polyethylene bags or infusion sets
have been observed.

6.3  Shelf life

Unopened vial

24 months

Diluted medicinal product

e After aseptic dilution in sodium chloride solution
The prepared infusion solution of Ruxience in 0.9% sodium chloride solution is physically and
chemically stable for 35 days at 2 °C ~ 8 °C plus an additional 24 hours at <30 °C.

~eAfter-aseptic-dilution in D-glucose solution Ce S
The prepared infusion solution of Ruxience in 5% D-glucose solution is physically and chemically
stable for 24 hours at 2 °C. — 8 °C plus an additional 24 hours at <30 °C.
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and would normally not be longer than 24 hours at 2 °C — 8 °C, unless dilution has taken place in
controlled and validated aseptic conditions.

6.4 Special precautions for storage

Store in a refrigerator (2 °C — 8 °C). Keep the container in the outer carton in order to protect from
light.

For storage conditions after dilution of the medicinal product, see section 6.3.
6.5 Nature and contents of container

Ruxience 100 mg concentrate for solution for infusion

Clear Type I glass vials with chlorobutyl rubber stopper containing 100 mg of rituximab in 10 mL.
Pack of 1 vial.

Ruxience 500 mg concentrate for solution for infusion

Clear Type I glass vials with chlorobutyl rubber stopper containing 500 mg of rituximab in 50 mL.
Pack of 1 vial.

6.6 Special precautions for disposal and other handling
Ruxience is provided in sterile, preservative-free, non-pyrogenic, single use vials.

Aseptically withdraw the necessary amount of Ruxience and dilute to a calculated concentration of
1 to 1 mg/mL rituximab into an infusion bag containing sterile, pyrogen-free sodium chloride

9 mg/mL (0.9%) solution for injection or 5% D-Glucose in water. For mixing the solution, gently
invert the bag in order to avoid foaming. Care must be taken to ensure the sterility of prepared
solutions. Since the medicinal product does not contain any anti-microbial preservative or
bacteriostatic agents, aseptic technique must be observed. Parenteral medicinal products should be
inspected visually for particulate matter and discolouration prior to administration.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

Pfizer Europe MA EEIG

Boulevard de la Plaine 17

1050 Bruxelles

Belgium

8. MARKETING AUTHORISATION NUMBERC(S)

Ruxience 100 mg concentrate for solution for infusion

--EU/1/20/1431/001 -

Ruxience 500 mg concentrate for solution for infusion

EU/1/20/1431/002
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9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 01 April 2020
10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency (EMA) http://www.ema.europa.eu/
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PATIENT ALERT CARD TEXT FOR NON-ONCOLOGY INDICATIONS

Ruxience Alert Card for patients with
non-oncology diseases

Why have I been given this card?

This medicine may make you more likely to get
infections. This card tells you:

e  What you need to know before having
Ruxience

e What the signs of an infection are

e  What to do if you think you might be
getting an infection.

It also includes your name and doctor’s name
and phone number on the back.

What should I do with this card?

e Keep this card with you all the time - such
as in your wallet or purse.

e Show this card to any doctor, nurse or
dentist you see - not just the specialist who
prescribes your Ruxience.

Keep this card with you for 2 years after your
last dose of Ruxience. This is because side
effects can develop several months after you
have had treatment.

‘When should I not have Ruxience?

Do not have Ruxience if you have an active
infection or a serious problem with your
immune system.

Tell your doctor or nurse if you are taking or
have previously taken medicines which may
affect your immune system this includes
chemo-therapy.

What are the signs of getting an infection?

Look out for the following possible signs of
infection:

e Fever or cough all the time

e Weight loss

¢ Pain without injuring yourself

e Feeling generally unwell or listless._ .

If you get any of these, tell a doctor or nurse
straight away.

You should also tell them about your
Ruxience treatment.

‘What else do I need to know?

Rarely Ruxience can cause a serious brain
infection, called “Progressive Multifocal
Leukoencephalopathy” or PML. This can be
fatal.

e Signs of PML include:
- Confusion, memory loss or problems
thinking
- Loss of balance or a change in the way
you walk or talk

- Decreased strength or weakness on one
side of your body

- Blurred vision or loss of vision.

