HPUJIOKEHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

Rixathon 100 mg koHIIEHTpAT 3a UHPY3HOHEH Pa3TBOP
Rixathon 500 mg koHIIEHTpAT 332 HHPY3HOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Rixathon 100 mg xkoHIIeHTpAaT 32 HHGY3UOHEH PA3TBOD

Bceeku ml cpabpxa 10 mg purykcuma.
Bceexu ¢makon ot 10 ml ceappixa 100 mg purykcnmab (rituximab).

Rixathon 500 mg koH1teHTpaT 32 HHPY3UOHEH PA3TBOD

Bceexu ml cpappxa 10 mg purykcumad.
Bceku daakon ot 50 ml ceabpika 500 mg purykcumad (rituximab).

Putykcumab € mpoayKT Ha TeHHOTO HH)KEHEPCTBO, XMMEPHO MHUIIIE/IOBEIIKO MOHOKIIOHATHO
AHTHTSUIO, IPEACTABIISBAIIO TIUKO3WINPAaH HMYHOTIO0YIIMH ¢ 4oBewky [gG1 KOHCTaHTHH y4YacThln
Y MHIIH TOCIEA0BATEITHOCTH B JIEKUTE U TEKKHUTE BEPUTH Ha BApUAOWITHUTE y4acThIH. AHTUTSIIOTO
ce MoJTydaBa OT KJISThYHA CYCIIEH3MOHHA KYJTYpa OT 003aifHUIM (IHYHUK OT KATAHCKH XaMCTep) U €
NPEYUCTEHO ¢ aMHUTETHA XpoMaTorpadus 1 HOHOOOMEHHA TEXHUKA, BKIIIOYUTEIHO MPOLEIYPH 32
cnenru()UIHO BUPYCHO HHAKTHBHUPAHE U OTCTPAHIBAHE.

IToMoIIHO BEMIECTBO C U3BECTHO JIEUCTBUE

Bceku ¢uakon ot 10 ml cpabpxa 2,3 mmol (52,6 mg) HaTpuii.
Bcexu ¢makon ot 50 ml ceappxa 11,5 mmol (263,2 mg) HaTpwHid.

Bceku dnakon ot 10 ml ceabpika 7,0 mg nmonucop6ar 80 (E 433).
Bcexu ¢makon ot 50 ml ceappixa 35,0 mg momucopdar 80 (E 433).

3a IBIHUA CIIMCHK HA IIOMOIIHUTE BEIECTBA BIDKTE TOUYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
KonueHnTpat 3a nH}y3uOHEH pa3TBOp (CTEpUIIEH KOHLIEHTPAT)

Bucrpa, 6e311BeTHA JI0 JIEKO XbiITeHHKaBa TeuHocTe pH 6,3 — 6,7 u ocmonanurer > 240 mOsm/kg.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHHU MOKA3AHUS

Hexomwxkunos aumdbom (HXID)

Rixathon e moka3aH 3a Jie4ueHHE Ha HEJICKYBaHU NIPEIH TOBA Bb3PACTHH MALMEHTH ¢ (QOJUKYJIAPCH
mumpom B III-IV cramuii B KOMOWHAITNS ¢ XUMHOTEPAITHSL.

[onabpskamara Tepanus ¢ Rixathon e nmokasana 3a neuenne Ha GOIUKYIapeH TUMGPOM IPU
BB3PACTHU MAIMEHTH, TOBJIHIBAIIHN CE OT MHAYKIIMOHHA TEPAITHS.



Rixathon xato MoHOTepamnus € Mmoka3aH 3a JiedeHUe Ha Bh3PACTHH MAIMEeHTH ¢ QONUKyIapeH TUM(poM
B III-IV cTaauii, KOUTO ca pe3UCTEHTHU HAa XUMHUOTEPAIUS UM ca C BTOPH WIM Clie/IBalll pELUIUB
cJel XUMHUOTEpaIusl.

Rixathon e moka3zan 3a neyeHne Ha Bb3pacTHH naruedTu ¢ CD20 mo3utuBeH nudyseH B-
eAPOKIIEThYEH HEXOMKKUHOB TuMdpom B komOuHarus ¢ CHOP (mmkinodocdamun, moxcopyOumus,
BUHKPUCTHH, TIPEIHU30JI0H) XUMUOTEPAIIHSL.

Rixathon, B koMOWHaIIHS ¢ XHMHOTEpamys, ¢ MOKa3aH 3a JICUCHNE Ha TIeANATPUIHH ITAIIMeHTH (Ha
BB3pacT 6 mecena 1o mox 18 rogunan) ¢ CD20 mo3uTHBeH, HEJIEKYBaH TIPS TOBA B HAIIPETHAI
craauii qudysen B-enpoxiierpueH mumpom (DLBCL), numdom Ha Burkitt (BL)/neBkemus na Burkitt
(3psma B-xneTpuna octpa eskemust) (BAL) mm Burkitt-momo6en mumdom (BLL).

XpoHuyHa JuMdboruTHa geskeMus (XJIJI)

Rixathon B koMOMHaIMs ¢ XUMUOTEpAINHA € TIOKa3aH 3a JIeUeHUe Ha Bh3PACTHHU MAIUEHTH C
HEJICKYBaHa ey TOBa U penuauBupania/pedpakrepra XJIJI. Mma camMo orpaHuueH TaHHU 32
eukacHOCTTa U 6€30IaCHOCTTA NPU MALUEHTH, JEKYBaHH IPEIN TOBA C MOHOKJIOHAJHM aHTUTEIA,
BKJIIOUMTENTHO PUTYKCUMAO, WM NAlMEHTH, pepakTepHH Ha MPEIIIeCTBAIIO JICUEHHE ¢ PUTYKCUMal
TUTIOC XUMHUOTEPATIHAL.

3a morreTHATETHA WHpOPMAITHSI BIDKTE ToUKa 5.1.

PesMaTouaeH apTpur

Rixathon B koMOuHams ¢ METOTpEKcaT € OKAa3aH 3a JCUCHUE Ha Bb3PACTHU HMALMEHTHU C TEXBK
AKTHBEH PEBMATOUJIEH apTPUT, KOUTO HE CE MOBIUABAT JOCTATHYHO WIM UMAT HENOHOCUMOCT KbM
Ipyru OonecT-MoaudUIMpaniy anTupeBMaTninu jJexapctsa (BMAPJI), BKIIOUUTENHO €MH WU
NOBEYE BUAOBE TEPAIUs C HHXHUOUTOP Ha TyMop-HekpoTusupamus pakrop (TNF).

Jloka3aHo e, 4e puTyKcuMal HamajsBa 4ecToTaTa Ha IPOTrpecHs Ha CTaBHOTO yBPEKAaHE, H3MEPEHO
ype3 peHTreHorpadus, 1 nogoopssa Gpusnyeckara QyHKIHs, KOraTo ce npujiara B KOMOMHALHS C

METOTpEKCar.

I'panynomarosa ¢ monuauruut (I'TIA) u mukpockoncku moauanruut (MITA)

Rixathon, B koMOMHAaIUs ¢ TJIFOKOKOPTUKOU/IY, € IIOKA3aH 3a JICUCHUE Ha Bh3PACTHU MALUECHTH C
texka aktuBHa ['TIA (rpanynomaro3a nHa Wegener) u MIITA.

Rixathon, B koMOMHAaIUs C MIFOKOKOPTHKOU/IH, € TIOKa3aH 32 BbBEXK/IaHE B PEMHUCHS Ha TICAMATPUIHU
nanuenTy (Ha Bp3pact 2 1o mox 18 rogunn) ¢ Texxka aktusHa ['TIA (rpanynomaTosa Ha Wegener) u

MIIA.

I[emduryc Byirapuc (I1B)

Rixathon e moka3aH 3a ge4yeHue Ha BB3PACTHU MMAOUCHTU C YMCPCH 0 TCIKBK IIB.
4.2 I[osnpomca W HAYUH HA NMPUITOKEHUE

Rixathon TpsiOBa 1a ce npuiara oji BHUMATEIHOTO HAOJIF0CHUE Ha OITUTEH MEJIMIIMHCKU CIICIIMATIMCT
Y TIPY HAJTHIHE HA YCIIOBHS 32 He3a0aBHO M3BBHPINBAHE HA IIBJIHA peCycluTanus (BXK. Touka 4.4).

HDGMCHI/IKaHI/IH )41 HDOd)I/IJ'IaKTI/I‘IHI/I JICKapCTBa

Bcuuku noxazanus
IIpenu Besiko npunoxenne Ha Rixathon TpsOBa BuHArH 1a ce mpuiara mpeMeIuKaIys, CbCTOSINA CE
OT QaHTUIIMPETHK U aHTUXUCTAMUH, HAITP. TIApaIeTaMo U TUPEHXUIPAMUH.



Hexo0oickunoe aumehom u xpoHuuna aum@oyumua ieexemus
I[Tpu BB3pactan manuentu ¢ HXJI u XJIJI TpsOBa na ce oOMucIn npeMeauKanus ¢ TIIOKOKOPTUKOHIH,
ako Rixathon He ce mpuiara B KOMOMHAIUS ¢ XUMHOTEPAINus, ChAbPKAIA [IIOKOKOPTHKOUIH.

IIpu BB3pacTau narmenTu ¢ HXJI u XJIJI, Ha kowto ce npuiara Rixathon ¢sc ckopocrTa 3a
90-muHyTHa UH(Y3Us, TPSAOBA J1a C€ OOMUCITH MTPEMETUKAIUS C TIIFOKOKOPTHKOUIH, ako Rixathon He
ce TpuiIara B KOMOMHAIHASA C XUMHUOTEPAIHs, ChIbPIKAIa TITFOKOKOPTUKOHIH.

[Tpu negnarpuynn nauuentu ¢ HXJI TpsdBa aa ce mpunara npemeankanys ¢ mapaueramon 1 H1
aHTUXHCTaMUH (= audenxuapamMuH uiu eksuBajieHT) 30 1o 60 MUHYTH IpeIy HaYaJI0TO Ha
nHpy3uaTa ¢ Rixathon. OcBen ToBa TpsiOBa fa ce mpuiara NpeaHN30H, KAaKTO € TTOKa3aHo B
Tabmuua 1.

IIpu maruenTu ¢ XJIJI ce npenopruBa npoduIakTUKa ¢ JOCTaThYHA XUAPATAINS U TIPHIIOKCHHE HA
ypukocTaTHuy 48 yaca npeay Ha4ajaoTo Ha TEPalusiTa, 3a 1a Ce HaMaId PUCKBT OT CHHAPOM Ha
Tymopen pasnaz. [Ipu namuentu ¢ XJUJI, ipu kourto 6post Ha mumdormTute € > 25 % 10%/1, ce
MperophYBa MPUIIOKEHUE Ha TIPeTHU30H/peAHn3010H 100 mg MHTPaBEHO3HO MAJIKO TIPEIH
nHpy3uaTa ¢ Rixathon, 3a 1a ce HaMaIy YyecToTaTra M TEKECTTa HA OCTPUTE PEAKIUH, CBHP3aHH C
WH(QY3UsATa U/WIKM CHHAPOMA Ha 0CBOOOK/IaBaHE HA IIUTOKHHHU.

Pesmamouden apmpum, epanynomamo3sa c nonuaneuum (I'114) u muxpocxoncku noauaneuum (MIIA)
u nemeueyc gyneapuc

IIpu manmentu ¢ peMatouneH apTput, [ TIA unu MIIA, unu 1B npemenukanudara csc 100 mg
METHJINPEIHU30JI0H HHTPABEHO3HO TPsIOBa a npukiroun 30 MUHYTH ey BCsika HHDY3Us ¢
Rixathon, 3a 1a ce Hamanu YecToTaTa M TEXKECTTa Ha peakuuTe, CBhp3anu ¢ uHpy3usTa (IRR).

IIpu Be3pacTau namuentu ¢ ['TIA unu MITA ce npenopbyBa npuinokeHue Ha METHIIIIPETHU30JI0OH
WHTPaBEHO3HO B poabbkeHue Ha 1 o 3 mau B 1o3a 1 000 mg mHEBHO npenu mbpBaTa HHQY3Us
Rixathon (nocneanarta q03a METHIINIPETHU30I0H MOKE Jla c€ TIPUIIOXKH B JICHS Ha TbpBaTta HHQy3us
Rixathon). ToBa Tps6Ba Ja ce mocinenBa OT MEPOPATHO MPUIOKEHUE Ha peqHr30H | mg/kg/nHeBHO
(ue noBeue ot 80 mg/AHEBHO, KaTO c€ HAMAJIN Bb3MOXKHO Hail-Obp30 Bb3 OCHOBA HA KIIMHUYHUTE
HY/IM) II0 BpeMe Ha U ciel 4-ceMUYHNS HHIYKIMOHEH Kypc Ha jeuenue ¢ Rixathon.

IIpenopbuBa ce npouIakTUKa Ha THEBMOHUS, IpUINHEHa 0T Prneumocystis jirovecii (PJP) npu
BB3pacTHU U nepuatpuuan narnuentu ¢ [ TIA/MIIA, kakto u pu Be3pacTHY nanueHTH ¢ [1B mo
BpeMe Ha U cie] JiedeHne ¢ Rixathon, KakTo € MOAX0AII0 B CHOTBETCTBHE C MECTHUTE KIMHUYHU
PBHKOBOJICTBA.

[Mpu nepuarpuunn nanuenty ¢ ['TIA wmun MITA npenu mbpBaTa HHTpaBeHo3Ha HHQY3us Rixathon
TpsIOBa Jla ce MPUIOKHU METUIINPEIHU30IOH HHTPABEHO3HO B TPH JHEBHU J103u oT 30 mg/kg/nen (na
HE ce HaIXBBpIIsl | g//eH) 3a JJeYeHue Ha TeKKH CUMITOMH Ha BacKyJuT. [Ipean mbpBara uHpy3us
Rixathon Mosxe a ce mpuIIoXkKar 10 TP JOIBIHUTEIHH JHEBHHU 1031 0T 30 mg/Kg MHTpaBeHO3HO.
METHIITIPETHU3O0IIOH.

Cren 3aBbpIBaHE HA HHTPABEHO3HO MPUIIOKEHHE HAa METHIIIPEAHN30JIOH, TEAUaTPUIHUTE NallUEHTH
TpsiOBa Ja MmoJty4ar nepopaino npeann3on 1 mg/kg/nen (na He ce HaAXBBPIAT 60 mg/neH), KaTo
Jlo3aTa ce HaMaJIsiBa MOCTEIIEHHO Bb3MOXHO Ha-0bP30 criope KIIMHUIHATE HYX a1 (BXK. Touka 5.1).

2 !031/1[ )OBKa

Baxno e Ja CC MPOBCPAT CTUKCTUTC HA JICKAPCTBCHUS ITPOAYKT, 3a J1da € CUT'YPHO, Y€ HAa MallUCHTA CC
npwiara CbOTBETHATA JICKAPpCTBCHA (bOpMa, KOATO € npeAruncana.



Kopueupane na dozama no epeme na aeuenuemo

He ce mpenopruBa HamansaBane Ha qo3ata Ha Rixathon. KoraTo Rixathon ce mpuiara B komOmHAImS ¢
XUMHOTEpaIus, TpsAOBa Jia ce MpUiIaraT CTaHJapTHUTE HaMaJICHUs Ha Jl03aTa 3a
XUMHOTEPAIIEBTUYHUTE JICKAPCTBCHH MPOIYKTH.

Hexoooxcxkunos numcbom (HXJI)

Donuxynaper Hexo00HCKUHO8 TUMPOM

KomOunupana Tepanus

[MpenopbunTtennaTa Ao3a Rixathon B koMOMHAIMS ¢ XUMHOTEpanus 3a HHAYKIHOHHO JIeYeHHE Ha
HEJIEKyBaHU Mpey TOBa MAIUEHTH WIN MAUEeHTH ¢ PeuIuB/pehpakTepHU MALUEHTH ¢ (OIUKYIapeH
mumdom e: 375 mg/m? TesecHa MOBBPXHOCT 32 UKD, 10 8 [UKbIIA.

Rixathon Tpsi6Ba na ce mpuioxu Ha Jler 1 oT BCeKH NUKBI Ha XUMHAOTEPANHs el HHTPAaBEHO3HO
MPUJIOKEHUE Ha TTIFOKOKOPTUKOUIHUS KOMIIOHEHT HA XUMHOTEPAIIHATA, aKO € TPIIIOKHAMO.

[Hoanwpprkama Tepanus

o HenexyBan donukynaper aumM¢om
[MpenopbunrtenHaTa A03a Rixathon kaTo MOAIBPIKAIIIO JIeUSHUE TP MAIUSHTH C HEJICKYBaH JIOTOraBa
donukynapen 1uM(OM, KOUTO Ce TIOBIUIBAT OT MHAYKIMOHHO JIeYeHue, €: 375 mg/m? renecHa
MOBBPXHOCT BEAHBK Ipe3 2 Mecela (KaTo ce 3aroyHe 2 Mecela ciell IoclieHaTa 103a Ha
WHIYKIIMOHHATA TEPAIHs) IO MPOrpechs Ha 3a00JIIBAHETO MM 32 MAKCHMAJICH MEPUOJT OT JIBE TOTUHH
(obmuro 12 undy3un).

. Penuausuparny/pedpakreper ponukynapeH aumpom
[MpenopbunrtennaTa n03a Rixathon, U3MON3BaH 32 MOAIBPIKAIIO JICUCHHE TIPU MAIUESHTH C
pernuBupanty/pedpakreper GhorukynapeH TuMQpOoM, KOUTO ca Ce MOBIHSUN OT HHIYKITHOHHO
Jedenue, €: 375 mg/m? TejecHa MOBBPXHOCT BEAHEK ITPe3 3 Mecena (KaTo ce 3arouHe 3 Mecela el
MoCJIeIHATA 1032 HA WHAYKI[MOHHATA TEPaIus) 0 MPOrpecHs Ha 3a00JISIBAHETO WITH 33 MAKCHUMAJICH
MepHUoJ OT JBe ronuHu (0010 8 nHpy3UN).

MomnorepanusiPenmauBupany/pegpakreper Goauxyaaper TuMbpom

IIpenoppunrtennaTa g03a Rixathon MmoHOTEpanusi, U3MNOI3BaH KaTO UHIYKIUOHHO JICUCHUE NIPH
BB3pACTHHU NaIMeHTy ¢ ponukynapeH mumdom craauii [1I-1V, kourto ca pe3ncTeHTHH Ha
XUMHOTEPAIHS WK Ca TIOTyYUIM BTOPH WITH TIOCJIEIBAIL PELUINB CIIE XUMUOTepanus, €: 375 mg/m?
TeJIeCHa MOBBPXHOCT, IPUJIOKEH KaTO MHTPaBEHO3HA MH(Y3US BEIHBK CEAMUYHO B IPOABIDKEHNE Ha
YETUPH CEIMUIIH.

[Tpu noBTOpHO NeueHue ¢ Rixathon MoHOTepanus Ha MAMEHTH, KOUTO Ca CE MOBIUSIIN OT
NPEAECTBAIIOTO JISYEHHE C PUTYKCUMa0 MOHOTepanus 3a peuuauBupaiy/pedpakrepe GoimkynapeH
muM(OM, TIPENOPHUMTEITHATA 1032 €: 375 mg/m?* TenecHa NOBbPXHOCT, IPHIIOKEH KaTO HHTPABEHO3HA
UHQY3Us BEIHBK CEIMHYHO B ITPOABIDKCHHE HA YETHPH CEAMUITH (BXK. ToUKa 5.1).

Jughysen B-edpokiemvuen Hex004CKUHO8 TUMPOM NPU 8b3PACHHU

Rixathon Tps6Ba na ce npuiara B komO6unaust ¢ CHOP xumuorepanust. [lpenopruntennara go3a e
375 mg/m? TesecHa MOBLPXHOCT, Mpujiarana Ha JIeH 1-Bu OT BCEKM XMMHOTEPAIEBTHYEH IIUKBI B
MPOABIDKEHNE Ha § MUKbJIa CJie/l MHTpaBeHo3Ha HH(Y3HUs Ha TIIOKOKOPTHKOWHATA ChCTaBKa Ha
CHOP. bezonacHoctTa 1 erkacHOCTTa Ha PUTYKCHMa0 NPU KOMOMHUPAHO NPUIIOKEHHE C IPYTH
XUMHUOTEpaNeBTHYHH cxeMU 1pu audy3eH B-eapoknersuen HXJI He ca ycTaHoBeHH.

XpouuyHa uMdbonuTHa geBkeMus (XJLJI)

Ipenopbuntennata q03a Rixathon B koMOUHAIMS ¢ XUMHOTEpAIus MPU HEJICKYBaHH MPEH TOBA
NAlMEHTH U IPH TALKMEHTH ¢ PeluauBupaio/pedpakrepro 3abonspane ¢ 375 mg/m? TenecHa
HOBBPXHOCT, IpUIoKeHa Ha Jlen 0 OT MbpBUs LIUKBI HA JIedeHue, ocneasanu ot 500 mg/m? TenecHa



MOBBPXHOCT, PUIIOKeHH Ha JIeH 1-BU OT BCEKH CIeIBAIIl IIMKBJI B IPOIBIDKEHUE Ha 000 6 IUKbIA.
XuMuoTtepanusTa TpaOBa Ja ce mpuiioxku cien nadysuara Ha Rixathon.

PeBmaTouaeH apTpur

Ha narmmenture, nexysanu ¢ Rixathon, Tpsi6Ba fa ce game curHanHa KapTa 3a MaIpeHTa Ipy Beska
UHQY3HUs.

Enun xypce ¢ Rixathon ce csetoum ot nBe naTpaBeno3nn nupy3uu o 1 000 mg. [Ipemoprunrtennara
no3a Rixathon e 1 000 mg 3a nuaTpaBeHO3Ha MHPY3US, TOCIEIBAHA OT BTOpa HHTPaBeHO3HA MH(DY3Us ¢
1 000 mg cnen ABE CEIMULIH.

HeobxomumocTTa OT IOMMBIHUTETHE KYyPCOBE TPSAOBA J1a Ce OICHSBA 24 CEAMMIIU CIIC]
npemectsaniys Kypc. [IoBTOpHOTO sieueHue TpsiOBa Ja ce MPUIIOKH, aKO MMa OCTaThUyHAa aKTHBHOCT
Ha OonectTa. B mpoTHBeH ciy4ail MOBTOPHOTO JiedeHHe TpsiOBa fa ce 3a0aBy /10 Bh3BpPBIaHE Ha
AKTUBHOCTTA Ha 3200JIIBAHETO.

HannynanTe nanHu moka3BaT, 4e KJIMHUYHUAT OTTOBOP OOMKHOBEHO C€ IIOCTHUIa B paMKuTe Ha 16—

24 ceqMuLM OT IbPBOHAYATIHMA Kypc Ha JieueHue. IIpoapmkaBaHeTo Ha Tepanusita TpsioBa
BHUMATEIJTHO J]a c€ OOMHUCIIM OTHOBO TPH MAIlUCHTH, KOUTO HE MOKA3BaT JaHHU 3a TepareBTHYHA 1032
IIp€3 TO3U IIEPUOJ, OT BpEME.

Ipanynomamosa ¢ noauanzuum (I'TIA) u muxpockoncku noavancuum (MIIA)

Ha narmmenture, nexysanu ¢ Rixathon, TpsiOBa fa ce qaBa curHaiTHa KapTa Ha MAIEHTa IPH BCAKA
nH Y3

Buveeosicoane 6 pemucus npu 8b3pacmnu

IIpenoppunrtennaTa no03a Rixathon npu Tepamnus 3a BpBEXJaHE B pEMHCHUS IPH B3PACTHH MAILIMEHTH C
I'TIA u MIIA e 375 mg/m? TenecHa OBBPXHOCT, MPHIIOKEHA KATO MHTPABEHO3HA MH(Y3HUs BETHBK
CEIMUYHO B IIPOJIbIDKEHUE Ha 4 ceMHuIH (00110 YeTHpu UHPY3UH).

1lo00wparcawo neverue npu 8v63pacmHuu
Crnen BbBex1aHe B peMucus ¢ Rixathon moaabpxkaiiio gedeHue Ha Bb3pacTHu naruentu ¢ ['TIA u
MIIA TpsibBa fia ce 3amovHe He TO-paHo OT 16 CeaMUIH Clie/ OCIeAHATa HH(Y3HS Ha PUTYKCUMAO.

Crie1 BbBEXKIaHE B PEMHUCHS ¢ JPYTO CTAHIAPTHO JICUSCHHE C UMYHOCYIIPECOPHU HOAIBPIKAIIOTO
nedenue ¢ Rixathon TpsOBa aa ce 3anouHe 1Mo BpeMe Ha 4-CeIMHUYUHUS TICPUO/T CIIC] PEMHUCHSTA Ha
3a00JIsIBaHETO.

Rixathon TpsibBa 51a ce MpUIIOKHU KaTo JBE MHTPaBEeHO3HH HHPY3uu oT S00 mg npe3 ABe CeMHUIIN,
NOCJIEIBaHM OT eJHa MHTpaBeHo3Ha MH(Py3usa oT 500 mg Ha Bceku 6 Mecena cien ToBa. Ha
nanueHTuTe TpsioBa na ce npuiara Rixathon B npoabinkeHue Ha Haii-manko 24 Mecena cien
MOCTUTAHE Ha peMUCHs (JINIICca Ha KIMHUYHU TPU3HALM U cuMToMHA). [Ipn manmeHTnTe, KOUTO MOXKE
Jia ca ¢ MO-BUCOK PUCK OT PEMIMB, JIEKapHuTe TpsOBa 1a UMaT MPEIBU/ O-ToJIsIMa IPOIBIIKUTEIHOCT
Ha noaabpskamaTa tepanus ¢ Rixathon, 1o 5 rogunu.

Hempuzyc eyneapuc (I1B)

Ha manmentute, iexyBanu ¢ Rixathon, TpsiOBa fa ce naBa cUTHAIHA KapTa 3a MAlMEeHTa PH BCsKa
UHQY3HSs.

[Ipenopbunrennara no3a Rixathon 3a neyenune Ha 1B e 1 000 mg, npuioskeHa KaTo HHTPaBEHO3HA
uH(QYy3Ws, MocieBaHa OT BTOpa HHTpaBeHo3Ha nHPy3us Ha 1 000 mg 1Be ceAMUIH MTO-KBCHO, B
KOMOMHAIINS C KypC Ha TIIOKOKOPTUKOUIN B IOCTENIEHHO HAMAJISBaIla J103a.



Tlooovporcawo neuenue
IHoxnwpxama uay3wst ¢ 500 mg HHTpaBEHO3HO TPAOBA /a ce MpIIoku Ha 12-nsg u 18-us mecen u
Cclie]] TOBa Ha BCEKW 6 Mecela, ako € He00X0AUMO, Bb3 OCHOBA Ha KIIMHUYHATA OLICHKA.

Jleuenue na peyuous

B cnyuait Ha pennanB manueHTHTE MOKe na oay4ar 1 000 mg uaTpaBeHo3Ho. Jlekapsart TpsaOBa ChII0
Jla OOMHCITY Bh300HOBSIBAHE WIIH MTOBUINIABAHE HA JI03aTa Ha TIIFOKOKOPTUKOUIUTE MIPH MAI[UCHTA Bb3
OCHOBA Ha KIIMHHYHA OIICHKA.

Crnenamy nH(Y3UH MOTaT Aa ce Mpujlarat He mo-paHo oT 16 ceaAMHUIM ciiel mpeaiecTBanara
UHQY3HUS.

Cneuuajmu nonyaauyuu

Ileouampuuna nonynayus

Hexooxckunos aumpom (HXJI)

[Ipu nenuaTpuyHU MALMEHTH HA BB3pACT OT 6 Mecela 10 noj 18 roguHu ¢ HeJleKyBaH Mpeau TOBa
CD20 nosutueer DLBCL/BL/BAL/BLL B nanpeanan craauii, Rixathon tpsiOBa aa ce npuiara B
koMOuHanus csc cucteMHa Lymphome Malin B (LMB) xumuotepanus (Bx. Taomumm 1 u 2).
I[Ipenoprunrtennara go3a Rixathon e 375 mg/m? TenecHa MOBLPXHOCT, IIPUIIOKEH KATO MHTPABEHO3HA
nHdy3us. He e HeoOxomumo kopurupane Ha jqo3ara Rixathon, ocBeH criopes TesiecHaTa MOBBPXHOCT.

besomacHocTTa M emkacHOcTTa Ha Rituximab mpu meauaTpuvHM NAIIMEHTH Ha BB3pacT OT 6 Mecena
Jlo nof 18 roauHu He ca yCTAaHOBEHHM 3a MOKAa3aHUs, PA3IMYHU OT HeJeKyBaH npeau Tosa CD20
no3utueeH DLBCL/BL/BAL/BLL B Hanpeanan ctajuii. 3a NarMeHTy 0/ 3 TOAMHHU Ca HaJTMYHU
camo OrpaHHYCHU JaHHH. BiokTe Touka 5.1 3a moBeue nHpopmanus.

Rixathon He TpsiOBa Ja ce U3M0JI3BA MTPH TIEMATPUYHHM TTAIIHEHTH Ha BB3PACT OT PAXIAHETO JI0
6 mecena ¢ CD20 no3utuBeH audyseH B-enpoxnersyen umdom (Bx. Touka 5.1)

Ta6aumna 1 Jo3upoBKa Ha pUTYyKcHMAad npu nequaTpudnu nanuentu ¢ HXJI
Hukba JeH Ha JeyeHnne JonmbanuTenHa HH(POPMALUS OTHOCHO
MPHJI0KEHUETO
[pendaza (COP) Purykcumab He ce -
npuiara
NunyxunoneH Hen -2
Kypc 1 (cvotBercTBany Ha Jlen 6 | [lo Bpeme Ha 1-Ug MHAYKIMOHEH Kypc
(COPDAMI) ot npeagasara) MIPETHU30H Ce J1aBa KaTo 4acT OT Kypca Ha
1-Ba un(y3ust Ha XMMHUOTEpanus U TpsIOBa Aa ce mpuiiara npeau
PUTYKCHMA0 pUTYKCHMaO.
Hden 1
2-pa uH}y3us Ha Putykcuma0 me ce npuioxu 48 daca cien
PUTYKCHMa0 IbpBaTa MHQPY3Usl HA PUTYKCHUMaO.
NuanykuroHeH Hen -2
Kypc 2 3-ta nH(}Y3Ug HA BbB 2-1 MHAYKIMOHEH Kypc IPETHU30H HE Ce
(COPDAM2) PUTYKCHMa0 JlaBa 10 BpeMe Ha NPUIOKEHHE Ha PUTYKCHMAaO.
Hen 1
4-ta uHdpy3usI HA Putykcumab e ce npunoxu 48 vaca cien
PUTYKCHMa0 TperaTa HH(Y3Usl Ha pUTYKCcUMao.
Koncomumammonen | Jen 1
Kypc 1 5-ta nH(}Y3Ug HA IIpenHu30H He ce JaBa 10 BpEME Ha IIPUIIOKEHUE
(CYM/CYVE) pUTYKCHMA0 Ha PUTYKCHMa0.




Mukba

JleH Ha JieueHue

JonbJHUTEeTHA HH(pOPMANHA OTHOCHO
NPUIOKEHHETO

2 (CYVE)
puUTYyKCHMab HE ce
npuiara

Koncomumammonen | en 1

Kypc 2 6-Ta HHQY3Us HA [Ipennu3oH He ce JaBa Mo BpeMe Ha MPUII0KEHNE
(CYM/CYVE) pUTYKCHMaO0 Ha PUTYKCHMAaO.

Homaspxam kype | Hen 25 mo 28 ot

1 M1) KOHCOJNUAALMOHEH Kype | 3amouBa, KOraTo OposIT Ha KIETKUTE B

nepudepHara KpbB C€ € Bh3CTAHOBUII OT

koHcomuaanuoneH Kype 2 (CYVE) no ABH > 1,0

x 10°/1 u TpomGormTa > 100 x 10%/1

[Mopabppxaiy Kkype

Hen 28 ot moaabprxaii

2 (M2)

kype 1 (M1)
pUTYyKCHMab HE ce
npuiara

ABH = abcomroten 6poit HeyTpodmmn, COP = muknodochamun, BuHKpuCcTHH, npenan3on; COPDAM =
nukiohochaMu, BUHKPUCTHH, MPEIHU30JIOH, TOKCOPyOuInH, MetoTpekcaT; CYM = nurapabuH (apaiuTuH,
Ara-C), merotpexcat; CY VE = niurapabun (apammrtus, Ara-C), senosun (VP16)

Tadauua 2 Ilnan 3a eyeHue Ha neauaTpudny nauuentu ¢ HXJI: cbnbTeTBaIna
XHMHOTepanus ¢ puTykcumMad

Ilnan 3a Craguii Ha 0oJiecTTa HA NALUEHTA JonbjaHuTtenHa HH(pOpPMALUA OTHOCHO

JeyeHue NPHUJI0KEHUETO

I'pyna B Cranuii 111 ¢ Bucoko uuo Ha LDH (> | Ilpendasa, mociensana ot 4 kypca:
Nx?2), 2 naaykuoHHu Kypca (COPDAM) ¢
Cranuii IV orpunarenen 3a HHC HDMTX 3g/m? 1 2 KOHCOIMAAIUOHHH

kypca (CYM)
I'pyma C I'pyma C1: [pendasza, nocneasana ot 6 Kypca:

BAL IHHC otpuuarenna, Craauii IV u
BAL ITHC nonoxwutenna u LICT
OTpHUIIATETTHA

I'pyna C3:

2 napykuuoHHu Kypca (COPDAM) ¢
HDMTX 8g/m?, 2 KOHCOTMIAIMOHHN
kypca (CYVE) u 2 nogappxamm Kypca
M1 uM2)

BAL LCT nonoxurenna, Craguii [V
LICT monoxurenHa

[ocnemoBarenHUTE KypcoBe TpsiOBa J1a ce MpUiIaraT BeJHara cjell Bb3CTaHOBSIBAHE Ha KPhBHATA KApTHHA U
KOTaTO ChCTOSTHAETO Ha MAIMeHTAa ITO3BOJISBA, C M3KITFOUEHIE Ha IMOAIbPIKAIINTE KYPCOBE, KOUTO CE MpHyIaraT
Ha MHTEpBaJM OT 28 IHU

BAL = neBkemust Ha Burkitt (3pstma B-kirerpuna octpa neBkemust); LICT = nepedpocnunanna teanoct; [THC
= neHTpanHa HepBHa cucreMa; HDMTX = Bucoka no3a merorpekcar; LDH = nakrat nexunporenasa

I'panynomamo3sa c nonuaneuum (I'TIA) u muxpockoncxu noruaneuum (MIIA)

Bweeorcoane 6 pemucus

IIpenmoprunTennara qo3a Rixathon mpu Tepanmsi 3a BBEXAaHE B PEMUCHS Ha TICANATPUIHH MAIIMCHTH
¢ Texka aktuBHa ['TIA wim MITA e 375 mg/m? TenecHa OBBPXHOCT, IPUJIOKEHA KATO MHTPAaBEHO3HA
WH(Y3US BEIHBX CEAMUYHO B IPOABIDKEHUE HA 4 CEIMHUIIH.

be3onacHocTTa U ehukacHocTTa Ha Rixathon nmpu nequaTpuyHy MAMEHTH HA BB3PACT 2 JI0

nox 18 ronrHu He ca yCTaHOBEHU 32 APYTH MOKa3aHUsA OCBEH Texkka akTuBHa ['TIA mim MITA.
Rixathon He Tps0Ba Aa ce W3MOA3Ba NPH MEAUATPUYHH MALUEHTH O] 2-TOTUIIHA Bh3PACT C TEKKA
aktuBHa [ TIA mim MITA, Thii KaTo ChIIECTBYBa BEPOSITHOCT OT HEAOCTAThYEH HMYHEH OTTOBOP KbM
BAaKCHMHALIMHU CPELIy XapaKTEpHUTE 3a JIeTCKaTa Bb3pacT OOJIECTH, IPEIOTBPATUMH C BAKCHHU (HAIP.
MOpOWIIH, TAPOTHT, pyOeoa 1 MOJTMOMHUENHT) (BXK. ToUKa 5.1).



Cmapuecka 6v3pacm
He ce n3nckBa kopurnpase Ha 103aTa IIpH MAIIMEHTH Ha BB3PacT Ha U HAJ 65 TOOWHM.

Hauwn Ha npunoxeHue

Bcuuku noxazanus

Rixathon e npegradHaveH 3a HHTPABEHO3HO MpIokerHue. [IpurorBenmsT pa3TBop Ha Rixathon
TpsiOBa 1a ce mpuiara noj popmara Ha UHTpaBeHO3HA HH(Y3US TIpe3 OTAeTHa CHCTeMa 3a
WHTPaBEHO3HO BIMBaHe. Toll He TpsAOBa Ja ce mpuiiara KaTo HHTPABEHO3HA MHKEKITHSI WU 00JTyC.

[TanuenTute TpsOBa Aa ce MpocaeaAsBaT BHUMATEIHO 3a [10SBa Ha CHHIPOM Ha OCBOOOXKIaBaHE Ha
IUTOKUHH (BK. Touka 4.4). [Ipu nauueHTH, mpy KOUTO ce MOSBAT JaHHU 32 TEKKH PEaKLUH, 0COOCHO
TeXKa AUCITHEs, OpPOHXOCTa3bM WIH XUMOKCHUS, HH(Y3UsATa TPIOBa He3a0aBHO Jja ce MPEYCTaHOBH.
Crnen ToBa manmenTute ¢ HXJI TpsiOBa fa ce n3cnenBar 3a JaHHU 33 CHHIPOM Ha TyYMOPEH pa3mna,
BKITFOUUTEITHO ChC CHOTBETHH JTAOOPATOPHHU M3CIEABAHISI, KAKTO U 32 OenoapodeH nHuUITpar, ¢
pentrenorpadus Ha rpbAHus Koml. [Ipu Bcuuku manuenTH, nHQy3usaTa He TpsiOBa 1a ce Bh30OHOBsBA
JI0 TBJIHOTO OT3By4YaBaHE Ha BCHUKM CUMIITOMH U HOPMaJIM3UPaHEe Ha JJaOOPaTOPHUTE Pe3yATaTH U
peHTreHorpadckara Haxonka B Oenute nmpoboBe. EnBa ToraBa nH(y3usATa MOXKE a OBb/Ie TOJHOBEHA,
I'BPBOHAYATIHO ChC CKOPOCT HE TI0-BHCOKA OT ITOJIOBUHATA Ha MPEAXO0XkKAaIaTa. AKO CBHITUTE TEKKU
HCXKCJIaHU PEaKIIMU CC MOABAT 3a BTOPU BT, Tp516Ba BHHUMATCIIHO J1a C€ ITIOMHCIIU 3a IMPEKpaTsABaHC Ha
JICYCHUETO NPU BCEKH CIIydYail MOOTIEIHO.

JlexuTe MM yMEpEHO M3pa3eHU peakiiuu, cBbp3anu ¢ uHdpy3usara (IRR) (Touka 4.8), 00OMKHOBEHO ce
MPEOIONISBAT MPU HaMANIIBaHEe CKOpOCTTa Ha nHGYy3usTa. CKopocTTa Ha HHDY3HUITA MOXKE Ja Ce
YBEIUYH TIPU MOT0OpPEHUE HA CHMIITOMHUTE.

Hexo0ackuros aum@om npu vb3pacmuu, XpOHU4HA JUMOOUUMHA JIeKeMUS, DeeMAmMoOUdeH apmpun,
nemguzyc gyreapuc, cpanyiomamosa c noauanzuum (I'TIA) npu ev3pacmuu u neouampuytu
nayuenmuy U Mukpockoncku noauanzuum (MITA)

Ilvpsa ungysusa

[MpenopbunTenHaTa HadYaJIHa CKOpocT Ha HHPY3us € 50 mg Ha yac; ciea mbpBuTe 30 MUHYTH TS MOXKE
na Obae moBumanaHa ¢ mo 50 mg Ha yac Ha Bceku 30 MuHyTH, MakcuMaiHO 110 400 mg Ha yac.

Creosawu unghysuu

Crnenpamute n03u Ha Rixathon Morar ga 6baat BiuBanu ¢ HayaiaHa ckopocT 100 mg Ha yac u
yBenuuaBanu ¢ o 100 mg Ha yac npe3 uaTepBaiu oT 30 MuHyTH, MakcuMaiHo a0 400 mg Ha vac.

Hexooockunos numgpom — neduampuunu nayuenmu

ITvpsea undysus

[Ipenopbunrennata HavyanHa ckopocT Ha uHGy3us e 0,5 mg/kg/h (makcumanno 50 mg/h); T Mmoxe na
ce yBenm4ana ¢ 0,5 mg/kg/h npe3 30 MUHYTH, aKO HE Bh3HUKHE CBPBXUYBCTBUTEITHOCT WM PEAKIHH,
cBbp3anu ¢ uHpy3usaTa, 10 Makcumanao 400 mg/h.