If you get any of these, tell a doctor or nurse
straight away. You should also tell them about
your Ruxience treatment.

Where can I get more information?

See the Ruxience package leaflet for more
information.

Treatment start date and contact details

Date of most recent infusion:
Date of first infusion:
Patient’s Name:

Doctor’s Name:

Doctor’s contact details:

Make sure you have a list of all your medicines
when you see a health care professional.

Please talk to your doctor or nurse if you have
any questions about the information in this
card.
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient
Ruxience 100 mg concentrate for solution for infusion
Ruxience 500 mg concentrate for solution for infusion

rituximab

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read this leaflet carefully before you start taking this medicine because it contains important
information for you.

° Keep this leaflet. You may need to read it again.
o If you have any further questions, ask your doctor, pharmacist or nurse.
® If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible

side effects not listed in this leaflet. See section 4.

What is in this leaflet

What Ruxience is and what it is used for

What you need to know before you use Ruxience
How to use Ruxience

Possible side effects

How to store Ruxience

Contents of the pack and other information

SRRl S

1. What Ruxicnce is and what it is used for

What Ruxience is

Ruxience contains the active substance “rituximab”. This is a type of protein called a “monoclonal
antibody”. It sticks to the surface of a type of white blood cell called “B-Lymphocyte”. When
rituximab sticks to the surface of this cell, the cell dies.

What Ruxience is used for
Ruxience may be used for the treatment of several different conditions in adults and children. Your
doctor may prescribe Ruxience for the treatment of:

a)  Non-Hodgkin’s Lymphoma

This is a disease of the lymph tissue (part of the immune system) that affects a type of white blood cell
called B-Lymphocytes.

In adults Ruxience can be given alone or with other medicines called “chemotherapy”.

In adult patients where the treatment is working, Ruxience may be used as a maintenance treatment for
2 years after completing the initial treatment.

In children and adolescents, Ruxience is given in combination with “chemotherapy”.

b)  Chronic lymphocytic leukaemia

Chronic lymphocytic leukaemia (CLL) is the most common form of adult leukaemia. CLL affects a
particular lymphocyte, the B cell, which originates from the bone marrow and develops in the lymph
nodes. Patients with CLL have too many abnormal lymphocytes, which accumulate mainly in the bone
marrow and blood. The proliferation of these abnormal B-lymphocytes is the cause of symptoms you
__may have. Ruxience in combination with chemotherapy destroys these cells which are gradually
removed from the body by hiological processes.

¢)  Rheumatoid arthritis st
Ruxience is used for the treatment of rheumatoid arthritis. Rheumatoid arthritis is a dlsef s& (g'a‘ﬁé
joints. B-lymphocytes arc involved in the cause of some of the symptoms you have. Réledh%e 18 us d
to treat rheumatoid arthritis in people who have already tried some other medicines {mh hsxe qt,th
§.5 e,
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stopped working, have not worked well enough or have caused side effects. Ruxience is usually taken
together with another medicine called methotrexate.

Ruxience slows down the damage to your joints caused by rheumatoid arthritis and improves your
ability to do normal daily activities.

The best responses to Ruxience are seen in those who have a positive blood test to rheumatoid factor
(RF) and/or anti-Cyclic Citrullinated Peptide (anti-CCP). Both tests are commonly positive in
rheumatoid arthritis and aid in confirming the diagnosis.

d) Granulomatosis with polyangiitis or microscopic polyangiitis

Ruxience is used for the treatment of adults and children 2 years of age and older with granulomatosis
with polyangiitis (formerly called Wegener’s granulomatosis) or microscopic polyangiitis, taken in
combination with corticosteroids.

Granulomatosis with polyangiitis and microscopic polyangiitis are two forms of inflammation of the
blood vessels which mainly affects the lungs and kidneys, but may affect other organs as well. B
lymphocytes are involved in the cause of these conditions.

e) Pemphigus vulgaris

Ruxience is used for the treatment of patients with moderate to severe pemphigus vulgaris. Pemphigus
vulgaris is an autoimmune condition that causes painful blisters on the skin and lining of the mouth,
nose, throat and genitals.

2. What you need to know before you use Ruxience

Do not take Ruxience

. if you are allergic to rituximab, other proteins which are like rituximab, or any of the other
ingredients of this medicine (listed in section 6)

. if you have a severe active infection at the moment

. if you have a weak immune system.

. if you have severe heart failure or severe uncontrolled heart disease and have rheumatoid

arthritis, granulomatosis with polyangiitis, microscopic polyangiitis or pemphigus vulgaris.

Do not have Ruxience if any of the above apply to you. If you are not sure, talk to your doctor,
pharmacist or nurse before you are given Ruxience.

Warnings and precautions
It is important that you and your doctor record the brand name and batch number of your medication.

Talk to your doctor, pharmacist or nurse before you are given Ruxience if:

. you have ever had or might now have a hepatitis infection. This is because in a few cases,
Ruxience could cause hepatitis B to become active again, which can be fatal in very rare cases.
Patients who have ever had hepatitis B infection will be carefully checked by their doctor for
signs of this infection

. you have ever had heart problems (such as angina, palpitations or heart failure) or breathing
problems.

If any of the above apply to you (or you are not sure), talk to your doctor, pharmacist or nurse before -

you are given Ruxience. Your doctor may need to take special care of you during your treatment with

Ruxience.
d—(p"T‘mh

]
If you have rheumatoid arthritis, granulomatosis with polyangiitis, mlcrosc})plc %Qlyanglj

il
pemphigus vulgaris also tell your doctor i
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o if you think you may have an infection, even a mild one like a cold. The cells that are affected
by Ruxience help to fight infection and you should wait until the infection has passed before you
are given Ruxience. Also please tell your doctor if you had a lot of infections in the past or
suffer from severe infections.

. if you think you may need any vaccinations in the near future, including vaccinations needed to
travel to other countries. Some vaccines should not be given at the same time as Ruxience or in
the months after you receive Ruxience. Your doctor will check if you should have any vaccines
before you receive Ruxience.

Children and adolescents

Non-Hodgkin’s lymphoma

Ruxience can be used for the treatment of children and adolescents, 6 months of age and older, with
non-Hodgkin’s lymphoma, specifically CD20 positive diffuse large B-cell lymphoma (DLBCL),
Burkitt lymphoma (BL)/Burkitt leukaemia (mature B-cell acute leukaemia) (BAL) or Burkitt-like
lymphoma (BLL).

Talk to your doctor, pharmacist or nurse before you are given this medicine if you, or your child, are
under 18 years of age.

Granulomatosis with polyangiitis or microscopic polyangiitis

Ruxience can be used for treatment of children and adolescents, 2 years of age and older, with
granulomatosis with polyangiitis (formerly called Wegener’s granulomatosis) or microscopic
polyangiitis. There is not much information about the use of rituximab in children and adolescents
with other diseases.

Talk to your doctor, pharmacist or nurse before you are given this medicine if you, or your child, are
under 18 years of age.

Other medicines and Ruxience

Tell your doctor, pharmacist or nurse if you are taking, have recently taken or might take any other
medicines. This includes medicines obtained without a prescription and herbal medicines. This is
because Ruxience can affect the way some other medicines work. Also some other medicines can
affect the way Ruxience works.

In particular, tell your doctor:

. if you are taking medicines for high blood pressure. You may be asked not to take these other
medicines 12 hours before you are given Ruxience. This is because some people have a fall in
their blood pressure while they are being given Ruxience.

o if you have ever taken medicines which affect your immune system — such as chemotherapy or
immune-suppressive medicines.

If any of the above apply to you (or you are not sure), talk to your doctor, pharmacist or nurse before
you are given Ruxience.

Pregnancy and breast-feeding

You must tell your doctor or nurse if you are pregnant, think that you might be pregnant or are
planning to become pregnant. This is because Ruxience can cross the placenta and may affect your
baby.

If you can get pregnant, you and your partner must use an effective method of contraception while
using Ruxience. You must also do this for 12 months after your last treatment with Ruxience.