HOCJZ@@GCIWM qu)wuu

IMocnensamure no3u Rixathon moxe na ce BmuBaT ¢ HadaiaHa ckopocT oT 1 mg/kg/h (MakcumaHo
50 mg/h); Tst Mmoxke na ce yBenmuasa ¢ 1 mg/kg/h npes 30 munyTH 10 makcumanso 400 mg/h.



Bwspacmuu nayuenmu — camo nexodxckunog aumgom (HXJI) u xpornuuna mumgoyumna reskemust
(XJTLD):

AKO NaIMEeHTUTE HE TOyYaT HeXeJlaHO ChOUTHE, CBhP3aHO C HH(Y3UATA, CTEICH 3 WU 4 TI0 BpeMe
Ha UK 1, pe3 MUKBI 2 MOXKe Aa ce mpuioxu 90-MuHyTHA HH(PY3HI C XUMHUOTEPAIIEBTUYCH PEXKUM,
CHABPIKAI TNIFOKOKOPTHKOUAM. 3a1mouBa ce che ckopocT 20% ot olrmiara 103a, IpuiIoKeHa mpe3
nbpBute 30 MuHyTH, 1 ocTaHanuTe 80% oT olmIara 103a, IPUIOKEHA Mpe3 clieapanuTe 60 MUHYTH.
Axo 90-muHyTHaTa HHOY3HSI Ma 100pa TOHOCHMOCT TIPe3 MUKBI 2, ChIaTa CKOPOCT MOJKE /1a Ce
M3II0JI3Ba TIPH IpHUJIaraHe Ha OCTaThKa OT PeKUMa Ha jiedueHne (Tipe3 MUKEI 6 Wi 8).

[Tpu manueHTH, KOUTO UMAT KIMHHYHO 3HAYMMO ChPACYHOCHI0BO 3a00IIBaHEe, BKIFOYUTEITHO
ApPUTMUU, WU CEPUO3HH PEAKIIMU, CBBP3aHU C MH(Y3UATA KbM MPESAUITHA OMOJIOTHYHA TePAITHs UK
KBbM pHUTyKCHUMa0, He TpsiOBa aa ce mpwiara mo-0sp3ara uHPY3HsL.

Peemamouden apmpum
AnTepHaTHBHA, TIOCTIEIBAIIa, MTO-0bp3a cxeMa Ha HH(Y3us

AKXO NaMeHTHTE He MOTyYaT CepHo3Ha PeaKiys, CBbp3aHa ¢ MH(y3usATa, IpH IbpBaTa WIn
cnenBammte HHY3un Ha mpo3a Rixathon 1 000 mg, mpuoXeHH MO cTaHAapTHATA cXeMa Ha HHDY3us,
3a BTOpaTa M CJIeBaIINTE HHPY3UH MOKE JIa Ce MPUIIOKHU M0-0bp3a HHPY3HsI, KaTO Ce M3I0JI3Ba
chIllaTa KOHLEHTpaNus, KakTo rnpu Apyrute nHpy3un (4 mg/ml B 250 ml obem). 3anousa ce cbe
ckopoct 250 mg Ha yac 3a mepBuTe 30 MuH u cieq ToBa 600 mg Ha yac 3a cieasamute 90 MuH. AKo
nmo-0bp3ara MHQPy3us ce ToHacs 100pe, Ta3u cxeMa Ha HH(Y3US MOXKE Jla Ce U3IO0JI3Ba MPH
MPUJIAraHEeTO Ha CJICABALIUTE HH(Y3UH.

[1py maryeHTH, KOUTO UMAT KITMHUYHO 3HAYMMO ChPJICYHOCHIOBO 3a00IIsIBaHE, BKIFOYHTEITHO
APUTMUH, UM CEPHO3HU PEaKIINK, CBbP3aHH C MH(Y3UITA KbM MPEIUITHA OMOIOTHYHA TEPANHS HITH
KbM PUTYKCHMa0, He TpsiOBa Jja ce mpuiiara no-obp3ata HHPy3usl.

4.3 IIpoTuBOMOKA3aAHUA

CBpPBXUYBCTBUTEIHOCT KbM aKTUBHOTO BEILIECTBO, MUILIN MPOTEUHU UJIU KBM HSIKOE OT ITOMOILHUTE
BelIecTBa, N30pOCHH B TOUKA 6.1.

AKTHBHH, TeKKH WHPEKITNH (BXK. TouKa 4.4).

[NarMeHTH B TEKKO UMYHOKOMIIPOMETUPAHO ChCTOSIHUE

Texka chpredna HeaoctarbuHOCT (Hroiiopkcka acoruanus 3a chpacunu 3abonsanus (New York
Heart Association), kiac [V) win TeXKO HEKOHTPOJIMPAHO ChPJICUHO 3a00JIIBaHEe caMo 3a yrnoTpeda
MIPH PEBMATOUICH apTPUT, TPaHyI0MaTo3a ¢ MOJMAHTHUT, MUKPOCKOIICKH TIOJIMAHTHHT U IIeM(uryc

ByJTapHc (BX. TOUKa 4.4 OTHOCHO APYTH CHPAECYHOCHAOBH 3200 ISIBAHNU).

4.4 Chnenuananu npeaynpesaeHus: U NpeAnasHyl MepKH NpU ynoTpeda

IIpocnenumoct
3a 1a ce moI00pH MPOCIEAUMOCTTA HA OUOJIOTMYHUTE JICKAPCTBEHU MPOJIYKTH, UMETO U TTAPTUIHUST

HOMEp Ha MPIJIOKEHUS MPOTYKT TPSOBA SCHO /1A CE 3arMCBaT.

IIporpecuBna myntudokaiHa seskoeHnedanomnarus (IIMJI)

Ha Bcuuku nanuenTy, nekyBanu ¢ Rixathon 3a pesmarouznen aptput, ['TIA, MITA wnu I1B, Tps6Ba na
ce JlaBa CUTHAJIHA KapTa 3a MalueHTa IpH Besaka HHQy3us. CurHaiHaTa KapTa 3a MalueHTa ChAbpiKa
BakHa MH(OpMAITKS 32 MAMEHTUTE OTHOCHO €BEHTYAIHO YBEIM4YeHHs pucKk oT uHpexun, [IMJL.

Wma cpoOmenus 3a MHOTO peaku ciydau Ha [IMJI ¢ etanen u3xo cien ynotpeda Ha pUTyKCHUMa0
MIpH JIeUeHUE Ha PEBMATOHJIEH apTPUT ¥ aBTOMMYHHH 3a00JIsIBAaHNA [ BKIIOYUTETHO CUCTEMEH JIyTTyC
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eputemartogiec (CJIE) u BackyuT] 1 110 BpeMe Ha IMMOCTMAPKETHHTOBAaTA YIIOTpeOa Ha pUTYKCHMAal TIpu
HXJI u XJUI (kb1eTO MOBEYETO MAIMEHTH Ca MOMyJaBaId PUTYKCUMaO B KOMOMHAITHUS C
XUMHUOTEPAIUS WM KaTO YacT OT TPAaHCIUIAHTAIMS Ha XeMaTOMOSTHYHH CTBOJIOBH KIIETKH).
[MaumenTute TpsiOBa peoBHO na ObAAT MPOCIEASBaHHU 32 HOBU MU BJIOLIABALIH CE HEBPOJIOTUYHU
CUMITOMH WM TIPU3HAIY, yKazBamy Hanmare Ha [IMJL. Ako crimectByBa nogo3penwue 3a [IMJL, mo-
HATATHITHOTO MPHUIIOKEHHE TPsiOBa fa ce mpeycTtanoBu qo n3kmouBane Ha [IMJI. Crenanuctst
TpsiOBa Jla HANPaBH OLICHKA Ha ChCTOSIHUETO Ha MALMEeHTa, 33 Ja MPELeHH, TaIi CHMITOMHTE IIOKa3BaT
HapyIIeHa HeBpoJOTHYHA (QYHKIINS, a TIPH TaKaBa — Jalld Te3W CHMIITTOMH yKa3BaT BEpOsTHA MPOsBa
Ha [IMJI. TpsbBa na ce 0OMHUCITN KOHCYNTAIUS C HEBPOJIOT CIIOpE]] KIIMHUYHHUTE TIOKA3aHHS.

AKO CBILIECTBYBA MMOI03PEHHE, TPSIOBA Aa ce OOMUCIH JOMBIHUTENHO U3CIIEBAHE, BKIIOUYUTEIHO
APEHO-MarHUTEH PE30HAHC, 3a IPEAIOYUTaHE C KOHTPACT, U3CielBaHe Ha IPbOHaYHO-MO3bYHATA
teqHocT 3a JC BupycHa JIHK 1 MHOTOKpaTHU HEBPOJIOTUYHU MIPETIIEIN.

JlexapsT Tps6Ba ma 0bIe U3KITIOYATETHO BHUMATEIICH 32 CUMITTOMH, npeanonaramu [IMJI, kouto
MAIMEeHTHT MOXKE U J1a He 3a0emnexu (Harp. KOTHUTUBHU, HEBPOJIOTUYHHU WII TICUXUYHU CHMITTOMH).
[NaruentuTe TpsOBa CHIO Ja ObJIAT MOCHBETBAHM JIa YBEIOMST MAPTHHOPA CH KJIU JIUIETO, KOSTO Ce
TPYKH 32 TSX, 32 JISYCHUETO UM, Thil KaTO T€ MOraT J1a 3a0eexaT CHMITTOMH, KOUTO MallHeHTHT HE €
3a0emns3an.

Axo narueHnTsT passue [IMJI, npuioskenueTo Ha Rixathon TpsiOBa OKOHUATEIIHO J1a CE€ MPEYCTAHOBH.

HabnronaBanu ca mocieaBaiio Bb3CTaHOBSIBAaHE HA UMyHHATa CUCTEMa MPH UMYHOKOMIIPOMETHPAHU
narnuentu ¢ [IMJI, crabunusupane wim nogo0psBaHe Ha pe3ysiTaTuTe. Bee ole He € M3BECTHO Jau
panHoTo oTKpuBaHe Ha [IMJI 1 mpekpaTsBaHe Ha JICUSHHETO C PUTYKCHMad MOKe /1a JOBEIE 110
mo100HO cTaOMITM3NpPaHe I TIOJ00psIBAaHE Ha PE3yNITaTHTE.

Cvpoeunu napyuienus

IIpu nanuenTy, JeKyBaHH ¢ pUTYKCUMaO, ca HaOJII0JaBaHu CTEHOKAPIUs, ChbPACYHN apUTMUH KaTo
NpEeACHPIHO MBXKJIEHE U TPEIITeHe, ChpJieuHa HeJ0CTaThYHOCT W/Uii uH(papKT Ha MUoKapa. [Topanu
TOBA MAIMEHTHTE C aHAMHE3A 33 ChPACYHO 3a00JIsIBaHE W/VITH KapAMOTOKCHYHA XUMHUOTEpaIHs TPsOBa
Jla ce MpocIesBaT BHUMAaTENHO (BX. ,,Peakiiuy, cBbp3aHy ¢ HHPY3HUATA* [10-A0IY).

Ungpexyuu

B®3 ocHOBa Ha MexaHU3Ma Ha JIeiicTBUE HAa pUTYKCUMAa0 U KaTo ce 3Hae, 4e B-KieTkuTe urpasrt BaxHa
POJIst B HOAABPKAHETO HA HOPMaJIeH UIMYyHEH OTIOBOD, HAIMEHTUTE MOJKE /1A ca U3JI0KEHH Ha
TIOBHUIIIEH PUCK OT HHPEKIHA ClIe]] IeueHne ¢ puTykcuMab (Bxk. Touka 5.1). [To Bpeme Ha jedeHue ¢
PUTYKCHMad MOKE Jia ce TOSBST CEPUO3HU MH(EKINH, BKIFOUUTEIHO C JIETaleH U3X0 (BXK.

touka 4.8). Rixathon He Tps0Ba a ce npuara Mpu MaMeHTy C aKTHUBHA, TeXKa WHGEKIUs (HaIIp.
TyOepKyJ103a, CENICUC U OTIOPTIOHUCTUYHN UH(EKIUH, BXK. TOUKa 4.3) UM IPH CUITHO
MMYHOKOMIIPOMETHPAaHU MaIeHTH (Harp. koraro HuBara Ha CD4 mnn CD8 ca MHOTO HUCKH).
JlexapuTe TpsiOBa BHUMATEIIHO Aa NpeLeHsaBaT ynorpedara Ha Rixathon npu nanueHTy ¢ aHaMHesa 3a
PEeUHAMBHUPALLIH WIH XPOHUYHU WHPEKIHUH, UK ChC ChIIBTCTBAILM ChCTOSHHSA, KOUTO MOXKE
JOITBITHUTEITHO J]a MIPEPasNoIokKaT MaMeHTUTE KbM Cepro3Ha HHQEKIIHs, HaTIp.
xunoramarinooynuHeMust (Bx. Touka 4.8). Ilpenoprusa ce Ja ce onpenenar HUBaTa Ha
MMYHOTJIOOYJIMHUTE MIpeH Aa ce 3arnouHe jJedenue ¢ Rixathon.

[TanuenTHTe, CHOOIIABAIIHN 3a TPU3HAIIM M CUMIITOMHU Ha nH(EKIUs cies iedeHue ¢ Rixathon,
TpsAOBa BeHAra Jia ce MPETJekaaT U a UM Ce Mpuiara noaxoasio gedenue. [Ipenu na ce
MIPUJIOKH TIOCHIeBAIl Kypce Ha JiedeHue ¢ Rixathon, maiueHTure TpsiOBa 1a Ce OICHSBAT TOBTOPHO
3a HaJIMYME Ha MOTEHIHAJICH PUCK OT HH(EKIINH.

3a nH(hopMaIus OTHOCHO MporpecuBHa MyiTudokatHa sesroennedaronatus ([IMJI) mons, BrkTe
tToukara 3a [IMJI no-rope.

CroOmmaBar ce ciiydan Ha CHTEPOBUPYCCH MEHUHTOCHIIC()ATUT, BKITFOYUTEITHO CMBPTHH CIy4au, CIIe]
ymoTrpeba Ha pUTYKCHUMao.
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Xenarut B nadeximun

CroOmaBar ce cllydau Ha peakTUBUpaHE Ha XernmaTtuT B npu manuenTy, nosyuyasamm Rixathon,
BKITFOUUTEITHO U C JieTalieH u3Xo/. [loBeUeTo OT Te3u MalueHTH ca OWITH MOJIOKEHH ChIIO U Ha
MUTOTOKCUYHA XUMHOTepamnus. OrpaHnveHaTa HHGpopMaIys OT eTHO MPOYYBaHe MPH NAIUEHTH C
pernuBupama/pedpakrepaa XJIJI mokaspa, 4e Je4eHHETO C pUTYKCHMAO MOKE J]a BIIOIIHN CHIIO
U3X0J1a OT IbPBUYHU XenaTuT B nHdekimy.

IIpu Bcruky manueHTy TpsAOBa J1a ce M3BBPINBA CKPUHUHT 32 BUpyca Ha xenatut B (HBV) mpexn
3anoyBaHe Ha jJeuyenue ¢ Rixathon. Karo muanmym ToBa TpsioBa na BkimtouBa HBsAg-cratyc u
HBcAb-cratyc. Te moraT ia ce IOMBJIHAT ¢ APYTH NOAXOISIIN MapKEPHU CIIOPE MECTHUTE YKa3aHHUsI.
[TarmenTrTe ¢ akTHBeH XemaTtuT B He TpsiOBa ga Obmat nekyBanu ¢ Rixathon. [lammmentute ¢
TIOJIOKUTEITHU CEPOJIOTUYHU u3cnenBanus 3a xenatut B (i HBsAg, unmu HBcAb) tpsoBa na ce
KOHCYJITUPAT ChC CHELMAIUCTH 10 YePHOIPOOHH 3a00MsIBaHHS PEAN 3alI0YBaHE HA JICUCHUETO U
TpsiOBa J]a ce POCIIesBaT 1 JIEKYBAaT, KaTO CE CTIa3BaT MECTHUTE MEIUIINHCKU CTaHIApTH 32
MPEIOTBpaTsBaHE HA PEAKTUBUPAHE HA XeNaTUT B.

@danmuBo OTPUIIATEITHH CEPOIOTHYHH TECTOBE 32 HHPEKINH

Ilopaau pucka OT QalmrBO OTPUIIATETHH CEPOJIOTHYHH TECTOBE 32 MHPEKIINHU TPsIOBa 1a c€ OOMUCIIST
AITCPHATUBHU JUATr'HOCTUYHU METOAU B cnyqaf/i Ha MAalUMCHTH CbC CUMIITOMHU, IIOKA3aTCIIHU 3a PAAKO
nH(EKI03HO 3a0014BaHe, HAIp. 3alaJHOHUICKA TPeCcKa U HEBPOOOpeIHo3a.

Koorcnu peaxyuu

Hma cho01eHns 3a TeKKH KOXKHU PeakIuy KaTo TOKCHYHA eNuIepMallHa HEKpPor3a (CHHAPOM Ha
Lyell) u curapom Ha Stevens-Johnson, HIKOW OT KOHTO ¢ JeTaleH u3xo (Bk. Touka 4.8). B cimyuait Ha
TaKoBa ChOUTHE, TIPH KOETO CE TT0I03UPa BPh3Ka ¢ pUTYKCUMAO, JICUEHHETO TPsIOBa OKOHYATEITHO J1a
Cce MPeyCTaHOBH.

HexopxkknHoB 1uMdOM 1 XpOHUYHA TUMOOIUTHA JIEBKEMUS

Peakyuu, cévpzanu c ungysuama

Jleuenneto ¢ Rixathon ce cBbp3Ba ¢ peakuuu, CBbp3aHu ¢ HHPY3HUATA, KOUTO MOXKE [1a Ca CBBP3aHHU C
0cBOOOKIaBaHe Ha IUTOKMHU W/WIM APYTH XUMUYHU MeauaTtopy. CHHIPOMBT Ha 0CBOOOK/1aBaHe Ha
UTOKMHU MOJKE /1a € KIMHUYHO HEePa3JINunUM OT OCTPUTE PEeaKlii Ha CBPbXUYBCTBUTEIHOCT.

Tas3u CHbBKYMHOCT OT PEaKkLUUH, KOSITO BKJIIOYBA CHHIPOM Ha OCBOOOXKIaBaHE HA LIUTOKWHH, CHHIPOM
Ha TyMOpEH pa3naj 1 aHa(QUIaAKTUYHN 1 PEaKIIMU Ha CBPBbXUyBCTBUTEIHOCT, € ONIMCaHA MO-70Iy.

Hma cpoO1IeH s 3a TeXKKH PEaKLnH, CBbP3aHH ¢ HHQY3HTA, C JICTAJICH U3XOJ 10 BpeMe Ha
IOCTMapKeTHHroBaTa ynorpeda Ha Rixathon nekapcTBeHa hopMa 3a HHTPaBEHO3HO MIPUIIOKEHUE, C
Hayaso, Bapupanio ot 30 MUHYTH JI0 2 Yaca cie]] 3all0YBaHe Ha ITbpBaTa HHTPaBEHO3HA HHY3Hs
Rixathon. Te ce xapakTepusupat ¢ 6e10ApoOHH CHOUTHS U B HAKOU CITydaH BKIIIOUBAT ObP3 TYMOpEH
pasnan v NpU3HALM Ha CHHIPOM Ha TYMOPEH pasnaj B IOMbJIHEHHE KbM (eOpUITUTET, BTpHUCAHE,
PUTOp, XUITOTOHUS, YPTUKAPHS, AaHTHOEIEM U IPYTH CUMIITOMH (BK. TOUKa 4.8).

TeXKUAT CHHAPOM Ha OCBOOOXKIaBaHE HA IIUTOKMHHU CE XapaKTePU3UPa C TEIKKA AUCITHES, YECTO
CBIIPOBOJICHA ¢ OPOHXOCTIA3bM U XUIIOKCHSI, B IOITBIHEHNE KbM (peOpHIINTET, BTPUCAHE, PUTOD,
YPTUKApPUA U aHTUOCIEM. To3u CUHAPOM MOXE Ja UMa BPpb3Ka C HAKOU OT MPU3HAIIUTE HA CHHApPOMa
Ha TYMOPEH pa3Maj KaTo XUIEePyPUKEMHS, XUIIEPKATUEMUS, XUTIOKAIIUeMHus, XxuriepdochaTemus,
octpa OBOpeUHa HeIOCTaThUHOCT, IIOBHIIABAHE Ha JIaKTaT aexuaporenasa (JIJIX) u moxe na Obae
aCOITUHPAH € OCTpa JUXaTeIHA HeIOCTaThYHOCT M JieTaneH u3xon. OcTpaTa AuxarenHa
HEJOCTAaThYHOCT MOXKE J]a ObJie CHIIPOBOACHA OT CHOUTHS KaTO OEN0IPOOCH HHTEPCTUIIHATICH
WHQWITPAT WK OTOK, BU3YAIIM3UPAIIU CE TP PEHTTEHOTpa)CKO M3CIICABAaHE HA TPHIHUS KOIII.
CUHIPOMBT YECTO C€ TIPOSBSIBA IO AVH WX JBa Yaca OT HAYaJI0TO HA ITbpBaTa HHQY3USI.
[Marmenture ¢ aHaMHe3a 3a 0e10poOHA HEIOCTATHYHOCT MM TE3H ¢ 0€I0p0o0eH TYMOpPEH
WHQUITPAT MOXKE J1a Ca U3JI0KECHU Ha MO-BHCOK PUCK 10 OTHOIICHHUE Ha HEOJIAaronMpHsaTHA IPOTHO3a U
TpsiOBa Ja ObAAT JIEKyBaHU OCOOECHO BHUMATEIHO.
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[Ipu nauyeHTHTE, KOUTO Pa3BUT TEKBK CUHAPOM Ha OCBOOOK/IaBaHE HAa IMTOKUHY, HH(Y3UsATa
TpsiOBa He3a0aBHO Ja ce MPEYCTaHOBH (BXK. Touka 4.2) U TpsIOBa Aa UM Ce MPHIIOKH arPECUBHO
CHUMIITOMaTHYHO JieueHue. Thi KaTo MbpBOHAYaITHOTO MOA00OPEHNE B KIMHUYHATA CHMITOMATHKA
MOJKe 1a ObJIe TTOCIeIBAHO OT BJIOIIaBaHe, Te3W MaleHTH TpsI0Ba na Ob1aT BHUMATEITHO
IpociensBaHt JOKaTO CUHAPOMBT HAa TYMOPEH pasnal u 0enoapo0eH HHOUATPAT 0T3BYYAT HIIH Ce
M3KII0YAT TUArHOCTHYHO OA00HU chCTOSTHUA. [[0-HATaTHIIHOTO JIeYeHNE Ha TTALIMEHTH, IPU KOUTO
MMa IIBJIHO OT3ByYaBaHE Ha MIPU3HAIM U CUMITOMH, PAIKO BOIH 10 TOBTOPHO Pa3BUTHE Ha TEXBK
CHHJIIPOM Ha OCBOOOXK/IaBaHE Ha LIUTOKUHHU.

[TanreHTH ¢ BUCOKA CTENEH HA TyMOPEH TOBAP WJIM C BUCOK Opoii (> 25 x 10%/1) impkynupanm
37I0KQ4eCTBEHH KJIETKH, KaTo nanuenTure ¢ XJIJI, mpu KouTo Moke Ja ©Ma I0-BUCOK PUCK OT
0c00€HO TEeIKKO MPOTHYAIL] CHHAPOM Ha 0CBOOOXAaBaHe HA IMTOKUHU, TPAOBA Ja ce JIEKyBaT
M3KIIIOUYMTETHO BHUMATETHO. Te3n manuenTy TpsiOBa 1a Ob1aT MHOTO BHUMATETHO POCTesIBaH IPU
nepBarta nHQy3us. TpsOBa fa ce mpeneHn TOKOJIKO MPH Te3H MAIUEeHTH € MOIXO/SII0 /1A ¢€ HaMaJH
CKOPOCTTA Ha BJIMBAHE TPH IIbpBaTa MH(Y3HS WIH Ja CE pa3ieNy 103aTa B 1Ba THU TPe3 MIbPBUS
LMKEJI M TIPU CIIeBAIUTE LUKIM, aKO OpOAT Ha TUMQpOLUTHUTE € Bee omie > 25 % 10%/1.

Cebp3anute ¢ MHQY3UATA pa3IMYHA BUIOBE HEXXEIAHU peakluH, ce HaOmoaasar npu 77% ot
MAIMeHTHUTE, JIeKyBaHu ¢ Rixathon (BKJIFOYUTETHO CHHIPOM Ha OCBOOOX1aBaHE Ha IIMTOKUHH
CBIIPOBOJICH C XUTIOTOHUS U OponxocnazsM npu 10% oT nanuenture), Buxre Touka 4.8. Tesn
CUMITOMH OOMKHOBEHO ca 00paThMu IIpu IpeKbcBaHe Ha nH(y3usaTa ¢ Rixathon n npunarane Ha
AHTUITUPETHYHH U aHTUXUCTAMHHOBH JICKAPCTBA, TIOHAKOTa KUCIOPOl, HHTPAaBEHO3HO (PU3UOIOTHICH
pa3TBOp WM OPOHXOIMIIATATOPH, a TIPH HY>KAa - TIIOKOKOPTHKOUIU. 32 TEKKUTE PEaKIUU, MOJIS,
HaIpaBeTe CIpaBKa II0-rope OTHOCHO CHHIPOM Ha OCBOOOJK/IaBaHE HA INTOKUHU.

Nma cpobienns 3a aHadUIaKTHYHH U APYTH PEaKIUH Ha CBPBXUYBCTBUTEIHOCT CJIC] HHTPABEHO3HO
NPUIOKEHUE Ha IPOTSHHU MPH MAIMEHTHTE. 3a pa3iiuKa OT CHHAPOMAa Ha OCBOOOXKJaBaHE Ha
LUTOKMHH, HICTUHCKHUTE PEaKMK Ha CBPBXUYBCTBUTEIHOCT OOMKHOBEHO CE Pa3BUBAT MUHYTH CJE]
3anoyBane Ha nHQy3wusTa. [Ipu npunoxxenne Ha Rixathon TpsOBa 1a nMa Ha pa3noIoKeHUe
JIEKapCTBEHU MPOYKTH 32 JICUSHNE Ha PEaKI[UH Ha CBPBXUYBCTBUTEIHOCT 32 He3a0aBHa yrnoTpeda B
Cilydail Ha ajleprudyHa peakuus, Harp. enuHeprH (aAPSHaNNH), aHTUXUCTAMUHH U
TIIIOKOKOPTHKOUAX. KimmanyauTe nposiBu Ha aHadUIakcusaTa MOXe Jja Harog00aBaT KIMHUYHUTE
MIPOSIBM Ha CHHIpPOMa Ha 0CBOOOK/1aBaHe Ha IMTOKWHMU (OIucaH no-rope). Peakuuute, CBbp3aHH ChC
CBPBXUYBCTBUTEIHOCT, CE€ ChOOIIIaBAT MO-PSIIKO OT TE3H, CBBP3aHU C OCBOOOX/IaBaHE HA IUTOKUHHU.

Hpyru peakiiyu, CbOOIIEHH B HAKOU CIIydau, ca MUOKapACH HH(PAPKT, MPEACHPIAHO MBKICHE,
6eopoOeH OTOK U ocTpa oOpaTruMa TPOMOOITUTOTICHHUS.

Toii kaTo MpH MpUiIoKeHUe Ha Rixathon Moxke 1a ce pa3Bue XUIIOTOHUS, TPAOBA J]a c€ MMa TPEIBUT
12 yaca npeau nady3usara Ha Rixathon fga ce cripe npuiiaraHeTo Ha aHTUXHUIIEPTEH3UBHU JICKAPCTBA.

Xemamono2uyna moKcuyHoOCm

HesaBucumo ue Rixathon npu MoHOTepanust HiMa MHEIOCYIIPECHBEH ePEKT, € HEOOXOAUMO
MOBUIIIEHO BHUMAaHHUE, KOTaTo ce 0OMUCIIS JIeueHHE TpH MAHEeHTH ¢ Opoii Ha HeyTpo(UITHUTE
rpanysonuti < 1,5 x 10%/1 u/unu 6poit Ha pomGouutute < 75 X 10%/1, Thii KATO KIMHUYHUAT OTUT
NpY Ta3W NomnyJanus e orpanudeH. Rixathon e npwiiaran npu 21 nanueHTH, Ha KOUTO € HApaBeHa
aBTOJIO)KHA KOCTHO-MO3bYHA TPAHCIUIAHTAIWS, ¥ [IPH JAPYTH PUCKOBH I'PYIH C BEPOSITHOCT OT
MOTUCHATa KOCTHO-MO3bYHA (GYHKLUS, 0€3 Ja HHAYMPAa MUETOTOKCUYHOCT.

ITo Bpeme Ha neuenueto ¢ Rixathon e HeoOXoaMMO PeIOBHO /1a ce U3cieABa MbJIHA KPbBHA KapTHHA,
BKJIIOUMTENTHO Opoii Ha HEYTPOOUIHN U TPOMOOLIUTH.

Hmynuzayuu

besomacHocTTa Ha UMYHHM3aIMATA C KUBU BUPYCHH BaKCHHU ciief] tedenune ¢ Rixathon He e
n3cnensana npu nanventy ¢ HXJI n XJIJI u BakcuHHpaHETO ¢ )KUBH BUPYCHU BaKCHHH HE CE
npenopbuBa. [lanuenrure, nekyBanu ¢ Rixathon, Mmosxe 1a nosryuaBat yOUTH BaKCHHHU, HO CTEIIEHTa
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Ha MMOBIIUSIBAHE KbM YOUTHTE BAKCHHU MOXKeE J1a ObJie HaMasieHa. B eHo HepaHIOMU3UpaHo
MpOyYBaHE Bb3PACTHUTE MAIMEHTHU C peluauBHUpai HuckocreneneH HXJI, momyyaBanu MOHOTepanus
¢ Rixathon, ca umanu no-Hucka cTeneH Ha MOBJIUSABAaHEe KbM BaKCHHAILIWS C TETAHYC aHTUTEH B
CpaBHEHHE ChC 3ApaBH HelleKyBaHU KOHTpoiH (16% crpamo 81%) u Keyhole Limpet Haemocyanin
(KLH) neoanTuren (4% crpsimo 76%, KoraTo ca OleHsBaHM 3a > 2-KpaTHO YBEIWYEHHE HA TUThpa Ha
anTuTenara). Karo ce mma npeasu mogqo0ueTo Ha IBeTe 3a00IIBaHUs, MOXKE Ja ce TIpHEeMe, Ue TIPH
nauuenTn ¢ XJUJI pezynrarure ma 6baaT mogo0HN, HO TOBA HE € U3CJIEBAHO B KIIMHUYHU
W3MUTBaHUSL.

CpeaHuTe TUTPU Ha aHTUTENATa IPEU JICUCHUETO Cpelly Habop OT aHTUreHH (Streptococcus
pneumoniae, TpUIl A, 3aylika, pyOeosa, BapHlieia) ca OumIu NoJabp KkaHy IOHe 6 Mecela e[
JIEYEHUETO C PUTYKCUMAaO0.

IleanaTpuyHa HOMyJIaIus
Hanmaam ca camo orpaHudeHy JaHHH 3a TMAITUEHTH 101 3-TOIUIITHA Bh3pacT. Brmkre Touka 5.1 3a
moBeue MHPOPMAIIHSL.

Pesmaronzen aprpur, rpanyiaomarosa ¢ nonuauruntT (I'TIA), Mukpockoricku nmoauauruut (MITA) u
neMmburyc syiarapuc (I1B)

Tonynayuu c pesmamouden apmpum, Koumo He ca aekysanu ¢ memompexcam (MTX)
Ymorpebara Ha pUTYyKcHMab He ce MpernopbhyBa MPH MAUEHTH, KOUTO He ca JiekyBaHu ¢ MTX, Tbii
KaTo HE € YCTAHOBEHO OJIATONPHUATHO CHOTHOIICHHUE MOJ3a/PUCK.

Peaxyuu, cevpzanu ¢ ungysuama (IRR)
[TpunoxxenueTo Ha puTykcumab ce acormupa ¢ IRR, konto Moske ia ce mbmKkaT Ha 0CBOOOXK/IaBaHE Ha
IUTOKUHH W/WITU IPYTH XUMHYHHA METUATOPH.

IIpu manueHTy ¢ peBMaTOUAEH apTPUT IIPY HOCTMAPKETUHIOBOTO IPHIIOKEHHE Ca ChOOIIEHU TEXKH
IRR c neranen u3xon. [Ipu peBMaTonIeH apTpyT, MOBEUETO CHOUTHSI, CBBP3aHH C HHDY3HSITA,
ChOOIIaBaHU 110 BpeMe Ha KIIMHUYHUTE U3ITUTBAHUS, Ca JIEKH JI0 YMEPEHH 1o TexecT. Haii-uecture
CHUMIITOMH Ca QJIEPTHYHH PEAaKLUH, HAaIp. [J1IaBo0OJHe, ChpOesK, Ipa3HEeHe Ha I'bPIIOTO, 3a4epBsIBaHE Ha
KO)KaTa, OOpUB, YPTUKapUsl, XMIIEPTOHUS U UpeKcHusi. OOMKHOBEHO, IPOLEHTHT NALEHTH, Oy I
peakius KbM HHQY3HUATA, € TO-BUCOK CJIe]] TbpBaTa WH(Y3HUs OTKOJIKOTO Clie]] BTopaTa WH(Y3Us BbB
BCEKH Kypc Ha jeueHne. Yectorara Ha IRR HamansBa npu nocnenBamute Kypcose (BxK. Touka 4.8).
Cro01eHnTe peakuu 0OMKHOBEHO ca 00paTHUMHU IPH HaMaJlsiBaHE Ha CKOPOCTTa WM IPU IPEKbCBaHE
Ha nHQY3HATa Ha pUTYKCUMaO U Ciie]] MpujiaraHe Ha aHTUITUPETHIIN, aHTUXUCTAMUHHN M TTOHSKOTa
KHCJIOPO/Jl, HHTpaBeHO3HO HaTpueB xiopua 9 mg/ml (0,9%) MHKEKIIMOHEH pa3TBOP HITH
OpOHXOAMIATATOPH U INIFOKOKOPTUKOUIU NPH HeoOxonumocT. Ilannenture ¢ npenmecTBamu
CBHPJCYHU ChCTOSIHUS U T€3H, KOUTO MIPEIN ca UMaJIi KapInO-ITyJIMOHAIHU HEeXeJlaH! peaKIny,
TpsiOBa Ja ce mpocnesBaT BHUMaTeNNHO. B 3aBucumoct ot texectra Ha IRR 1 Heo6xonanmuTe
MHTEpBEHLUH, priIokeHreTo Ha Rixathon TpsiOBa a ce mpeycTaHOBH BpeMEHHO MJIH MTOCTOSHHO. B
MIOBEYETO CITydau HH(Y3HUATa MOXKE J1a ce Bb30OHOBH IIpHU HaMajieHue Ha ckopoctTa ¢ 50 % (Hamp. ot
100 mg Ha gac 1o 50 mg Ha yac), KOraTo CHMITOMHUTE Ca OT3BYYaJId HAITBIIHO.

[To Bpeme Ha mpunoxxenue Ha Rixathon TpsOBa na ce pasmnonara ¢ JeKapcTBEHU MPOAYKTH 3a JICUCHUE
Ha pPeakIMuTe Ha CBPbXUYBCTBUTEIHOCT 3a He3a0aBHA ynoTpeda B cydail Ha alepruyHa peaKius
Hanp. enuHEeDPpUH (aApEeHATNH), AaHTUXUCTAMHUHHU U TITFOKOKOPTHKOHTH.

Hsma nannu 3a 0€30MacHOCTTa Ha PUTYKCMMAO0 IPH MAIMEHTH ¢ YMEPEHO TeXKKa ChpIeUHa
HepocTaTbyHOCT (Kiac [ mo NYHA) unu Texko, HEKOHTPOJIUPAHO ChPACUYHOCHI0BO 3a00IsIBaHE.
[Ipu manmenTH, TIEKyBaHU C pUTYKCHMa0, ¢ HaOJrogaBaHa mposiBa Ha MPeIIeCTBAIN HCXEMHUYHI
CBHPJICYHU ChCTOSIHHSA, CTAHATN CUMIITOMAaTUYHU, KaTO CTCHOKAPIUs, KAKTO U MPEACHPIHO TPENTCHE U
MbxaeHe. [Topaau ToBa, pH NAIMEHTH C aHAMHE3a 3a ChPACYHO 3a00/IsIBaHE U TE3U, KOUTO MPEIU ca
MMaJId KapauOo-ITyJIMOHAJIHU HEXKEJIaH! peakiuu, npeau jieueHue ¢ Rixathon, Tps6Ba na ce nperienu
PHUCKBT OT CHPACYHOCHIOBH YCIOKHEHUS, TBIDKAIIY CE HA PeaKIus KbM UH(PY3HSTa, KaTO
MAIUCHTUTE CE MPOCIICAABAT BHUMATEIHO 110 BpEME Ha MPUIIOKEeHHUETO. Thil KaTo 1o BpeMe Ha
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UH(Y3HUS C PUTYKCHMA0 MOXe Jla Bh3HUKHE XUITOTOHHS, TPSOBa Jia ce MMa MPEeIBH/] CIIMpaHe Ha
aHTUXUTIEPTEH3NBHOTO Jiedenne 12 vaca npean nHapys3usaTa ¢ Rixathon.

IRR mipu marmentu ¢ I'TIA, MITA u I1B ca B chOTBETCTBHE C TE€3H, HAOIIOJABaHH TTPH MAITUCHTH C
pEeBMATOUICH apTPUT B KIMHUYHUTE U3IMUTBAHUS M B TIOCTMAPKETHHTOBaTa ynorpeda (BxK. Touka 4.8).

Kvcna neymponenus

Bpost Ha HEYTpOdMIHTE B KPBBTA TPSOBA J1a CE M3MEpBa MPEeAr BCEKH Kypc Ha JieueHne ¢ Rixathon u
PeoBHO 110 6 Mecela ciell MPEeKbCBaHe Ha JICYEHUETO U MPH MOsSIBa Ha MPHU3HAIM WM CHMIITOMH Ha
uH}eknus (BXK. Touka 4.8).

HUmynuzayus
Jlexapure TpsOBa 1a ce OCBEIOMSBAT 3a BAKCUHAIIMOHHHS CTAaTyC Ha MallUeHTa, a Ha TIAI[UCHTUTE

TpsiOBa, aKO € Bb3MOXKHO, J1a ObJaT PUIOKEHH BCUYKHA UMYHH3AIIUH B CHOTBETCTBHE ChC
ChBPEMCHHUTE YKa3aHUs 32 UMYHU3UpaHe NMPeIH 3amouBane Ha nedeHue ¢ Rixathon. Bakcunanuure
TpsOBa a ObJAT 3aBbPIICHH HAH-MaJIKO 4 CEIMUIY MPEaU IbPBOTO NpuiIokeHue Ha Rixathon.

be3omacHocTTa Ha IMYHHU3aLUATA C )KUBU BUPYCHHU BAaKCHHH CJIE/ JICUEHHE C PUTYKCHMa0 He €
u3cnenBana. [lopaau ToBa, BAKCHHHPAHETO C )KUBH BUPYCHH BAaKCHHH HE CE MPENopbyBa 10 Bpeme Ha
tepanus ¢ Rixathon win gokaro nepudepuute B-xietkn ca HamaieHu.

[MaumenTure, nekyBanu ¢ Rixathon, Mmoxke ia momydaBaT yOUTH BaKCHHH, HO CTEIICHTA HA TIOBJIUSBAHE
KbM Y6I/ITI/ITC BAaKCHUHHU MOXKE a 6’]:.[16 HamajieHa. B €AHO paHAOMU3UPAHO U3MUTBAHC MMAIIUCHTH C
PEBMaTOHJICH aPTPHUT, JIEKyBaHH C PUTYKCUMA0 W METOTPEKCaT, Ca MMaJId CpaBHUMa CTETIeH Ha
MOBJHSIBaHE KbM TeTaHyc aHTHreH (39 % copsimo 42 %), NOHWKEH OTTOBOP KbM ITHEBMOKOKOBA
nosnmn3axapuaHa Bakcuna (43 % crpsmo 82 % KbM Hal-Mallko 2 cepoTHUIa THEBMOKOKOBU aHTHUTENA) U
kbM KLH nHeoanturen (47 % cupsimo 93 %), koraTo ca npuiiaranu 6 Mecena ciiei puTykcumad B
CpaBHEHHE C MAIMEHTH, TTOJy4aBallld caMO METOTpeKcaT. AKO ce Hajlara BAKCHHUpaHe ¢ youra
BaKCHHA M0 BpeMe Ha JIeUeHHE C pUTYKCUMA0, TO TpsIOBa Ja 3aBbPIIH Hai-MalKo 4 CeIMUIH MTPEH
HAYaJI0TO Ha HOBUS KypC C PUTYKCHMAa0.