“ Do not breast-feed while you are being treated with Ruxience: Also do not breast-feed for 12 months

after your last treatment with Ruxience. This is because Ruxience may pass into breast milk.
Driving and using machines

It is not known whether rituximab has an effect on you being able to drive or use iy
machines.

72




| 301

Ruxience sodium content
This medicine contains less than 1 mmol sodium (23 mg) per dose, that is to say essentially
‘sodium-free’.

3. How Ruxience is given

How it is given

Ruxience will be given to you by a doctor or nurse who is experienced in the use of this treatment.
They will watch you closely while you are being given this medicine. This is in case you get any side
effects.

You will always be given Ruxience as a drip (intra-venous infusion).

Medicines given before each Ruxience administration
Before you are given Ruxience, you will be given other medicines (pre-medication) to prevent or
reduce possible side effects.

How much and how often you will receive your treatment

a) Ifyou are being treated for non-Hodgkin’s lymphoma

e Ifyou are having Ruxience alone
Ruxience will be given to you once a week for 4 weeks. Repeated treatment courses with
Ruxience are possible.

e Ifyou are having Ruxience with chemotherapy
Ruxience will be given to you on the same day as your chemotherapy. This is usually given
every 3 weeks up to 8 times.

e Ifyourespond well to treatment, you may be given Ruxience as a maintenance treatment
every 2 or 3 months for two years. Your doclor may change this, depending on how you
respond to the medicine.

e Ifyou are less than 18 years of age, you will be given Ruxience with chemotherapy. You
will receive Ruxience up to 6 times over a /3.5 — 5.5 month period.

b) Ifyou are being treated for chronic lymphocytic leukaemia

When you are treated with Ruxience in combination with chemotherapy, you will receive Ruxience
infusions on day 0 cycle 1 then day 1 of each cycle for 6 cycles in total. Each cycle has a duration of
28 days. The chemotherapy should be given after the Ruxience infusion. Your doctor will decide if
you should receive concomitant supportive therapy.

c) If you are being treated for rheumatoid arthritis

Each course of treatment is made up of two separate infusions which are given 2 weeks apart.
Repeated courses of treatment with Ruxience are possible. Depending on the signs and symptoms of
your disease, your doctor will decide when you should receive more Ruxience. This may be months
from now.

d) Ifyou are being treated for granulomatosis with polyangiitis or microscopic polyangiitis
Treatment with Ruxience uses four separate infusions given at weekly intervals. Corticosteroids will
usually be given by injection before the start of Ruxience treatment. Corticosteroids given by mouth
may be started at any time by your doctor to treat your condition.

If you are 18 years of age and older and respond well to treatment, you may be given Ruxience as a
““maintenahce treatment. This will be administered as 2 separate infusions which are given 2 weeks "
apart, tollowed by 1 intusion every 6 months for at least 2 years. Your doctor may decide to treat you
longer with Ruxience (up to 5 years), depending on how you respond to the medicine.

) If you are being treated for pemphigus vulgaris ;ﬁ/
Each course of treatment is made up of two separate infusions which are given 2 weé%(s apart. If ou -
respond well to treatment, you may be given Ruxience as a maintenance treatment. : 15—w1‘£’k1m, el

i /?1\
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administered 1 year and 18 months after the initial treatment and then every 6 months as needed or
your doctor may change this, depending on how you respond to the medicine.

If you have any further questions on the use of this medicine, ask your doctor, pharmacist or nurse.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Most side effects are mild to moderate but some may be serious and require treatment. Rarely, some of
these reactions have been fatal.

Infusion reactions

During or within the first 24 hours of the infusion you may develop fever, chills and shivering. Less
frequently, some patients may experience pain at the infusion site, blisters, itching, sickness (nausea),
tiredness, headache, breathing difficulties, blood pressure raised, wheezing, throat discomfort, tongue
or throat swelling, itchy or runny nose, vomiting, flushing or palpitations, heart attack or low number
of platelets. If you have heart disease or angina, these reactions might get worse. Tell the person
giving you the infusion immediately if you or your child develops any of these symptoms, as the
infusion may need to be slowed down or stopped. You may require additional treatment such as an
antihistamine or paracetamol. When these symptoms go away, or improve, the infusion can be
continued. These reactions are less likely to happen after the second infusion. Your doctor may decide
to stop your Ruxience treatment if these reactions are serious.

Infections

Tell your doctor immediately if you or your child gets signs of an infection including:

. fever, cough, sore throat, burning pain when passing urine or feeling weak or generally unwell

. memory loss, trouble thinking, difficulty walking or sight loss — these may be due to a very rare,
serious brain infection, which has been fatal (Progressive Multifocal Leukoencephalopathy or
PML).

You might get infections more easily during your treatment with Ruxience.
These are often colds, but there have been cases of pneumonia or urinary infections. These are listed
below under “Other side effects”.

If you are being treated for rheumatoid arthritis, granulomatosis with polyangiitis, microscopic
polyangiitis or pemphigus vulgaris, you will also find this information in the Patient Alert Card you
have been given by your doctor. It is important that you keep this Alert Card and show it to your
partner or caregiver.

Skin Reactions

Very rarely, severe blistering skin conditions that can be life-threatening may occur. Redness, often
associated with blisters, may appear on the skin or on mucous membranes, such as inside the mouth,
the genital areas or the eyelids, and fever may be present. Tell your doctor immediately if you
experience any of these symptoms.

Other side effects include:
a)  Ifyou or your child are being treated for non-Hodgkin’s lymphoma or chronic
lymphocytlc leukaemia

Very common side effects (may dffeu more thdu 1in 10 pcuple)

. bacterial or viral infections, bronchitis

o low number of white blood cells, with or without fever or blood cells called “platelets” i —_
. feeling sick (nausea) S Vo
e bald spots on the scalp, chills, headache
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Jower immunity — because of lower levels of anti-bodies called “immunoglobulins” (IgG) in the
blood which help protect against infection

Common side effects (may affect up to 1in 10 people):

infections of the blood (sepsis), pneumonia, shingles, cold, bronchial tube infections, fungal
infections, infections of unknown origin, sinus inflammation, hepatitis B

low number of red blood cells (anaemia), low number of all blood cells

allergic reactions (hypersensitivity)

high blood sugar level, weight loss, swelling in the face and body, high levels of the enzyme
“LLDH” in the blood, low calcium levels in the blood

unusual feelings of the skin — such as numbness, tingling, pricking, burning, a creeping skin
feeling, reduced sense of touch

feeling restless, problems falling asleep

becoming very red in the face and other areas of the skin as a consequence of dilation of the
blood vessels

feeling dizzy or anxious

producing more tears, tear duct problems, inflamed eye (conjunctivitis)

ringing sound in the ears, ear pain

heart problems — such as heart attack, uneven or fast heart rate

high or low blood pressure (low blood pressure especially when standing upright)
tightening of the muscles in the airways which causes wheezing (bronchospasm), inflammation,
irritation in the lungs, throat or sinuses, being short of breath, runny nose

being sick (vomiting), diarrhoea, pain in the stomach, irritation or ulcers in the throat and mouth,
problems swallowing, constipation, indigestion

eating disorders, not eating enough, leading to weight loss

hives, increased sweating, night sweats

muscle problems — such as tight muscles, joint or muscle pain, back and neck pain

general discomfort or feeling uneasy or tired, shaking, signs of flu

multiple-organ failure.

Uncommon side effects (may affect up to 1 in 100 people):

blood clotting problems, decrease of red blood cell production and increase of red blood cell
destruction (aplastic haemolytic anaemia), swollen or enlarged lymph nodes

low mood and loss of interest or enjoyment in doing things, feeling nervous

taste problems — such as changes in the way things taste

heart problems — such as reduced heart rate or chest pain (angina)

asthma, too little oxygen reaching the body organs

swelling of the stomach.