LlenusT OMUT ¢ MHOTOKPATHO JIEYEHUE C PUTYKCUMAO0 MPH PEBMAaTOUICH apTPUT B IPOIBbIDKEHUE Ha
€/IHa TOJIMHA [T0Ka3Ba, Y€ MPOIEHTHT MALUEHTH C TIOJIOXKUTETHN TUTPU HA AaHTUTENA CPEILY

S. pneumoniae, rpun, 3ayiika, pyoeosna, Bapulesia 1 TETaHyCOB TOKCUKOHMI OOMKHOBEHO € OMJI
1noJ00eH Ha W3XOAHUS IPOLEHT.

Eonospemenna/nociedosamenna ynompeba na opyau 6orecm-mwoouduyupawi anmupeemamuyny
aekapcmea (BMAPJI) npu pesmamouden apmpum

EnnoBpemennara ymorpeba Ha Rixathon u aHTHpeBMaTHUYHY JIEUCHHUS, OCBEH NIPEABUICHUTE B
MOKAa3aHUETO M JO3UPOBKATA 32 PEBMATOM/ICH apTPHT, HE CE TIPETIOPHUBA.

WMa orpaHnyeH” JaHHU OT KIMHUYHUTE U3MATBAHUS 32 ITbJIHA OIICHKA Ha 0€30MaCHOCTTa OT
nociieaBaiia yrnorpeda Ha apyru BMAPJI (Bxitountenno naxubutopu Ha TNF u apyru Onosoruytu
CpEeJICTBA) CIIe] JICYCHHE C pUTYKCHMa0 (BXK. Touka 4.5). HanuuHuTe qaHHM MOKa3BaT, ye YecToTaTa Ha
KIIMHUYHO 3HAYUMH HH(EKIINY € HeTIPOMEHEHa, KOraTo ce NMpUJIaraT TaKuBa BHJIOBE JICUCHUE MTPU
MAIeHTH, JICKYBaHH MPEN TOBA C PUTYKCHUMA0, HO MAIIMEHTHUTE TPSOBAa BHUMATEHO Aa ObaaT
HaOJII0JaBaHy 3a MMPU3HAIM HAa HHPEKIKs, ako OnoJIornyHu cpeactsa u/mid BMAPJI ce usnonssar
CJIe] Tepamus ¢ PUTYKCUMao.

3noxauecmeenu 3a00156aHUs

HNmMyHOMOIyIHpaIuTe JeKapcTBa MOXKE JIa yBEIIMYAT PUCKA OT 3JI0KAa4eCTBEHO 3a0oisBaHe. Boipeku
TOBa HAJIMYHUTE JIAHHU HE TIOKA3BaT IMMOBUIIICH PHUCK OT 3JI0KAY€CTBEHO 3a00IIsIBaHe 3a PUTYKCUMa0,
M3II0JI3BAH ITPY aBTOMMYHHH ITOKa3aHUsI, OTBB PUCKa OT 3JI0KaYeCTBEHO 3a00JIIBaHe, CBBP3aH C
MOIJICIKAIIIOTO aBTOMMYHHO ChCTOSIHHE.
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ITomonTHM BemecTBa

To3su nekapcTBeH MPOAYKT Chabpxka 2,3 mmol (1 52,6 mg) Hatpuii B equs (iaakod oT 10 ml u

11,5 mmol (unm 263,2 mg) natpuii Ha ¢rakoH ot 50 ml, KOUTO ca eKBUBaJIeHTHH Ha 2,6% (3a (iakoH
ot 10 ml) u 13,2% (3a ¢gmakon ot 50 ml) oT mpenopbUNTETHIS MaKCHMaJIeH THEBEH MPUEM OT 2 g
HaTpUi 3a Bb3PACTEH.

Tosa nexapctBo cpabpka 7,0 mg momucopoar 80 (E 433) va 10 ml dumakon u 35,0 mg
nonucop6ar 80 (E 433) ma 50 ml ¢pmakon, kouto ca ekpuBanenTan Ha 0,7 mg/ml. [Tonncopbarute
MOTAaT J1a IPUIUHST AJICPTUIHH PEAKITUH.

4.5 B3aumoaeiicTBHE ¢ IPYTd JeKapCTBEHH MPOAYKTH M APYrH (popMH HA B3auMo/eiicTBHE
Jlocera nMa OrpaHWYCHHU JaHHU 3a BEPOSTHHUTE JICKAPCTBCHH B3aMMOCHCTBUS HA PUTYKCHMAO0.

[Tpu marmentn ¢ XJIJI eTHOBpEeMEHHOTO NPUJIOKEHHIE HA PUTYKCHMA0 M3TIeKa HIMa e(DeKT BbPXY
(hapmakokuHeTHKAaTa Ha (iyaapadbuH win ukiaodochamun. OCBeH TOBa, HAMA BUAUM eEKT Ha
¢bynapabun u nukiopochamMu BEpXy papMakOKMHETHKATA HA PUTYKCUMAO0.

EnHOBpeMEHHOTO MPUIIOKEHHE C METOTpEKcaT HsMa e(eKT BbpXY (hapMaKOKHHETHKATa Ha
PUTYKCHMAa0 MpH NalMeHTH C PEBMaTOUACH apTpUT.

ITarmenTy ¢ TUTHP Ha YOBEIIKHU aHTU-MuUIK aHTUTena (HAMA) niu anTuTena cpemty JeKapcTBOTO
(ADA) Moxe J1a pa3BUST aIepPrUYHU PEaKIMU WIIH PEaKlUU Ha CBPbXIYyBCTBUTEIHOCT MPH MpUIIaraHe
Ha IpyTryd MOHOKJIOHAJIHH aHTHUTENA C AMarHOCTUYHA WM TePaleBTUYHA 1Ie.

IIpu manueHTH ¢ peBMaTOUIEH apTpuUT, 283 MalyeHTH ca NOJTYYHIN TOCIeIBallla TEPaIus C
ouonornuno BMAPJI cnen purykcuma6. [Ipu Te3u nanueHTH, 4ecToTara Ha KIMHUYHO 3HaYMMa
nH(EKIYS 110 BpeMe Ha JiedeHne ¢ puTykcumad e 6una 6,01 Ha 100 manueHTo-roguHN B CpaBHEHUE C
4,97 na 100 narmeHTo-rOANHA ciie] dedeHue ¢ ouomornano BMAPIJIL.

4.6 @eprTuanrTeT, )peMEHHOCT U KbpMeHe

KonTpanenius npu Mbxke 1 KeHH

ITopanu NpoABIKUTETHOTO BpEMe Ha 3aIbp)KaHe Ha PUTYKCUMAa0 MpH NalMeHTH ¢ HamalleH 0poit B-
KJIETKH KEHUTE C JIETEPOAEH MOTeHIMA TPsiOBa 1a U3M0JI3BaT €PEeKTUBHU METOM 32 KOHTPALICIIIIHS
M0 BpeMe Ha JICYEHUETO U B MPOJIbKeHre Ha 12 mecena cies nedeHuneTo ¢ Rixathon.

BpemenHoct

W3BecTHO e, ue IgG umMyHOrnoOy IMHUTE MPEMUHABAT IJIalleHTapHaTa Oapuepa.

HuBara Ha B-kiieTkuTe npu HOBOPOJICHH, CIIe/l SKCIO3UIIHS Ha pUTyKCUMal Iipu MaiikaTa, He ca
W3CJIeIBaHY B KJIMHMYHHU M3NHUTBaHuA. HsimMa noctaThuHo U 100pe KOHTPOJIMPAHH JTaHHHU OT
MPOy4YBaHUs MpU OPEMEHHHU KESHH, UMa ChOOIICHUs 00ave 3a MPEeXO0/[HO n3uepIiBaHe Ha B-kieTkure u
JTUMQOIUTOIICHUS IPU HIKOW KbpMadeTa, POJICHN OT MalKH C €KCIIO3UIINS HA PUTYKCHMAa0 10 Bpeme
Ha OpemenHocTTa. [logo0HU edekTr ca HAONIOJaBaHU B MPOYYBAHUSTA MIPH KHBOTHHU (BXK. TOUKa 5.3).
ITopanu Te3u nmpuuunu Rixathon He TpssOBa aa ce mpuiiara nNpu OPEeMEHHH JKEHU, OCBEH aKo
BB3MO)KHATA T10J132 HE HA/IBUIIABA TIOTCHIIMATHHS PHUCK.

Kwpmene

OrpaHn4eHu JaHHM 32 €KCKpELMATa Ha PUTYKCMMa0 B KbpMaTa IOKa3BaT HUCKH KOHIIEHTPALH Ha
pUTYKCHMad B MaWIHMHOTO MIIAKO (TIpUOTM3NTENHA 1032 33 KbpMadeTarta no-Manko ot 0,4%).
Hsikonko ciydas Ha mpoclie/isiBaHe Ha KbpMadeTaTa OIMCBAT HOPMAJICH PAacTeX U Pa3BUTHE JIO 2-
TOJMIIHA BB3PacT. Bhpeku ToBa, Th KaTo TE3W JaHHU Ca OTPaHUYEHH U IBJITOCPOYHHTE eheKTH 3a

16



KbpMaveTara ca HEM3BECTHH, KbpPMEHE He Ce MPernophuBa 10 BpeMe Ha JICUCHHE C PUTYKCHMAal U B
MPOABIDKEHNE Ha 6 Mecelia ciiej1 JJedeHue ¢ puTyKcumao.

depTunurer

[TpoyuBaHusiTa IpY )KUBOTHHU HE TMOKA3BaT BpeIHU e(DEeKTH HA pUTYKCUMAO BEPXY PENPOAYKTHBHUTE
OpraHy.

4.7 EdexTn BbpXy criocod0HOCTTA 32 oupaHe U padoTa ¢ MAIINHA

He ca mpoBexxganu mpoydBaHus 32 €EeKTHTE HA pUTYKCHUMa0 BbPXY CIIOCOOHOCTTA 32 modupaHe u
paboTa c MalIMHK, HE3aBUCUMO Y€ TaHHHUTE 3a (JapMaKOJIOTHYHATA aKTHBHOCT U HEXKETaHUTE
peaknuu, ChOOIEHH 10 MOMEHTa MPEIoiarat, 4e pUTyKCUMal He MOBIUSBA WK TIOBIHsBA
peHeOpeXKUMO CITOCOOHOCTTA 3a modupaHe U padoTa ¢ MaIIHHH.

4.8 Hexenanu JeKapcTBeHH peakuuu

OmHUT ¢ HEXOHKKUHOB JIUMGOM U XpoHUYHA JuMdormTHA geBkeMus (XJIJI) npu Bb3pacTHU

Obobwenue na npoduna na bezonacHocm

OO0muAT mpod 1 Ha 6€30IaCHOCT Ha pUTYKCUMAa0 nipu HeXoKKUHOB umpom u XJIJI ce ocHOBaBa Ha
JIAHHU OT MAIUCHTU OT KIMHUYHU M3MUTBAHMS U OT MOCTMApKETUHIOBOTO Ha0moaeHue. Te3u
MAIMEHTH ca JICKYBaHH MJIM C MOHOTEPAIHs ¢ PUTYKcuMa0 (KaTo BhBEKIAINO JICUYCHUE HITH KATO
MOITBPIKAII0 JICUCHUE CJIe]T BhBEXKIAIIO JICUCHHUE) MITH B KOMOWHAIIHMS ¢ XMMHOTEPAIIHsL.

Haii-gecto Habmo1aBaHNTE HEXKEITAHH PEAKIINH TTPH MAIIMEHTH, ITOTyYaBaly puTykcumao, ca IRR,
KOUTO Bh3HUKBAT IIPH MTOBEUYETO MAIMEHTH 110 BpeMe Ha mbpBara nHdy3us. Yecrorata Ha
CUMITOMUTE, CBbP3aHH ¢ UH(PY3HATA, HAMAJISIBA 3HAYUTEIIHO MPH MOCIICABAIINTE HHY3UHU U € 10T
1 % cnen oceM 103U pUTyKCUMa0.

WNudexnmno3nn coOuTHs (MPeIUMHO OaKTepHaTHH U BUPYCHH) BB3HUKBAT MPH MPUOTUIUTEITHO
30-55 % oT manmeHTHTE IO BpeMe Ha KIIMHUYHKUTE n3nuTBanus npu nanueHTd ¢ HXJI u mpu 30-50 %

OT IMAUCHTUTE 1O BPEMC HAa KIIMHUYHUTC U3NIUTBAHUS IPU MMALNUCHTH C XJIJLL

Haii-uecto cho0IaBaHuTe WM HAOIIOIAaBAHN CEPUO3HH HE)KEIIAaHN PEaKIIUH Ca:

. IRR (BKITIOUMTETHO CHHIIPOM Ha OCBOOOKJaBaHE Ha IIMTOKWHU, CHHIPOM Ha TYMOPEH pasrman),
BIKTE TOuka 4.4.

. Wndexnmu, BrxTe ToUKa 4.4.

o ChbpeyHOCHI0BY CHOUTHS, BUKTE TOuKa 4.4.

Hpyrure cbo011eHN CEPHO3HN HEKETaH!W PEAaKINK BKIIIOYBAT peakTUBUpaHe Ha xematuT B u [IMJI
(Bx. Touka 4.4.)

Tabnuuen cnucvk Ha Hedceranume peakyuu

YecroTHTe Ha HEeXEIIAHU PEAKIUH, ChOOIICHN IPU IPUIOKEHHE HA PUTYKCHMA0 CAaMOCTOSTEITHO HITH
B KOMOMHAIIMA C XUMHOTEpaIus, ca 0000menu B Tabuia 3. Criopen yecToTata ce OnpeaessT KaTo
MHoro yectu (> 1/10), yectu (> 1/100 no < 1/10), Heuectu (> 1/1 000 mo < 1/100), peaxu (= 1/10 000
1o < 1/1 000) u muoro peaxu (< 1/10 000), 1 ¢ Hen3BecTHA YecTOTa (OT HATUYHUTE TAHHU HE MOXKE J1a
ObJie HampaBeHa o1leHKa). [Ipu BCsAKo TpynupaHe B 3aBUCUMOCT OT Y€CTOTATa, HEXKEIIAHUTE
JICKAPCTBEHHU PEaKIIMU Ce U30POsSBaT B HU3XOISIIL PE 10 OTHOIICHHE Ha TSIXHATa CEPHO3HOCT.
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Hexxenanute peakiiuy, yCTaHOBSHH CaMO I10 BpEME Ha IOCTMapKETHHIOBOTO HAOIIOCHHE U 32 KOUTO
YyecToTaTa He MOXe Jia Objie onpejeacHa, ca M30POSeHH KaTo TaKUBa ,,C HEU3BECTHA YECTOTA", BHIKTE
OEIEHKKUTE MO JTUHUI.

Ta6auna 3 Hexenanu peakiuu, Cb001eHH NPH KIUHUYHUTE U3NUTBAHUSA UM 110 BpeMe Ha
MOCTMAPKETHHIOBOTO HAOJIIOIeHHE MPU NMalUeHTH cbe 3a0oasiBane HXJI u XJLJI,
JIEKYBAHH ¢ PUTYKCMMAa0 KAaTO MOHOTEPANUS/MOIBPKAIIA Tepanus UM B
KOMOMHAIMSA ¢ XMMHOTepaANus
Cucremo-
OpPraHHHU Mmnoro MHoro C Hen3BecTHa
Yecrn HeuyecTn Peaxu
KJAcoBe 0 | YecTH peaku YecToTa
MedDRA
Nnpexuuu u | bakrepuann | Cemncuc, CepuozHa IMJI EnTtepoBupycen
uHdecranun u "HHEeBMOHWUSI, BUpYCHa MEHUHIOeHIIe-
undexuun, | "debpunna uHpeKus?, ¢anut> 3
BUPYCHHU nHpexuus, Pneumocysti
uHpeKImy, *xeprmec 3ocTep, s jirovecii
*OpoHXHT "uHbeKIUs Ha
JIMXaTeTHUTE
ITBTHUIIA,
MHUKOTHYHH
HHQEKITIH,
HHQPEKINH C
HEHM3BECTHA
€THOJIOT 1,
*ocTBp OGPOHXHT,
cuHy3wmT,
xemarut B!
Hapymenus Heytpone- AHemus, Hapymenus IIpexonno KscHa
Ha KPBBTA H HUS, "MaHIMTONICHHS, | HA Koaryma- NOBMIIIEHUE | HeyTponeHus*
Jaum¢Hara JIEBKOTICHUSI, | "TPaHyJIOIHTO- usTa, Ha
cucremMa *ebpunna TICHUS arlacTUYHa CEepYMHHTE
HeyTporie- aHeMusl, HUBa Ha
HuS, XEMOJIMTUYH IgM*
*Tpomboru- a aHemus,
TOTICHUS mMbaeHo-
naTus
Hapymenus Peakuuu, CBpBbXUyBCTBH- Amnadpunakcusy Cuanpom Ha | CBbp3aHa ¢
Ha HIMYHHATa | CBBP3aHU C | TEIHOCT TYMOpEH nHpy3usTa,
cucrema undysusra’, JH3HC, ocTtpa obparuma
aHTHOETIEM CHHIIPOM Ha | TPOMOOIUTO-
0CBOGOXKIAB | TeHHs’
aH € Ha
HUTOKMHHM®
cepyMHa
Gonect
Hapymenns XunepriukeMust
Ha , HaMaJIeHue Ha
MeTadoIu3Ma TErJIOTO,
" XpaHeHeTo niepudepeH
OTOK, OTOK Ha
JIMLETO,
yBENIMYEHUE Ha
LDH,
XHUIOKAJIIUEMHUsI
Henxuynn Henpecus,
HapYUIEHUSsI HEPBHOCT
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Cucremo-

OpPraHHHU Mmuoro MHoro C HeusBecTHa
YecTn HeuvecTn Penkn
KJacoBe 0 | YeCcTH penKu YecToTa
MedDRA
Hapymenus [Mapecresus, JI3rey3ust [epudepna | Kpanuamnna
Ha HEPBHATA XHIIOECTE3US, HEBpOIIaTHsl, | HEBPONATHS,
cucremMa QKUTALYSA, napanusa Ha | 3ary0a Ha Jpyra
6e3chHHE, JHLEBHUA CEeTHBHOCT®
Ba30IIIIATAINS, HepB®
3aMaiBaHe,
TPEBOKHOCT
Hapymenus Hapywenus na Texko
Ha 04HTe CBJI300T/e- YBpEXIaHEe
JISTHETO, Ha
KOHIOHKTUBHUT 3penunero®
Hapymenus Illym B ymure, 3ary0a Ha
Ha YXO0TO H 0oJika B yIurTe cimyxa®
JA0MpPHHTA
Copaeunu “MuoxkapaeH *JleBokamep | Texku Copaeuna
HApYIIeHHUs undaprr> 7, -Ha HEIOCTa- | ChpIEYHH HE0CTAThY
apuTMUs, THYHOCT, wapymenus> | mocr>’
pencepaHO *magxamepn | 7
MBIK/ICHE, a
TaxuKapaus, TaxuKapaus,
“ehpaedHo *kamepHa
HapyuIeHHe TaxuKapaus,
fcreHokapu
A,
"MHOKapHA
ucxemus,
Opanukapau
s
CbaoBu XunepTroHus, Backynut
HapyUIeHHsT opTOoCTaTH4Ha (npeauMHO
XHUIIOTOHUS, KOXXEH),
XHUIIOTOHUSA JIEBKOIIUTO-
KIIaCTHYCH
BaCKYJIUT
Pecniupatopuu, BponxocmassM®, | AcTma, Wnrepcruum | Jduxarenna Benoapoouu
TPBAHM U pecIpaTopHo obymTepupall| -amHa HenocTarby | nHpUITpaTH
MeIHACTHHAIH 3abosiBaHe, Oponxuonut, | 6GeaoapodHa | HOCT
U HapyLIeHHs 6onka B Genoapobro | Gomect®
IbpIUTE, HapyuieHue,
JICITHES, XHIOKCHSI
3acHiIeHa
KalllJIULA, PUHUT
CtoManiHo- Tanene IToBpsiiane, PaznyBane ITepdopanu
YpeBHH Jyapusi, Ha Kopema s Ha
HapyLIeHHsI KopemHa OoJiKa, CTOMAIIIHO-
aucdarus, YpEBHUS
CTOMATHT, TpakT®
3arex,
JMCTIETICHS,
AHOPEKCHS,
Jpa3HEeHe B
'BPJIOTO
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Cucremo-

OpPraHHHU Mmuoro MHoro C HeusBecTHa
YecTn HeuvecTn Penkn
KJIACOBE 0 | YeCTH peaku 4ecToTa
MedDRA
Hapymenus Copoex, Ypruxapus, Texku
HA KO’KATa U 00puB, U3IMOTSBAHE, OyJ103HM
NOAKOXKHATA | ‘amomenus HOIITHO KOXHU
TbKaH H3MOTSBAHE, peaKIum,
“HapymieHue Ha CHH/IPOM Ha
KOXKaTa Stevens-
Johnson,
TOKCHYHA
enuaepMalH
a HeKpoJIu3a
(curgpom Ha
Leyll)®
Hapymenus Xumnepronyc,
HA MYCKYJIHO- MU U,
cKeJeTHATA apTpairus,
cucreMa u OoJika B I'pp0a,
CheTUHHTEII- OoJka B MIKATA,
HATa ThKaH Gonka
Hapymenus BrOpeuna
Ha ObOpeuuTe HEJIOCTAaThY-
M IHKOYHHTE HOCT
MbTHIIA
O0mu Oebpunurer | Tymopna 6onka, | Bonka Ha
HAPYWIEHUSA U | , CTYJICHU 3auepBABaHE Ha | MACTOTO Ha
eexTn HA TPBIIKH, KOXara, nHpy3us
MSICTOTO Ha acTeHus, HEPAa3MOoJIOKEHH
NpWJIO:KeHHe | riaBoOosue | e, MPOCTYJCH
CHHJIPOM,
*ymopa,
“Tpemepene,
MynTHOpTaHHa
HEJIOCTaThYHOCT
5
HN3caeapanusa | [loHmxkenu

HuBa Ha IgG

3a BCeKH TePMUH, YECTOTaTa CE OCHOBAaBa HA PEaKIH OT BCHYKH CTETICHH (OT JIGKH 0 TeXKKH), C H3KIIIOUCHHE Ha
TEPMUHUTE, OTOENSI3aHU C ,,+*, IPU KOUTO YECTOTaTa C€ OCHOBAaBA CaMO Ha TEKKUTE peakiuu (> OT CTerneH 3 1o
kputepunte 3a o6muia TokcugHocT Ha NCI). CpobmiaBa ce caMo Haii-BHCOKaTa 4ecToTa, HabJI0gaBaHa B

U3IIUTBAHUATA.

! BKIIrOUBA peakTUBUpPAHE U IPBUYHY HH(EKIMH; YECTOTATA CE OCHOBABA Ha cxeMa Ha jieuenne R-FC mpu
permauBupana/pedpaxrepra XJLIL.

2

3
4
5
6

BIDKTE | pazfen ,, THheknun‘ mo-moiy.
Ha6HIOIIaBaHO I10 BpEME Ha NOCTMAPKETHUHI'OBOTO IPOCIICAABAHE
BIDKTE U pa3fel ,,XeMaTOJOTUYHH HeXeJIaH! PeaKIUu‘ Mo-10Iy.

BIDKTE U pa3zen ,,Peaknuu, CBbp3aHu ¢ HHPY3HUATA™ TO-T0Ty. PSIKO ce choOImaBaT ciryqau C JICTaJeH U3XO.
MpU3HALY U CUMIITOMM Ha KpaHUaJlHa HeBponaTus. Bb3HUKBAT MO pa3iMyHO BpeMe J0 HSIKOJIKO Mecela clies

NIPUKITIOYBAHE Ha TEPANMsATa C pUTyKcHMao.
7 HaOJIOJaBaHY TJIABHO MPHU MALMEHTH C MPEIIIECTBAIIN ChPAEYHH ChCTOSHUS W/UJIM KapAMOTOKCHIHA
XUMHOTEpPAINHUs U ca CBbp3aHu peauMHo ¢ IRR.
8 BKIJIIOUBA CITydaH ¢ JIETaIeH U3XO/I.

CrenHuTe TEPMHUHU € ChOOIIABAT KATO HEXKEIAHU PEAKIIMU 110 BpeMe Ha KIMHUYHHUTE U3MUTBAHNU,
HO ca ChOOIIaBaHM C MOJO0HA WM TTO-HUCKA YeCTOTa B paMEHaTa ¢ pUTYKCHMal B CpaBHEHHUE C
KOHTPOJIHUTE pPaMeHa: XeMaTOTOKCUYHOCT, HEyTPOTIeHNYHa MH(EKINs, THPEKIHS Ha TUKOYHHUTE
II'BTHILA, CEH30PHO HApYLIEHHUE, TUPEKCHS.

[Ipu3HaIm 1 CUMITOMH, IIPEAIIONIATaIly peakius, CBbp3aHa ¢ HHY3UATa, ce ChOOIIaBaT MpH Haf
50 % OT ManUeHTUTE MPH KIMHUYHUTE U3IUTBAHUS, KaTO CE HAOIFOIaBaT MPEANMHO 110 BpeMe Ha
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nbpBaTta nHQY3Hs1, OONKHOBEHO ITPe3 MbPBUTE €IMH 10 JBa Yaca. Te3u CHMITOMH BKIIOYBAT INIABHO:
(beOpuuTeT, CTyIeHN TPBIKH U pUrop. Ipyru CHMITOMH BKITIOUBAT: 3a4epBsABAHE HA KOXKATa,
aHruoezieM, OpoHXocIa3bM, OBPBIIAHE, TaJeHe, YPTUKapHs/00puB, yMOpa, r1aBo0osHe, Ipa3HeHe B
I'bPJIOTO, PUHUT, ChbpOEK, O0JIKA, TAXUKAPAUS, XUIICPTOHMUS, XUIIOTOHHS, TUCITHESI, TUCIICTICHS,
aCTEHMs M IPU3HAIM Ha CHHAPOM HAa TyMOpPEH pa3mnaz. TeXKH peakunu, CBbp3aHu ¢ HHPYy3usTa (KaTo
OpoHXOCTa3bM, XHITOTOHUS ), BB3HUKBAT TpH 10 12 % OT ciydaure.

Jlpyru peakiuu, ChOOIABAHN B HAKOH CITy4au, ca MUOKapaeH HH(DAPKT, PEICHPIAHO MBKICHE,
OemoapoOeH OTOK M ocTpa oopaTuMa TpomboruToneHus. OO0CTpsSIHE Ha MIPEAX 0K IAITN ChPACTHH
3a00JIIBaHUs KATO CTCHOKAP/IUS WM 3aCTOMHA ChpACYHA HEJOCTATHYHOCT, HITU TEKKU ChPACUYHU
HapyUICHUs (Chp/IeYHa HEAOCTAThYHOCT, MUOKap/IeH HH(DAPKT, MPEACHPIHO MBKICHE), OeI01po0eH
OTOK, MyJITHOPTaHHA HEJOCTATHYHOCT, CHHIPOM Ha TYMOPEH Pa3naj, CHHIPOM Ha OCBOOOXKJaBaHE HA
IUTOKWHU, ObOpEYHA HEAOCTATHYHOCT M JUXATENIHA HEIOCTAThUYHOCT CE ChOOIIABaT MO-PSJIKO WIIH ca
C HEM3BECTHA YeCcTOTa. YecToTaTa Ha CUMIITOMUTE, CBbP3aHU C UH(Y3UATA, HAMAJISIBA 3HAYUTEITHO
npu nocneasamnuTe nHGY3un u € < 1 % npu narueHTuTe KbM OCMHUS LIUKBII Ha JISYCHHE C PUTYKCHMAa0
WIN ChIBPKAIIO PUTYKCHMAO.

Onucanue na u3dbpanu Hedceranyu peakyuu

Hngpexyuu
Putykcumal npenn3BukBa n3ueprBane Ha B-knetkure npu okosno 70-80 % oT mamueHTHTE, HO ce
CBBP3Ba C HAMAIABAaHE HA CEPYMHUTE UMYHOTJIOOYJIMHH CaMO IPU MaJIbK OpOH MaIMeHTH.

Jlokanu3upanu KaHIUA03HU HHPEKIMN, KAKTO U XepIIecC 30CTep, c€ ChOOIIaBaT ¢ MO-BUCOKA YECTOTA B
PaMoTO Ha JIeUeHHUE, BKIIOYBAIIO PUTYKCUMa0, U paHIOMU3UPAHU NPOyYBaHus. TexXKH nHPEeKIun
ce cpo0manar npu okoisio 4 % oT mauueHTUTe, JIEKyBaHU CaMOCTOSITEIHO ¢ puTykcumad. [lo-Bucoka
001112 yecToTa Ha MH(EKIUH, BKIIFOUUTEIHO HHPEKIUHU cTerieH 3 win 4, ¢ Ha0ro1aBaHa 1o BpeMe Ha
MOJTBPIKAIIO JICYSHUE ¢ pUTYKcuMaO 10 2 TOJMHY, B CPaBHEHHE C TpymnaTa Ha Habmoaenue. Hiama
KyMYyJIaTUBHAa TOKCUYHOCT 110 OTHOIIEHHE Ha HH(EKIHUUTE, KOUTO C€ ChOOIIABaT O BpeMe Ha 2-
TOJMIIHUS TIepro/1 Ha JeueHne. OCBEH TOBa, IO BpeMe Ha JieueHHe C pUTYKCHMa0 ce choOIaBar u
JPYTH CEPHO3HH BUPYCHU UH(EKIINHU - HOBOBL3HUKHAIM, TOBTOPHO aKTHBUPAHU WX 000CTPEHH,
HSIKOM OT KouTo (aTaiHu. [loBeueTo OT nmanueHTuTe ca noiayv4aBaid puTyKcuMad B KOMOMHAIMS C
XUMHOTEPAITUS MM KaTO YacT OT TPAaHCIUIAHTAlMs Ha XeMOIIOETHYHU CTBOJIOBH KiIeTKHU. [Ipumep 3a
TEe3W CepHO3HHU BUPYCHH MH(]EKInu ca MHQEKINUTEe, IPUYUHEHU OT XEPIECHUTE BUPYCH
(Cytomegalovirus, Varicella Zoster Virus u Herpes Simplex Virus), JC Bupyc (mporpecuBHa
myntudokanHa neskoeHnedanonarus (IIMJI)), earepoBupyc (MeHHHTOEHIIE)ATUT) U BUpYyCa Ha
xeratut C (Bx. Touka 4.4). [o BpeMe Ha KIMHUYHUTE U3NUTBAHKS C€ CHOOIIABAT CHIO CIIyYad Ha
¢aranna [IMJI cnex nmporpecus Ha 3a00JIIBaHETO U MOBTOPHO JieueHue. ChoOIIIaBar ce ciyyau Ha
MOBTOPHO aKTHBHpPAHE Ha XeNaTuT B, moBe4eTo 0T KOMTO NpH MALUEHTH, OJTyYaBalld pUTyKcuMab B
KOMOWHAIIUS C IIMTOTOKCHYHA XuMuOTepanus. [Ipu nmaiuenTn ¢ penuausupaiina/pedpaxrepta XJ1I,
yecToTaTa Ha HHPEKIMs ¢ XenatuT B crenen 3/4 (peakTuBupaHe v IbpBUYHA HHPEKHA) € 2 % npu
R-FC cnpsimo 0 % FC. HabnronaBana e mporpecus Ha capkoM Ha Kaposi npu manuenTy ¢
npezamecTsai capkoM Ha Kaposi ¢ ekcrio3uiust Ha putykcuma0. Te3u ciaydan ca Bb3HUKHAIM IPU
HEOI00OPEeHHM MMOKa3aHHUs M IOBEUYETO OT narueHTute ca omnu HIV noioxurenHu.

XemamonoauyHu Hedceranu peakyuu

[Ipu KIMHUYHY U3MHUTBAHHS C MOHOTEPAIHS C PUTYKCHMA0 B IPOIBIDKEHUE HA 4 CEIMHIIN MPH MaJIKa
YacT OT MAIUEHTUTE ca HAOIF0IaBaHH XeMaTOJIOTUYHU OTKJIIOHEHUS, KOUTO OOMKHOBEHO ca OMITH JICKH
u obpatumu. Cro0IaBa ce 3a Texka HeyTponeHus (cterneH 3/4) npu 4,2 %, anemus ipu 1,1 % u
TpomboruTonierws pu 1,7 % ot manmenture. [1o BpeMe Ha orbppIKaIiaTa Tepamnus ¢ puTykcumal B
HpOIBDKEHUE Ha 10 2 roanHH, JeBkonenus (5 % cupsimo 2 %, crenen 3/4) u neyrponenus (10 %
capsmo 4 %, crenieH 3/4) ce cpoOLIABAT C MMO-BUCOKA YECTOTA B CPAaBHEHUE C PAMOTO Ha HAOJIOACHHE.
YecroTara Ha TpoMOOLUTONIEHUATa € Onna Hucka (< 1 %, crenen 3/4) u He ca HaOMIOJaBaHU PA3THKH
MEX/y paMeHaTa Ha JieueHre. B xo/a Ha JiedeHreTo NMpyu MPOyYBaHUs ¢ pUTYKCUMA0 B KOMOWHAIINS C
xumuotepanusi, jepkonenus crener 3/4 (R-CHOP 88 % cnpsimo CHOP 79 %, R-FC 23 % cnpsimo FC
12 %), veyrpomnenust (R-CVP 24 % crpsmo CVP 14 %; R-CHOP 97 % crnpsmo CHOP 88 %, R-FC
30 % cupsimo FC 19 % mpu nenexysana npeau ToBa XJIJI), manmuronenus (R-FC 3 % crnpsmo FC
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1 % npu HenekyBaHa npeau ToBa XJ1JI) 0OMKHOBEHO ce ChOOIIABAT C MMO-BHCOKA YeCTOTa, OTKOJIKOTO
camo mpu xuMmuoTepamnus. [lo-BucokaTta yecToTa Ha HEYTPOIIEHUS MPH MMAUEHTH, JIEKYBaHH C
PUTYKCHMal U XUMHOTepanusi, obade, He € CBbP3aHa C MO-BUCOKA YECTOTa Ha HHPEKINH U
uH]ecTalny B CpaBHEHHUE C MMALMEHTUTE, JIEKYBaHU caMo ¢ XumuoTepanus. [IpoyuBanus npu
HeJIeKyBaHa Ipean TOBa U penuauBupaiia/pedpaxrepa XJ1JI ca ycranosuim, ye B 25 % ot
narnuenTuTe, neKyBanu ¢ R-FC HeyTpomneHusTa e 6uia npoaphKUTeTHA (OTIpeieieHa KaTo
neyrpoduien 6poii nox 1 x 10%/1 mexay Jlen 24 u 42 cien noceanara 103a) Wi € Bb3HUKBAJIA ¢
KBCHO Havaso (onpezneneHa karo Heytpoduien 6poit mox 1 x 10%/1 cnen Jlen 42 cnen nmocnennara
J103a MPH MaeHTH 03 MpeIIecTBalla MPOAbIDKATEHA HEYTPOIIEHHSI MITH KOUTO ca ce
BB3CTaHOBHIIM Ipeau 42 neH) ciex neyenue ¢ putykenmad mmtoc FC. He ce cro0maBar pa3nuku B
yecToTaTa Ha aHeMHus1. FiMa choOIeH!s 3a Cllyyan Ha KbCHA HEYTPOIICHHS], Bb3HUKHAJIA CJIe]] TOBeUe
OT YeTHPH CEIMHUIIH CJIe]l TIocieHaTa nHy3us puTykcuMald. B mpoydBaneTo mpu nedeHune oT mbpBa
nuaus Ha XJUJL, maumentute B craguii C o Binet ca moiay4niu noBede HEXENaHU CHOUTHS B PaMOTO
¢ R-FC, B cpaBuenue ¢ pamoto ¢ FC (R-FC 83 % cmpsimo FC 71 %). B mpoyuBaneTo ¢
pernuBupama/pedpakrepaa XJIJI ce crobmana 3a Tpombonmronenns crenen 3/4 mpu 11 % ot
nanueHTure B rpynata ¢ R-FC B cpaBHenue ¢ 9 % ot nauuenrtute B rpymnata ¢ FC.

[Tpu mpoyuBaHusATa C pUTYKCHMAO IIpH MAIUEHTH ¢ MaKporiaoOynuHemus Ha Waldenstrom e
Ha0JII01aBaHO MTPEXOTHO YBEIMUYCHNE HA CepyMHHTE HUBA Ha IgM cie HauamoTo Ha JICYCHHETO,
KOETO MOJKE JIa € CBBP3aHO C XMIIEPBUCKO3UTET U CBBP3aHH ¢ Hero cuMnTomu. [IpexonHoro
yBenuueHne Ha [gM 0OMKHOBEHO ce BpbIla IOHE KbM U3XOJHOTO HHUBO 110 4 Mecela.

Cvpoeunocv0osu nexcenanu peakyuu

CbpaedHOCHIOBH PEAKIIUK IO BpeMe Ha KIIMHUYHUTE U3MHUTBAHHUS C MOHOTEpAIHs C PUTYKCHUMa0 ce
crobmmaBar npu 18,8 % oT manueHTHTE, KaTo Half-4eCTO CHOOIIABAHNUTE CHOUTHS Ca XUTIOTOHHS U
xunepToHus. CboOIIaBaT ce ciiyyan Ha apUTMUsSI CTeTIeH 3 Wi 4 (BKIIIOUMTETHO KaMepHa U
HaJIKaMepHa TaXxUKaplIus) U CTEHOKapIus 1o Bpeme Ha uHdy3usTa. [1o BpeMe Ha moagbprkamiaTa
Tepanusl, Y4ecToTara Ha Chbp/ACYHN HapyUICHUs CTETeH 3/4 e cpaBHUMA TIPH MAlHEHTHTE, JICKYBaHH C
PUTYKCHMa0, ¥ MaMeHTUTe Ha HaOmoneHne. ChbpaeyHnTe ChbOMTHS ce ChOOIIaBaT KaTO CEPHO3HU
HEXKEJTaHU peakiny (BKIIOYUTEIHO IPEAChPIHO MBXKJCHE, MUOKapAeH HH(DapKT, IeBOKaMepHa
HEJIOCTAThYHOCT, MHOKapAHA HcxeMusl) Ipu 3 % OT ManueHTHTe, JISKyBaHu ¢ PUTYKcuMao, B
cpaBHeHue ¢ 10 < 1 % oT nanuenTuTe Ha HabmoaeHue. [Ipu npoyuBaHusTa, OLEHABAIIN PUTYKCHMAO
B KOMOMHALMS ¢ XUMHUOTEpaIus, 4eCTOTaTa Ha ChPACYHN apUTMHH CTereH 3 1 4, IpeAuMHO
HaJIKAMEPHU apUMUH, KaTO TaXUKapHs U MPEJCHPIHO MBXKIeHe/TpenTeHe, € nmo-sucoka B R-CHOP
rpynara (14 nanuenty, 6,9 %) B cpaBaenne ¢ CHOP rpynara (3 mauuenty, 1,5 %). Benuku te3n
apUTMHH Ca Bb3HUKHAJIM WIX BbB BPb3Ka ¢ MH(]Y3HUsITa HA PUTYKCUMA0, WK ca OWIIK CBBbP3aHH C
npepasnoaraiy ChCTOSHUS KaTo peOpruinnuTeT, HHOEKIU, OCTbp MHOKapAeH HH(DapKT Win
NPEIECTBAIIO0 PECTUPATOPHO WIIH CHPICYHOCHA0BO 3a0osBane. He e HaOmo1aBana pasirka MEKIY
rpynara ¢ R-CHOP u ¢ CHOP no oTHomeHue Ha yecToTara Ha APYTd ChbpACYHH CHbOUTHS

cTerneH 3 u 4, BKIFOUUTEIHO ChpJeuHa HeI0CTAThYHOCT, MHOKap/IHO 3a00JsIBaHe U MTPOSIBH Ha
ucxemuyHa 6onect Ha cypueto. [Ipu XJIJI obmiata yectora Ha ChpICYHUTE HAPYIICHUS OT

cterneH 3 uin 4 e Oria HUCKa U B IPOYYBaHETO NpH JieueHue ot mbpsa aunus (4 % R-FC, 3 % FC), n
B IIPOYYBAHETO C penuanBupaino/pedpaxrepro 3adonssane (4 % R-FC, 4 % FC).

,ZZuxameJma cucmema
Hma choOleHus 3a cliyyan Ha MHTePCTUIHATHA OeI0ApoOHa O0IECT, HIKOW OT KOUTO 3aBBPIIIHIIH
¢aTaiHo.

Hesponozuunu napywenus

ITo BpeMe Ha neproza Ha JieueHue (pa3a Ha HHAYKIIMOHHO JieueHue, cheTosa ce ot R-CHOP 3a nHaii-
MHOTO OCEeM LIMKBJIa), YUeTHpruMa mannueHTH (2 %), nexyBanu ¢ R-CHOP, Bcuuku cbC ChpIeIHOCHI0BU
PHCKOBH (PAKTOPH, Ca MOTYUHIN TPOMOOEMOOIMYHA MO3bYHOCHI0BH HHIIMJCHTH 110 BpEMe Ha IIbPBUS
LUKBJ Ha JiedeHue. He e uMano pasnuka Mexxay rpynuTe Ha JieYeHHe 10 OTHOLIEHHE Ha YecToTaTa Ha
JIpyruTe TpoMOboeMOomyHN crouTus. Hanporus, Tpuma nanuentu (1,5 %) B rpynata ¢ CHOP ca
MOy YHIT MO3BYHOCHJIOBU CHOUTHS, KATO BCHUKHU ca Bb3HHKHAIM B TIEpHo/Ia Ha nipocienssade. [1pu
XJUT obuiara yecToTa Ha HapyIICHUATA HA HEPBHATA CUCTEMA OT CTEIeH 3 Win 4 € Oujia HUCKA U B
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Mpoy4YBaHeTo mpu jedeHue ot mbpsa Juaus (4 % R-FC, 4 % FC), u B mpoy4uBaneTo ¢
penmnuBupanto/pedpakrepHo 3adbomnsBane (3 % R-FC, 3 % FC).

CroOmiaBar ce ciiydan Ha CHHAPOM Ha IocTepruopHa oopatuma ennedanonarus (PRES)/cunnpom Ha
obpatnma moctepropHa jeskoeHtedanomarust (RPLS). [Ipu3HannuTe 1 CHMITOMHATE BKIIOYBAT
3pUTEIHN HapyIIeHUs, T1aB000IHe, THPUOBE U IPOMEHEH IICUXWYEH CTaTyC, ChC WK 0e3 CBhp3aHa
xunepronus. [loctaBsHeTo Ha quarno3za PRES/RPLS u3nckBa moTBbpikieHHE ¢ 00pa3Ha JUarHOCTHUKA
Ha Mo3bKa. [Ipu cho0menuTe cirydan ca ChIleCTBYBAIN N3BECTHU puCKOBH (akTopu 3a PRES/RPLS,
BKITFOUUTEITHO CHITHTCTBAINM 3200 sIBaHNS HA AIIEHTUTE, XUIIEPTOHMUS, IMyHOCYTIPECHBHA TE€PAITH
W/WTH XUMHOTEPAITHsL.

Cmomawno-upesuu HapyueHus

[epdopanus Ha cCTOMAITHO-YPEBHUS TPAKT, B HIKOU CIIy4ad BOJCIIA IO CMBPT, € HAOJII0JaBaHa MPH
MAIUCHTH, TIOTyYaBamy puTykcumad npu iedenne Ha HXJI. B moBedeTo oT Te3u ciy4yau puTykcumad
€ TIpuJIarad ¢ XMMHOTEpaIHsl.

Huea na IgG

[Tpy KTMHUYHUTE U3MUTBAHUSI, OLICHSIBAIH ITOBPXKAIIOTO JCUYCHHUE C PUTYKCHUMA0 Mmpu
pernuBupaniy/pedpakreper dhonukynaper TuM¢poM, MeTraHaTa Ha HuBarta Ha [gG e 6una mox
nosiHaTa rpanuia Ha HopMara (JII'H) (< 7 g/l) cien BpBek IO JIeUeHUE, KAKTO B TpyIara Ha
HaOJII0/ICHKE, TaKa M B TpyIara Ha puTykcuMad. B rpynara Ha HaOJtoIeHUue MeIaHaTa Ha HUBaTa Ha
IgG cnen ToBa ce e mopummiia Hax JII'H, HO € ocTaHana HEMpOMeHeHa B TpyIlaTa Ha PUTYKCHMA0.
[IponenThT Ha manueHTure ¢ HuBa Ha IgG mox JA'H e 6t okomno 60 % B rpymnaTta Ha puTyKCUMa0
npe3 2-TOAUIITHYS IEPHUOJ Ha JICYCHHE, JJOKATO B Ipyrara Ha HaOmoaeHue ¢ Hamaisit (36 % cien

2 TOOWHM).

[Tpu neguaTpuyHM NAKMEHTH, IEKYBaHU ¢ PUTYKCUMa0, ca HaOJII0JaBaH MaTbK OpO CIIOHTaHHH U
OTIMCaHHU B IUTEpaTypara ciiydau, Ha XHIIOraMarioOyJIMHEMHUS, HIKOU OT KOUTO TEKKHU HITH
M3UCKBAILU IBJITOTpaiiHa 3aMecTUTeNIHa Tepanus ¢ uMyHornooynus. [locnencreusTa ot
IIPOJIBIKUTEIHOTO U34YEPIIBAHE HA B-KIETKUTE NpU NEAUATPUYHU NALUEHTH HE €A U3BECTHU.

Hapywenus na xosrcama u noOKo#CHama mvKaH
MHoro psako ce cboOI1aBa 3a TOKCHYHA enuaepMaitia Hekpoiausa (cunapom Ha Lyell) u cunapom Ha
Stevens-Johnson, HIKOU OT KOUTO C JIeTalIeH U3XO/I.

Cybnonynayuu nayuenmu - MOHOMEPAnUs ¢ pUmyKcumao

Crapuecka Bb3pacT (Ha 1 HaJ 65 TOAUHN):

YecroTaTa Ha He)KEJIaHUTE PEAKLUH OT BCSIKAKBA CTETICH Y HEXKEJIAHUTE PeaKInu cTereH 3/4 e
HOI[O6Ha IIpU MAUCHTUTE B CTapY€CKa Bb3PACT B CPABHCHUEC C MMO-MJIAJIUTC MALTUCHTU

(o 65 roguHM).

MacusHo 3a0oJs1Bane

HabnromaBaHa e mo-BHCOKa YeCTOTa Ha HEXKEJIAHUTE PEaKIUy CTereH 3/4 pH MalueHTH ¢ MACUBHO
3a00JIIBaHe OTKOJIKOTO TPH MalueHTH 0e3 MacuBHO 3abonsBane (25,6 % cupsmo 15,4 %). UecroTara
Ha HeXXeJIaHUTE PeaKLMH OT BCAKAKBA CTEIICH € M000Ha B TE3H JIBE TPYIIH.

IIoBTOpHO NEUeHKE

[IponeHTHT Ha MAMEHTHTE, CHOOIABAIIY HEKEIaH! PEaKIMH 110 BpeMe Ha IIOBTOPHHU KyPCOBE Ha
JIeUCHHE C PUTYKCHMA0, € MoJ00CH Ha MPOIICHTA MAI[MeHTH, ChOOIIaBaIIN HeXKEJIaH! PEaKIIuH MPH
IbPBOHAYATHATA EKCIIO3HIIUS (32 BCHUKHU CTETICH! M HEXKEJIaHHM PEaKIUU ChC CTereH 3/4).

Cybnonynayuu nayuenmu — KOMOUHUPAHA MEPanus ¢ pUmyKcumao

Crapuecka BB3pacT (Ha ¥ HaJ[ 65 TOIUHN):

23



UecroTaTa Ha HEXENaHU CHOUTHSI OT CTpaHa Ha KPBBTa M JIUM(pHATA CHCTEMA CTeTleH 3/4 € 1M0-BUCOKa
MIpH MAIMEHTH B CTapUyecKa Bb3pacT B CPaBHEHHE C ITO-MIIAH MaueHTH (107 65 TOIUHM) C
HEJICKYBaHa Ipey TOBa Wi peruauBupaina/pedpakrepua XJ1J1.

Omut ¢ DLBCL/BL/BAL/BLL npu neguaTpyUyHH MAIIHEHTH

Obobwenue na npoduna na bezonacLocm

EnHO MHOTOIIEHTPOBO, OTKPUTO paHIOMHU3HpaHO NpoyuBaHe Ha Lymphome Malin B xumuorepanus
(LMB) cbc nnu 6e3 putykcumMad e mpoBeAeHO NMpHY NeJHaTpUYHM alMeHTH (Ha Bb3pacT oT 6 Mecena
no mox 18 rogunn) ¢ HenekysaH npean Toea CD20 mosutueer DLBCL/BL/BAL/BLL B Hanpemnan
cTaguil.

O6m10 309 neguaTpuyHM NALMEHTHU Ca MOMYYMIH PUTYKCHMal U ca BKIIOUSHH B TOMYJIaLUATa 32
aHanm3 Ha O6e3omacHocTTa. Ha menmarpudHuTe ManueHTy, paHI0MU3UpaHy B PAMOTO C XUMHOTEPAITHS
LMB ¢ putykcuMa0 Wi BKIIOYEHH B YacTTa Ha MPOYYBAHETO C €IHO pamo, € MpuJIaral pUTyKCUMao
B 11032 375 mg/m’ TenecHa MOBLPXHOCT, KaTO T€ Ca TOTYYUIH OOMLIO IIECT HHTPABEHO3HH HHPY3HH C
puTyKCcHUMab (Z1Be 1o BpeMe Ha BCEKH OT JBaTa MHIYKIMOHHM Kypca M €IUH I10 BpeMe Ha BCEKH OT
JIBaTa KOHCONMIAIMOHHM Kypca Ha cxemaTta Lymphome Malin B (LMB)).

[MpodubT Ha Ge30MacHOCT Ha PUTYKCHMa0 NP MEeJNaTPUYHU MalMeHTH (Ha Bb3pacT 6 Mecela J1o
nox 18 ronnum) ¢ HenekyBaH npean Toa CD20 mozutieer DLBCL/BL/BAL/BLL B HanpegHan
CTaJIil KaTo ISUI0 ChOTBETCTBA IO BUJ, ECTECTBO M TEKECT HA U3BECTHHS MPOQHI Ha 0€30MacHOCT
npu Bb3pacTHy nanuenty ¢ HXJI u XJIJI. BrirouBaHeTo Ha pUTYKCMMaO KbM XUMHOTEPAIIHS BOJU JIO
yBeNMYaBaHe Ha PUCKA OT HAKOW CHOUTHSA, BKIIOYBAIIN HH(EKIUH (BKJI. CETICUC), B CPABHEHHE CaMoO C
XUMHOTEpAIusl.

OnuTt ¢ peBMaToUIEH apTPUT

Obobwenue na npoduna na bezonacHocm

OO6uwmsT npoduin Ha 0€30MACHOCT HA PUTYKCUMA0 NP PEBMATOMAEH apTPUT CE OCHOBaBa Ha JaHHU OT
NAalMEeHTUTE OT KIMHUYHUTE U3MIUTBAHMS U OT HOCTMAPKETHHIOBOTO HAOJIIOIEHHE.

ITpodunbT Ha 6e30nmacHOCT Ha PUTYKCHMa0 NPy MALMEHTH ¢ TeXbK peBMaTouzeH apTput (PA) e
0000111eH B pa3zaenute no-goiy. [lo Bpeme Ha kiMHUYHUTE M3NUTBaHMS NoBede oT 3 100 mauueHTH ca
HOJIyYMJIM Hall-MaJIKO €JIUH KypC Ha JISYEHHE U ca IIPOCIIEICHU B IPOABIKCHUE Ha IIEPUOJ, OT

6 Mecena /1o HaJl 5 roauHK; Mpubau3uTenHo 2 400 maueHTy ca MOoyYWIId JIBa HITH [ToBeYe Kypca Ha
nedenue, kato Hax 1 000 ca mpemuHanum 5 niu nmoseue Kypca. MHbopMarusiTa 3a 6€301MacHOCT,
cp0OpaHa 1Mo BpemMe Ha MOCTMAPKETHHTOBHSI OITHT, OTPa3siBa OUYaKBaHUs PO Ha HEXKEJIaHH
peakiuu, HabJroIaBaH| M0 BpeMe Ha KIIMHUYHUTE U3NMUTBaHUs ¢ pUTyKcumad (BxkK. Touka 4.4).

[Nanuenture ca noxyunwin 2 x 1 000 mg purykcumad, paziesieHd OT HHTEPBaJ OT ABE CEAMUIIH,
nobaseH kbM MeToTpekcar (10-25 mg cenmuuano). UHdy3unTe ¢ puTyKcuMad ca mpuiiaraiu cie
uHTpaBeHo3Ha nHGy3us Ha 100 mg METHUINPEAHN30JI0H; TALIMEHTUTE Ca MOJIyYaBald ChILO U
MIPETHU30H NEPOPATTHO B MPOABIDKEHUE Ha 15 AHMU.

Tabnuuen cnucvk Ha Hedceranume peakyuu

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

(= 1/10), wectu (> 1/100 no < 1/10), Hewectu (> 1/1 000 go < 1/100), peaxu (> 1/10 000 mo < 1/1 000),
mHoro penku (< 1/10 000) u c Hen3BecTHa YecToTa (OT HAJMYHUTE JJAHHU HE MOXe J1a Obe
HanpaBeHa orieHka). [Ipu Besiko rpynupaHe B 3aBUCHMOCT OT YECTOTaTa HEXKEIAaHUTE PEaKIUU Ce
1M30pOsABAT B HU3XOAII P/l [T0 OTHOIICHHE Ha TAXHATa CEPUO3HOCT.
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Hexxenanute peakiiuy, yCTaHOBSHH CaMO 10 BpeMe Ha IIOCTMapKETUHIOBOTO HAOIIOACHHE, YUATO
YyecTOTa He MOXKe Ja ObJe OlleHEHa, ca 0TOeIII3aHH ,,C HEM3BECTHA YECTOTA", BHJKTE OCIEIKKUTE 10T
JIHHSL.

Haii-uectute HeXenaHU peakIuy, 32 KOUTO C€ CUNTA, Y€ ca CBbP3aHN C IPUEMaHETO Ha PUTYKCHMaO0,
ca IRR. O6mrara gecrora Ha IRR 1o Bpeme Ha kimHUYHNTE M3NUTBaHUA € 23 % mpu rbpBarta
MHQY3Us, KaTo HamalsBa rnpu nocneasamure nHGy3un. Cepuosnute IRR ca newectn (mpu 0,5 % ot
NAalMeHTHTE) U ca HaOJI0AaBaH! TIPEIMMHO TI0 BpeMe Ha HadastHuA Kypc. OCBeH HeXeTaHuTe
peakIy, HaOMI0JaBaHy B KIMHUYHUTE M3MTUTBAHNS HAa pUTYKCHMMab mpu nanuenTtr ¢ PA, mo Bpeme Ha
MOCTMAapKETHHTOBUS TIEPUO]] C€ ChOOIIaBa 3a MPOrPECHBHA MYJITU(OKATHA JIEBKOCHLE(HATONATHS

(ITMJI) (Bx. Touka 4.4) 1 peakuysi, HoA0OHa Ha cepyMHa 0OJIecT.

Tabanna 4 O0001menne Ha HesKeJJAHUTE PeaKIuy, ChOOIEeHN N0 BpeMe Ha KIIMHUYHHTE
M3NUTBAHNUS WIN HA OCTMAPKETHHIOBOTO HA0/II0/IeHUEe, HA0II0aBAHU NPU
NaluMeHTH ¢ PeBMATON/IEH APTPUT, NOJYy4YaBallld PUTYKCHMA0
Cucremo-
opratumu Muoro YecTn HeuecTn Penxn MHoro peaxku C neussecrna
KJACOBe 10 | 4yecTH YecToTa
MedDRA

HNudpexunu u | Uadexmms Bponxuwur, TIMUI, Cepuosna

uH(pecTaMM | HAa TOPHUTE | CHHY3MT, peakTUBHpaHe BUpYCHa
JIMXaTEeIHH racTPOCHTEPHUT, Ha xenartut B vHpekuus’ 2,
IBTHINA, tinea pedis, E€HTEPOBUPYCEH
nHpexun MEHHMHI'OCHIIe-
Ha damut’
MTUKOYHUTE
ITPTUIIA

Hapymenus Heyrponenus® KbcHa Peaxuus,

HA KPBBTA U HeyTponeHus* | momoOHa Ha

JuM¢pHaTa cepyMHa

cucrema Gostect

Hapywenust | *Peakuyn, SPeakiun,

HAa MMYHHATA | CBLP3aHU C CBBP3aHU C

cucreMa nHpy3usTa nHdy3uara

O0mu (xunepToHUs (renepanuzu

HapyUIeHHs! , TaJIcHe, paH OTOK,

u epexTH HA | 0OpuB, OpoHxocnas

MSCTOTO Ha MUPEKCHs, BM,

NPUJIOKEHHEe | ChpOeK, XPHIIOBE,
YpPTHKApHs, OTOK Ha
Jpa3HEeHe B JIapyHKCa,
I'BPJIOTO, AQHTHOHEBPO
ropemu THYEH OTOK,
BBJIHH, TeHePaJIH3H
XHUITOTOHMS, paH cppOeK,
PUHHT, aHaduIaKcu
purop, s,
TaXUKapANs, aHaQHIAKTO
yMmopa, ujHa
opoapus- peakiust)
reajHa
0o0JKa,
nepudepex
OTOK,
epuTeM)

Hapywmenus XunepxoJecre-

Ha ponemus

MeTa00Jau3Ma

U XpaHEHEeTOo

IMcuxnunu Hemnpecus,

HapyUIeHHs! TPEBOKHOCT
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Cucremo-

OpranHu Mnoro Yectn HeuecTn Peaxu MHoro peaku C nensecrna
KJIACOBE 10 | yecTH YecToTa
MedDRA

Hapymenuss | I'maBoGonue | Ilapecresns,
Ha HepPBHATAa MUTPCHA,
cucremMa 3amaiiBaHe U
WIIHac
Copaeunn Crenokapaus, | [Ipencepano
HapyLIeHHUs MIPEICHPAHO TpernTeHe
MBXICHE,
ChbpJEYHa
HEJI0CTaThYHO
CT,
MHUOKapAeH
uHpAPKT
CromaiHo- Hucnencus,
YpeBHU JUapusi, racTpo-
HapyIIEeHHUs e3odareareH
pedurykc,
pa3s3BIBaHUSL
Ha ycTara,
Oonka B
TOPHHUTE OTIEIH
Ha Kopema
Hapymenus Arnonenus ToxcuuHa
HA KOKaTa u enuaepMaiHa
MOJKOKHATA HEKpOJIn3a
ThbKaH (curImpoM Ha
Lyell, cunapom
Ha Stevens-
Johnson’
Hapymenus Aptpanrus/
Ha MYCKYJTHO-
MYCKYJTHO- CKeJleTHa
CKeJIeTHATAa 0oJIKa,
cucreMa u OCTEOaPTPHUT,
CheUHHUTEII- Oypcut
HATA ThbKaH
HN3cneaBanus | [lonmwxenu [Tonnxenu
HMBA Ha HuBa Ha IgG*
IgM®
! Bixre omte Touka ,,Madekuuu® no-momy.
2 Ha6MI0IABAHO 110 BPEME Ha MTOCTMAPKETHHIOBOTO IPOCIESIBAHE
3YecroTaTa € moJyYeHa OT JabOpaTOPHUTE CTOMHOCTH, ChOPAaHH KATO 9acT OT PyTHHHOTO JabopaTOpHO
npociaeasiBane 1o BpeMeE Ha KIIMHUYHUTE U3 TBAHUA.
4 YecroTtara e NOJIy4€Ha OT MIOCTMAapKETUHIOBU JaHHU.
5 Peakiuy, BE3HMKHAJIHM [0 BpEME Ha WM 10 24 9aca OT MH(y3uaTa. BIKTE ChIO PEAKIINH, CBHP3aHH C
uH(y3usaTa no-gonay. IRR Moxe 1a Bb3HUKHAT B pe3yJiITaT Ha CBPbXUyBCTBUTEIHOCT /MM MOXE J1a CE IbJDKAT
HAa MEXaHU3Ma Ha JEHCTBHE.
¢ Birousa HaGMIOAEHHS, CHOPAHU KaTO YacT OT PYTHHHOTO JIaG0OPaTOPHO POCIESBAHE.
7 BRII0YBA CIIyYau ¢ JIETAJIEH U3XO/IL.

Mmnozokpamnu Kypcoge
MHOTroKpaTHHTE KypCOBE Ha JICYEHHUE Ca CBBP3aHU ¢ MPOQHI Ha HeXKEJIAHHU PEaKkny, T0100eH Ha
HaOJI0JaBaHMs CJie]l TbpBaTa eKCo3uius. YecToTara Ha BCHUKY HEXKEJIAHH PEAKIMU CIIE]T ITbpBaTa

CKCIIO3HIIMA Ha pI/ITYKCI/IMa6 € Hali-BHCOKa npe3 NbPBUTC 6 MECClla U HaMaJIsiBa CJIC TOBA. Te

BKItouBaT npenuMuo IRR (Haii-uecTn npe3 mbpBUs Kype Ha jedeHue), ooocTpsiae Ha PA u nndexuun,
KaTo BCHYKH T€ Ca Hail-4eCcTH Mpe3 MIbPBHUTE 6 Mecella Ha JICUCHHE.

Onucanue Ha M36D(1Hu Heacelaru peakyuu
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Peaxyuu, cevpzanu c ungysusma

Haii-yectute He)xenaHN peakuyy ciell IoIydyaBaHe Ha PUTYKCHUMal 110 BpeMe Ha KIIMHUYHUTE
u3nutBanus ca IRR (Bxk. Tabmuia 4). [Tpu 3 189 manuenTy, nexkypanu ¢ putykcumad, 1 135 (36 %) ca
nonyuniu none eqHa IRR, a 733/3 189 (23 %) ot manmenTute ca noixyurin [IRR cnen mepBarta
nH(Y3UI Ha ThpBaTa eKCHO3UINs Ha puTykcuMab. Yecrorata Ha IRR HamansBa mpu BCHYIKH
nocneaBamy nHPy3un. [lo Bpeme Ha knmnHMYHUTE M3nUTBaHuA 1o 1 % (17/3 189) ot mammenture ca
nonyuniu cepuoszna IRR. [Tpu knuanunute n3nurBanus He ca Habmogasanu IRR CTC crenen 4 u He
ca orOemnsi3aHu CMBPTHH cirydan, Abokanm ce Ha IRR. [ponenTst Ha cpbutns CTC crenen 3 u Ha
IRR, Bozmemm 10 OTTEIVISIHE OT U3MUTBAHETO, HAMAJIBAT C KyPCOBETE U €A PEAKH CJIeA Kypc 3 U cien
ToBa. [IpemenukanusaTa ¢ UHTPABEHO3EH IIIOKOKOPTUKOCTEPOUT 3HAUMMO HaMaJIsiBa 4eCTOTaTa U
texxectTa Ha IRR (BX. Touku 4.2 u 4.4). [Ipn mocTMapkeTHHIOBHU YCIOBHSI ce choOmaBar Texkku IRR ¢
JIETAJIEH U3XOJ.

B exno u3nuTBaHe 3a OlleHKa Ha 0e30MacHOCTTa Ha MO-0bp3aTa HHQY3Us Ha pUTYKcHMab npu
NalMEHTH C PEBMATOMIECH apTPUT, Ha NMALMEHTUTE C YMEPEH A0 TEeXbK akTUBEH PA, xouto He ca
nomyunin cepro3Ha IRR mo Bpeme Ha wmm 1o 24 yaca ciieql mbpBaTa M3NUTBaHA HHPY3HS, € OUII0
MO3BOJICHO JIa MOJIyYaT 2-4acoBa MHTPaBEeHO3HA HH(Y3HA Ha puTyKcuMad. [lanuenTuTe ¢ anaMmHe3a 3a
CepUO3Ha peakys, CBbp3aHa ¢ MH(QY3HUsITa KbM OnosIornyHa Tepanust 3a PA, ca Oniiu U3KiI04eHn ot
y4acTue B M3NMUTBaHeTO. YecToTaTa, BUABT U TexecTTa Ha IRR ca B choTBETCTBHE C TE3H,
HabronaBaHu B MuHanoTo. He ca HaOmonaBanu cepro3nu IRR.

Hnghpexyuu

Oo61aTa yecTota Ha HHPEKIUH, ChOOIICHN B KJIMHUYHY U3IUTBAHUS, € IPHOIM3UTEITHO 94 Ha

100 manueHTO-TOAMHY NPY NAIlMEHTUTE, JICKYBaHU C pUTyKcuMal. MHDekuuTe ca mpeauMHo JIeKU
JI0O YMEpPEHH U BKIIFOYBAT I1aBHO HH(EKIINH HA TOPHUTE TUXATEITHH IHTHINA U HA MMKOYHAUTE ITIBTHIIIA.
YecroTara Ha HHPEKIUUTE, KOUTO Ca CEPUO3HH WIIM N3MUCKBAT 1.V. IPUJIOKEHHE HAa aHTHOMOTHIIH, €
npenumHo 4 Ha 100 nanuento-rogunu.YectoTara Ha CEPUO3HUTE MH(EKIMH HE MOKa3Ba 3HAUUMO
MOBUILIEHUE CJICI MHOTOKPATHH KypCOBe Ha puTykcumao. [1o BpeMe Ha KIIMHUYHUTE U3MUTBAHUS CE
chOoOIIaBa 32 MHPEKIIUU HA JOTHUTE JUXATEIHH ITTUINA (BKIFOUUTEIHO THEBMOHHMS) C TIOA00HA
YECTOTa B paMEeHATa C pUTYKCUMAa0 B CPAaBHEHHE C KOHTPOJIHUTE PaMEHa.

B nmoctMapkeTHHIOBHU YCIIOBHS CEPHO3HU BUPYCHHU HH(EKINH Ce ChOOIIaBaT Ipy MaeHT ¢ PA,
JIeKyBaHH C pUTYKCUMaO0.

Cro01maBar ce ciay4yan Ha IporpecuBHA My ITH(OKaITHA JIeBKOCHIE(DAIONATHs C JIeTalleH U3X0 ClIe]
yrnorpeba Ha puTyKcuMa0 3a JedeHue Ha aBTOMMYHHH 3a00siBaHus. Te BKIIFOUBAT peBMAaTOUICH
aApTpUT U aBTOMMYHHHN 3a6OHHBaHI/I5{, KOUTO HE Ca BKIIFOUCHU B OI[OGpeHI/ITe IIOKa3aHus, BKIIFOYUTCIIHO
cuctemeH Jynyc epuremarozec (CJIE) u BackyuT.

Cro0ImaBar ce ciyvan Ha peakTHBHpaHE Ha XeMaTHT B mpu ManueHTH ¢ HeXOKKUHOB JINMQOM,
MOJTyYaBalid pUTYKcuMald B KOMOMHAIMS C IIUTOTOKCUYHA XUMHOTepanus (BK. HEXOIKKHHOB
nuMpom). PeaktuBupane Ha nHEKIHA ¢ XenaTUuT B ce choO1aBa chIiio MHOTO PSAKO MPH MALMEHTH C
PEBMAaTOUICH apTPUT, KOUTO MOJy4yaBaT puTykcumad (BxK. Touka 4.4).

CvpoeyHocv006uU Hedcelanu peakyuu

Cepuo3HH CHPJICYHU PeaKIu ce choOIIaBar ¢ yectora ot 1,3 Ha 100 marueHTo-ro{uHu Mpu
MAIMEeHTHTE, JIEKYBaHH ¢ pUTyKcuMaO, B cpaBHeHue ¢ 1,3 Ha 100 marueHTo-roJuHu MpH MalueHTHTE C
rrane6o. [IporeHThT manmeHTr ChC ChPACYHH HEXKETaHU PeaKIiy (BCUYKH WM CEPHO3HN) HE Ce
yBeJIUYaBa PU MHOTOKPaTHU KypCOBE.

Hesponozuunu cvoumus

Nma crobmeHus 3a ciyyan Ha roctepuopHa odpatiuma ennedanonatus (PRES)/cunnpom na
nocrepuopHa oopatuma enuedanonatus (RPLS). [Ipusnanure u cuMnToMuTe BKIIOYBAT 3PUTETHH
HapyIIeHHs, T1aB00OIHE, ThPUOBE H MPOMEHEHO TICHXUYECKO ChCTOSTHHE, ChC WIIH 0e3 CBbhp3aHa
xunepreHsus. J{uarnozata PRES/RPLS nanara notBspikiaeHue ¢ 00pa3Ha JMarHOCTHKA Ha MO3bKa.
CroOIeHnTe ciydan ca CBbp3aHH ¢ Ipu3HaTh puckoBu ¢axtopu 32 PRES/RPLS, BrmtouBamu
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OCHOBHOTO 3200JIsiBaHe Ha MaIMEHTa, XUTIEPTCH3HS, TEPAITUs ¢ UMYHOCYTIPECOPH /WK
XUMHOTEPAITHSL.

Heymponenus

[Ipu neyenue ¢ putykcumal ca HaOMOaBaHU CHbOUTHS Ha HEYTPOIIEHHs], IOBEYETO OT KOUTO ca
IPEXOAHU U JIEKH WM YMEPEHHU 10 TexecT. HeyTponeHust Moke 1a Bb3HUKHE HIKOJIKO MEcela ClIek
MPUIOKEHUETO HA PUTYKCHMa0 (BK. Touka 4.4).

ITo Bpeme Ha mane60-KOHTPOIUPAHNATE TIEPUOTN Ha KIMHUIHUTE n3nuTBaHus, 0,94 % (13/1 382) ot
MAIUCHTHUTE, JIeKyBaHu ¢ purtykcumad u 0,27 % (2/731) or nanueHTUuTe Ha TIIanedo ca pa3BUIIA TEKKA
HEYTPOIICHUS.

Heytponennyau chOUTHS, BKIFOUNUTEITHO TEXKKA M IEPCUCTUPAIIa HEYTPOIICHUS C KbCHO Havallo, e
CHOOIIABAT PSIKO MPU TTOCTMAPKETUHTOBYU YCIIOBHUS, HIKOU OT KOUTO ca OWJIHM CBBbp3aHHU C (haTalHU
WH)EKITHH.

Hapywenus na kodxcama u nookojicHama mvKam
MHoro psiako ce cho0IIaBa 3a TOKCHYHA enuIepMaiiHa Hekponnsa (cuaapoM Ha Lyell) u cuaapom Ha
Stevens-Johnson, HIKOH OT KOUTO C JIETAJIEH U3XOJ.

Jlabopamopnu omxnouenus

[Tpu marmenTu ¢ PA, nexyBanu ¢ puTykcumad e HaOmoaBaHa xunoramarinooyimaemus (IgG nmmn
IgM non nonHaTa rpaHuila Ha HopMaTa). He ce HaOr01aBa MOBHINIEHA YECTOTa HAa O0IIM UHPEKIIUN
WJIM CEPHO3HU MHMEKIUY CIIe] Pa3BUTHETO HAa HUCKU HKBa Ha IgG umu IgM (Bxk. Touka 4.4).

[Ipu neauaTpuyHM NaUMEHTH, JIEKYBaHHU C pUTYKcuMa0, ca HabJIroqaBaHu MaTbK Opol ciiyyan Ha
XHITOTaMario0yIMHEMUS, CIOHTaHHH U OT JIUTEPaTypHH U3TOYHHUIIHN, KOUTO B HAKOU CITydau ca OWiin
TEXKH U ca U3UCKBAJIM MTPOABIDKUTEIHA 3aMECTUTEIHA Tepamnus ¢ uMyHornoOyuHu. [locnencreusra
OT IPOIBJDKUTETHOTO W3UYepIIBaHe Ha B-KIIETKUTE NpW NEeANaTPUYHU TALMeHTH HE Ca W3BECTHU.

Omnut ¢ rparyiomMarosa ¢ noauauruut (I'TIA) 1 Mukpockoncku nmoguaaruut (MITA)

snoctHuAT mpodui Ha 6€30MACHOCT Ha PUTYKCUMAO TIPH Bb3PACTHH U NIEIUATPUIHH MAITUSHTH C
T'TIA/MIIA ce ocHOBaBa HAa JaHHU OT MMALIMEHTH OT 3 KIMHUYHU U3IIUTBAHUA U OT
MMOCTMapPKETHHTOBOTO HAOIIO/ICHHE.

Bweeoicoane 6 pemucus npu evspacmuu (I'TIA/MIIA Tlpoyusane 1)

ITo Bpeme na I'TTA/MIIA TlpoyuBane 1, 99 Bb3pacTHU NAIMEHTH Ca JCKYBaHH 332 BbBEXKIAHE B
pemucus Ha ITTIA u MITA ¢ purykcumab (375 mg/m? BeIHbX CEAMUYHO B IPOIBDKEHUE HA
4 cenMUIM) U TIFOKOKOPTHUKOU U (BXK. Touka 5.1).

Hexenanute peakuuu ot [ TIA/MIIA Ilpoyusane 1, n36poenu B Tabnuua 5 ¢ gyectora, onpeesieHa
KaTo ,,4€CTH" HJIH ,,MHOTO YECTH", ca BCHUKH HEKEJaH! ChOUTHS, KOUTO Ca HACTHITUIIH C

yecToTa > 5 % B rpynara Ha pUuTYKCHMal | € TTO-BUCOKA YECTOTa, OTKOJIKOTO B TpyIaTa Ha
CPAaBHUTEIHHS MPOIYKT.

Hexenaaute p€aKknnun, YCTAHOBEHH CaMO 110 BpEME Ha ITIOCTMapPKETHUHIOBOTO Ha6.]'IIOJICHI/Ie, YUATO

YeCcTOoTa HE MOXE Jia ObJIe OIleHEHa, ca OTOEII3aHu ,,¢ HEN3BECTHA YE€CTOTA™, BIJKTE OEIIEKKHUTE 10T
JINHUSL.
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Taoauna 5

Hexenann P€aKIIui, KOUTO Ca HACTBIIW/JIA HA 6-ust mecelr npu >5% ot

Bb3pPACTHUTE NANMEHTH, MoyyaBamu putykcumad B ['TIA/MIIA IlIpoyuBane 1
(Putykcumad n = 99) ¢ mo-BHCOKa 4eCTOTA, OTKOJKOTO B IPynaTa Ha
CPABHUTEJHHUS MPOAYKT, HJIU N0 BpeMe Ha MOCTMAPKeTHHIOBOTO HAOII0eHe.

KPbBTa U JuM@pHaTa
cucreMa

Cucremo-opratHex MHuoro yecTn Yectn C Heu3BecTHa

kjaac no MedDRA 4ecToTa

Nudexuuu u nHpEKIHI Ha CEpUO3HA BUPYCHA

uHpecTauuu MMUKOYHUTE MBTHILA, uHpexmsa'?,
OpOHXMT, EHTEPOBUPYCEH
Xeprrec 30c¢Tep, MeHuHroennedanmr!
Ha30(apUHTUT

Hapymenus Ha TPOMOOIIUTOTICHHUS

Hapymienusi Ha
HMYHHATa cHCTeMa

CHHIPOM Ha
0CcBOOOKIaBaHe Ha
IIUTOKUHHU

Hapyumenusi Ha
MeTado0an3Ma u

XUIIEPKATTUEMUSL

KOKaTa U
MOJAKOKHATA ThbKaH

XpaHeHeTo

Mcenxuunn Oe3chHHe

HapylIeHus!

Hapyumienusi Ha 3amaiiBaHe,

HepBHaTa cUCTeMa TpemMop

Cb10BH HapylIeHHs XHUIIEPTOHHUS 3a4yepBsiBaHE Ha
KoXKaTa

Pecniupatophu, KalUIUIa, HA3aJIHA KOHT€CTHS

TPBAHU U JMCTIHES],

MeaUACTHHAIHU €MHUCTaKCHC

HapylIeHUs!

CToMalHO-4YpeBHH Iuapus JUCTIETICH S,

HapylIeHUs! 3arek

Hapymenusi Ha aKHe

Hapyumenus Ha
MYCKYJIHO-CKeJIeTHATA
cucreMa u
CheJMHHUTEJIHATA
ThKaH

MYCKYJIHH CIIa3MH,
apTpanrus,
Oonka B repOa

MYCKyJTHa ¢J1abocCT,
MYCKYJTHO-CKeJIeTHa
Oonka,

0onKa B KpaHULIUTE

OO0mm Hapymenus
e)eKTH Ha MACTOTO
HA NMPUJIOKeHUEe

nepudepeH OToK

H3caenBannsa

MOHIKEH XeMOITI00UH

! HabmoaBanu 1o BpeMe Ha IIOCTMapKETHHIOBOTO HAGIFOIEHHE.
2 BusKTe ChILO pa3ziena 32 HHPEKIMUTE HO-I0y.

Tlo0ovporcawo neuenue npu ev3pacmuu (I’ TIA/MIIA [Ipoyusane 2)
B I'TTA/MIIA Ilpoyusane 2, 001110 57 Bb3pacTHH MaIeHTn ¢ Texka aktuBH [ TIA u MIIA ca
JIEKyBaHU ¢ pUTyKCHUMa0l 3a MoJAbpKaHe Ha pemMucusaTa (BXK. Touka 5.1).




Taoauna 6:

He:xenanu peakuun npu > 5% 0T Bb3pacTHATE NAIMEHTH, MOJYy4aBAIIH

putykcumad B I'TIA/MIIA IlpoyuBane 2 (Putykcumad n = 57), ¢ mo-Bucoxka
4eCTOoTa, 0TKOJKOTO B TPyNaTa HA CPABHUTETHUA MPOAYKT, UJIM 110 BpeMe Ha
MOCTMAPKETHHIOBOTO HAOIIOICHUE

Ha NMPUJIOKeHNe

3aboinsBaHe, nepudepeH
OTOK

Cucremo-opratHex MHuoro yecTn Yectn C Heu3BecTHA

kjaac no MedDRA 4ecToTa

Nudexuuu u OpOHXHT PUHUT CEpUO3HA BUPYCHA

nHecTanun uHpexms'?,
E€HTEPOBHUPYCEH
MEHHHTOCHIIC(aTAT
1

PecniupaTopHu, JIACTTHES

rPHAHA U

MeIMACTHHAJTHHA

HApyUIeHUs

CToManIHO-YpeBHU Tapust

HApPYLIEHUsA

OO0y HapymieHus u MIAPEKCHs,

e(exTH HA MACTOTO TPHUIIONOA00HO

HapaunsiBanus,
OTpaBSHUSA U
YCJIOKHEeHu s,
Bb3HUKHAJIN B
pe3yJaTar Ha
HHTePBEeHIUHU

PEAKIMH, CBBP3aHU C
uH}y3uaTa’

peakuuu.

! HabnrozaBaHu 1o BpeMe Ha MOCTMAaPKETUHIOBOTO HAGIIOICHHE.
2 BiKTe ChINO pasjiena 3a HHOEKIUUTE TO-70Ty.
3 TIompOGHOCTH OTHOCHO PEAKIIMHTE, CBBP3aHH ¢ MH(Y3UATA, Ca Ja/EHH B TOYKATA C OTIHCAHUE HA M30PaHH HEKETAHH

OO01muAT mpodui Ha 6€30MACHOCT ChOTBETCTBA HA J00pE YCTaHOBEHHUs MPOQ I Ha 0€301aCHOCT Ha
PUTYKCHMa0 MPH pa3pelieHuTe MOKa3aHus 32 aBTOMMYHHU 3a001siBaHust, BKirountenHo ['TIA u MITA.
Kato 151510 4% 0T mauueHTuTe B rpynaTta Ha pUTyKCHUMal ca IMOJIyYHId HeXXeJIaHu ChOUTHS, BOJEIIN
JI0 TIpeyCTaHOBsIBaHE Ha JiedeHneTo. [loBeueTo HexkelaHu ChOUTHS B TpyIaTa Ha PUTYKCHMal ca ¢ JIeK
WM YMEpEeH HHTeH3uTeT. HUTO eMH OT MalMeHTuTe B rpynara Ha puTykcumMal He € UMal ChbOUTHS C

JICTAJICH U3XO0M.

Haii-yecto choOiaBaHnTe CHOUTHS, CHUTAHH 33 HEXKEJIAHU PEAKIINH, Ca PEaKIIN1, CBbP3aHU C

UHQY3UATa, U UHOEKIHH.

Ilvreocpouno npocaeoseane (I'TIA/MIIA Tpoyusane 3)
B eano npparocpoyHo obcepBalMOHHO IpoyuBaHe Ha OezomacHocTTa Ha 97 manuentu ¢ ['TIA u MITA
€ MpuJIaraHo JiedeHue ¢ purykcumad (cpeano 8 nngysuu [rpanunm 1-28]) B mpoabIDKEHUE HA 10

4 roguHM criopea oOMYaliHaTa MpakTHKa U MpelieHKa Ha Jiekaps. OOmusaT npodun Ha 6e301macHOCT
ChOTBETCTBA Ha J00pe ycTaHOBeHUs HMpodut Ha Oe3onacHOCT Ha purtykcumad npu PA u I'TIA u MIIA,
KaTo HE c€ ChOOIABAT HOBU HEXKEJIAaHU PEaAKLIUH.
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Ileouampuuna nonynayus

[IpoBeneHo € OTKPUTO IPOyUYBAHE € €IHO paMo IpH 25 NeIuaTpruyHH NALUMEHTH C TeXKa aKTUBHA
I'MA nn MITA. O0musT nepuos Ha MPOYYBaHETO ce ChbCTOU OT 6-MeceuHa (paza Ha BbBEKIaHE B
peMucus ¢ Haii-mMainko 18-mecedHo npociensBane, 10 o0mo 4,5 ronunu. [To Bpeme Ha (azarta Ha
MpocieasBaHe, pUTYKCHMab e mpujiara 1o npereHka Ha nzcuenonatens (17 oT 25 manuenTtu ca
HOJIYYMIIN JOITBJIHUTEIIHO JIEUCHUE ¢ puTyKcuma0). PasperieHo e chIrbTCTBALIO JIEYEHHE C ApyTra
MMYHOCYTIpeCHBHa Tepanust (BX. Touka 5.1).