Very rare side effects (may affect up to 1 in 10, 000 people):

‘.C 2 © o o

Not known (frequency cannot be estimated from the available data):

short term increase in the amount of some types of anti-bodies in the blood (called
immunoglobulins — IgM), chemical disturbances in the blood caused by break-down of dying
cancer cells

nerve damage in arms and legs, paralysed face

heart failure

inflammation of blood vessels including those leading to skin symptoms

respiratory failure

damage to the intestinal wall (perforation)

severe skin problems causing blisters that can be life-threatening: Redness, often associated with -
blisters, may appear on (he skin or on mucous membranes, such as inside the mouth, the genital
areas or the eyelids, and fever may be present.

kidney failure («”;:
severe vision loss _@5%“\{\9?
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. a reduction in white blood cells which does not happen straight away

o reduced platelets number just after the infusion — this can be reversed, but can be fatal in rare
cases

o hearing loss, loss of other senses

Children and adolescents with non-Hodgkin’s lymphoma: In general, side effects in children and
adolescents with non-Hodgkin’s lymphoma were similar to those in adults with non-Hodgkin’s
lymphoma or chronic lymphocytic leukaemia. The most common side effects seen were fever
associated with low levels of a type of white blood cell (neutrophil), inflammation or sores in the
lining of the mouth, and allergic reactions (hypersensitivity).

b)  If you are being treated for rheumatoid arthritis

Very common side effects (may affect more than 1 in 10 people):

° infections such as pneumonia (bacterial)

o pain on passing water (urinary tract infection)

. allergic reactions that are most likely to occur during an infusion, but can occur up-to 24-hours
after infusion

. changes in blood pressure, nausea, rash, fever, feeling itchy, runny or blocked nose and
sneezing, shaking, rapid heartbeat, and tiredness

. headache

changes in laboratory tests carried out by your doctor. These include a decrease in the amount of
some specific proteins in the blood (immunoglobulins) which help protect against infection.

Common side effects (may affect up to 1 in 10 people):

. infections such as bronchial tube inflammation (bronchitis)

° a feeling of fullness or a throbbing pain behind the nose, cheeks and eyes (sinusitis), pain in the
abdomen, vomiting and diarrhoea, breathing problems

o fungal foot infection (athlete’s foot)

o high cholesterol levels in the blood

abnormal sensations of the skin, such as numbness, tingling, pricking or burning, sciatica,
migraine, dizziness

loss of hair

anxiety, depression

indigestion, diarrhoea, acid reflux, irritation and /or ulceration of the throat and the mouth
pain in the tummy, back, muscles and/or joints

Uncommon side effects (may affect up to 1 in 100 people):

. excess fluid retention in the face and body

o inflammation, irritation and / or tightness of the Iungs, and throat, coughing

. skin reactions including hives, itching and rash

° allergic reactions including wheezing or shortness of breath, swelling of the face and tongue,
collapse

Very rare side effects (may affect up to 1 in 10, 000 people):

o a complex of symptoms occurring within a few weeks of an infusion of rituximab including
allergic like reactions such as rash, itching, joint pain, swollen lymph glands and fever
e severe blistering skin conditions that can be life-threatening. Redness, often associated with

blisters, may appear on the skin or on mucous membranes, such as inside the mouth, the genital

“areas or the eyelids, and fever may be present. .

Other rarely-reported side-effects due to rituximab include a decreased number of white cellsin.the

&e,
a {9/{//’

blood (neutrophils) that help to fight against infection. Some infections may be sev%efﬁl'egg%§
information on Infections within this section). ‘f‘<\@ g
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¢) Ifyou or your child are being treated for granulomatosis with polyangiitis or microscopic
polyangiitis

Very common side effects (may affect more than 1 in 10 people):

. infections, such as chest infections, urinary tract infections (pain on passing water), colds and
herpes infections

o allergic reactions that are most likely to occur during an infusion, but can occur up-to 24-hours
after infusion

o diarrhoea

coughing or shortness of breath

nose bleeds

raised blood pressure

painful joints or back

muscle twitches or shakiness

feeling dizzy

tremors (shakiness, often in the hands)
difficulty sleeping (insomnia)
swelling of the hands or ankles

Common side effects (may affect up to 1 in 10 people):

. indigestion

. constipation

. skin rashes, including acne or spots
o flushing or redness of the skin

fever

blocked or runny nose

tight or painful muscles

pain in the muscles or in the hands or feet

low number of red blood cells (anaemia)

low numbers of platelets in the blood

an increase in the amount of potassium in the blood

changes in the rhythm of the heart, or the heart beating faster than normal

Very rare side effects (may affect up to 1 in 10, 000 people):

. severe blistering skin conditions that can be life-threatening. Redness, often associated with
blisters, may appear on the skin or on mucous membranes, such as inside the mouth, the genital
areas or the eyelids, and fever may be present.