3a HeXellaH! Peakiliyl ce CUNTAT HEeXEITaH! ChOUTHSI, Bh3HUKHAIH ¢ yecToTa > 10%. Te BKItoUBart:
nHdexnuu (17 naunentu [68%)] BbB ¢a3ara Ha BbBeKAaHE B peMuCHs; 23 mauueHTn [92%)] 3a uenust
nepuoa Ha npoy4BaHeTo), IRR (15 mauuenTu [60%)] BBB (pa3ara Ha BEBEKIaHE B pemucust; 17
naruerTn [68%] 3a menus nepuoja Ha MpoydYBaHeTo) u rajgeHe (4 mamuentu [16%] BbB dazara Ha
BBBEXKJIaHE B peMucHs; 5 manueHty [20%] 3a 1enus mepuoj] Ha Mpoy4YBaHETo).

IIpe3 nenus meprox Ha MPOyIBaHETO MPOMITHT Ha OE30MMACHOCT HA PUTYKCHUMAa0 CHOTBETCTBA Ha
npoduia, cho0IIeH BB (pa3aTra Ha BEBEXKIAHE B PEMHUCHSI.

[IpoduabT Ha Ge30macHOCT Ha pUTyKCcUMad nipu nenuaTpudan namuerTu ¢ ['TIA wmn MITA
CHOTBETCTBA M0 BHJI, €CTECTBO M TEKECT HA M3BECTHUS PO Ha 630MaCHOCT MPH B3PACTHA

MAIUCHTH U 0I00PCHUTE aBTOMMYHHU UHAUKAIMHY, BKIFOUATeTHO [ TIA v MITA nipu Bb3pacTHHU.

Onucanue na u3dbpanu Hedceiany peakyuu

Peaxyuu, cevpsanu ¢ ungysusma

B m3nuTBaneTo 3a BrBexAaHe B pemucus Ha Be3pacTHU (I TIA/MIIA IlpoyuBare 1), IRR ce
OTIPEZIETIAT KaTO BCSAKO HEXEIaHO ChOUTHE, HACTHITIIIO A0 24 Jaca oT HH(]y3HuaTa, KOeTo
W3CJICIOBATEIIUTE CUYMTAT 33 CBBP3aHO ¢ MH(Y3UsTA, B IOIyJIAIUATA 32 U3CIICABAHe Ha 0€30IIaCHOCTTA.
Ot 99-Te nanueHTH, JeKyBaHu ¢ puTykcuma0, 12 % ca nmoxyqwiu none enna IRR. Benuku IRR ca
owmm crerieH 1 wm 2 criopen CTC. Hait-uecture IRR BrITFOUBaT CHHAPOM Ha 0CBOOOXK1aBaHE Ha
IIUTOKWHH, 3a4€PBsSBaHE Ha JHUIIETO, {PA3HEHE B I'bPJIOTO M TPEMOp. PUTykcuMab e mpuiiarat B
KOMOMHAIIUS C TIIFOKOKOPTHKOUIM MHTPABEHO3HO, KOSTO MOJKE JIa HaMaJld YeCToTaTa U TEKECTTa Ha
TE€3HU CHOUTHSL.

B u3nutBaneTo ¢ nmojabpKaiia Tepanus npu Bb3pactHu npu Be3pactHu (ITIA/MIIA Ilpoyusane 2),
7/57 (12 %) naumeHTH B rpynara Ha puTykcuMal ca MOJTydIHIIM Hail-MaJIko eJJHa PeakLus, CBbp3aHa ¢
uH}y3usaTa. Yecrorara Ha cumnromu Ha IRR e Hali-BuCcOKa 110 Bpeme Ha Wiu ciiell IbpBata HHQY3Hs
(9 %) u HamansBa ¢ nociensamure uHGy3un (< 4 %). Bcuuku cumnromu Ha IRR ca neku niu
YMEpPEHH U MOBEYeTO OT TAX ca chobmeHu ot COK ,,PecimpaTopHu, TPHIHU U MEAHMACTHHAIHU
HapyueHus  u ,,HapyuieHus Ha Ko)kaTa U MOJIKOKHATA ThKaH.

B kimHHMYHOTO M3nUTBaHe Npu neauarpuunyu nanueHTy ¢ ['TTA wiu MITA, chobmienute IRR ca
HaOJIr01aBaHu MPEAUMHO NP bpBaTta nHGY3us (8 mauuentu [32%]), KaTo ciel] ToBa HaMaJsIBaT C
BpPEMETO C yBenuuaBaHe Ha Opos Ha nHpy3unuTe purykcumad (20% npu Bropara uadysust, 12% mnpu
Tperata uHQy3us u 8% npu yeTBbpTaTa nHY3us). Hait-uecture cumntomu Ha IRR, chob1enun mo
BpeMe Ha (a3aTa Ha BEBEXIaHE B pEMHCHS, ca ri1aBodoie, 00puB, puHOpes u upekcust (8% 3a
Bceku cumnrom). Habmoaasanure cumntomu Ha IRR ca momoOHM Ha U3BECTHUTE CUMITOMH IIPH
BBh3pacTHy nanuenty ¢ ['TIA nan MITA, nexyBanu ¢ putykcuma6. IloBeueto IRR ca crenen 1 u
crernieH 2, nMa camo niBe Hecepno3nu IRR cremen 3, karo He ce crobmanar IRR crenen 4 wm 5.
Crobmasa ce enHa cepuo3na IRR crenen 2 (reHepanusupad 0TOK, KOWTO € OT3By4Yal [0 BpeMe Ha
JICYEHUETO) TP €INH MalreHT (BX. Touka 4.4).

HUngpexyuu

B I'TTA/MIIA IlpoyuBane 1, obmara yecrora Ha MHPEKUNU € MPUOIU3UTEIHO 237 Ha

100 marmenroroannu (95 % CI 197-285) npu mbpBUYHATA KpaifHa TOYKa Ha 6-HMsI Mecell.
WHdexnuunTe ca npeTuMHO JIEKH IO YMEPEHH U CE ChCTOAT IITABHO OT MH(EKIINK Ha TOPHUTE
JUXaTeJHH ITbTHUINA, XepIeC 30cTep U MHPEKINH Ha MUKOYHNUTE MbTHIIA. YecToTaTa Ha CEpUO3HH
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uHbpexnuy ¢ npuodausuTento 25 Ha 100 nanuentoroaunu. Haii-uecto chobaBanaTa cepro3ta
nH(EKIYs B TpyIlaTa Ha pUTyKCUMab e THEBMOHUS ¢ YyecToTa oT 4 %.

B I'TTA/MIIA Tlpoyusane 2, 30/57 (53 %) nauueHTH B rpymnara Ha puTYKCUMa0 ca TOIy4rIn
uHdekmu. Yectorara Ha MHPEKIIMK OT BCHYKK CTEIIEHH € CXO{HA MexX Ay rpynurte. MHdekmuTe ca
MPEJMMHO JIEKH 10 yMepeHH. Hali-uectnTe nHEKIMK B rpynara ¢ pUTyKCHMa0 BKITFOUBAT HHPEKITUH
Ha TOPHUTE JUXATETHU IbTHUILA, [ACTPOCHTEPUT, MHPEKINU HAa TMKOYHUTE MBTUILA U XEPIEC 30CTeD.
UectoTara Ha cepro3HHA WHEKIINHU € CXOAHA B ABeTe rpynu (mpudnmsurenao 12 %). Hait-uecto
CchOOIIaBaHaTa cepro3Ha HHGEKINS B TpyIaTa ¢ pUTYKCUMAa0 e JIeK Wi yMepeH OpOHXHT.

B KIMHUYHOTO U3NMUTBaHe MpU NMEAUATPUUHHN MAMEHTH ¢ Texkka akTuBHa ['TIA u MIIA, 91% ot
choOmmennTe nHQeKUK He ca cepro3Hu u 90% ca Jleku 10 yMEpeHH.

Haii-yectute undexuuu B odmara ¢asza ca vHGEKIUK Ha TOPHUTE AUXaTelnHu mbTuma (48%), rpum
(24%), xoutoukTUBUT (20%), HazohapuaTUT (20%), NHMEKINN HA JOTHUTE AMXATEIHU THTUIIIA
(16%), cunysur (16%), BupycHu nH(EKIUN Ha TOpHUTE TuxaTeaHu nmpTumma (16%), yuHa undexuns
(12%), racrpoentepur (12%), dapunrut (12%), nadekus Ha mukounute pruma (12%). Ceprno3an
nH(eKInu ce choOmmanar npu 7 nanuerTu (28%) u BkrouBar rput (2 manueHTH [8%]) n nHQeKmn
HAa JIOJIHUTE TUXaTelnHu mpTrmia (2 manueHTn [8%)]) Kkaro Haii-4ecTo choOIaBaHu ChOUTHSI.

B mocTMapKeTHHTOBH YCIIOBUSI CEPHO3HU BUPYCHH HH(EKIMU CE€ CHOOIIaBaT NPH MAILIMEHTH C
I'TTIA/MIIA, nekyBaHU ¢ pUTyKCUMaO.

3noxavecmeenu 3abona8anus

B I'TIA/MIIA IlpoyuBane 1, decToTaTa Ha 3I0Ka4e€CTBEHH 3a00JIIBaHUS TIPH NMAIIMEHTUTE, JICKYBaHU C
putykcuMad B kimHHYHOTO M3nuTBane mpu ['TIA u MIIA e 2,00 na 100 nanmenToronvHu Ha o0Imara
JlaTa Ha MPUKIIFOYBAHC HAa UBITUTBAHCTO (KOFaTO MOCJICAHUAT MAIUCHT € 3aBbPIIWII ICPUOaa Ha
npocneassaHe). Bp3 ocHOBa Ha cTaHJAPTU3UPAHUTE CHOTHOIIEHHS HAa YECTOTaTa, YeCTOTaTa Ha
3JI0KaueCTBEHUTE 3a00JIIBaHMSI M3TIIEKa € TI0Z00HA Ha Ta3H, ChOOIIEHa IPEIH TOBA IPH MMALUEHTH C
ANCA-cBBp3aH BaCKyJIHT.

B nequatpuiHOTO KIMHAYHO M3IUTBAHE HE Ce ChOOIIaBaT 3JI0Ka4eCTBEHH 3a00IIIBaHUs B TIEpHoJia Ha
npocneasBane A0 54 mecena.

Cvpoeunocv0osu Hedicenanu peaxyuu

B I'TTA/MIIA IlpoyuBane 1, CbpA€YHOCHAOBHA CHOUTHSA Ca HACTHIMIN C YECTOTA MIPUOIHUIUTEITHO

273 na 100 manuento-roauau (95 % CI 149-470) npu mppBUYHATA KpaiiHa TOYKA HA 6-US MECEII.
YecroTarta Ha cepro3Hu cbpaeynu croutus € 2,1 na 100 nammentoronuuu (95 % CI 3-15). Hait-uecto
CHOOIIaBaHUTE CHOUTHSA ca Taxukapaus (4 %) u npencepano mexaeHe (3 %) (Bx. Touka 4.4).

Hesponozuunu cvoumus

Nma chobmenus 3a ciyyan Ha moctepuopHa odpatiuma ennedanonatust (PRES)/cuaapom Ha
nocrepuopHa oopatuma eniedanonatus (RPLS). [Ipusnanure u cuMnToMuTe BKIIOYBAT 3PUTETHH
HapyIIeHHs, T1aB000IHE, ThPUYOBE H POMEHEHO IICHXUIECKO ChCTOSTHHE, ChC WIIN 0e3 CBbhp3aHa
xunepren3us. narnozara PRES/RPLS nanara noTBbpikaeHue ¢ oOpa3Ha IMarHOCTHKA Ha MO3bKa.
Cpo01eHnre ciyvan ca CBbpP3aHH ¢ Ipu3HaTu puckoBu ¢akrtopu 3a PRES/RPLS, BrmouBamu
OCHOBHOTO 3200JIsSiBaHe Ha MaIMEHTa, XUTIEPTCH3HS, TEPAITUsl ¢ UMYHOCYTIPECOPH /WK
XUMHOTEPAITHS.

Peaxmusupane na xenamum B
Cro01maBa ce 3a MaTbk OpOH cllyyad Ha peakTUBUpPAHE Ha XeTaTUT B, HIKOW ¢ JeTalieH u3XoJl, pu
nanueHTH ¢ I'TIA u MITA, nony4aBamy putykcumal B TOCTMapKETHHIOBUS TIEPHO/I.

Xunozamaznobynunemus

Xunoramarnooynmunemus (IgA, IgG wim IgM noj onHaTta rpaHuiia Ha HOpMaTa) € HaOIltoJaBaHa MpH
BB3pacTHH U neauaTpuunu nanueHtu ¢ I'TIA u MIITA, nexyBanu ¢ putykcumao.
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B I'TTA/MIIA Tlpoyusane 1, Ha 6-us Mecent 27 %, 58 % u 51 % oT manMeHTHTe ¢ HOPMAaIHU HUBA Ha
MMYHOTTIOOYJTMHHU Ha W3X0JHO HUBO B TPyIaTa Ha pUTYKCHMal ca MMaiy HECKHM HuBa Ha IgA, IgG n
IgM B cpaBuenue c 25 %, 50 % u 46 % B rpynara Ha nukinodochamua. Haima noBumienue Ha
yecToTaTa Ha 001K MH(EKIUN 1 Ha CepUO3HM MH(EKIIUK ciie]] pa3BUTHE Ha HUCKK HuBA Ha IgA, I1gG
i IgM.

B I'TTA/MIIA TlpoyuBane 2, He ca HaOMIOJaBaH! KIMHUYHO 3HAUUMH Pa3IMKU MEXKIy JBETE TPYIH Ha
JIeYeHNe WK TIOHIKaBaHe Ha HUBaTa Ha oOmws umyHornoOynuH, [gG, IgM mmm IgA npes 1sumoTo
W3IINTBAHE.

B nmeamatpuaHOTO KIMHAYHO U3MUTBAHE, IO BpEMe Ha [EeNHs IEPUO/ Ha H3NUTBaneTo, 3/25 (12%) ot
MAIMeHTHUTE ChOOIaBaT 3a ChOUTHE ¢ XUnoraMariooynmnaemus, 18 manuentn (72%) nmat
NPOABIDKUTENHO HUCKH HUBA Ha IgG (onpexnesnenu kato HUBa Ha Ig o momHAaTa rpaHulla HA HOpMaTa
3a Hali-MaJKo 4 Mecena), a OT TAX 15 manueHTH uMat ChbUI0 NPOIBIDKUTETHO HUCKK HUBa Ha [gM.
TpruMa nanueHTy ca MoTydIn JIeUeHHe ¢ MHTpaBeHo3eH nMyHOTo0ynuH (i.v. IG). B3 ocHoBa Ha
OrpaHUYCHUTC JaHHU HE MOrart Ja 6'LI[aT HalpaBCHHU KAaTCTOPUYHHU 3aKIOYCHUS 3a TOBA JaJIN
MPOABIDKUTENHO HUCKUTE HUBA Ha IgG n IgM ca moBenu A0 MOBHILEH PUCK OT CEPHO3HU MHPEKITH
npu Te3u nanueHTy. [locneaunure oT IPOABIDKATEHO H3UEPIIBaHe HA B-KieTkuTe npu nenaTpuaHu
TIAI[MeHTH HE ca N3BECTHHU.

Heymponenus

B I'TIA/MIIA Ilpoyusane 1, 24 % OoT nmanueHTHTE B rpynara Ha puTykcumad (eauH Kype) u 23 % ot
MaIMEHTHUTE B IpynaTta Ha nukiodochamMu ca nodydmwin HeyTporeHus ot cterieH 3 criopen CTC, nnn
no-ronsiMa. HeyTpormenusita He € cBbp3aHa ¢ HaOJIr01aBaHO MMOBHUILICHHE Ha CEPUO3HUTE WHPEKINH
IIpY TALMEHTUTE, JIEKYBaHU C PUTYKCUMAO.

B I'TIA/MIIA TIpoyuBaHe 2, yecToTaTa Ha HEYTPOIIEHUs OT BCUUKH cTerieHH € 0 % Mpu manueHTHre,
JIEKyBaHH € pUTyKcumaO, cupsamMo 5 % npu MalueHTUTe, JIEKyBaHU C a3aTHONPHUH.

Hapywenus na xosxcama u nookoxcnama mvkam
MHoro psijiko ce ¢cho0IIIaBa 3a TOKCHYHA eMujiepMaiHa Hekposu3a (cunapom Ha Lyell) u cuaapom Ha

StevenS—Johnson, HSAKOHM OT KOUTO C JICTAJICH U3XOJ.

Omnut ¢ neMduryc ByJIrapuc

LlsutocTHUAT podui Ha 6€30MaCHOCT HA PUTYKCUMAO MpH NeM(UTYC ByJIrapuc ce OCHOBaBa Ha JaHHU
OT MAaIMEeHTH OT 2 KIIMHUYHU U3MUTBAHUS U OT TOCTMapKETHHIOBOTO HAOIIOICHHE.

Obobwenue na npoduna na bezonacnocm e I1B Ipoyvusane 1 (llpoyusane ML22196) u IIB
Ilpoyusane 2 (IIpoyusane WA29330)

[IpodmrbT Ha Ge30MaCHOCT Ha PUTYKCHUMA0 B KOMOMHAIUS ¢ KPATKOTPAHO MPHUIOKEHUE HA HUCKU
JTO3U TITFOKOKOPTUKOWTH TIPH JIeUeHre Ha nanuedTH ¢ [1B e mpoydeH B e1HO paHAOMHU3UPAHO,
KOHTPOJIMPAHO, MHOTOIIEHTPOBO, OTKPUTO MpoyuBaHe (aza 3 Ipu NarreHTH ¢ neMQuryc, Koeto
BKItouBa 38 manuentH ¢ nemguryc Bynrapuc (I1B), pannomMusupanu B rpynata Ha putykcumad (I1B
[IpoyuBasne 1). [lanuenTure, paHIOMU3UPaHH B TpyIaTa HAa PUTYKCUMa0, ca MoyvyaBajn
mepBoHadaiaHo 1 000 mg naTpaBeHo3HO Ha JleH 1 oT mpoy4yBaHeTo M BTOpa HHTPAaBEHO3HA WH(Y3US C
1 000 mg na Jlen 15 ot npoyusanero. [logabpxamu no3u 500 mg MHTPaBEHO3HO ca NMpWIaraHyu Ha
12-us u 18-us mecen. [Tannenture moxe na nomyyasat 1 000 mg MHTpaBEHO3HO 1O BpEME Ha
peruauB (BX. Touka 5.1).

B IIB IlpoyuBane 2 (paHZOMH3HPaHO, JBOWHOCIIAIO, ABOHO MACKUPAaHO, MHOTOLIEHTPOBO ITPOYYBaHE
C aKTHBHO CPaBHHUTEJIHO JIEKApCTBO), € OLlCHEeHa e(pUKACHOCTTa U 0€30IaCHOCTTa Ha PUTYKCHUMal B
cpaBHeHue ¢ Mukodenonar moderun (MMF) npu nanmenTu ¢ ymepen 1o Texbk [1B, kouto ce
HYXJasT OT IEPOpaJIHU KOpTUKOcTepouau. 67 manuentH ¢ I1B ca momyunnu nedeHue ¢ putykcumad
(nagamHa no3a 1 000 mg naTpaBeHo3Ho B JeH 1 oT mpoyusaneTo u BTopa no03a 1 000 mg
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WHTpaBeHO3HO B JleH 15 ot mpoyuBaneTo, ¢ moBTopenue B Cemmuria 24 u 26) mo 52 cenMuim 0010
(Bx. TOouka 5.1).

[MpodumbT Ha 6e30nmacHOCT Ha puTykcuMad nipu [IB e B choTBeTCTBHUE € ycTaHOBEHHUs IPOodriT Ha
0e301macHOCT 3a APYTH OJ00PEHN aBTOMMYHHH MTOKAa3aHMS.

Tabauuen cnucvk Ha neaceranume peaxyuu 6 11IB [Ipoyusane 1 u 2 uiu om nocmmapkemun20680mo
Habaoenue

Hexenanute peakiuu ot [1B [Ipoyusane 1 u 2 ¢ yectora, onpeaeneHa KaTo ,,49eCTH UM ,,MHOT'O
yecTn", ca npeacraBenn B Tabnuma 7. B IIB [IpoyuBane 1, Hexenanute peakuuu ce nepUHUPAT KaTo
HE)KENaHU ChOUTHSI, KOUTO ca HACTBIIMIIM € YecToTa = 5 % npu nanuenture c [1B, nexyBanu ¢
puTyKCHMa0, ¢ > 2 % aOCoII0THA pa3jiMKa B YECTOTAaTa MEXIy IpylaTa, JIeKyBaHa C pUTYKCHUMa0, U
rpynara cbC CTaHAapTHATA 1032 IpeIHU30H A0 24-ust Mecell. B [IpoyuBane 1 HAMa mauueHTH,
OTTeTJIeHU TIopaau Hexxenanu peakuud. B 1B IlpoyuBane 2 Hexenanu peakuuu ce JepuHUpaT KaTo
HEXKENaHU ChOUTHSL, KOUTO Ca HACTBIMIIM € YeCTOTa > 5% NpH ManyeHTH B paMOTO Ha PUTYKCHUMa0 U
KOUTO Ca OLIEHEHU KaTO CBbpP3aHH.

Heskenanu peakiyu, yCTAaHOBEHU caMo O BpeMe Ha TIOCTMapPKETHHTOBOTO HAOIOICHHE, YUSITO
YecToTa HE MOXKe a Ob/Ie OIleHeHa, ca OTOESII3aHH ,,C HEU3BECTHA YECTOTA™, BIKTE OCIIC)KKHUTE 10T
JINHUSL.

Tadanuna 7 Hexenann peaknuu npu nanuentu ¢ I1B, sexyBanu ¢ purykcumad B I1B
IIpoyuBane 1 (1o Mecen 24) u IIB IIpoyuBane 2 (lo Cemuna 52), niu no speme
Ha MOCTMAPKETUHIOBOTO HAOJII0eHUE

CuctemMo-opraseH KJjac 1no MHOro YecT Yecrn C HeusBecTHA
MedDRA 4ecToTa
Nudpexumun u undecranuu | Mudpexnun Ha Wndexnus ¢ xepmec Cepno3sHa BUpycHa
FOPHUTE BUPYC nHpexmus’:?
JTUXaTETHN Xeprec 30cTep EnrepoBupycen
I'BTUIIA Xepriec Ha ycTara MeHUHTOoeHIedamuT'
KonroHkTHBHT
Hazodapunrur

OparnHa KaHaAuI03a
Wndekuns na
[MUKOYHUTE ITHTUILA

Heonmnazmu Koxxen mamuiom
A00poKavecTBeHH,
3J10Ka4YeCTBEHU U
HeomnpeeaeHn (BKJI. KUCTH
U MANWIOMH)

Icuxnynn HapymeHnst [Iepcuctuparo lNomsama nenpecus
JIETPECUBHO Paznpasnurennoct
pa3CcTpoMCTBO

Hapymenns Ha HepBHaTa I'maBoGonue 3amastHOCT

CHCTEeMA

Chbpaeynu HapylieHus Taxukapaus

CToMalHO-YpeBHH Bborka B ropHaTa gact

HApYUIICHUSs Ha Kopema

Hapymenns Ha KoxkaTa U Anonenus Copbex

NMOJIKOKHATA ThKaH Yprukapus

Hapyuenue Ha
KOoXkara
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CucremMo-opraseH KJjac 1no MHOI0 YecT Yecrn C HeusBecTHA
MedDRA 4yecToTa
Hapyumenust Ha MyCKYJIHO- MycKynHO-CKeneTHa
CKeJIeTHATA CHCTeMa H Oonka
CheJMHUTEJHATA ThKaH Aptpanrus
borka B repba
OO0mm HapymeHust 1 YMopa
e(peKTH HA MSCTOTO Ha AcTeHus
NMPUJI0KEHHUE TTupexcust
HapansiBanus, orpaBsauusa | Peakium,
U yCJIOKHEeHHs, CBBp3aHHU C
BL3HUKHAJIM B Pe3yjTar Ha | uH(y3usTa’
HHTePBEeHINHU

! Ha6sro1aBanu 110 BpeMe Ha MOCTMAPKETHHIOBHS [IEPHO]L.

2 BmwxkTe omie Touka ,,Hpexuun‘ mo-moimy.

3 Peakuuure, cebpsanu ¢ uudysusra, B [1B [lpoyusane 1, BKIIOYBAT CUMIITOMH, CHOPAHHU [PU CIIEABAINATA [UTAHMPAHA
BU3WTA CIIeJ BCSIKA MH(Y3Us U HeXETaHH PeaKklUH, HACTHIIVIIM B JISHs WM €JJMH JeH cien uay3usaTa. Haii-uecture
CHUMIITOMU/TIPEATIOYNTAHA TEPMHUHHU HA pEaKIuuTe, CBhp3aHu ¢ nHpy3usTa, B [IB [Ipoyusane 1, BritouBar riaBobomme,
CTyZI€HU TPBIIKH, BUCOKO KPBBHO HAIISITAaHE, TajficHe, aCTeHHs U OOJIKa.

Haif-gecTure cuMITOMU/IPEATIOYNTAHA TEPMUHN Ha peakIuuTe, CBbp3anu ¢ nHQy3usaTa, B [IB [IpoyuBane 2, ca aucmHes,
epUTeM, XUIIEPXUAPO3a, 3aUePBsIBAHE/3aTOIUIIHE, XUIOTOHUSI/HUCKO KPbBHO HAJIsITaHe M 0OpUB/CHpOAIL 00pHUB.

Onucanue Ha u36paHu Hedfcenanu peakyuu

Peaxyuu, cevpzanu c ungyzusma

B I1B npoyuBane 1, peakuunre, cBbp3anu ¢ HHPy3usTa, ca yectH (58 %). [loutn BcUuku peakium,
CBBbp3aHU ¢ MHDY3UATA, ca JIEKU 10 YMEPEHH 110 TexXecT. [IpOlleHThT MallueHTH, OTYYHIN peaKus,
cBBp3aHa ¢ nHpy3waTa, € 29 % (11 manuenTn), 40 % (15 naunentn), 13 % (5 manuentn) u 10 %

(4 manmeHTH) CHOTBETHO ClIE]] TbPBaTa, BTOPATA, TPETaTa M YeTBbpTaTa HH(py3us. Hama nanuenTw,
OTTETJICHU OT JICUSHHETO TIOPai Peaklny, CBbp3aHu ¢ HHpY3usTa. CHMITOMUTE Ha PEaKIUHTE,
CBBP3aHU ¢ HHDY3USTA, ca OJAOOHH 10 BHJ] M TEIKECT HA Te3H, HAOIIOJaBaH! TP MAaIUeHTH ¢ PA u
I'TIA/MTIA.

B npoyusane 2 c [1B, IRR ce HabmonaBat riiaBHo npu mbpBarta uHY3us U yectorata Ha IRR
HamaJsiBa mpu cieasammre napysun: 17,9%, 4,5%, 3% u 3% ot nanuenture nomydasat IRR
CBHOTBETHO IPY ITPBATa, BTOpaTta, TpeTaTa u yeTBbprata nHQy3us. [Ipu 11/15 manuenTty, kouto
nony4vaar moHe eaHa IRR, IRR ca crenen 1 nim 2. [Tpu 4/15 naumenTn creneH > 3 IRR ce
CchOOIIABAT M BOJAAT JI0 IPEKpATABaHE Ha JICYEHUETO C PUTYKCUMA0; TPHUMA OT YETHPHUMA ITallUeHTH
noiy4asat cepuo3nu (>kuBo3zactpamasaniy) IRR. Ceprosnu IRR ce HaOnronaBat npu nepBara

(2 maumentn) nnm Bropara (1 manuenT) MHQY3US U 0OT3ByUaBaT IPU CUMIITOMATUYHO JICUCHHE.

Hngpexyuu

B I1B npoyusane 1, 14 manuentu (37 %) B rpynara Ha puTyKCUMa0 ca MOoIyqrid HHQEKIINH,
CBBP3aHHU C JICUCHUETO, B cpaBHEHUE ¢ 15 maruenTu (42 %) B rpymara Ha CTaHIapTHA 1032
npeaan3oH. Haii-uecture nHpeKIuM B TpynaTa Ha pUTyKCHMa0 ca MHPEKIMH C XepIec CUMILIEKC U
30CcTep, OPOHXUT, HHPEKIUSA HA TUKOYHUTE ITHTHUINA, MUKOTHYHA WHQEKIINS 1 KOHIOHKTHBHT. Tpuma
naueHTy (8 %) B rpynara Ha puTYKCHMMa0 ca MoJydmin o010 5 cepro3Hu uHpeKiun (THEBMOHUS,
NpUYMHEHa 0T Prneumocystis jirovecii, nadexnuo3Ha Tpom003a, HHTEpBEepTEOpasieH JUCLIUT,
OenonpoOHa nHMEKIHA, cmaghui0koKos cercuc), a enuH nanueHT (3 %) B rpymnara Ha cTaHAapTHA
J103a MPEAHU30H € MTOJIyYrJI Cepro3Ha HHPEKIUs (THEBMOHUS, IPUIMHEHA OT Prneumocystis jirovecii).

B IIB IlpoyuBane 2, 42 nanuentu (62,7%) B paMOTO Ha pUTYKCUMa0 ca nomydmin nHdexuun. Haii-
yecTHTe MHPEKIUH B Ipymara ¢ puTyKcuMald ca WHGEKINs Ha TOPHUTE JUXATEeIHU TbTUIIIA,
HazodapuHTHT, OpaHa KaH 11032 U nHMEeKIUs Ha TukouHuTe mbruina. lllectuma nanuentu (9%) B
PaMoTo ¢ puTyKcHMad ca MOJyUYHIIN CEPUO3HU MH(EKINH.

B mocTMapkeTHHTOBH YCIIOBUS CEpHO3HH BUPYCHU MH(EKITUH ce ChoOmaBaT npu manueHTH ¢ [1B,
JIeKyBaHH C pUTyKCcUMao.
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Jlabopamopnu omxnouenus

B IIB IlpoyuBane 2, B paMOTO Ha pUTYKCUMAa0, MHOTO YeCTO ciiel] HHQY3HsITa ¢ HabIro1aBaHo
MPEXOAHO MMOHIKEHUE Ha Opost TMM(OIHUTH B pe3yaTaT Ha HaMaJICeHUTE TonmyIauuy Ha nepudepnn T-
KJIETKH, KaKTO ¥ IIPEXOAHO [IOHMKEHUE Ha HuBaTa Ha (pocdop. CmsTa ce, ue Te ca MIPUIMHEHH OT
MH(Y3HATA HA 1.V. METUJINPETHU30I0H KaTO IPEeMEANKALIHSL.

B IIB IlpoyuBane 2, nucku HuBa Ha IgG ce HaOmogaBaT yecTo, a Ha [gM — MHOrO decto. Brnpekn
TOBA, HSIMA JI0KA3aTeJICTBA 32 TIOBHIIECH PUCK OT CEPUO3HU HH(EKIUH CJIe]T pa3BHUBaHEe HAa HUCKH HHUBA

Ha IgG umu IgM.

CrpoOuaBane Ha HOAO3UPAHU HEXKEJIAHN PEAKIIMHT

Cro01IaBaHeTo Ha MOIO3UPAHU HEIKEIIAHU PEAKIIUU CIIe]] pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BaKHO. TOBa IMO3BOIISABA Ja MTPOIBIDKH HAOMIOIEHINETO Ha CHhOTHOIIIEHUETO IOJI3a/PUCK 32
NeKapcTBeHUS MpOoAyKT. OT MEIUIIMHCKUTE CIISIIUAIMCTH C€ M3MCKBA Ja ChOOIIaBaT BCSIKa
M0JI03UPaHa HEXKEIaHa PeaKilys Ype3 HAI[MOHAIHA CUCTeMa 3a ChOOIaBaHe, MOCOYCHA B
ITpunoxxenne V.

4.9 Ilpeno3upane

OT KIMHAYHATE U3MUTBAHMS [IPH XOpa € HAIHIIE OTPaHUYEH OITUT C JTO3H, IT0-BICOKH OT 0J00peHara
Jl03a Ha MHTPaBEHO3HATa JIekapcTBeHa (popma Ha puTykcuMad. Hali-BcokaTa MHTpaBEeHO3HA 7032
PUTYKCHMa0, M3MUTBaHA MPH Xopa jgocera, ¢ 5 000 mg (22 50 mg/m?), u3nuTBaHa B IPOYUYBAHE C
MoBUIIaBaHe Ha no3ata npu nauueHtu ¢ XJIJI. He ca ycraHOBEHU JOMBIHUTENHU CUTHAIIN 1O
OTHOIIIEHHE Ha 0€30IMaCHOCTTA.

[Tpu manmenTUTe, IPU KOUTO MMa NpeIo3upaHe, TPsOBa 1a ce M3BBbPIIHN He3a0aBHO PEKbCBAaHE HA
nH(Y3UATa U TPAOBA J1a ce HaOJIF01aBaT BHUMATEIHO.

ITpy TOCTMapPKETHHTOBH YCIOBHS Ce ChOOIIAaBaT MeT Ciyvas Ha MpeAo3upane Ha puTykcumab. B tpu
ciydast He ce ChoOlIaBa 3a HeXKeJlaHoO ChOuTHE. J[BeTe ChOOIIEHH HeKeIaHH ChOUTHS ca
IPHUIIONOI00HN CUMITTOMH TIpH 71032 1,8 g puTyKCHMal U pecriupaTopHa HeAOCTAThYHOCT C JICTAJICH
W3XO/I TIPH /1032 2 g pUTYKCHUMAO.

5. ®APMAKOJIOTUYHHA CBOMCTBA

5.1 ®apmakoaMHAMUYHHU CBOWCTBA

®dapmMakoTepaneBTHYHA TPyIa: AHTUHEOIIACTUYHH CPEICTBA, MOHOKJIOHAJTHU aHTUTENA U KOHIOTaTH
anTutTsno-nekapctso, ATC xox: LO1FAO1

MexaHu3bM Ha JIENCTBUE

Rixathon e 6uonornuno nogo6eH nexkapcTBeH mpoaykT. [logpoOHa nHpOpMalus € npegocTaBeHa Ha
yeOcaiita Ha EBponeiickara areHius 1o jiekapcTeara https://www.ema.europa.eu.

Putykcumab ce cBbp3Ba cienuduyuHO ¢ TpaHcMeMOpaHeH antureH, CD20 - Hernmuko3unpan
¢docdonporenH, T0KaIU3UpaH BbpXY 1pe-B u 3penn B mumMdonutu. AHTUTEHBT ce eKCIpecupa BbpXy
> 95 % ot BcHUKHM B-KIeTKH MpH HEXOHKKHHOBHU JINM(OMHL.

CD20 ce oTkpHBa €IHOBPEMEHHO BbPXY HOPMAIIHU M 37I0KaY€CTBEHH B-KIIETKH, HO HE U BBPXY
XEMOTIOETHYHH CTBOJIOBH KIIETKH, TIPO-B-KJIeTKH, HOPMATHH TUTa3MOIIUTH WIIH JIPYTH HOPMAaJTHH
ThKaHU. TO3M aHTUTEH He ce MHTepHAIN3KpA IPH CBbP3BaHE C AaHTUTENA M HE Ce OTAEIS OT
KJeThbuHaTa MoBBpxHOCT. CD20 He nupKynupa B Ii1a3mara KaTo CBOOOAEH aHTUIeH U TIOPaay TOBa HE
ce KOHKYpHpa 3a CBbP3BAHETO C aHTUTSIIO.
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Ob6mnactra (momeitabT) Fab Ha putykcumab ce cBbp3Ba ¢ CD20 anturena Ha B mumdorurure, a Fe
obnactTa (IOMEHHBT) MOKE J1a BKIIFOUH e(DeKTOpHATa (PYHKIIMA HA UIMYHHATa CUCTEMa, KaTo MeJurpa
B-kneTbunoTO TM3UpaHe. BeposTHUTE MEXaHU3MH Ha €(DEKTOP-MEIUUPAHO KICTHYHO JIN3UPAHE
BKJTFOYBAT KOMIUIEMEHT-3aBucuMa ItuToTokcnanoct (CDC), mpwkama ce Ha Clq cBbp3BaHe, U
aHTHUTSII0-3aBHCHMA KieTh4Ha IuToToKcHaHOCT (ADCC), MequupaHna oT equH wiu mosede oT Fey
pelenTOpUTe BhPXY MOBBPXHOCTTA HA TpaHyionuTute, Makpogarute u NK-kinetkute. JlokazaHo e, 4e
cBBp3BaHeTo Ha purykcuMad ¢ CD20 anturena Bppxy B nmumdonntute nHAyIIMpa KIEThYHA CMBPT
Ype3 arnonTosa.

DapmakoauHAMUYHY eHEKTH

Bbpost Ha nepudeprure B-kneTku cnana nox HopMaTa ciiell 3aBbpIIBAaHETO Ha ITbpBaTa 1032
putykcumab. [Ipu manuenTy, JeKyBaHH 32 XeMaTOJIOTHYHO 3J0Ka4eCTBEHO 3a00sIBaHe,
BB3CTAHOBSIBAHETO Ha B-KieTkuTe 3amouBa B paMKHUTE Ha 6 Mecela OT JICYCHUETO, U OOMKHOBEHO T
ce BpBIIAT KbM HOPMAJIHUTE HUBA 10 12 Mecela ciell 3aBbpIIBaHe Ha JICYEHUETO, BBIPEKHU Y€ MPH
HSKOM NAalMEHTH MOXeE Ja € He00X0AMMO IoBeue BpeMe (MeMaHa Ha BPEMETO 32 Bb3CTaHOBSIBaHE

23 Mecena 3a TOCTHHAYKIUOHHA Tepanus). [Ipu nannueHTn ¢ peBMaTOUACH apTPUT € HaOJII0JaBaHO
He3a0aBHO HamalleHue Ha B-kietkure B nepudepHara kKpbB cnen ase uapy3uu ¢ 1 000 mg
pUTYKCHMa0, pa3aeneHu npe3 uaTepBai ot 14 nau. bposat Ha nepudepruTe B-kieTkn B KpbBTa
3aIoyBa Jia ce MoBHIIaBa OT 24-Ta CeIMHUIIA, KaTO MPU MOBEYETO MAMEHTH JIaHHH 32 HOPMaJU3UpaHe
ca ycraHoBeHU KbM 40-Ta ceiMuIa, HE3aBUCUMO Jajli PUTYKCHMa0 ce mpujiara KaTo MOHOTEpaItus
WIN B KOMOMHAIMS ¢ MeToTpekcaT. [Ipn Mambk MpOLIEHT OT MalMeHTUTe € HaOII01aBaHO
NPOABIDKUTEIHO N3YepIBaHe Ha TiepudepHuTe B-kieTku, K0eTo € MPOABIKUIO 2 TOAMHHU HITH [TOBEYEe
cien nocienHaTa no3a purykcumad. [pu nanuentu ¢ ['TIA uimu MITA, 6posr Ha B-kietkure B
nepudepHa KppB HamansiBa ot < 10 knetkw/pl ciaen aByceamuaHu nH(Y3UN Ha PUTYKCHMAO

375 mg/m’ u 0cTaBa Ha CHIOTO HUBO MPH IIO-TOJIAMATA YacT OT NALMEHTHUTE 0 6-Usl MECEIL.
[ToBeuero ot manuenture (81 %) ca mokazanu Npu3HaIK Ha BpbIIaHe KbM Opoit Ha B-

kieTkute > 10 kinetku/pl mo 12-us mecen 1 noeuinarane 10 87 % ot nanueHTuTe 10 18-us mecel.

Kinnnnuza edukacHoCT ¥ 6€300aCHOCT

Kinnanyna edhkacHOCT B 0€30IaCHOCT IIpy HeXOLKKMHOB JuMdomM (HXJII) u xpornyHa auMdOIMTHA
neskemus (XJLJI)

Donukynaper ampom

Monomepanus

Hauanno neuenue, equH BT CEAMHUYHO, 4 103U

B nmnotHOTO M3nUTBaHe 166 ManyeHTy ¢ peluIuBHpall WU pepakTepeH Ha XUMAOTEPAITUs
HHCKOCTeneHed win (Gosukynaped B-knerbuen HXJI ca mosydasanu 375 mg/m? purykcumad 1o
¢dopmara Ha HHTpaBeHO3HA MH( Y3 BEAHBX CEAMUYHO B IPOIbJDKeHUE Ha 4 ceqmuiu. Obmara
crenieH Ha noenusaBaHe (ORR) B momynamusta ,,intent-to-treat (ITT) e 6una 48 %

(Clos% 41 % - 56 %) ¢ 6 % gectora Ha meIHO TIoBHsIBaHE (CR) 1 42 % Ha 9acTUYHO MTOBIUSIBAHE
(PR). IlpenBmxnanara meauana Ha Bpemeto 1o nporpecus (TTP) na 3abonsBanero npu
otroBopuinTe nanueHTu e 6mino 13,0 mecena. Ilpu ananus Ha noarpynure, ORR e 6uia mo-Bucoka
npu naruerTn ¢ IWF ¢ xuctonornanu noarumnose B, C u D B cpasaenne ¢ IWF moarun A (58 %
cpemry 12 %), mo-BrCOKa IIpH MAMEHTH, TIPY KOWTO Hall-roJIsiMara Jie3us €

Ouna < 5 cm cpemty > 7 cm B Hali-ronemus cu quaMeTsp (53 % cpemry 38 %) u mo-Brucoka npu
MAIMEHTH C PEIU/INB, YyBCTBUTENICH HA XUMHOTEPAIIUS, B CPABHEHNE C PE3UCTEHTHUTE Ha
XUMHOTEPAITNS MaMeHTH (OTpeesieH KaTo MPOAbDKUTENTHOCT Ha moBiusBane < 3 mecena) (50 %
cpemty 22 %). ORR npu nanuenTH, JeKyBaHH IPeAr TOBA ¢ aBTOJIOKHA TPAHCIUIAHTALIUS HA KOCTEH
M03bK (ATKM), e 6una 78 % B cpaBaenue ¢ 43 % npu nanuentu 6e3 ATKM. Bp3pactra, monsrt,
KIMHAYHUAT CTaIMH Ha TuMQoMa, HadallHaTa JIUarHo3a, HaJTMuYueTo WiIH OTChCTBUETO HA MACHBHO
3a00JIsiBaHe, HOPMaITHUTE WM BUCOKH cTOMHOCTH Ha LDH 1 Hann4meTo Ha ekcTpaHoaamHo
3a00JsIBaHEe HE ca MOBIHUSUIM CTATHCTHUECKH 3HaYMMO (ToueH TecT Ha Fisher) noBnusBaneTo ot
purykcuMab. Ot0ersizaHa € CTaTUCTUUECKH 3HaYMMa KOpelalys MEK/y CTEIIEHTa Ha IIOBJIHUABAaHE U
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3acsATaHeTO Ha KOCTHHSA MO3bK. OTroBopmiu ca 40 % OT MarueHTUTE ChC 3acsaTaHe Ha KOCTHUS MO3BK
B cpaBHEHHE C 59 % ot mammenTute 0e3 3acarane Ha KOcTHUSA MO3bK (p = 0,0186). Ta3u Haxoaka He
Ce TOJIbPKa OT CTHIIAJIOBUIHUS JIOTHCTUYCH PETPECUOHCH aHAIIN3, IPU KOMTO ClieHUTE (haKTOPH ca
UACHTU(OUIIMPAHN KATO MPOrHOCTHYHU: XUCTOJIOTHYEH THUII, ITO3UTUBEH pe3ynTaT 3a bel-2 Ha u3xomaHo
HHUBO, PE3UCTEHTHOCT KbM IIOC/IEIHATA XMMHOTEPAIIUSI 1 MACHBHO 3a00JIBaHE.

Havanno nedenue, eUH IbT CEAMHUYHO, 8 103U

B eqHO MHOTOIIEHTPOBO M3MHUTBAHE C €THO PaMo, 37 MAIMEHTH C PEIUINB I C PE3UCTEHTHOCT KbM
xumuorepamnusi, ¢ HXJI ¢ Hucka creneH Ha ManurHeHOCT wiH (pomukynapeH B-kinersuen HXJI ca
nonayuasany 375 mg/m? purykcumad o popMaTa Ha MHTPaBEHO3HA HH(DY3Hs BEAHBK CEIMUYHO, 32
ocem no3u. ORR e 57 % (95 % nosepurencH unrepsan (Cl); 41 % - 73 %; CR 14 %, PR 43 %) ¢
MIpEIBIK/TaHa MeIMaHa Ha BPEMETO JI0 MPOTPecus Ha 3a00JIIBaHETO MIPH OTTOBOPHUITUTE

nanuenTu 19,4 mecena (rpanuny ot 5,3 o 38,9 Mecena).

Hauanno neuenue, MacuBHO 3a00J1sBaHe, €UH IBT CEIMUYHO, 4 103U

Criopen 00001IeHNTE TaHHY OT 3 KIIMHWYHH W3MATBAHUS P 39 MalMeHTH ¢ PEUUANB UITH C
PE3UCTEHTHOCT KbM XMMHUOTEPAIHs, C MACHBHO 3a0osBane (equHUYHA Jie3us > 10 cm B tuaMeTsp), C
HXJI ¢ Hucka creneH Ha ManuTrHEHOCT Wik donukynapeH B-knerpuen HXJI ca momyyaBanmm

375 mg/m? purykcumad o (opMaTa Ha MHTPaBEHO3HA HH(DY3HS €MH BT CEAMUYHO, B
npoasnkenne Ha 4 ceqmunu. ORR e 36 % (Clos% 21 % - 51 %; CR 3 %, PR 33 %) c Mmeaunana Ha
BPEMETO JIO TPOorpecus Ha 3a00JIIBaHETO MPH OTTOBOPHIIMTE MAIMEHTH 9,6 Mecena (rpaHHLU OT

4,5 mo 26,8 mecera).

IloBTOpHO JleyeHne, BEAHBXK CEAMUYHO, 4 103U

B eaHo MHOTOLICHTPOBO M3MUTBAHE C €AHO PaMo, 58 MALMEHTH C PELUIUB UK C PE3UCTEHTECH KbM
xumuotepanus HXJI ¢ Hucka cTeneH Ha MaTUTHEHOCT win donukynaper B-kmersuen HXJI, kouto ca
MOCTUTHAIIM 0OCKTUBHO KIMHUYHO MOBJIHMABAHE MPH MPEIHIIEH Kypec ¢ pUTyKcuMaO, ca JIeKyBaH!
HOBTOPHO ¢ 375 mg/m? purykcumab nox GpopMara Ha HHTPaBeHO3HA MH(Y3HS BEIHBK CEIMHUYHO, B
NPOABIDKCHUE HA YeTHPH ceIMUIM. TprMa OT MalMeHTUTe ca MOIyUYHIM JBa Kypca Ha pUTyKcumal
Nper BKIFOYBAHETO MM U 10 TO3HM HAYMH T0 BpeMe Ha IPOYYBaHETO ca MONYyYHIId TPETH KypC Ha
nedeHue. /[Bama manyeHTH ca MOBTOPHO JIEKYBaHHM J[Ba ITBTH 110 BpeMe Ha U3MHUTBAaHETO. 3

60 noBropHu neueHus no Bpeme Ha m3nuTBaHeTo ORR e 38 % (Clos% 26 % - 51 %; CR 10 %,

PR 28 %) c npenBmxkaana Meauana Ha BpeMETO JI0 IIporpecs Ha 3a00JIIBaHETO NPH MOBIHSUIUTE Ce
nanuenty ot 17,8 mecena (rpanumw ot 5,4 10 26,6). CpaBHEHHETO ¢ BPEMETO 110 MPOTPECcHs Ha
3a00JI5IBAHETO, IOCTUTHATO CJIE]] IPEIIIeCTBALIS KypC Ha JISYeHNE ¢ PUTYKCHMa0, € OJ1aronpHusTHO
(12,4 mecema).

Hauanno neuenue 6 KOM6MHCZI4M}Z C Xxumuomepanus

B enHO OTKpUTO paHIOMH3UPAHO U3NHUTBAHE, 00110 322 HEeJIeKyBaHU PN TOBA MAIHCHTH C
¢donukynaper auMQoM ca Ounu pangoMuzupanu na nonydasar CVP xumuorepanus
(ixnodocdamun 750 mg/m?, sunkpuctun 1,4 mg/m? 10 makcumym 2 mg Ha Jled 1-Bu u
npeanu30510H 40 mg/m? THEBHO B AHKMTE OT 1-BU 110 5-TH) npe3 3 CEIMUIIU B IPOABIDKEHHE HA

8 muxbaa wim 375 mg/m? purykcumab B komOunams ¢ CVP (R-CVP). Purykcumab e npuiiarad npes
'BPBHSA JICH OT BCEKH IUKHI Ha siederune. O6mo 321 maruentu (162 ¢ R-CVP, 159 ¢ CVP) ca
MIOJTYYMJIH JICUEHHE U ca aHATM3UPaHH 3a e(PUKACHOCT Ha JiedeHneTo. MenuaHnaTta Ha epro/ia Ha
MpocieasBaHe Ha manuenTuTe e 6mia 53 mecena. R-CVP e nosena 10 3HAUNTENHO MTO-TOJIsIMa 110132 B
cpaBHenne ¢ CVP no oTHOIIeHUe Ha TbPBUYHNATE KPAHU TOYKH, BPEMETO JI0 HEYCIIeX Ha JICYEHHETO
(27 mecena cpemty 6,6 mecena, p < 0,0001, log-rank tect). [IponeHTHT Ha MAMEHTH C TYMOPEH
otrroeop (CR, CRu., PR) e 3HauutenHo mo-sucok (p < 0,0001 Chi-Square tect) B rpynara ¢ R-CVP
(80,9 %) B cpaBHenue c rpynata ¢ CVP (57,2 %). Jleuenunero ¢ R-CVP 3HaunmMo € yapiKuno
BPEMETO JI0 Mporpecus Ha 3a00JIBaHETO WM CMBPT B cpaBHeHue ¢ CVP, croTBeTHO 33,6 Mecena u
14,7 mecena (p < 0,0001, log-rank Tect). MenuanaTta Ha NIPOABIKUTETHOCTTA HA TIOBJIMSBAHE €

37,7 mecena B rpynara ¢ R-CVP u 13,5 mecenia B rpynata ¢ CVP (p < 0,0001, log-rank Tecr).

Mexy rpynuTe Ha JICUCHHE UMa 3HaYMMa KIMHUYHA Pa3JivKa [0 OTHOIICHHE Ha o0IaTa
npexusseMoct (p = 0,029, log-rank TecT, cTpaTuUIUpaH 10 IEHTHP): CTCICHTA Ha MTPEKUBIEMOCT
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Ha 53-us mecer e 80,9 % npu nanuentute B rpynara Ha R-CVP B cpaBuenue cwve 71,1 % mpu
nanuenTute B rpymnarta Ha CVP.

Pesynrarute OT Tpu Ipyru paHIOMHU3UPAHU U3MUTBAHUS, KOUTO U3MOI3BAT PUTYKCHUMA0 B
KOMOWHAITHS ¢ XUMHOTEpaneBTHIHH cxeMu, paznmunaau ot CVP (CHOP, MCP, CHVP/unrepdhepon-a),
ca MoKa3aJli ChIIO 3HAYMMO MOJOOPEHNE B CTENICHTA Ha TIOBJIHABAHE, TOKA3aTEIIUTE, 3aBUCHMHU OT
BpEMETO U o0maTa nmpexkuBsieMoctT. OCHOBHUTE PE3yJTaTH OT BCHYKUTE YETUPU TIPOYUYBAHUS Cca
00006menn B Tabmuta 8.

Tabanna 8 O0001menne Ha OCHOBHHUTE Pe3yJITATH OT YeTHPH PAHAOMHU3HPAHHU NMPOYYBAHUSA
(aza 111, ouensiBamy nos3ara OT pUTYKCUMad NpU pasjuIHH
XHMHOTEePaneBTHYHHU cXeMH IpH ¢osimKyaapeH Jumdpom

IIpoyuBane | Jleuenue, | MeauaHna Ha Ooma CR, | Meanana Ha Crenen
n nepuoaa Ha cTeneH Ha % TTF/PFS/EFS, | na OS, %
npocJjiesiBaHe, | MOBJIMABAHE MecenH
Mecenn (0CID), %
Menuana Ha
CVP, 159 57 10 TTP: >3 ?f"le“a
M39021 R-CVP, 53 14,7 ’
81 41 80,9
162 33,6 0,029
p <0,0001 P=Y
Menuana Ha
CHOP, TTF: 18 mecena
205 90 17 2.6 ToquHA 90
b ’
GLSG’00 R-CHOP, 18 96 20 Hee 95
223 JIOCTUTHATO p=0,016
p <0,001
Menuana Ha 48 Mecena
MCP, 96 -5 55 PFS: 28,8 o H
OSHO-39 R-MCP, 47 He e
105 22 50 JOCTHUTHATO 87
p <0,0001 p = 0,0096
CHVP- M%II[:H;H; 6Ha 42 Mecena
IFN, 183 85 49 ’ 84
FL2000 | ¢ cHvp- 42 94 76 HOC?;FZMO 91
IFN, 175 p <0.0001 p = 10,029

EFS — IIpexxusemoct 0e3 chOUTHA

TTP — Bpeme 1o nporpecust uiam CMbpT

PFS — Ilpexussemoct 6e3 mporpecus

TTF — Bpeme 10 Heycnex Ha JICHEHUETO

OS crenen — CremneH Ha IPEXXUBIEMOCT TI0 BpeMe Ha aHaJH3a

Ho0ovparcawa mepanus

HenekyBan ¢onukynapen mumdpom

B eaHo npocneKTHBHO, OTKPUTO, MEKAYHAPOAHO, MHOTOLICHTPOBO m3nuTBaHe daza 11

1 193 nanyeHTH ¢ HeJIEKyBaH aBaHCcUpat (HOIUKyIapeH TUM(GOM ca MOTYUYITH HHIYKIIHOHHA Teparus
¢ R-CHOP (n = 881), R-CVP (n = 268) wimu R-FCM (n = 44) criopen n300pa Ha U3CIEAOBATEITUTE.
O6mio 1 078 oT manueHTUTe ca ce MOBJIMSUIN OT MHAYKIMOHHATa Tepamnusi, oT kourto 1 018 ca
paHIOMH3UPAHH 32 TIOJIBPKAIIIO JiedeHue ¢ puTykcumad (n = 505) win 3a HaOmonenne (n = 513).
JIBete Tpymnu Ha JieueHre ca JoOpe OallaHCHpaH! 110 OTHOIIIEHHE Ha U3XOJHUTE XapaKTEePUCTUKU U
cTaryca Ha 3a0onaBaneTo. [logappxkamoro Jeuenne ¢ puTykcumad ce CbCTOM OT €IHOKpaTHa
uH]y3us Ha puTyKcMMal ¢ 375 mg/m? TesecHa NOBBPXHOCT, MPHUJIAraHa mpe3 2 Mecela 0 IMporpecust
Ha 3a00JI5IBAHETO WJIM 32 MAKCUMAJIEH IIEpUOJ] OT JBE TOANHHU.
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[IpenBapuTenHO onpeAeICHUST IbPBUYCH aHAIN3 € MPOBEJICH NPU MeNaHa Ha BpEMETO Ha
HaOMOIeHNe 25 Mecela OT PaHIOMH3UPAHETO TIOIbPIKaIIaTa Tepanus ¢ pUTykcumMab e goBena 70
KIIMHUYHO U CTATUCTUYECKU 3HAYMMO TOJJOOpEHUE Ha IbPBUYHATA KpaifHa TOUKa, OlleHEHa OT
u3cienoBaTens npexussieMoct 6e3 nmporpecusi (PFS) B cpaBHeHue ¢ HAOIIOICHUETO MIPH MAIUEHTHTE C
HeJIeKyBaH goTorasa (oiukynapes mumMpom (Tabmuma 9).

3HayuMa 1osi3a OT MOAIbPKAIIOTO JICYCHHUE C PUTYKCUMA0 € HaOJI0JaBaHa ChIIO U TPH BTOPUIHHUTE
KpalHH TOYKH — IIpekuBsieMoct 0e3 croutns (EFS), Bpeme no ciensamoro aHTHIMM(OMHO JIedeHne
(TNLT), Bpeme no cnenpamara xumuorepanus (TNCT) u obmia crenier Ha mosnusisane (ORR) B

nbpBuYHUS aHanu3 (Tabmuia 9).

JlaHHWTE OT Pa3MIMPEHOTO MPOCIesIBaHe Ha MAMEHTH B IPOYYBAHETO (MEANaHa Ha IPOCIIeIIBaHe
9 roMHM) MOTBBPKIABAT ABIATOCPOUHATA O3 OT MOJABPIKAILA TePaIus ¢ pUTyKcuMab 1o
ornomenue Ha PFS, EFS, TNLT u TNCT (Tabauua 9).

Taoauna 9

IIpersex Ha pe3yaraTure 3a epUKACHOCT NPH NOATBPIKALIA Tepanus ¢

puTykcuMad cpeuxy Ha0JI0/leHHe, P ONpe/ieJIeHUs M0 MPOTOKOJI NbPBHYEH
aHAJIM3 U cJie] 9 roAuHN MeIMaHa Ha NpocJielsiBaHe (KPaeH aHaJIu3)

II'bpBuyeH anaau3
(MequaHa Ha MpocieasiBaHe:

Kpaen anaau3
(MenmaHa HA mpocJeasiBaHe:

ChOTHOIIICHHE Ha maHcoseTe (95 %

25 mecena) 9,0 roguHM)
Haoawnenue Putykcumad | Habmiogenue Putykcumad
N=513 N=505 N=513 N=505

IIbpBHUYHaA KpaliHa TOYKA 32
euxacHoct
[IpexxuBsemoct 6e3 mporpecus
(MenuaHa) NR NR 4,06 romuan 10,49 rogunan
log-rank p croitHOCT <0,0001 <0,0001
koedwuient Ha puck (95 % CI) 0,50 (0,39, 0,64) 0,61 (0,52, 0,73)
HaMaJIeHHe Ha pHcKa 50 % 39 %
BropuyHa kpaiiHa ToO4YKa 3a
euxacHoct
O06ma npexxuBseMoCT (Me/rana) NR NR NR NR
log-rank p cToifHOCT 0,7246 0,7948
koedwuiment Ha puck (95 % CI) 0,89 (0,45, 1,74) 1,04 (0,77, 1,40)
HaMaJICHHE Ha pHCcKa 11 % -6 %
[IpexuBsieMocT 0€3 CHOUTHS
(Megmana) 38 mecera NR 4,04 roquan 9,25 roauHM
log-rank p croitHOCT <0,0001 <0,0001
koeduiment Ha puck (95 % CI) 0,54 (0,43, 0,69) 0,64 (0,54, 0,76)
HaMaJIeHHe Ha PHCKa 46 % 36 %
TNLT (mennana) NR NR 6,11 roguan NR
log-rank p croitHOCT 0,0003 <0,0001
koedunueHt Ha puck (95 % CI) 0,61 (0,46, 0,80) 0,66 (0,55, 0,78)
HaMaJICHHE Ha PHUCKa 39% 34 %
TNCT (menuana) NR NR 9,32 roguHU NR
log-rank p croiiHOCT 0,0011 0,0004
koedunueHt Ha puck (95 % CI) 0,60 (0,44, 0,82) 0,71 (0,59, 0,86)
HaMaJIeHHE Ha PHCKa 40 % 39 %
YecroTa Ha 00110 OBIHsABAHE™ 55 % 74 % 61 % 79 %
P CTOMHOCT OT XU-KBaJpat TECT <0,0001 < 0,0001

40

CD 2,33 (1,73, 3,15) 2,43 (1,84, 3,22)
UecToTa Ha TBITHO TIOBIUSBAHE

(CR/CRu)* 48 % 67 % 53 % 72 %
P CTOMHOCT OT XH-KBajpaT TECT <0,0001 <0,0001




II'bpBuYen anaaus
(MenuaHa Ha MpocJieisiBaHe:

Kpaen anamms
(MenuaHa Ha MpocJiesiBaHe:

25 mecena) 9,0 roguHM)
Haonronenne Purykcnmad | Habdnonenne Putykcenmad
N=513 N=505 N=513 N=505

CHhOTHOIIIeHHE Ha maHcoBeTe (95 %
CI)

2,21 (1,65, 2,94)

2,34 (1,80, 3,03)

* B Kpas Ha MOJAbpIKaIaTa TepaIus/HaOI0IeHIHETO; Pe3yATaTH OT KpaliHHs aHaTIN3, OCHOBAHH Ha MEIMaHa Ha
BpPEMETO Ha IpociiesBaHe 73 Mecena.

NR: He ce goctura kbM JaTata Ha 3akiitoyBaHe Ha 0azara JaHHM Ha KIMHUYHOTO u3nutBane, TNCT: Bpeme 10
cnenBamaTa xumuorepanus; TNLT: Bpeme 70 clieABanioTo aHTUINM()OMHO JIeUeHUE.

[lonabpprkamoTo JeueHne ¢ puTyKcuMad JaBa CXOJHA 0132 BbB BCUUKHU IPEIBAPUTEIIHO ONIPEAeICHH
MOATPYTH: TIOJT (MBXe, XeHH), Bb3pacT (< 60 roguam, > 60 roguan), FLIPI cxop (< 1, 2 wnu > 3),
nanyknuonna tepanusi (R-CHOP, R-CVP unu R-FCM) n He3aBHCHUMO OT Ka4yecTBOTO Ha OTTOBOPA
KbM UHAYKIMOHHOTO JiedeHue (CR, CRu unu PR). M3cnenoBaTenckure aHaau3u Ha MoJ3aTa OT
MOJIBPKALIOTO JICYCHUE MTOKa3BaT M0-cJ1ab0 u3paseH e(eKT NpH MalUeHTH B cTapyecKka Bb3pacT

(> 70 ronuHm), obaye pasmMephbT Ha U3BAKATA € MATBK.

Peyuousupaw/pecppaxmepen ponuxyrapern aumgom

B eqHO MpocneKTHBHO, OTBOPEHO, MEXKTyHAPOTHO, MHOTOLIEHTPOBO M3nuTBaHe (aza IlI

465 nanueHTH ¢ penuauBupal/pedpakreper GoaukyaapeH JuMEGoOM ca paHIOMU3UPAHH KaTo bpPBa
cThIka BbB BhBexkAamIa tepanus ¢ CHOP (uuknodochamun, 1okcopyOUIiH, BAHKPUCTHH,
npenau30soH; n = 231) wmn putykcumad mrtoc CHOP (R-CHOP, n = 234). /IgeTe rpymnu Ha JIedeHHe
ca 1oOpe OanaHCHpaHH IO OTHOIICHUE HA U3XOJHHUTE XapaKTEePUCTUKHU U CTaTyca Ha 3a00JIBaHETO.
006110 334 nanueHTH, MOCTUTHAJIY IThJIHA WM YaCTUYHA PEMUCHS CJIe]l BbBEXKIalllaTa Teparnus, ca
PaHIOMU3UPAaHHU BBB BTOPATa CTHIIKA 32 MOATBPIKAIIO JIeUeHHE ¢ pUTyKcuMad (n = 167) niu 3a
Habmonenue (n = 167). llogasprkamiara Tepanus ¢ puTykcuMab ce ChbCTOU OT €HOKpaTHA WH(Y3HUS
Ha putykcumab B 103a 375 mg/m? TenecHa OBLPXHOCT, NPUIIOKEHA MTPe3 3 Mecela 110 IPOrpecus Ha
3a00JIsIBAHETO WJIM 32 MAKCUMAJICH IEPHOA OT ABE TOANHH.

KpaﬁHHﬁT aHaJIn3 Ha e(l]I/IKaCHOCTTa BKJIFOYBAa BCUYKH IMMAMUCHTHU, paHIOMU3UPAHU B IBCTC YaCTHU HA
npoyuBaneTo. Cie/] MeMaHa Ha BpeMeTo Ha HaOoieHue ot 31 Mecena npu MmaueHTuTe,
paHIOMHU3UpaHH BhB BbBexaara gaza, R-CHOP 3naunmo e moqo0puin n3xoaa Ha MalueHTHTE ¢
penauBupaiy/pedpakreper dponukynaper aumdpoM B cpaBuenue cb¢ CHOP (Bx. Tabnuma 10).

Tadauuna 10 BbBe:xxknama gasza: npersea Ha pe3yJITaTUTe [0 OTHOLIEHNE HA e(PUKACHOCTTA HA
CHOP cpemy R-CHOP (Bpeme Ha HaOuar0aeHne ¢ Meauana 31 mecena)
CHOP R-CHOP p-CTOIHOCT Hamanenune Ha
pucka’
ObpBuuHA
epuxacHocT
ORR? 74 % 87 % 0,0003 NA
CR? 16 % 29 % 0,0005 NA
PR? 58 % 58 % 0,9449 NA

) OuenkuTe ca M34UCIEHH ¢ KOS(QUIMEHTH Ha PUCK.
2 [MocneaAHOTO TYMOPHO MOBJIUSBAHE, OIIEHEHO OT U3CIIEN0BATENS. ,, [ IbPBHYHMAT CTATUCTHYECKH TECT 32
,noiusaBane™ e trend Tect Ha CR cpemnry PR cpemnty nurnca Ha otrosop (p < 0,0001)
Cekpamenusi: NA, asama ganan; ORR: o6mia crenen na nmosiusiane; CR: mbiHO nosnusisane; PR: wactuano

IIOBJIMSIBAHE.

[Tpu nanmenTHTe, paHIOMHU3UPAHH B IO IBbpKaIIaTa paza Ha KIMHUYHOTO M3MUTBaHEe, METUaHATA Ha
BpeMeTo 3a HabmroieHne € 28 Mecera OT PaHIOMU3HPAHETO 3a morbpkane. [lognspikamoTo
JIeYeHHUE C PUTYKCUMA0 € I0BEJIO 10 KIIMHUYHO M CTATUCTUYECKH 3HAYNMO MOZO0OpEeHNE Ha TbPBUYHUS
kpaeH kputepuii, PFS, (Bpeme oT panmoMusupaHeTo B mogabpKamara ¢asa 10 peuuanB, Mporpecus
Ha 3a00JISIBAHETO WK CMBPT) B CpaBHEHHUE ¢ MAI[MCHTUTE caMo 3a HaOmoaeHue (p < 0,0001, log-rank
tect). Mennanara Ha PFS e 42,2 Mecena B paMOTO ¢ MOAABPIKAILO JEYSHHE C PUTYKcHMab B
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cpaBHenue ¢ 14,3 Mecena B pamoTo 3a Habmoaenne. Kato ce u3moisBa Cox perpeCHOHEH aHaIn3,
PUCKBT OT MpOrpecus Ha 3a00JIIBaHETO WIIH CMBPT € HamaseH ¢ 61 % ¢ mogappikariara Tepamnus ¢
puUTyKCHMab B cpaBHEHHE ¢ TpymnaTa 3a Habmoaenue (95 % Cl; 45 % - 72 %). 3uncnenure creneHu
6e3 mporpecust o Kaplan-Meier Ha 12-tu mecery ca 78 % B rpynara ¢ NoAIbpKalIo JIeYeHUE C
putykcuMab cpemty 57 % B rpymara 3a HaOIroieHne. AHAIU3BT Ha 00IIaTa MpeKUBIEMOCT
MOTBBPKIIaBa 3HAYMTEITHATA TI0J132 OT MOJIbpKAIIATA TePAIUs C PUTYKCHUMa0 Npej1 rpynaTa 3a
Habmronenue (p = 0,0039, log-rank Tect). [logappkamoTo JeueHne ¢ pUTYKCUMa0 HamMalsiBa pucKa OT
cMBpPT ¢ 56 % (95 % CI; 22 % - 75 %).

Ta6mmna 11 Hoaabp:kama ¢paza: nperJieq Ha pe3yJITATHTe N0 OTHOIIeHHE HA eUKACHOCTTA
Ha pUTYKCcHMa0 cpemry HadaoaeHue (28 Mecena MequaHa Ha BpeMeTo Ha

Ha0/II0eHne)
IToka3zares 3a epuKacHOCT Ounenka no Kaplan-Meier mennana na spemero | Hamanenue
J10 CHLOUTHETO (Meceln) HA pHCKa
Hao0uironenue Purykcumad Log-Rank
(N=167) (N=167) P-CTOIHOCT
[MpexwuBsiemocT Oe3 mporpecus 14,3 42,2 <0,0001 61 %
(PFS)
O01ma MpeKUBIEMOCT NR NR 0,0039 56 %
Bpeme o neuyenne Ha HOB 20,1 38,8 <0,0001 50 %
auMdom
[IpexxuBsemoct 6e3 16,5 53,7 0,0003 67 %
3abonsBane®
AHanu3 Ha MOATPYIIUTE
PFS
CHOP 11,6 37,5 <0,0001 71 %
R-CHOP 22,1 51,9 0,0071 46 %
CR 14,3 52,8 0,0008 64 %
PR 14,3 37,8 <0,0001 54 %
(0N}
CHOP NR NR 0,0348 55%
R-CHOP NR NR 0,0482 56 %

NR, HE € JOCTUTHATO; *: MPUIIOKUMO CaMO MPH ManueHTH, nocturamu CR

[MTonzaTa oT MOATBPIKAIIOTO JICUEHHE C PUTYKCHUMAO ce MOTBHPKAaBa PH BCHUYKH aHATU3UPAHH
MOATpyNH, He3aBUCUMO OT cxemara Ha BeBexaane (CHOP niu R-CHOP) unu ot kauecTBOTO Ha
noBnMsiBaHe Ha BbBexaanioro nedenue (CR wmu PR) (Tabmuma 11). [lognbprxkamara Tepanwis ¢
pUTYKCcHMab 3HaAUYMMO yabJDKaBa MenuaHata Ha PFS npu manuenTH, oTroBapAIiy Ha BbBEXIAII0
nedenne ¢ CHOP (menmnana va PFS 37,5 mecena cpemty 11,6 mecena, p < 0,0001), kakto u mpu
otroBapsiute Ha BbBexaane ¢ R-CHOP (menuana Ha PFS 51,9 mecena cpemty 22,1 mecena,

p =0,0071). Benpeku ye nmoarpynure ca OMiIM MaJIK{, MOATbPIKAIIATa TEPAHsl C pUTYKCUMAaO
OCHTYpsIBa 3HAYUTEHA M0J13a TI0 OTHOIICHNE HA 00IIaTa MPEeKUBAEMOCT KaKTO MPH MalUEHTHTE,
otroBapsau Ha CHOP, taka u npu nauuentute, orroBapsmu Ha R-CHOP, makap ue e HeoOxoaumo
NO-TPOIBIDKUTENTHO NPOCeasiBaHe, 3a JIa ce IMOTBbPAM TOBa HAOJIOICHHE.

ﬂu(i)V&’eH B—edpomembqeﬁ HEX00NCKUHOB ]ZMM(;[)OM npu 8b3pacniiu

B enHo parmoMu3upaHo OTBOPEHO M3NHUTBaHE 00110 399 maruenTy B ctapuyecka Bb3pacT (Ha Bb3pacT
ot 60 10 80 roguun) ¢ audysen B-eapoxierbueH 1uMpOM, HEJIEKYBaHU MPEAHM TOBA, Ca MOy IHIH
crangapria CHOP xumuorepanus (muknopochamu 750 mg/m?, nokcopyourmn 50 mg/m?,
BUHKpUCTHH 1,4 mg/m? 10 MakcumaiHa 03a 2 mg Ha Jlen 1-Bu u nipequu30510H 40 mg/m? HEBHO B
aHUTE 1-BHU - 5-TH) TIpe3 3 CEMUIM 3a OCEM LMKBJIA WM pUTyKcuMad 375 mg/m? mmroc CHOP (R-
CHOP). Putykcumab e mpuiiarad Ha IeH IIbPBH OT IIMKBJIAa Ha JICYSHHUETO.
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KpaiinusaT aHanu3 Ha epMKacHOCTTa BKIFOYBA BCHUKH paHaoMusupanu nanuentu (197 CHOP, 202 R-
CHOP), a MennanaTta Ha BpeMeTO Ha Ipocie/sBane e nmpuoim3uTenHo 31 mecena. J{Bere rpymnu Ha
JeueHue ca Ouiy Jo00pe OalaHCHpaHU Ha M3XOIHO HUBO 110 OTHOIIEHHE Ha XapaKTEPHUCTUKUTE U
cTaryca Ha 3a0onsBaHeTo. KpaiftHusT aHanm3 noTBbpkAaBa, ue neueHnero ¢ R-CHOP e cbp3ano ¢
KITMHAYECKU ¥ CTATUCTHYECKH 3HAYMMO TIOJI00pEHHE Ha TIPOIBIDKUTEITHOCTTA Ha IPEKUBIEMOCTTA 03
CHOUTHS (TEPBUUCH IMOKA3aTeN 32 €PUKACHOCT, KBIETO CHOUTHS ca OMIIM CMBPT, PEIIMINB HITH
nporpecust Ha TuMQoMa WU BbBEKIaHe Ha HOBO aHTHiMMdoMHO jeuenue) (p = 0,0001).
M3uncmenara MearaHa Ha MMPOABIDKATEITHOCT Ha MpeKuBsieMocTTa 03 chouTms mo Kaplan-Meier e

35 mecemna B pamoto ¢ R-CHOP B cpaBrenue ¢ 13 Mecena B pamoro ¢ CHOP, xoeTo npeacTarisia
HamayieHue Ha pucka ¢ 41 %. Ha 24-tu Mecer u3uncienata ooma npexuBsieMocT € 68,2 % B pamMoTo ¢
R-CHOP B cpaBuenue ¢ 57,4 % B pamoto ¢ CHOP. IlocneaBamusT ananus Ha NPOIBIKUTETHOCTTA
Ha 00I1ara MPeKUBSIEMOCT, HAITPABEH MPH MEIMaHa Ha MPOABIDKUTEIIHOCTTA Ha TIPOCIIE/SIBAHE OT

60 Mmecerna, e moTBspAUI noa3ata oT JedeHueto ¢ R-CHOP B cpasuenue ¢ CHOP (p = 0,0071),
MpeJICTaBIsIBallla HaMaJeHne Ha pucka ¢ 32 %.

AHanu3bT Ha BCUYKH BTOPHUYHH MTOKA3aTeNHU (CTETEH Ha OBIHUABAHE, IPEXUBIEMOCT 0e3 mporpecus,
npexuBsieMocT 0e3 3a00Is1BaHe, POIBIDKUTETHOCT Ha TIOBJIUSBAHE) IOTBBPKIaBa eheKTa OT
neuennero ¢ R-CHOP B cpaBuenne ¢ CHOP. CtenenTa Ha IbJIHO HOBIMABAHE ciel UIUKBI 8 € 76,2 %
B rpynara ¢ R-CHOP u 62,4 % B rpynata ¢ CHOP (p= 0,0028). PucksT oT mporpecus Ha
3a00siBaHETO € HamalieH ¢ 46 %, a puckbT oT peruauB — ¢ 51 %. BbB BCHUKH MOATPYIH MAIHEHTH
(mon, BB3pact, IPI, kopurupana mo Bb3pacr, crenet mo Ann Arbor, ECOG, f2-mukporio0ynaun, LDH,
anbymuH, B-cuMntomu, MacuBHO 3a001sIBaHe, EKCTPAHOAATIHH JIOKAIN3ALNH, 3acATaHe Ha KOCTHUS
MO3bK) ChOTHOIIICHUETO Ha PUCKA 3a MPSKUBIEMOCT 0e3 chOuTHs 1 0011a npexussiemoct (R-CHOP B
cpaBaenune ¢ CHOP) e oz 0,83 u 0,95 crorBetHO. Jleuernnero ¢ R-CHOP e cBbp3aHo ¢ momodpeHue
Ha U3X0/1a KaKTO NP NAlUEHTUTE C BUCOK PUCK, TaKa U IPH TE€3U C HUCHK puckK criopen IPI,
KOpUTHPAaHa 110 Bb3pacT.

Knunuxo-nabopamopnu oannu

[Tpu 67 naryieHTH, U3CIICABaHM 32 YOBEUIKY aHTU-MUIK aHTUTena (HAMA), He ce HaOro1aBa
otroBop. Ot 356 nmanuenTy, U3caeABaHM 3a aHTUTENA cpelry JiekapcTBoTo (ADA), monoxuTeaHu ca
omm 1,1 % (4 manuenTtn).

Xponuuna aumpoyumna aesxemus (XJ1J1)

B 1Be 0TBOpEHU paHIOMU3UPAHH U3MUTBAHUS 0010 817 HeNeKyBaHH MPeIy TOBA MAUEHTH U

552 naruentu ¢ peryauBupaina/pedpaxrepua XJUI ca panmomusupanu na noiaydar FC
xumuorepanus ((Girynapadun 25 mg/m?, muknodpocdamun 250 mg/m?, auu 1-Bu - 3-TH) npe3

4 cemMUIM B IPOJBIDKeHNE Ha 6 IUKbIa wiu putykcuMad B komOuHanms ¢ FC (R-FC). Purykcumat e
npuiIaras B 103a 375 mg/m? nmpe3 NbpBHs LUKBI €IUH JIEH IPeI XMMUOTEPANUATA U B 1032

500 mg/m2 B /len 1-Bu Ha Bceku cieaBal TepaneBTU4YeH IUKEI. [lannenTuTe ca N3KII0YBaHT OT
MpOoy4YBaHETO NpH penuauBupania/pedpakreprna XJ1JI, ako npeau ToBa ca OWiH JEKyBaHU C
MOHOKJIOHAJTHH aHTHUTEJa WK aKo ca pedpakTepH KbM (iIyJapaOuH WM HIKOH HYKJICO3HJIEH aHaIoT
(ompeneneHo KaTo HeyCIieX 3a JOCTUraHe Ha YaCTUYHA PEMUCHS B IPOIbIDKEHUE HAal-MalIko Ha

6 mecera). Oomio 810 marmentu (403 R-FC, 407 FC) B npoy4yBaHeTo 3a JIeYeHHE OT IIbPBA JIMHUS
(Tabnmuna 12a n Tabnuna 126) u 552 nauuentu (276 R-FC, 276 FC) B npoyuBaHeTo mpu
perauBuparo/pedpakrepHo 3aboisapane (Tabmuna 13) ca aHaau3upaHu 3a €PUKACHOCT.