° recurrence of a previous Hepatitis B infection

Children and adolescents with granulomatosis with polyangiitis or microscopic polyangiitis

In general, side effects in children and adolescents with granulomatosis with polyangiitis or
microscopic polyangiitis were of a similar type to those in adults with granulomatosis with polyangiitis
or microscopic polyangiitis. Most common side effects seen were infections, allergic reactions and
feeling sick (nausea).

d) Ifyou are being treated for pemphigus vulgaris

Very common side effects (may affect more than 1 in 10 people):

o allergic reactions that are most likely to occur during an infusion, but can occur up to 24 hours
after infusion

o headache

. infections such as chest infections

° long lasting depression

° loss of hair
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Common side effects (may affect up to 1 in 10 people):

o infections such as common cold, herpes infections, eye infection, oral thrush and urinary tract
infections (pain on passing urine)

mood disorders such as irritability and depression

skin disorders such as itching, hives, and benign lumps
feeling tired or dizzy

fever

painful joints or back

pain in the tummy

pain in the muscles

heart beating faster than normal

Ruxience may also cause changes in laboratory tests carried out by your doctor.
If you are having Ruxience with other medicines, some of the side effects you may get may be due to
the other medicines.

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting’
system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.

5. How to store Ruxience

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton after “EXP”. The expiry
date refers to the last day of that month.

Store in a refrigerator (2 °C — 8 °C). Keep the container in the outer carton in order to protect from
light.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines that you no longer use. These measures will help protect the environment.
6. Contents of the pack and other information
‘What Ruxience contains
. The active ingredient in Ruxience is called rituximab.
The 10 mL vial contains 100 mg of rituximab (10 mg/mL).
The 50 mL vial contains 500 mg of rituximab (10 mg/mL).
. The other ingredients are L-histidine, L-histidine hydrochloride monohydrate, disodium

edetate, polysorbate 80, sucrose, water for injection.

What Ruxience looks like and contents of the pack

Ruxience is a clear to slightly opalescent, colourless to pale brownish-yellow solution, supplied as a

concentrate for solution for infusion [sterile concentrate].
10 mL vial — Pack of 1 vial
50 mL vial — Pack of | vial
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Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Belgium

Manufacturer

Pfizer Manufacturing Belgium NV
Rijksweg 12

2870 Puurs

Belgium
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For any information about this medicine, please contact the local representative of the Marketing

Authorisation Holder:

Belgié/Belgique/Belgien
Luxembourg/Luxemburg
Pfizer NV/SA

Tél/Tel: +32 (0)2 554 62 11
Cesk4 Republika

Pfizer, spol. s r.o.