B nmpoyuBaneTo 3a JieueHre OT IbpBa JIMHUS, Cle]] BpeMe Ha HaOironeHue ¢ meauana ot 48,1 mecena,
MeauaHaTa Ha mpexuBseMocT 6e3 mporpecus € 55 mecena B R-FC rpymara u 33 mecenia B FC rpymara
(p <0,0001, log-rank Tect). AHanM3UTE HA OOIIATA MPESKUBIEMOCT MTPOAB/DKABAT Ja TOKa3BaT
3Ha4YMMa 1osi3a Ha JeyeHneTo ¢ R-FC B cpaBHeHHE ChC CaMOCTOSTETHOTO PUIIOKEHNE HA
xumuorepanus ¢ FC (p = 0,0319, log-rank tect) (Tabauua 12a). [Ton3aTta no oTHOIIeHHE Ha
npexuBsieMocT 0e3 porpecust ce HabIi01aBa TPH MOBEUYETO MOATPYITH MMAIUSHTH, aHATU3UPAHH
CITOpeIT prCKa Ha 3a00JIsIBaHeTO Ha W3X0aHO HUBO (T.€. ctaauu A-C mo Binet) (Tabmuma 1206).
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Tadoauua 12a  Jleuenue oT mbpBa JuHust Ha XJLJI

IIperaen na pesyarature 3a epuxacHoct npu putykcumad miarwoce FC cnpsamo FC

camocTosiTeqHO — 48,1 Mecenna MeqMaHA HA BpeMeTO Ha HA0JII0/IeHne

IMToka3are 3a epukacHoct Ouenka mo Kaplan-Meier na mennanara | HamaJjienue
HA BPeMeTO 10 CbOUTHETO HA pHCKa
(Mecenn)
FC R-FC Log-Rank

(N =409) (N =408) P-CTOIHOCT
[IpexuBseMocT 6e3 mporpecus 32,8 55,3 <0,0001 45 %
(PFS)
001112 TPEKUBIIEMOCT NR NR 0,0319 27 %
[IpexuBseMocT 6e3 crOnTHE 31,3 51,8 <0,0001 44 %
Cremnen Ha moBiusaBane (CR, 72,6 % 85,8 % <0,0001 n.a.
nPR unmu PR)
Yectora Ha CR 16,9 % 36,0 % <0,0001 n.a.
[IpoapmxuTenIHOCT HA 36,2 57,3 <0,0001 44 %
HOBJIUSIBaHE
[IpexuBsemocT 0e3 3a00sIBaHEe 48,9 60,3 0,0520 31 %
(DFS)”™
Bpeme 10 HOBO JieueHue 472 69,7 <0,0001 42 %

CreneH Ha moBiusBaHe u yectora Ha CR, ananmsupanu ¢ momorrra Ha Chi-square Tect. NR: He € J0CTHrHATO;

N.a. HEMIPUIOKUMO

" MIPWIOXKUMO caMmo Iipu nauueHTH, gocturamu CR, nPR, PR
™ NPUIIOAKUMO caMo HpHU HauuenTy, gocruramu CR

Tadanna 120 Jleyenue ot mbpBa JuHus Ha XJLJI
Koeduuuentu Ha pucka 3a npe:kUBsieMOCT 0e3 Nporpecus cropes cTagus 1o
Binet (ITT) — 48,1 Mmecenia Mmeguana HAa BpeMeTO HAa HAOJII0leHHe

IpexuBsiemocT 0e3 mporpecus

Bpoii nauuenTn

Koeduuuent na

P-CTOIHOCT

(PFS) FC R-FC puck (95 % CI) (Wald recr,
HEKOpHUTHpPaH)
Craauii A nio Binet 22 18 0,39 (0,15; 0,98) 0,0442
Craauii B mo Binet 259 263 0,52 (0,41; 0,66) <0,0001
Craauii C mo Binet 126 126 0,68 (0,49; 0,95) 0,0224

CI: loBepuTteneH HHTEpBal

B npoyuBaneTo npu penuanBupanio/pedpakTepHo 3a00sIBaHe MeTHaHaTa Ha MPESKUBIEMOCT 0e3

nporpecus (IbpBUYHA KpaiiHa Touka) e 30,6 mecena B rpymnata ¢ R-FC u 20,6 meceua B rpynara ¢ FC

(p =0,0002, log-rank Tect). Ilon3ara mo otHomenue Ha PFS e HabntogaBaHa mpyu OYTH BCUYKH
HOATPYIN MAIUEHTH, aHAIN3UPAHU CIIOPE]] PHCKa Ha 3a00/IIBaHEeTO Ha M3X0AHO HIBO. ChoOmIaBa ce
3a JIEKO, HO HE3HAYUTETHO [0100peHue B o0IaTa npexusseMocT B paMoTo ¢ R-FC B cpaBHeHHE ¢

pamoro ¢ FC.
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Tadoauua 13 Jleyenue Ha penuauBupama/pedpakrepna XJIJI — npersen Ha pe3yaTaTure 1o
OTHOILIIeHHE HA e(PMKACHOCTTA HA pUTYKcuMad mioc FC cnpsiMo caMoCTOSATETHO
npuiioxkenue Ha FC (25,3 mecenia meinana Ha BpeMeTo HA HA0JII0/IeHuE)

IMToka3are 3a epukacHoct Onenka mo Kaplan-Meier na mennanata | Hamanenue
HA BPEMETO 10 CHOUTHETO (Meceln) Ha pUCKa
FC R-FC Log-Rank

(N =276) (N=276) | p-croiinoct
[IpexuBseMocT 6e3 mporpecus 20,6 30,6 0,0002 35%
(PFS)
001112 TPEKUBSIEMOCT 51,9 NR 0,2874 17 %
[IpexxuBseMocT 0e3 ChOuTHE 19,3 28,7 0,0002 36 %
Cremnen Ha moBnusaBane, (CR, 58,0 % 69,9 % 0,0034 n.a.
nPR umu PR)
Yecrtora Ha CR 13,0 % 24,3 % 0,0007 n.a.
[IpoabmKUTETHOCT HA 27,6 39,6 0,0252 31 %
HOBIIUsIBaHE
[IpexuBsemoct 6e3 422 39,6 0,8842 -6 %
3abonsBane (DFS)™
Bpeme 10 HOBO JieueHue Ha 34,2 NR 0,0024 35%
XJJT

Cmenen Ha nogiuseane u vecmoma Ha CR, ananuzupanu ¢ nomowma na Xu xeaopam mecmi.
" MPWIOKHUMO camo Iipu nauueHTH, gocturamy CR, nPR, PR; NR: He € nocTuraaro; n.a. HEnpuioxK1UMo
™ NPUIIOKUMO caMo HpH nanuenTy, gocruramu CR

Pesynratute oT ApyruTe NOAIBPIKANIA MPOYIBAHUS, IPUIATAlIH PUTYKCHMA0 B KOMOUHAITUS C APYTH
xumuoTeparneBTuaan cxemu (BrirouBan CHOP, FCM, PC, PCM, 6ernamycTiH 1 KnaapuoOuH) 3a
JICYCHUE Ha HEJICKYBaHU MM TOBA MAIMSHTH W/WIIH TIAIMEHTH ¢ peruauBupaia/pedpaxrepua XJIJI,
CBIIO MOKA3BAT BHCOKA O0IA CTENEH Ha MOBJIUABAHE C I10J13a IO OTHOIIICHHE Ha yecToTaTa Ha PFS,
BBIIPEKH Ue ce 0TOENSI3BA YMEPEHO MO-BUCOKA TOKCUYHOCT (0COOECHO MHUETIOTOKCHYHOCT). Te3u
MPOYYBaHUS MOJKPEINAT yIoTpedara Ha pUTYKCHMMAa0 ¢ BCHYKU BUIOBE XUMHUOTEPAIIHSI.

Hannu ot npubnnzutento 180 manueHTy, JeKyBaHU NPEAH TOBA C PUTYKCUMA0, IOKa3BaT KIMHUYHA
non3a (BkimountesHo CR) 1 moakpensT moBTOPHO JieueHHE ¢ pUTYKCUMao.

[lemaTpryna momyJIamus

[TpoBenieHO € MHOTOIIEHTPOBO, OTKPUTO, paHIOMU3UpaHo NpoyusaHe Ha Lymphome Malin B (LMB)
XUMHOTEpaIus (KOPTUKOCTEPOUIN, BUHKPHUCTHH, UKIIo(ochamua, BUCOKA 1032 METOTPEKCAT,
nuTapaOuH, JOKCOPYOUIINH, €TOTIO3U] M TPOHHA HHTpaTEeKaTHa Teparus
[MeToTpekcaT/IiMTapabuH/KOPTUKOCTEPOU/T|) CAMOCTOSTEIIHO WM B KOMOUHAIIMS C PUTYKCUMa0 npu
MeAMAaTPUYHU MalUEeHTH ¢ HeslekyBaH npeau ToBa CD20 nmosutusen DLBCL/BL/BAL/BLL B
Harnpeanan crtaauil. Hanpeananusar crtaauii e onpenesnex kato craguit 111 ¢ mopuiienn nua Ha LDH
(“B-high”), [LDH > nBa mpTH HaJl yCTaHOBEHATA B JIEYeOHOTO 3aBeICHUE TOPHA TPaHUIla Ha
HOpPMAJIHATE CTOMHOCTH 3a Bb3pacTHH (> N x 2)], Bceku ctanuit IV unmn BAL. [TannenTure ca
paHIOMU3MpaHH 3a nody4yaBaHe Ha LMB xumuoTepanus uin mecT HHTPaBEHO3HU HH(DY3UH C
putykcumMab B 1032 375 mg/m? TesiecHa MOBLPXHOCT B KoMOMHaIus ¢ LMB xumuoTepanus (qBe 1o
BpeMe Ha BCEKH OT JABaTa MHAYKIIMOHHU Kypca M €JJH 10 BpeMe Ha BCEKH OT JBaTa
KOHCOJIMJIAIIMOHHU Kypca) criopes cxemara LMB. O61o 328 pangoMu3upaHu MAIlMeHTH Ca BKJIFOYEHU
B aHAJM3HTE 32 €(QUKACHOCT, OT KOUTO €IMH MALMEHT Ha BH3PACT M0/ 3 TOJUHH € MOy UM
putykcuMabd B komOuHanus ¢ LMB xumuoTepamnus.

Bere pamena Ha neyenne, LMB (LMB xumuorepanus) u R-LMB (LMB xumuoTepanus ¢
puTyKCcHMab), ca 100pe OamaHCcUpaHH [0 OTHOLICHUE HA U3XOIHUTE XapaKTEpPUCTHKH. MeanaHnaTta Ha
BBb3pacTTa Ha MalueHTHTe € 7 U 8 TOAUHU ChOTBETHO B pamoto ¢ LMB u ¢ R-LMB. [Ipubnausurento
noJjoBuHaTa oT manuenture ca B ['pyna B (50,6% B pamoto ¢ LMB u 49,4% B pamoto ¢ R-LMB),
39,6% B I'pyna C1 B nBete pamena u 9,8% u 11,0% ca B I'pyna C3 crorBeTHO B pameHnara c LMB u ¢
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R-LMB. Bb3 ocHoBa Ha cTagupanero no Murphy noeuero maruenty ca i BL crammii 111 (45,7% B
pamoro ¢ LMB u 43,3% B pamoto ¢ R-LMB) nimm B-AL, HHC orpunarensu (21,3% B pamorto ¢ LMB
u 24,4% B pamoto ¢ R-LMB). Ilpu no-manko ot nonoBuHara nauueHTu (45,1% B n1Bete pameHa) e
3acerHaT KOCTHHUST MO3BK, a Ipu noBeveTo nanueHTH (72,6% B pamoro ¢ LMB 1 73,2% B pamoTo ¢
R-LMB) IIHC ne e 3acernara. [IspBuunHaTa kpaiina Touka 3a epukacHocT ¢ EFS, mpu xoeto
CHOUTHETO € OMPEeIeNIEHO KaTO HACTHIIBAHE Ha MPOrpecrs Ha 3a00ISIBAHETO, PEIIUIUB, BTOPO
37I0Ka4eCcTBEHO 3a00JsiBaHe, CMBPT 0 KaKBUTO M Aa € IPUYMHHU W JIUIICA Ha OTTOBOP, JOKA3aHO
4ype3 OTKPUBAHE HA OCTAThYHM KU3HECTIOCOOHU KiteTku ciesl Bropus kKypc CY VE, kxoeto HacThIn
IspBO. BropuunuTe KpaiiHu Toukw 3a epukacHocT ca OS u CR (bJIHa peMucHs).

[Ipu mpenBapUTEIHO YTOYHEHUS MEKIMHEH aHAIIN3 CJIe]] MeIMaHa Ha IPOCIICAsIBaHe MPUOIM3UTEITHO
1 roguHa € HaOMIOAaBaHO KIIMHUYHO 3HAYMMO T10100peHre Ha ITbpBHYHATA KpaiiHa Touka EFS, kato
n3umcieHara 1-roquminaa yecrora e 94,2% (95% CI, 88,5% - 97,2%) B pamoto ¢ R-LMB crpsimo
81,5% (95% CI, 73,0% - 87,8%) B pamoto ¢ LMB, a kopurupanust HR mo Cox e 0,33 (95% CI, 0,14
—0,79). Ilo nperopbka Ha He3aBUCHMAaTa KOMHUCHS 3a MOHUTOpHpaHe Ha nanauTe (Independent Data
Monitoring Committee, IDMC) B3 0OCHOBa Ha TO3H Pe3yJTaT PaHIOMH3UPAHETO € CTIPSHO U Ha
nanueHTuTe B pamoro ¢ LMB e 1mo3BoJieHo a MpeMUHAT KbM TOTy4YaBaHe Ha pUTYKCHMAO0.

[IppBUYHUTE aHANMM3H HA €PUKACHOCTTA Ca U3BBPIICHN NpH 328 paHIOMHU3UPAHU ITAUEHTH C
MeaunaHa Ha npociuenasane 3,1 roqunu. Pesynrarute ca onucanu B Tabnuna 14.

Ta6auna 14  Ilperaen na nspBudyHuTe pe3yaratu 3a epukacuoct (ITT nomyaanms)

AHanus LMB R-LMB
(N=164) (N=164)
EFS 28 cpouTHA 10 cp0uTHA

Ennoctpanen log-rank tect p-croiinoct 0,0006
Kopurupan HR mo Cox 0,32 (90% CI: 0,17; 0,58)

3-roguirHAa YecTOoTA 82,3% 93,9%
Ha EFS (95% CI: 75,7%; 87,5%) (95% CI: 89,1%; 96,7%)
OS 20 cMBpPTHH cyyast 8 CMBPTHHU cayyas

Ennocrpanen log-rank tect p-ctoiitHocT 0,0061
Kopurupan HR mo mozaen va Cox 0,36 (95% CI: 0,16; 0,81)

3-roguimHa YecToTa 87,3% 95,1%
Ha OS (95% CI: 81,2%:; 91,6%) (95% CI: 90,5%; 97,5%)
Yecrora Ha CR 93,6% (95% CI: 88,2%; 97,0%) 94,0% (95% CI: 88,8%; 97,2%)

[TepBUUHUAT aHaNU3 32 e(UKACHOCT MOKa3Ba MoJi3a 1o otHomenue Ha EFS ot nobaBsnero Ha
putykcuMabd kbM LMB xuMuoTtepanus B cpaBHEHHE ChC CAMOCTOSTEHO TpuiiokeHrne Ha LMB
xumuoTtepanus, kato HR 3a EFS e 0,32 (90% CI 0,17 — 0,58) ot perpecnonen ananus mo Cox,
KOPHUTHpaH MO HaI[MOHAJIHA TPYIIa, XUCTOJIOTHS U TepaneBTHYHA Tpyma. Brnpeku de He e
HaOJroaBaHa 3HAYMTENTHA Pa3fiuKa B Oposi Ha manuenTure, nocrturnanu CR, mexny nBere rpynu Ha
JIeYeHue, 1o3arTa oT A00aBsHeTo Ha puTykcumMad kbM LMB xummnorepanus e mokasana ChIo U IpU
BTOpHYHaTa kpaitna Touka OS, kato HR 3a OS e 0,36 (95% CI, 0,16 — 0,81).

EBponeiickaTa AreHIus 10 JiekapcTBaTa 0cBOOOKAaBa OT 3aIbJKEHUETO 3a MIPEIOCTaBSIHE Ha
pe3ynTaTUTe OT MPOYYBAHUATA C PUTYKCUMA0 BHB BCHUKH MOATPYIH Ha TeIUATPUIHATA Oy IAIIs
npu GOoIMKyIapeH JIUMPOM U XPOHUYHA TUMQOLHUTHA JIEBKEMHS U NIPH NleIuaTprUyHa MOIyJalus Ha
BB3PACT OT paxkaaHeTo 110 < 6 mecena npu CD20 nmo3utnBeH nudysen B-eapoknerbueH muMpomM.
Bmxre Touka 4.2 32 nHGOpMAIUS OTHOCHO YIIOTpeOa B IMeHaTpusITA.

Knnnanana e(bI/IKaCHOCT u 0€30MacHOCT OpHu pEBMATOUACH aPTPUT

EdukacHoctra 1 6€30macHOCTTa Ha pUTYKCUMA0 3a 00JieKYaBaHe Ha CUMIITOMMTE M MPU3HAIIUTE Ha
PEBMAaTOH/ICH apTPUT MPU MAIUEHTH, KOUTO HE CE TOBIUABAT IOCTaThUHO OT nHXHOUTOpH Ha TNF, ca
JIOKa3aHU B €THO MWIOTHO PaHJOMU3HPAHO, KOHTPOJIUPAHO, ABOWHO-CIISITIO, MHOTOIICHTPOBO
m3nuTBade (M3nuTBane 1).
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WznurBane 1 onensaBa 517 manueHTH ¢ Hea/leKBaTeH OTTOBOP WIIM HETIOHOCHMOCT KbM €/IMH WIIH
noBeve BuaoBe JieueHune ¢ naxuoutop Ha TNF. [Tanuentute, moaAXosIIH 38 U3MTUTBAHETO, €A UMAIH
AKTUBEH PEBMATOUICH apTPHUT, IMAarHOCTHUIHMPAH CIIOPE KPUTEPUUTE HA AMEPUKAHCKHSI KOJIEXK T10
pesmatoiorus (ACR). Putykcnumab e mpumaran oz ¢opmara Ha 1B€ HHTPAaBEHO3HH WH(Y3UH Mpe3
uaTepBain ot 15 qau. [lammentute ca momydaBanm 2 X 1 000 mg uHTpaBEeHO3HN HH(Y3UH C
puTyKcuMad win mane6o B komOuHanust ¢ MTX. Benuky manmeHTy ca mony4aBaiy eIHOBPEMEHHO
60 mg npexHU30H nepopaHo Ha 2-7 neH u 30 mg Ha qau 8-14 cien mppBaTta nHQY3Ms. [IppBUYHATA
KpaliHa TOYKa € MPOIEHTHT MaIlueHTH, KOUTO Jocturar rnosiaussane ACR20 Ha 24-ta cenmura.
[MaumenTHTe ca mpociesBaHu clies 24-Ta ceAMHLA 32 JBITOCPOYHN KpaliHH KPUTEPUH, BKIFOUUTEIIHO
pentrenorpadcko u3cneaBane Ha 56-ta ceqmuua u Ha 104-ta cenmuna. [Ipe3 Toa Bpeme 81 % ot
MAIMEeHTHTE OT ITbPBOHAYAIHATA TPyTa € TUIanedo ca MOoNyqIriIn puTyKcuMad Mexay 24-ta u 56-ta
CEIMUIIM B YCIOBUTA HA OTBOPEHO MPOIBIDKEHHE Ha MTPOTOKOJIA HA KIIMHUYHOTO U3MHUTBAHE.

W3nurBannaTa Ha pUTYKCHMal MPH NAMEHTH C PaHEH apTPHT (MTAIMEHTH Oe3 MPeAIIeCTBaIIOo
JI€YCHUE C METOTPEKCAT U MAllMeHTH C HEAOCTAaThUeH OTTOBOP KbM METOTPEKCAT, HO BCE OIIe
HenekyBanu ¢ TNF-anda nHxuOuTOpH) ca TOCTUTHAIM CBOMTE ITHPBUYHH KpailHU TOUKU. PuTykcumad
HE € [M0Ka3aH IPY Te3! MAIMEHTH, Thil KaTo HAMa JOCTaThYHO JaHHM 3a 0€30IacHOCTTa PU
HPOJBIDKUTEITHO JICYSCHUE ¢ PUTYKCHMal, 0COOCHO MO OTHOIIICHUE Ha PUCKA OT Pa3BUTHE HA
370KauecTBeHHU 3a0omsaBanus u [IMJL

Pesynmamu no omnowenue Ha akmusHocmma Ha 3a00136aHemo

PI/ITyKCI/IMa6 B KOM6I/IH3HI/I$I C METOTPCKCAT 3HAUYUTCIIHO YBCINYaBa OTHOCUTCIIHUA A1 IMALIUCHTH,
nocruraiy nmone 20 % nogoopenne Ha ACR ckopa, B cpaBHEHHUE ¢ TALUEHTUTE, JIEKYBaHU CaMO C
metorpekcat (Tabnwma 15). BbB Bcnuku mpoydBaHws 10 BpeMe Ha pa3padoTBaHe HA MPOAYKTa,
10JI3aTa OT JICYCHHUETO 32 MAIMEeHTHTE € OMiTa CXOHA, He3aBHCUMO OT Bb3pacTTa, 1oJia, TeIecHaTa
HOBBPXHOCT, pacaTa, Opost Ha MPeINIIHUTE JEUCHHUsI WU CTaTyca Ha 3a00JI1BaHETO.

KimmHIYHO ¥ CTaTHCTUYECKH 3HAYMMO TOJ00PEHUE € YCTAHOBEHO CHINO U NPY BCUYKH WHIWBHTY ATHU
komroneHTd Ha ACR nosnusiBane (Opoii Ha 00JIE3HEHH | MOJIyTH CTaBH, 00II[a OI[CHKA Ha MAIUCHTH U
JIeKap, CKOp Ha uHjeKca Ha naBanuausupane (HAQ), onenka Ha 6oskata u C-peakTUBHH IPOTEHHU
(mg/dl).

Ta6anna 15 KiauHu4YeH 0TroBop Ha MbPBUYHA KpaiiHa Touka npu u3nureane 1 (ITT
NOILYJIALMS)
Uzxoxn' ITnane6o+MTX Purykcuma6 +MTX
(2 x 1000 mg)
Wznursane 1 N =201 N =298
ACR20 36 (18 %) 153 (51 %)™
ACR50 11 (5 %) 80 (27 %)™
ACR70 30 %) 37 (12 %)™
EULAR oT1roBop 44 (22 %) 193 (65 %)™
(mo0Bp/yMepeH)
CpenHa nmpomsiHa Ha -0,34 -1,83™
DAS

TPe3yJ1TaTI/I cien 24 cenMuIu
3Haunma pasnmka ot wiane6o + MTX npu mbpBuuHa Bpemesa Touka:  p < 0,0001

[lanuenTure, 1eKyBaHU ¢ pUTYKCHMaO B KOMOMHALMS C METOTPEKCAT, Ca UMaJIM 3HAYUTEIHO T10-
roJsIMO HaMaJIeHHE Ha CKOpa 3a akTUBHOCT Ha 3a0ossiBaneTo (DAS28) B cpaBHeHUE ¢ NalEHTHTE,
JeKyBaHU caMo ¢ MeToTpekcar (Tabmuna 15). AHaTOrn4HO, BB BCUUKH [TPOYYBAHUS T0OBD JI0
yMepeH oTroBop criopen EBporneiicka nura cpemty peematusma (European League Against
Rheumatism, EULAR) e nocTurHart npu 3Ha4UTENHO MOBEYE MAlMEHTH, JIEKYBaHU C PUTYKCHUMa0 1
METOTPEKCaT, B CpaBHEHHUE C MAIUCHTUTE, JICKYBaHH caMo ¢ MeToTpekcat (Tabmuma 15).
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Penmeenozpagcku omeosop

CTpyKTYpHUTE CTaBHH YBPEKIAHUS ca OLCHIBAHN PEHTICHOTpad)CKU, KaTo ca U3pa3eHH 4pe3
npomenute B Moaudumpanus Total Sharp ckop (mTSS) u HeroBuTe KOMIOHEHTH — CKOP 33 €PO3US U
3a CTECHSBaHE Ha CTAaBHOTO IPOCTPAHCTBO.

[Tpu n3nuTBaHe 1, MpoBeICHO MPY MAIUSHTH C HEaIeKBATHO MOBJIMSBAHE MIIM HETIOHOCUMOCT KbM
€/THO WM TIoBeYe JieueHus ¢ maxuouTopu Ha TNF 1 nosyyaBanmu puTykcumMab B KOMOWHAIINS C
METOTpEKCAT, ca OKa3ay 3HAYUTEITHO T0-cl1ab0 PeHTreHorpad)cKo MpOrpecupaHe B CPAaBHEHHUE C
MAIUSHTUTE, KOUTO Ca TMOIyYaBalid ITbPBOHAYAIIHO caMo MeToTpekcar. OT malueHTHTe, JISKyBaH!
IbPBOHAYATTHO CaMO ¢ MeToTpekcaT, 81 % ca moyyduinu puUTyKCuMad KaTo TOMBIHUTEITHO JICUCHHUS
Mexay cenmuny 16-ta n 24-1a WM KaTo NMpoabJDKeHUE Ha KIIMHUYHOTO M3MUTBAaHE Mpean 56-Ta
ceamuiia. [1o-ToyisiM IPOICHT OT MAIUSHTUTE, MTOJTy4YaBaIl MbPBOHAYAIHO JICUCHHUE C
putykcuMad/MTX, chIII0 HE ca UMAJIM IPOTPECHSI Ha SPO3UBHUTE MPOIECH 32 56 CeAMMUIIN
(Tabmuma 16).

Taboauua 16  Pentrenorpadgcxu pesyaratu ciaen 1 roquna (mITT nomyaauus)

ITmane60+tMTX Puryxcumad +MTX
2 x 1000 mg
HM3nutBane 1 (n=184) (n=273)
CpenHa npoMsiHa OT U3XOJIHO HUBO:
Moauduiupan OO CKOp 110 2,30 1,017
Sharp
Cxop 3a epo3us 1,32 0,60
CKOp 3a CTECHSIBAaHE HA CTABHOTO 0,98 041"
MIPOCTPAHCTBO
[pornenT manueHTy 6€3 46 % 53 % NS
peHTreHOrpad)CKu MPOMEHH
[IponenT manueHTH 6€3 EPO3UBHU 52 % 60 % NS
MIPOMEHU

150 marmeHTH, TBPBOHAYAIHO PaHAOMH3HPAHU 3a NoTy4aBaHe Ha miane6o + MTX B Msnursane 1, ca
MoJy4uiIu noHe eauH Kypc or RTX + MTX 1o enna ronuna
*p < 0,05, “p <0,001. Cbkpanienue: NS, He3HAUNMO

NuxubupaneTo Ha CKOPOCTTA Ha MIPOTPECUBHO CTaBHO YBPEKAaHE € HAOII0JaBaHO ChILO
NPOJBIDKUTENHO BpeMe. PeHTreHorpadckoTo u3cienBane cieq 2 roguHu npy M3nureane 1 mokas3sa
3HaYMMO 3a0aBeHa NPOrPecHs Ha CTPYKTYPHUTE CTABHU YBPEXKAAHU [IPU HALMEHTH, [TOJTyYaBaly
PUTYKCHMMad B KOMOMHALIMS C METOTPEKCAT, B CPABHEHHE ChC CAMOCTOSITEITHOTO IIPHUIIOKEHUE Ha
METOTpEKCAT, KaKTO ¥ 3HAYNMO MO-BUCOK MPOIICHT MAIIMEHTH 0e3 Porpecs Ha CTAaBHOTO yBpPEXKIaHe
3a epHoJ OT 2 TOAWHU.

Pesynmamu no omnowenue na gusuieckama QyHKYUs u Ka4ecmeomo Ha HCUom

HabmromaBaHo e 3HaunTeIHO HaMaJleHne Ha MHekca Ha naBanuansupane (HAQ-DI) u ckopa 3a
ymopa (FACIT-Fatigue) npu nanueHTH, JJeKyBaHH ¢ pUTYKCUMa0, B CPaBHEHHE C ALIMEHTHTE,
JIeKyBaHHU caMO C MeToTpekcar. [IpoleHThT Ha MalueHTuTe, JIEKyBaH! C PUTyKCUMab, C MUHIMAITHA
knuHIYecky 3HaunmMa pasnrka (MCID) 8 HAQ-DI (onpenenen kaTo MHANBHIYaTHO HaMaJleHHE Ha
o0must ckop ot > 0,22) e chIIo M0-BUCOK OTKOJIKOTO NMPH OOJHUTE, OTy4aBaId CaMO METOTpEKcatT
(Tabmuua 17).

3HauYUMOTO MOJ0OpEHNEe Ha KaueCTBOTO HA )KUBOT, CBBP3aHO ChC 3/[PABETO, CE I0Ka3Ba U ChC
3HaYMMOTO 1o100peHue Ha ckopa 3a pusnyecko 3apase (PHS) u ckopa 3a ncuxuuecko 3npase (MHS)
npu SF-36. OcBeH TOBa, 3HAYMMO TO-BUCOK MPOLIEHT nanueHTH ca nocturnam MCIDs 3a Te3n
ckopose (Tabmuna 17).
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Tadoauua 17  Pe3yaratu ot puzndyeckara GyHKIUSI M KA4eCTBOTO Ha KkUBOT Ha Cenmuna 24

npu M3nurBane 1

Pesynratu’ [Mnane6o+MT | Putykcumad +MTX
X (2 x 1 000 mg)
n=201 n =298
Cpenna npomsaa Ha HAQ-DI 0,1 -0,4™
% HAQ-DI MCID 20 % 51%
Cpenna npomsina Ha FACIT-T
-0,5 9,1
n=197 n=294
Cpenna npomsiaa Ha SF-36 PHS
0,9 5,8
% SF-36 PHS MCID 13 % 48%"
Cpenna npomsina Ha SF-36
MHS 1,3 4,7"
% SF-36 MHS MCID 20 % 38 %"

i Pesynratu cnen 24 cenmuiu
3HaunMa pasnMKa oT I1anedo B MbPBOCTENeHHAaTa BpeMeBa Touka:  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.

Eguxacnocm npu ceponosumusnu nayuenmu ¢ asmoanmumena (RF w/uru anmu-CCP)
Cepono3uTHBHU NanMeHTy ¢ peBMaronieH ¢aktop (RF) u/umu aHTH-UUKINYeH IUTPYITMHAPaH
nentua (antu-CCP), lekyBaHu ¢ pUTyKCHMaO B KOMOMHAIMSI C METOTPEKCAT, TOKa3BaT MO-CHITHO
MOBJIMSIBAHE B CPABHEHHE C MALCHTH, HETaTHBHU 3a JBarta (axkTopa.

Pesynrarute oT eprKacHOCTTA IPU NAIMECHTH, JIEKYBaHHU C PUTYKCUMaO0, ca aHAIM3UPaHU Bb3 OCHOBA
Ha CTaTyca Ha aBTOAHTHUTEJATa IIPeIy HadaloTo Ha JedeHueTo. Ha 24-Ta ceqmuna npu nanueHTuTe,
cepono3utuBHU 3a RF n/nnmn anti-CCP Ha M3X0/THO HUBO, CHIIECTBYBA 3HAYNMO MO-BUCOKA
BeposaTHOCT oT gocturane Ha ACR20 u 50 oTroBopu B CpaBHEHHE ChC CEPOHETATUBHUTE MAIIHEHTH
(p=10,0312 u p=10,0096) (Tabauia 18). Te3u HaxoaKH ce TOBTAPAT Ha 48-Ta ceIMUIlA, KOTaTo
CEPOMO3UTUBHOCTTA MO0 OTHOIIICHNE HAa aBTOAHTUTEIATA CHII0 3HAYMMO TTOBHUIIIaBa BEPOATHOCTTA OT
nocturane Ha ACR70. Ha Ceqmuria 48 BepoSITHOCTTa CEPOTIO3UTUBHUTE MAITUEHTH J1a JOCTUTHAT
ACR otrosopu € 2-3 mbTH IIO-TOJISIMA B CPaBHEHHE ChC CEPOHETATUBHUTE OOJTHH.
CeponoyoKUTETHUTE NAllUEHTH Ca UMaJM ChILO 3HAYUMO MO-royisiMo HamaneHue Ha DAS28-ESR B
CpaBHEHHE ChC CEPOOTPHIIATEIHNTE manueHTH (Purypa 1).

Taoauna 18 Pe3tome Ha epuKacHOCTTA CHOPE] CTATYCA HA ABTOAHTUTEIATA HA H3XO[HO HUBO
24 Ceamuua 48 Ceamuua
CepomnoJio- CepooTpu- CepomnoJio- CepooTpu-

JKUTEJTHI ATeJTHU JKHTEJTHH HAaTeJTHU

(n =514) (n =1006) (n =5006) (n=101)
ACR20 (%) 62,3" 50,9 71,17 51,5
ACR50 (%) 32,7 19,8 449" 22,8
ACR70 (%) 12,1 5,7 20,9 6,9
EULAR otrosop (%) 74,8" 62,9 84,3 72,3
CpenHa npoMsiHa Ha -1,97" -1,50 —2.,48"" -1,72
DAS28-ESR

Hupara Ha 3HAYUMOCT ca onpeesienu kato ~ p < 0,05 “p < 0,001, **p < 0,0001.
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®urypa 1: IIpoMenu ot u3xoaHoTo HUBO HA DAS28-ESR cnopen Haua/JIHUsI cTAaTyC Ha
aBTOAHTHTEJATa
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IIpoovrdcumenna eghukacnocm npu MHO2OKPAMHU KYPCo8e Had Mepanisl

JleuenneTo ¢ puTyKCMMad B KOMOMHALIMS C METOTPEKCAT P MHOTOKPATHU KYPCOBE BOAU /10
MPOJBIDKUTENHO M0J00peHre Ha KITMHUYHNTE MTPU3HAH U cuMiToMu Ha PA cniopen ACR, DAS28-
ESR u otrosopute mo EULAR, koeTo ce ycTaHOBsIBa pW BCUUKH U3CIIEABAHU TOITYJIAIIUH MMallUEHTH
(®Durypa 2). Habmo1aBaHO € IPOABIDKUTEIHO MTOI00peHne Ha u3ndeckara GyHKIHS CIIOpe]T
toukute 32 HAQ-DI u nponienta mauuentu, nocturiany MCID 3a HAQ-DI.

®@urypa 2: ACR otroBopu 3a 4 kypca Ha JiedeHHe (24 ceAMHIN cJIel BCEKH Kypc (3a
NaluueHTH, 32 MocelleHne) NPU NAUEHTH ¢ HeI0CTAThYHO NOBJIHSBAHE OT
unxuouropu Ha TNF (n = 146)
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Knunurxo-rabopamopuu oannu

O6m10 392/3 095 (12,7 %) manuenTH ¢ peBMaTONIEeH apTPUT ca MOKa3ajIK MOJOKHUTEIIEH Pe3yTar 3a
ADA 1nipu KJIMHUYHHUTE U3IHUTBAHUS Cle JieueHune ¢ putykcumad. [losBata Ha ADA npu moBedero
HAILMEHTH HE € CBhP3aHa ¢ KIIMHUYHO BIIOLIABAHE WU C YBEINYCH PUCK OT PEaKLUH CJIe/ MOCIeABAIIH
uHOy3un. Hammurero Ha ADA Moske 1a ce CBbpiKe C BIIOIIABAHE HA PEaKLUNUTE KbM HH(Y3UATA WIH C
QIIEPrUYHUTE PEaKLIMK ClIe/l BTopaTa HH(Y3HUs Ha MOCIICABAIINTE KypCOBE.

Ilennarpuyna momyJianus

EBponeiickaTa AreHIus 10 JiekapcTBaTa 0cBOOOKAaBa OT 3aIBIKEHUETO 32 MIPEIOCTaBSIHE Ha
pe3yaTaTUTEe OT NPOYUYBAHUATA C PUTYKCHMAO BbB BCHUKH MOATPYIH Ha NMEAUATPUIHATA OITyJIaus
NpY aBTOMMYHEH apTpuT. Brkre Touka 4.2 3a uHGopManus 0OTHOCHO yroTpeda B meIuaTpusITa.

Kinnanuna edukacHocT 1 0e30macHOCT Ipy rpanyiaoMarosa ¢ moauadnruut (I'TIA) 1 MEKPOCKOIICKH
nmonuaaruut (MIIA)

Jleuenue ¢ evsescoane 6 pemucus npu 6b3pacmuy

B I'TIA/MIIA Ilpoyusane 1, o6mo 197 narnmeHT! Ha BB3pacT 15 TOAMHA WK TIO-TOJIEMH C TEXKa
aktuBHa [TIA (75 %) u MIIA (24 %) ca BKJIIOUCHH U JIEKYBaHU B KOHTPOJIUPAHO C aKTHBEH
CPaBHUTEJIEH MPOAYKT, PAaHIOMHU3UPAHO, TBOHHO-CIIANO, IUIAIe00-KOHTPOINPAHO MHOTOLIEHTPOBO
M3MUTBAHE 3a JOKAa3BaHE HA HE O-MaJIKa e()eKTUBHOCT.

[TanmenTHTE Ca paHAOMU3UPAHU B ChOTHOLIEHHUE 1:1 3a mosyyaBaHe Ha IUKIIO(hOoCchaMul nepoparHo
nHeBHO (2 mg/kg Ha JieH) B IPOIbIDKEHUE Ha 3-6 Mecela win putykcumab (375 mg/m?) BeqHbK
CeIMHYHO B POABIDKEHNE Ha 4 ceaqMUIM. Benuku nmanueHTr B paMoTo Ha uKiIopochaMus ca
MOJTyYaBajIy MOJIbpKalla Tepanus ¢ a3aTHOIIPHH 110 BpeMe Ha MpociieasBaneTo. [lanuenTure B qBete
pamena ca nonydaBasnu 1 000 mg myscoBO UHTPABEHO3HO (i.V.) METHINPETHU3O0IOH (MU APYT
TITIOKOKOPTHKOM/] B eKBHBAJICHTHA J103a) THEBHO 3a | 710 3 HM, MOCIIEBaHO OT MPEIHU30H MEPOPATHO
(1 mg/kg Ha nen, He oBeve ot 80 mg Ha AeH). HamansBaneTo Ha J03aTa Ha MpeTHU30H TPsiOBa J1a e
3aBBPIIIIO 10 6 Mecella OT HAuaJ0TO Ha JICUCHUETO B U3IMUTBAHETO.

M3mepuTen 3a MbpBUYHUS PE3YJITAT € IOCTUTAHE Ha ITbJIHA PEMUCHS Ha 6-Hsl MECell, Olpe/iesieHa KaTo
0 Touku criopes bBupMUHTaMCKHS CKOp 32 aKTUBHOCT Ha BacKyJIUTa IpU rpaHyjioMaTo3a Ha Wegener
(Birmingham Vasculitis Activity Score for Wegener’s Granulomatosis, BVAS/WQ) u ciupane Ha
TepanusTa ¢ TIIFOKOKOPTHKON. [IpeiBapuTeITHO onpe/iesieHaTa TpaHulia 3a He Mo-Mayka e(eKTHBHOCT
3a pasnuka B jiedeHneTo e 20 %. KiNMHu4IHOTO M3MUTBaHe MOKa3Ba He MO-Majka e()eKTUBHOCT Ha
pUTYKCHMal B CpaBHEHHE C UKJIOPOochaMu]] o OTHOILIICHNE Ha ITbIHA peMucHs (complete remission,
CR) Ha 6-us mecent (Tabmuma 19).

EdukacHocT e HabIr01aBaHa KAKTO MPH MAIMEHTH ¢ HOBOJIUATHOCTHIIMPAHO 3a00IsBaHe, Taka U TpU
NalMeHTH ¢ penuauBupanio 3adonssane (Tabmumna 20).
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Ta6auna 19 IIpoueHT HAa Bb3PACTHUTE NANMEHTH, IOCTUTHAJIM ILJIHA PEMHUCHS HA 6-us
mecen (momyJauus Intent-to-treat”)

Putykcumad IMuxkiaopochamun Pasiinka B 1e4eHHETO
(n=99) (n =98) (puTyKcumao -
nukJjaogochamux)
10,6 %
Crenen 63,6 % 53,1% 95,1 %° CI (-3,2 %,
24,3 %) ®

- CI = moBepuTeseH HHTEPBAI.

- BwmensiBane Ha Hali-yomus ciiyyail

* Jloka3aHa € He To-Maska e(peKTUBHOCT, ThI KaTo fonHata rpanuna (-3,2 %) e mo-Bucoka oT
MIPEABapPUTEIHO ONpeaeNieHaTa TPaHuIa 3a He Mmo-Maika eeKTuBHOCT (-20 %).

% JlosepuTenuuat unTepBan ot 95,1 % otpasssa gombiaauTenHo 0,001 anda OT MEKIMHHKS aHATH3 HA
e(hUKacHOCTTA.

Ta6auna 20 IIbana pemucust Ha 6-UsA Mecell CIOPe] CTaTyca Ha 3200J1IBAHETO

Purykcumad | Hukiaopochamun Pa3znuxa (CI 95 %)
Bceuuku nanueHTH n=99 n=98
HoBopuarHocTuuupanu n =48 n =48
Peunausupammu n=>51 n=50
IIbaHa pemucust
Benuky nanmeHTH 63,6 % 53,1 % 10,6 % (-3,2; 24,3)
HoBopuarnocTunupanu 60,4 % 64,6 % -4,2 % (-23,6; 15,3)
Penmausupanu 66,7 % 42.0 % 24,7 % (5,8; 43,6)

[Ipunara ce BMeHsIBaHe Ha HAM-JIOMIMS Cily4yall 3a MalleHTH C JIMIICBAIK JaHHU

Ivana pemucus na 12-us u 18-ua mecey

B rpynara ¢ putykcuma0, 48 % ot nauuenture ca nocruraanu CR Ha 12-us mecer, a 39 % ot
nanuerTute ca nocturaanu CR Ha 18-us mecen. [lpu nanmenTuTe, 1exyBanu ¢ mukiopochaMu
(mocrenBaHO OT a3aTHOTIPUH 3a MOIbPXKaHE HA ITbITHA peMucHs), 39 % OT manueHTuTe ca
nocturnainu CR Ha 12-us mecen, a 33 % ot nauuentute ca nocrurianu CR na 18-us mecen. Ot 12-
us Mecelr 1o 18-ust Mecell ca HaOJIrojaBaHu § cliydyasi Ha PeIMIUB B TpyIaTa Ha pUTyKCUMao, B
CpaBHEHHUE C YETHPH B TpyIaTa Ha UKIo(ochamuI.

Jlabopamopna oyenka

0610 23/99 (23 %) OT marMeHTuTe, IEKyBaHU C PUTYKCUMAa0 B KIMHHYHOTO M3MUTBAHE 32 BhBEXKIaHE
B peMucus, ca o nojoxutenHu 32 ADA no 18-tus mecen. Huto ennn ot 99-te narnuenTw,
JIEKyBaHH ¢ pUTyKcuMab He e Ow mosoxkuteneH 3a ADA mipu ckpuauHra. HiMa BuguMa TeHACHITHS
WM OTPUIIATEITHO Bh3/IeiicTBHE Ha HannuneTo Ha ADA BbpXy 0e30macHOCTTa WM €PUKACHOCTTA B
KJIIMHAYHOTO U3MUTBAHE 3a BbBEXKIAHE B PEMUCHSL.

1lo00vporcauo neuenue npu 8b3pacmuu 8 pemucusl

O6mo 117 naumentu (88 ¢ ['TIA, 24 ¢ MIIA u 5 ¢ orpannuen B 0b0penuTe BackyiuT, cBbp3ad ¢ ANCA)
B PEMUCHS Ha 3a00JISIBAHETO ca PaHJIOMH3HPAHH JIa TI0JTyYaBaT a3aTHONPUH (59 marueHTH) wim
puTykcumMab (58 manueHTH) B IPOCHEKTUBHO, MHOTOLIEHTPOBO, KOHTPOJIMPAHO, OTKPUTO MPOYYBaHE.
BxnrodyeHnTe manmeHTH ca Ha Bb3pacT oT 21 10 75 roanHu U UMaT HOBOAWArHOCTULIMPAHO WIIN
penuanBrpano 3a00sBaHe B ITbJIHA PEMICHS CJIe]l KOMOMHUPAHO JIYEHUE C TIIFOKOKOPTHKOUIH U
MyJICOBO JieueHue ¢ 1ukinopochamun. [Toedero mamuerTn ca Ounu mojokutesiHu 3a ANCA npu
JUarHOCTHLIMPAHETO WM B X0J1a Ha TSXHOTO 3a00JIBaHe, UMAT XUCTOJIOTUYHO MOTBBPACH
HEKPOTHU3UPAIL BACKYJIUT Ha MAJIKUTE KPHBOHOCHH ChJIOBE ¢ KimHNYeH ¢peHotun Ha ['TIA wim MIITA, nnn
orpannyeH B ObOpenuTe BacKyIuT, cBbp3aH ¢ ANCA, uiu u 1BeTe.