Tel: +420-283-004-111

Danmark
Pfizer ApS
TIf: +45 44 20 11 00

Deutchland
Pfizer Pharma PFE GmbH
Tel: +49 (0)800 8535555

Bbwarapus

I1¢aiizep Jlroxcembypr CAPJI,
Kunon bearapus

Ten: +359 2 970 4333

Eesti
Pfizer Luxembourg SARL Eesti filiaal
Tel: +372 666 7500

EALGda
PFIZER EAAAZ A.E.
TnA.: +30 210 67 85 800

Espaiia
Pfizer S.L.
Tel: +34 91 490 99 00

France
Pfizer
Tél: +33 (0)1 58 07 34 40

Kvnpog
PFIZER EAAAZ A E. (CYPRUS BRANCH)
TnA: +357 22 817690

Magyarorszag
Pfizer Kft.
Tel:+36 1 488 3700

Malta
Vivian Corporation Ltd.
Tel:+356 21344610

Nederland
Pfizer bv
Tel:+31 (0)10 406 43 01

Norge
Pfizer Norge AS
TIf: +47 67 52 61 00

Osterreich
Pfizer Corporation Austria Ges.m.b.H.
Tel: +43 (0)1 521 15-0

Polska
Pfizer Polska Sp. z 0.0.
Tel.; +48 22 335 61 00

Portugal
Laboratorios Pfizer, Lda.
Tel: +351 21 423 5500

Romania

Pfizer Roménia S.R.L
Tel: +40 (0) 21 207 28 00




Hrvatska
Pfizer Croatia d.o.o.
Tel: +385 1 3908 777

Ireland

Pfizer Healthcare Ireland

Tel: +1800 633 363 (toll free)
Tel: +44 (0)1304 616161

Island
Icepharma hf.
Tel: +354 540 8000

Italia
Pfizer S.r.l.
Tel: +39 06 33 18 21

Latvija

Pfizer Luxembourg SARL filiale Latvija

Tel. +371 67035775

Lietuva

Pfizer Luxembourg SARL filialas Lietuvoje

Tel. +3705 2514000

308

Slovenija

Pfizer Luxembourg SARL, Pfizer, podruznica
za syetovanje s podro¢ja farmacevtske
dejavnosti, Ljubljana

Tel: +386 (0)1 52 11 400

Slovenska Republika
Pfizer Luxembourg SARL, organizaéna zlozka
Tel: +421 2 3355 5500

Suomi/Finland
Pfizer Oy
Puh/Tel: +358 (0)9 430 040

Sverige
Pfizer AB
Tel: +46 (0)8 550 520 00

United Kingdom
Pfizer Limited
Tel: +44 (0)1304 616161

This leaflet was last revised in <{MM/YYYY}><{month YYYY}>.

Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.eu.

This leaflet is available in all EU/EEA languages on the European Medicines Agency website.




	Page 1
	Page 2
	Page 3
	Page 4
	Page 5
	Page 6
	Page 7
	Page 8
	Page 9
	Page 10
	Page 11
	Page 12
	Page 13
	Page 14
	Page 15
	Page 16
	Page 17
	Page 18
	Page 19
	Page 20
	Page 21
	Page 22
	Page 23
	Page 24
	Page 25
	Page 26
	Page 27
	Page 28
	Page 29
	Page 30
	Page 31
	Page 32
	Page 33
	Page 34
	Page 35
	Page 36
	Page 37
	Page 38
	Page 39
	Page 40
	Page 41
	Page 42
	Page 43
	Page 44
	Page 45
	Page 46
	Page 47
	Page 48
	Page 49
	Page 50
	Page 51
	Page 52
	Page 53
	Page 54
	Page 55
	Page 56
	Page 57
	Page 58
	Page 59
	Page 60
	Page 61
	Page 62
	Page 63
	Page 64
	Page 65
	Page 66
	Page 67
	Page 68
	Page 69
	Page 70
	Page 71
	Page 72
	Page 73
	Page 74
	Page 75
	Page 76
	Page 77
	Page 78
	Page 79
	Page 80
	Page 81
	Page 82
	Page 83
	Page 84
	Page 85
	Page 86
	Page 87
	Page 88
	Page 89
	Page 90
	Page 91
	Page 92
	Page 93
	Page 94
	Page 95
	Page 96
	Page 97
	Page 98
	Page 99
	Page 100
	Page 101
	Page 102
	Page 103
	Page 104
	Page 105
	Page 106
	Page 107
	Page 108
	Page 109
	Page 110
	Page 111
	Page 112
	Page 113
	Page 114
	Page 115
	Page 116
	Page 117
	Page 118
	Page 119
	Page 120
	Page 121
	Page 122
	Page 123
	Page 124
	Page 125
	Page 126
	Page 127
	Page 128
	Page 129
	Page 130
	Page 131
	Page 132
	Page 133
	Page 134
	Page 135
	Page 136
	Page 137
	Page 138
	Page 139