TepaHI/IﬂTa 3a BbBCXKJAHC B pCMUCH BKIIOYBA NPCAHU30H MHTPABCHO3HO, IPpHUJIAraH 110 MPCIICHKA Ha
H3CIICO0BATCIA, IPEAXO0XKIAH ITPU HAKOU IMALTMEHTH OT IIYJICOBO JICUCHUE C MCTUIIIIPEAHU30JIOH U C
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nukirodochamMu 10 IOCTUTaHe Ha peMucus cien 4 mo 6 mecena. I1o ToBa BpemMe U B paMKHUTE HA
MaKCUMyM | Mecell cJiei OCIeHHS MyJIc ¢ UKIodochaMu MAMEHTUTE ca pa3lpeIeieHH Ha
CIIydaeH MPUHIMII A2 TOJIy4aBaT pUTyKCUMa0 (1Be MHTpaBeHo3HH HHPY3uu oT 500 mg, pa3aeneHu
npe3 nBe cenmuny (Ha Jlen 1 u Jlen 15), mocnenpanu ot 500 mg i.v. Ha Bceku 6 mecena B
MpoAbIDKeHre Ha 18 Mecemna) mim a3aTHONPHH (TIpuIiIarad mepopaiHo B go3a 2 mg/kg/nen B
npoabinkeHre Ha 12 mecera, cien ToBa 1,5 mg/kg/nen 3a 6 mecena u Hakpasi 1 mg/kg/nen B
NpoabIDKeHUE Ha 4 Mecena (IpeyCTaHOBsIBaHE Ha JICYEHUETO cie Te3u 22 Mecena)). [Ipu neuenneto
C TMIPETHU30H JI03aTa € HaMallsiBaHa TIOCTEIEHHO U CJIE]] TOBA 3aIbpKaHa Ha HUCKA 71032
(mpubnm3uTeNHO 5 ME Ha IeH) B IPOABDKEHUE Ha Hail-Manko 18 Mecema cien paHAOMHU3aIUsITA.
HamansiBaneto Ha no3ata Ha IPEAHU30H U PEILICHUETO 32 CIIMPaHe Ha JICYEHUETO C MPEIHU30H Clie]
18-us1 Mecel ca oM MO TPElieHKa Ha U3CIIe0BaTeNsl.

Benuku nanuenTtu ca npocnenssanu a0 28-mu Mecen (10 unu 6 Mecenia CbOTBETHO ClIE] TOC/IeAHATa
MHQY3Us Ha pUTYKcuMab Wi 103a Ha a3atuonpuH). Heobxoanma e mpoduiakTHKa Ha THEBMOHMS,
MpUYUHEHA OT Preumocystis jirovecii, ipy BCUYKH narerTy ¢ Opoit Ha CD4+ T mumdbonmtu o 250
Ha KyOWYeH MUITIMETBP.

W3mepuren 3a IbpBUYHUS PE3YITAT € YECTOTATA HA 3HAUUTEIICH PELUIUB HA 28-MU MECeL.

Pesynmamu

Ha 28-us mecen 3HaunTeneH peunanus (ONpeaesieH KaTo MOBTOPHA MOsBa HA KIIMHUYHY W/WITH
71a00paTOPHU MPU3HAIY Ha aKTUBHOCT Ha BackysuTa ([BVAS] > 0), kouto Oruxa MOTJIM Jia TIOBEAAT JI0
OopraHHa HeIOCTaTHYHOCT WIIM YBPEXKAaHe WM OWXa MOTIIHU Jia ObJIaT dKUBOTO3aCTPAILIABAIH) €
HacThIuI nipu 3 nanueHTH (5%) B rpymnara ¢ putykcumad u 17 nanuents (29%) B rpynara c
azaruonpuH (p=0,0007). HezHaunTeHH penuIuBy (KOUTO HE Ca KUBOTO3ACTpAIIaBaIld U HE
MMPEAN3BUKBAT 3HAYUTCIIHO OpraHHO premaHe) Ca HACTBIIMJIU IIPpU CCAEM MMAIUCHTHU B Irpynara €
putykcumab (12%) u mpu ocem ManMeHTy B rpymnaTa ¢ azatuonput (14%).

KpI/IBI/ITe Ha KyMyJlaTUBHATa 4Y€CTOTA IIOKa3BaT, 4€ BPEMETO 10 I'bPBUA 3HAYUTCIICH PEUHU/IUB € 110~

MIPOIBIDKUTETHO TP MAIIUEHTH ¢ PUTYKCUMAa0, KaTo ce 3all09He OT 2-Usl MeCeIl U ce MOoabpka 10 28-
us mecern (durypa 3).
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HpOL[eHT OT NaMUEHTU C II'bPBU 3HAYUTECIICH

pPeUnINB

®urypa 3: KymyaaTuBHa 4yecTOTa Ha TbPBH 3HAYNTEJEH PellIUB BB BpeMeTo
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Bpeme Ha npexuBsieMocT (MecerH)

bpoii maimeHTy cbC 3HAYMTENEH PELUANB

Azatmonpus | 0 0 3 3 5 5 8 8 9 9 9 10 |13 |15 | 17
Purykcumab | 0 0 0 0 1 1 1 1 1 1 1
bpoii maimeHTy B puck
Azatmonipus | 59 |56 |52 |50 |47 |47 |44 |44 |42 |41 |40 |39 |36 |34 |0
Putykcumad | 58 |56 |56 |56 |55 |54 |54 |54 |54 |54 |54 |54 |52 |50 |0

3abenexka: [lanentrTe ca eH3ypupaHu Ha 28-Usl Mecell, aKo He ca UMaJd ChOUTHE.

Jlabopamopnu oyenku

0610 6/34 (18 %) oT mareHTUTe, JIEKYBaH! C PUTYKCUMA0 B KIIMHUYHOTO U3ITUTBAHE C TIOTbpIKaIa
Teparnus, ca pazswin ADA. Hsama BuauMa TeHACHINS UK OTPUIIATETHO Bh3/ICWCTBUE HA HATMYUETO
Ha ADA Bbpxy 0e30macHOCTTa WK €(h)UKACHOCTTA B KIIMHUYHOTO M3IUTBAHE C MO UIbprKalla TePaIusl.

[lemaTpryna momyJIamus

IIpoyuBane WA25615 (PePRS) e MHOTOIIEHTPOBO, OTKPUTO, HEKOHTPOJIMPAHO MPOYYBAHE C €THO
pamo tipu 25 nenuaTpuIHY MAeHTy (Ha Bh3pact > 2 1o < 18 roauan) ¢ Texxka aktuBHa ['TIA wm
MITA. Meaunanata Ha B3pacTTa Ha MAIlUEHTUTE B Mpoy4IBaHEeTO € 14 roaunu (nuamas3oHn: 6-17
TOJIMHH), KaTo moBeueTo ot naruentute (20/25 [80%]) ca ot s»eHcku mo. O6mo 19 nauentu (76%)
umat ['TIA u 6 maruentn (24%) umat MITA Ha u3xomno HuBo. OceMHaaeceT nanueHTH (72%) umar
HOBOJIMarHOCTUIIMPAHO 3200JIIBaHe NpU BKItOYBaHe B poyuBaHeTo (13 manuenTu ¢ I'TIA u 5
nanuenty ¢ MIIA), a 7 marmenTn nMat peruauBupanto 3adomnsasane (6 mamuentu ¢ ['TIA u 1 manuent
c MIIA).

Ju3aifHbT Ha MPOYYBAHETO CE ChCTOM OT HavyasiHa 6-MeceuHa (a3a Ha BbBEXKIaHE B PEMUCHSI C Hal-
Maiko 18-meceuHo mpocnesBaHe /10 0010 MakcuManHo 54 mecena (4,5 ronuan). [lanuentrre
TpsAOBa Ja MoJTy4aT Hail-Mayko 3 103U HHTPABeHO3HO MeTwimpenan3onoH (30 mg/kg/nen, 6e3 na ce
Ha/BUIIaBa | g/eH) Mpenu MbpBaTa MHTPABEHO3HA HH(Y3HS HA PUTYKCHUMA0. AKO € KITHHHUYHO
IIOKa3aHO, MOrar Ja 6'bllaT MIPUJIOKEHHU N0 TPHU AOITBJIHUTCIIHN JHCBHU 103U UHTPABECHO3HO
METHINPETHU300H. CxemaTa Ha BbBEX/IAHE B PEMHUCHS CE ChCTOM OT O0II0 YSTHPU HHTPABEHO3HU
WH(Y3HMU C PUTYKCHMA0, 110 €11HA BEAHBXK CEIAMUYHO, B 103a 375 mg/m? TelecHa NOBLPXHOCT HA THU
1, 8, 15 u 22 oT npoy4BaHeTO, B KOMOMHAIIMSA C IEPOPAJICH MPESIHU30IOH WK Ipearn3on 1 mg/kg/nex
(maxkc. 60 mg/neH), KaTo q03aTa ce HaMalsiBa MmocTeneHHo 10 MuaumymMa ot 0,2 mg/kg/nen (makc. 10
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mg/nen) kbM Mecen 6. Cnen (pa3ara Ha BbBEKIaHE B PEMUCHS, MALIMEHTUTE MOraT (110 MPELIeHKA Ha
M3CcIIeIoBaTeN ) 1a OdydaBat mociaeaBany nHpy3un ¢ puTykcnMad Ha win cieq Mecer 6 3a
nogaspxane Ha pemucusara no PVAS (IleanatpuyeH ckop 3a akTUBHOCT Ha BacKyJHT, Pediatric
Vasculitis Activity Score) ¥ KOHTPOJ Ha aKTHBHOCTTA Ha 3a00JISIBAHETO (BKJIIOYUTEIHO MPOTPecHs Ha
3a00JIIBaHETO MIIH 0OOCTPSIHE) WU 3a TIOCTUTAHE Ha ITbPBa PEMUCHS.

Beuuku 25 nanueHTy ca 3aBbpIIWIA BCHYKUTE YSTHPU HHTPABCHO3HU MH(Y3UH BSTHBK CEIMUYHO 32
6- MmeceuHaTa (aza Ha BeBexXAaHe B peMucrs. O0mo 24 ot 25 ManueHTH ca 3aBbPIIIN Hal-Mainko 18
Mecella Ha TIpoce/IBaHe.

LlenuTe Ha TOBa MpOYy4BaHe ca olleHKa Ha Oe3omacHocT, DK mapamerpu u epukacHOCT Ha pUTyKCUMad
npu neguatpuaan manueHTy ¢ I'TIA u MITA (ma BB3pact > 2 1o < 18 rogunn). Llemure 3a
e(pUKacCHOCT B IPOYYBAHETO Ca EKCIUIOPATOPHHU U ca OLICHSBAaHH MPEJUMHO MpH u3non3Bane Ha PVAS
(Tabmuma 21).

Kymynamuena 0oza na enokokopmuxouou (i.v. u nepopanta) kem mecey 6:

HBanecer n gerupu ot 25 mammentu (96%) B mpoyuBaHe WA25615 ca mocTHUrHajlu HOCTEIIEHHO
HaMaJIIBaHe Ha J103aTa Ha TimokokopTukouaa ao 0,2 mg/kg/nen (mo-manko ot wim paBHo Ha 10 mg/neH,
KOETO € I0-HHCKO) Ha miau 1o Mecen 6 mo Bpeme Ha (pazaTa Ha MOCTENCHHO HaMallsiBaHE Ha
HepOpalHUTE CTEPOUIH, ONIPEEIeHa CIIOpe ]l MPOTOKOIA Ha IIPOYUYBAHETO.

Hamanenue na MmemuanaTa Ha oOiara nmepopajiHa yrnorpeda Ha MIIOKOKOPTHKOUIN ce HaOmo1aBa oT

Cenmuna 1 (Menuana = 45 mg ekBuBayieHTHa J103a npeanu3oH [IQR: 35 — 60]) mo Mecern 6 (Meaunana
= 17,5 mg [IQR: 4-10]), xosiTO ciien ToBa ce momabpka 10 Mecen 12 (mequana = 5 mg [IQR: 2-10]) u
Mecern 18 (menunana = 5 mg [IQR: 1-5]).

THocnedsawo neuenue

[To BpeMe Ha TIeprOAa Ha ISUIOTO MPOYYBAHE, NAIIMSHTUTE ca MOTYYHITH MKy 4 1 28 nHPy3un Ha
putykcumab (o 4,5 rogunu [53,8 Mecena)). [anuenTtuTe ca nonyuwiu 10 4 bty 1o 375 mg/m? ot
PUTYKCHMa0, MpUOIM3UTEITHO Ha BCEKH 6 Mecela 1o TpelieHka Ha uzcnempoBatens. Oomo 17 ot 25
naruerTn (68%) ca MOoTy4riu TOTBIHUTEITHO JISUeHHe ¢ pUTYKCHMal Ha win cieq Mecer 6 110
NPUKJIOYBaHe Ha MPOYYBAHETO, a 14 oT 17-Te ca Mmoyuniii TOMBJIHUTEITHO JIeUeHHE C PUTYKCHMA0
Mexay Mecen 6 u Mecen 18.

Tadoauua 21  IIpoyuBane WA25615 (PePRS) — Pemucus cnopen PVAS kM Mecen 1, 2, 4, 6, 12

ul8
Busura no Bpoii pecnionnepu B pemucus criopen PVAS® 95% CI*
MIPOYYBAHETO (decrota Ha oTrOBOp [%])

n=25

Mecer 1 0 0,0%, 13,7%
Mecen 2 1 (4,0%) 0,1%, 20,4%
Mecen 4 5 (20,0%) 6,8%, 40,7%
Mecern 6 13 (52,0%) 31,3%, 72,2%
Mecer 12 18 (72,0%) 50,6%, 87,9%
Mecen 18 18 (72,0%) 50,6%, 87,9%
* PVAS 0 u I0CTUrHAaTO HaMaJlsBaHe Ha 103aTa Ha IIoKokopTukouaa 1o 0,2 mg/kg/nen (umn
10 mg/neH, K0eTo € Mo-HUCKO) B MOMEHTA Ha OlleHKa
*Pegynrarure 3a eQUKACHOCT ca EKCIUIOPATOPHH U HE € MPOBEXAAHO OPUIMATHO CTATHCTUYSCKO
M3CIeBaHe 32 Te3U KPalHU TOUKH
Jleuenneto ¢ purykcumad (375 mg/m? x 4 uadysuun) 1o Mecel 6 € eTHAKBO 32 BCHYKH NALUEHTH.
Jleuenuero npu npocnesiBade caeq Mecel 6 e 1o npeleHKa Ha U3CIIe0BaTelIs.
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JlabopamopHu oyenku

O6m10 4/25 mauuentu (16%) passuBat ADA mo Bpeme Ha 1enus NepruoA Ha npoyyBane. OrpaHUueHH
JAaHHU TTOKAa3BaT, 4e He ce HAaOJI0AaBa TCHACHLUS B HEXKENAaHUTE PeaKiK, ChOOIIECHH MTPH
noJjoxuTesHy 3a ADA nanueHTH.

Hsma BuarimMa TeHIGHIIMS WM OTPUIIATENIHO Bb3ACHCTBUE Ha HaMMuueTo Ha ADA BBpXy
0e30macHOCTTa WM epUKACHOCTTA B KIIMHUYHATE U3IMUTBAHMS MPH NIeANaTpuIHY manueHTH ¢ ['TIA u
MITA.

EBpomeiickaTa areHIus 1o JiekapcTBata 0cBOOO0XKAaBa OT 3aIbJKCHUETO 3a MPEOCTaBsSIHE Ha
pe3ynTaTUTe OT MPOYYBAHUATA C PUTYKCUMA0 NIpH NenaTpUIHATa TOITYJIAIUS Ha BB3pacT < 2 TOJIUHU
npu Texxkka aktuBHA ['TIA nnu MITA. Bmwkre Touka 4.2 3a nH(GOpMaIms OTHOCHO yroTpeda B
neauaTpusTa.

Knnanuna edukacHocT u Oe3onacHocT npu nemburyc syiarapuc (I1B)

I1B Ipoyusane 1 (IIlpoyuBane ML22196)

EdwukacHoctTa 11 6e30macHOCTTa Ha pUTYKCHMA0 B KOMOMHAIINS C KPaTKOTpaiHa Tepanwsi ¢ HUCKU
03U TJIFIOKOKOPTUKOU ] (HpCIlHI/I?)OH) Ca OLCHCHU TP HOBOAMATHOCTUIHMPAHU MAITUCHTU C YMCPCH 10
Texxbk iemeuryc (74 ¢ I1B u 16 ¢ nempuryc ponmaneyc [I1D]) B ToBa paHIOMU3NPaHO, OTKPHTO,
KOHTPOJIMPaHO, MHOTOLIEHTPOBO mpoyuBaHe. [lanuenTuTe ca Ha Bb3pact Mexay 19 u 79 ronunu u He
ca roJTy4yaBaJii Ipeu ToBa Jieuenue 3a nempuryc. B nonynanusta ¢ [1B 5 (13 %) nauuentu B
rpynara Ha putykcumMad u 3 (8 %) nmarueHTu B rpymnaTa Ha CTaHJapTHA J103a IPEAHU30H ca UMaIH
yMepeHo 3a0oisiBane, a 33 (87 %) nauneHTu B rpynara Ha putykcumad u 33 (92 %) nauueHnTtu B
rpynara Ha CTaHAapTHa 1032 IPEAHU30H ca NMaJIU TEXKO 3a00isiBaHe criopel kputepuure Ha Harman
3a TEXKEeCT Ha 3a00JIsIBAHETO.

[TaupenTHTe ca cTpaTuUIMpPaH 0 U3XOJHA TEKECT Ha 3200 sIBAHETO (YMEPEHO I TEKKO) U ca
pangoMusupanu 1:1 ja momyyaBaT puTyKCHMMa0 W HHCKA J103a MIPEAHU30H WIH CTaHAapPTHA 1032
npenHu3oH. [lanuenTrre, paHIOMU3UpaHU B TpyliaTa Ha pUTyKCUMaO, ca MmojydaBaid HadaaHa
uHTpaBeHo3Ha nHPy3wus ¢ 1 000 mg purykcumad Ha [leH 1 oT npoy4yBaHeTO B KOMOMHAIINS C

0,5 mg/kg/nen npeHNU30H NEPOPAIHO, C IIOCTEIICHHO HaMaJIsiBaHE Ha J103aTa B IPOIBJDKCHUE Ha

3 Mecelia, ako ca UMajii yMepeHo 3a0ossiBane, i 1 mg/kg/nen npeaHu30H NepopaiHo, ¢
MOCTETIEHHO HaMalsiBaHe Ha J103aTa B IPOAbDKEHHE Ha 6 Mecela, ako ca MMalld TeKKO 3a00isiBaHe, U
BTOpa MHTpaBeHo3Ha nHOY3us ¢ 1 000 mg na Jlen 15 ot npoyusanero. [lognbpxkaimy uadpy3un ¢
putykcumabd 500 mg ca mpuaranu Ha 12-us u 18-us mecen. [lanuenTure, paHAOMU3MpaHy B Tpymnara
Ha CTaHJapTHA J103a MPEAHU30H, Ca MOJyJaBaln MbpBOHaUaHO 1 mg/Kg/neH NpeIHU30H epopaHo,
C MOCTENICHHO HaMaJlsiBaHe Ha J]03aTa B IPOABJDKEHUE Ha 12 Mecela, ako ca MMald YMEpEHO
3abossBane, Wi 1,5 mg/kg/neH npeIHu30H MepopaiHO, C MOCTEIEHHO HaMaJIsIBaHe Ha J103aTa B
MpoAb/DKeHUE Ha 18 Mecela, ako ca UMalii TeXXKO 3a0oiisBane. [lanmeHTuTe B rpymnara Ha
PUTYKCHMa0, KOUTO ca MOJYUYHIN PEUUINB, MOTaT J1a IIOJIyYaT JOIIBIHUTENHA HHPY3HS C pUTYKCUMaO
1 000 mg B koMOMHaIMS C IPEJHU30H BB Bb30OHOBEHA WIIM MOBHILIEHA 103a. MHy3unTe 3a
MOJTBbPIKAIla TEPANHs U PEUANB ca IPUJIaraHu He Mo-paHo OT 16 ceaMuIIy cien mpemecTBaara
UHQY3HUS.

IIspBHUYHATA TIENT HA IPOYYBAHETO € TIOCTUTAHE Ha IThIHA peMucus (IThJIHA SMTUTEIN3AINs U JINTICA Ha
HOBH W/WJIM YCTAHOBEHHU JIe3UH) Ha 24-us Mecel] 0e3 npujiaraie Ha Teparus ¢ MPeIHU30H B
poAb/DKeHUE Ha /1Ba win nosede Mecena (CRoff 3a > 2 mecena).

Pezynmamu om I1B Ilpoyusane 1
IIpoy4BaHeTO MOKa3Ba CTATUCTUYECKH 3HAYUMH PE3YNTATH HA PUTYKCHUMAa0 M HHUCKA J103a MPEeIHN30H

B CPaBHEHHUE ChC CTaHJIAPTHA J103a peHI30H npu nocturane Ha CRoff > 2 mecena Ha 24-us mecent
npu naruentu ¢ [IB (Bxk. Tabmuna 22).
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Ta6auma 22  IIpouent Ha nanuenTute ¢ [1B, kouTo ca mocTurHaau mbjaHa peMucus 6e3
Tepanusi ¢ KOPTUKOCTEPOUIHU B MPOIbJIKEHNE HA 1BA WK NOBevYe Mecela, Ha 24-

us1 mecell (Intent-to-Treat nonyaauus — I1B)
Putykcumadb + [Ipenuuzon
[Ipennu3on N=36 p-cToiiHocT 95% CI°
N=38
34 (89,5%) 10 (27,8%) <0,0001 61,7% (38,4; 76,5)

Bpoii pecnionnepu
(uecToTa Ha OTTOBOP
[7o])

p-CTOIHOCTTa € MoJydeHa oT ToueH TecT Ha Fisher ¢ mid-p kopekius
6 95% noBepuTeNIeH HHTEPBAJI € Kopurupad Newcombe HHTEpBaI

Bposr Ha nanueHTHTE HA pUTYKCUMAO TUTFOC HUCKA 71032 IPEAHU30H, 0e3 Tepanus ¢ MPEeAHU30H WIH
Ha MUHHMMAaJHa Tepanus (Jo3a npeaHn3oH 10 mg uiu no-Manka Ha JIeH) B CpaBHEHHE C MALMEHTH Ha
CTaHJapTHA /1032 MPETHU30H Mpe3 24-MeceUHHUs IEPHOJI Ha JICUCHHE IEMOHCTPUPA CIIECTSIBALI]
ynorpebata Ha ctepouiu epexT Ha purykcumad (durypa 4).

®urypa 4: Bpoii nanmenTH, KOUTO NMpe3 BpeMeTO ca OMJIN Ha Tepanus 0e3 WU CbhC
MUHUMAJHO KOJIUYeCTBO KopTukocTepoua (< 10 mg/nen)

407 Mpyna Ha neuerne:

————— Pumykcumst + npeoqasod (M= 38 -

': :I L~ /B -\-\-B-__"E-—B- - -
e g

35 = | —— — - Mpegxusos (N = 36)
| T

SASAARAARARAAN,

Moceweqsme

B A6,

Post-hoc pempocnexmuena 1abopamopua oyenka
06110 19/34 (56 %) manmentu ¢ 11B, nexyBaHu ¢ puTyKcuMa0, ca Omin mostokuTeaHy 3a ADA

anTutena 1o 18 mecena. He e sicHa kiiMHUYHATa 3HAYMMOCT Ha 0OpasyBaHeTo Ha ADA mpu narueHTu
¢ [IB, nexyBanu ¢ purykcumao.

1IB Ilpoyusane 2 (IIpoyusane WA29330)

B pannomuzupaHso, ABOMHOCIANO, JBOMHO MAaCKUPaHO, MHOI'OLIEHTPOBO IIPOYYBAaHE C aKTUBHO
CPaBHUTEIHO JIEKapCTBO, € CpPaBHEHA 0€30I1acHOCTTA ¢ e(pUKaCHOCTTA Ha PUTYKCHMAO ¢ Ta3H Ha
mukodenonar moperun (MMF) npu nanmenTn ¢ ymepen a0 texbk [1B, kouto momyyasar 60 — 120

mg/neH nepopaieH npeaHu3oH win ekBuBaieHT (1,0 — 1,5 mg/kg/nen) npu BrimrouBaHe B
MPOYYBaHETO C IMOCTENIEHHO HaMasiBaHe Ha jo3ata 1o 60 wim 80 mg/nen kbpM Jlen 1. [Tanmenture ca

¢ MOTBBpJIeHa Auarno3a [1B B pamkuTe Ha npequmHuTe 24 Mecela i ¢ JIOKa3aHo YMEPEHO JI0 TEKKO
3abomsBane (onpeaenero kato oom PDAI (Pemphigus Disease Area Index) ckop Ha akTuBHOCT > 15).

Cro TpuaeceT H IeT ManyveHTH ca paHJOMU3HUpaHH 3a jJeueHue ¢ purykcumad 1 000 mg, nmpusoxkeH B
Hen 1, [len 15, Cenmuna 24 u Cenmuna 26 wiu nepopasiecH MMF 2 g/nen 3a 52 cenmury, B
komOuHanus ¢ 60 wiu 80 mg nepopaneH NpeIHU30H, KaTo JJ03aTa Ha MPEJHU30HA CC HamMallsiBa

nocrerneHHo A0 0 mg/nen no Ceamuna 24.
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[IppBUUHATA TIE 32 €PUKACHOCT HA TOBA U3MUTBAHE € Ja OlICHU e()UKACHOCTTA HA pUTYKCUMal B
Cenmuria 52, B cpaBaenue ¢ MMF, 3a mocturane Ha IpoIbJDKUTEITHA IThJIHA PEMUCHS, ONIPE/ICIICHA
KaTo IMOCTUTaHe Ha U3JICKyBaHE Ha Jie3unuTe 0e3 HOBH akTUBHHU Jie3uu (T.e. PDAI ckop 3a akTuBHOCT
0), mpu 0 mg/neH npeTHN30H WM €KBUBAICHT, KAKTO W MOAIBPKAHETO Ha TO3U OTrOBOp 3a MoHe 16
MOCJIeIOBATEITHY CEMUIIM IO BpeMe Ha 52-CeIMUYHUSI TIEPUO/T.

Pezynmamu om [1B Ilpoyusane 2

IIpoyuBaneTo IEMOHCTpHpA MIPEBH3IXOACTBOTO Ha puTykcuMad Hag MMF B komOuHaIms ¢
MOCTENIEHHO HaMaJIsBalll Kypc Ha TIEPOPATHA KOPTUKOCTEPOU/IU MPU MIOCTUTAHE HA ITBJTHA PEMHUCHSI
0e3 koprukoctepouau > 16 cenmuiu B Cenmuna 52 npu naruentu ¢ [1B (Tabmuna 23).
MHuo3uHCTBOTO OT naruenTute B Mmogudumupanara [TT nomynamus ca HoBoguarsocturupanu (74%),
a 26% oT mauuMeHTUTe UMAT yCTaHOBEHO 3a0oisiBaHe (IPOABIKUTETHOCT Ha OojiecTTa > 6 Mecena) u
ca nojy4dasanu Jieuenue 3a [1B.

Ta6auna 23  IIpouent Ha nanuenture ¢ [1B, kouTo mocTurar craduiIHa MbJAHA peMucHus 6e3
KOPTHKOCTepOuaHA Tepanus 3a 16 unu noseue ceamuuu B Ceqmuna 52
(monudunupana ITT nomysnanus)

Putykcnumab MMF Pa3znuxka (95% CI) p-
(N=62) (N=63) CTOMHOCT
Bpoii pecionaepu 25 (40,3%) 6 (9,5%) 30,80% (14,70%, 45,15%) | <0,0001
(cTenen Ha
otroBop[%)])
Hoeomuarnoctunupanu | 19 (39,6%) 4 (9,1%)
MManyeHTH
[Maruentu ¢ | 6 (42,9%) 2 (10,5%)
yCTaHOBEHO
3a0ousBaHe
MMEF = Mukodenonar moderuin; Cl = JloBeputeneH HHTEpBaJl.
HoBonmarnoctuipany naiueHT! = MpoIb/DKUTEITHOCT Ha 3a00i1s1BaHeTo < 6 Mecela Wi 6e3
npenauiecTrailo Jeuenue 3a [1B.
[TanmenTtu ¢ ycraHoBeHO 3a00is1BaHe = MPOIBIDKUTEIHOCT Ha 3a00JIIBAHETO > 6 Mecena M C
npenuiecTrailo Jeuenue 3a [1B.
3a ompenensHe Ha P-CTOWHOCTTA ¢ m3moisBaH TecThT Ha Cochran-Mantel-Haenszel.

AHanu3bT HA BCUYKH BTOPUYHH TTapaMeTpH (BKJI. KyMyJIaTHBHA ITepOpaiHa KOPTHKOCTEPOUIHA 1032,
0011 Opoit o0ocTpsiHHS Ha 3a00JISIBAHETO, TPOMSHA B KAYECTBOTO Ha KUBOT, CBBP3aHO ChC 3APABETO U
M3MepeHo upe3 [lepMaTonoruaHus HHIEKC Ha Ka4eCTBOTO Ha KUBOT) MOTBBPKIABAT CTATUCTUIECKU
3aHYUMHTE PE3YJITaTh C pUTYKcuMab B cpaBHeHre ¢ MMF. M3nuTBaHeTo 3a BTOPUYHHU KPaiHU TOYKH
€ KOHTPOJIUPAHO 32 MHOKECTBEHOCT.

I'nioxokopmukouona excnosuyus

KymynatuBHarta 103a nepopaiHu KOPTUKOCTEPOUIM € 3HAUYUTETTHO T0-HUCKA IPH MAUEeHTH,
JIeKyBaHH ¢ puTykcuMmal. MeanaHata Ha KyMyJIaTUBHATa 032 IpeAHM30H (min, max) B Cenmuna 52 e
2 775 mg (450, 22 180) B rpymnata ¢ purykcumad, B cpaBaenue ¢ 4 005 mg (900, 19 920) B rpymnara ¢
MMF (p=0,0005).

Obocmpsine na 3aboaa8amnemo

OO6musaT Opoi 000CTPSTHUS MIPH MTAITUEHTHTE, JIEKYBaHH ¢ pUTyKcuMmad, B cpaBHeHue ¢ MMF, e
3HAYUTENIHO MO-HUCHK (6 cpeuty 44, p<0,0001), a manueHTUTE C IOHE €1HO 00OCTPSHE HA
3a0oJisgBaHeTo ca mo-maiko (8,1% cpemry 41,3%).

Jlabopamopnu oyenxu

KoM Cenmuna 52 o6mio 20/63 (31,7%) ot manueHnTure, JeKyBaHu ¢ putykcumad 3a 1B, nokassar
MTOJIOXKUTEITHU pe3ynTatd 332 ADA (mipu 19 oT TsX Te ca MHAYIIMpaHH OT JICUEHHUEeTo, a Tipu 1 ca
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MMOJICHIICHH OT JieueHneTo). Hammuarmero Ha ADA HAMa BUIUMO HETATHBHO BIIMSHHUE BBPXY
6e3omacHoctTa mwiu edukacaoctTa B [1B [IpoyuBane 2.

5.2 ®apmMakoKWHeTHYHH CBOMCTBA

Hexomxkunos aumdbom (HXJI) npu Be3pacTHH

[Ipu equH monynanuoHeH (hapMakoKHHETHYeH aHan3 mipu 298 manmenTtn ¢ HXJI, xouto ca
MOJTy4aBajIl OHOKPATHO MM MHOTOKPATHO HH(Y3HS ¢ pUTyKCHMal KaTo MOHOTEpAITUs M B
komOuHanusi ¢ CHOP tepanust (mpuinoskeHUTE 103U HAa pUTYKCUMA0 ca Bapupaiu OT

100 10 500 mg/m?), o6uyaliHUTE TOMYIAIMOHHN U3YKCIIeHUs Ha Hecnenuduunus KiupbHC (CL1),
cneruduanus KupbHC (CL2), BEposITHO ¢ IpHHOCA HA B-KIETKUTE Wi TyMOPHOTO HATOBapBaHe, U
o0OeMa Ha pa3mnpe/e/iecHUe B IICHTPaTHU koMnapTuMeHT (V1) moka3sat cboTBeTHO 0,14 1 Ha neH, 0,59 1
Ha JieH U 2,7 1. U3uncneHnsT MeinaHeH TepMUHAICH eTMMUHAIIMOHEH TTOTY>KUBOT Ha PUTYKcHMal e
22 mau (rpanuma 6,1 mo 52 mawn). M3xomausar 6poit Ha CD19-11o3uTHBHUTE KIETKH U pa3MepbT Ha
W3MEPUMHTE TYMOPHH JIE3UH JOMPUHACSAT 32 M3BeCTHA BapuaOmiHOCT Ha CL, Ha puTykcuMab mpu
nauaute or 161 mauenTy, nonyyasanu 375 mg/m?* nox ¢popmara Ha MHTPaBeHO3HA MH(Y3HS B
npoabinkenre Ha 4 ceqmunn. [larentute ¢ mo-eucok 6poit CD19-mo3uTHBHA KIETKH WK TYMOPHHU
ne3uu ca umanu mo-roisim CL,. Crren kopekius 3a Opost Ha CD19-1mo3uTHBHY KIIETKH U pa3Mepa Ha
TyMoOpHHUTE Jie3uu, obaue, CL, ocTaBa rojsiM KOMIOHEHT Ha MHTEPUHANBUAYaTHA BapHaOUITHOCT. V|
Bapupa crope] miomra Ha teiaecHaTa nosbpxaoct (ITTIT) u CHOP Tepanusita. Ta3u BapuabuiHOCT
Ha Vi (27,1 % u 19,0 %), 3aBucemnia cbotBeTHO OT rpanumure Ha IITIT (1,53 mo0 2,32 m?) u
ennoBpemenHo mpuwiaranata CHOP tepanus, € oTHocuTenHo Manka. Bb3pactra, HOIBT U CTaTyChT Ha
npezacrasHe Mo C30 HaMaT eQeKT BbpXy PpapMakOKHHETHKATa Ha puTykcumad. To3u aHamm3
MOKa3Ba, Y€ KOPUTHPAHETO HA J]03aTa HA PUTYKCHMAO CIIOpe]] HSIKOW OT U3CJeIBAHUTE ITOKA3aTeNH HE
ce OYaKBa Jia oBeJe 10 3HAYMMO HamalleHue Ha (hapMaKOKHHETHYHATAa BApHAOUITHOCT.

Putykcuma6, npuiaran o popMara Ha MHTpaBeHO3Ha HHQY3Hs B 1032 375 mg/m? npe3 uHTepBal oT
€llHa ceMHUIIA B npoabkeHue Ha 4 no3u npu 203 nauuentu ¢ HXJI, kouto He ca JeKyBaHU €
PUTYKCHMa0 JTOTOraBa, BOju J10 cpeaHa Cmax Ciiel ueTBbpTaTa uHDy3us ot 486 pg/ml (rpanuna

77,5 n0 996,6 ug/ml). Purykcuma0 ce oTKpHBa B cepyMa Ha NaieHTu 3 — 6 Mecelia ciiel Kpas Ha
MOCIIETHOTO JICUSHHE.

[Ipy NpUIOKEHUETO HA PUTYKCHMA0 B 103a 375 mg/m? nox opMaTa Ha MHTPaBeHO3HA HHDY3US IIPE3
WHTEpBaJ OT €IHa CEAMULA B IpoabJDKeHue Ha 8 703 Ha 37 mauuentu ¢ HXJI, cpennara Cpax C€
yBeJNIHMYaBa Clie/l BCsKa IocleBalna HHQy3us, KaTo Bapupa oT cpeaHo 243 pg/ml (rpanuna

16-582 ug/ml) cnen mepeara undys3us 10 550 ug/ml (rpanuna 171-1 177 pg/ml) cnen ocmara
UHQY3HSs.

MdapMaKOKMHETHYHUAT IPOQMIT HA PUTYKCMMAO TPy IIpuiiarare Ha 6 uadysuu o 375 mg/m? B
koMOuHanus ¢ 6 nukbia Ha CHOP xumuoTepanus e mogo0eH Ha To3u, HabJItoIaBaH Mpu

CaMOCTOATCIIHO ITPUTIOKCHUC Ha pI/ITYKCI/IMa6.

DLBCL/BL/BAL/BLL npu neayvarpyyHu MAlUMEHTH

B knmuanyHOTO M3nuTBane, npoyusamo DLBCL/BL/BAL/BLL npu neguarpuyan nauuentu, K e
MpOoy4YBaHa B MOATPYyMa OT 35 manueHTH Ha Bh3pacT 3 u noBede roguan. @K e cpaBHIMa MeX1Ty 1BETE
BB3pacToBU rpynu (= 3 1o < 12 rogunu crpsimo > 12 1o < 18 rogunn). Crnexn [Be HHTPAaBEHO3HU
uH(y3un ¢ puTykcuMab B 103a 375 mg/m’ BbB BCEKHU OT JIBATa HHAYKIMOHHHM IMKbIA (UKBI 1 1 2),
TOCJIEZIBAHY OT €JIHa HHTPABEHO3HA MH(Y3Hs C pUTYyKcUMal B 1032 375 mg/m?* BbB BCEKU OT
KOHCOJINIALMOHHHUTE IMKIH (IIUKBI 3 1 4), MaKCUMaJIHaTa KOHLEHTpALHs € Hall-BHCOKa Cle]
YyeTBbpTaTa HHQPY3us (LMKBI 2) ChC CpeHa TeoMeTpruYHa cToiHocT 347 pug/ml, nocneasana ot mo-
HUCKH CPEJHH T€OMETPUYHN MaKCHMAIIHU KOHIIEHTpAMHy cliex ToBa (Uukb 4: 247 pg/ml). Ipu tazu
cXeMa Ha IpujlaraHe Hail-HUCKUTE HUBa Ca MOCTOSIHHU (CpeHU reoMeTpruyHH cToiiHocTh: 41,8 pug/ml
(npenu mo3aTa Ha MK 2; ciien 1 1ukbi), 67,7 wg/ml (mpeau mo3ata Ha IUKBI 3, Cieq 2 UKbIIA) |
58,5 ug/ml (peau mo3ara Ha LMKUKBI 4, cliel 3 [MKbIa)). MeauaHata Ha eTMMUHAIIMOHHUS TIOJIYKUBOT
NpY IeJUaTPUYHM NalMeHTH Ha BB3PacT 3 U oBeve TOAMHH € 26 THH.
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OK xapakTepruCcTHKH Ha puTykcnuMad rpu neguarpuany nanuentd ¢ DLBCL/BL/BAL/BLL ca
noJo0HM Ha Te3H, HabIro1aBaHu NpH Bb3pacTHU maruenTH ¢ HXJI.

Hsama nammaan OK gannam 3a Tpymara Ha BB3pacT OT > 6 Mecerna /10 < 3, HO BBIIPEKH TOBa
nomryannorHa @K nporrnosa nmoakperst nogodueto Ha cuctemMHara ekcrno3uius (AUC, Cirough) B Ta3u
BB3pacToBa Ipyma, B cpaBHeHUE ¢ > 3 roaunu (Tadnuna 24). [o-MankusT pa3mep Ha TymMopa Ha
M3XOJTHO HUBO € CBBP3aH C MO-TOIIMAaTa eKCIO3HIINS TOPAIN MO-HUCKUS KIUPHHC, 3aBUCUM OT
BPEMETO; BBIIPEKH TOBA, CHCTEMHUTE €K3MO3HIINY, TIOBJIISIHH OT Pa3IMYHUTE pa3Mepy Ha TyMOpa, ce
3ara3Bar B TPaHUIMTE HAa e(pUKacHATa CKCIO3MIIHS C TIPUEMIIUB TTPOdMIT Ha O€30MaCHOCT.

Ta6auna 24  IIporHosnun PK mapamerpu cieq cxeMa Ha NMpujiaraHe Ha PUTYKCUMAad mpu
nequarpuynn nauuedtu ¢ DLBCL/BL/BAL/BLL

> 6 Mecena 10 <3

2 >
Bn3pacroBa rpyna A — >3 0 <12 rogunn > 12 no < 18 ronuuu
Cirough (1g/ml) 47,5 (0,01-179) 51,4 (0,00-182) 44,1 (0,00-149)
AUC1—4 UKD
(ug*nen/ml) 13 501 (278-31 070) 11 609 (135-31 157) 11 467 (110-27 066)

Pesynrature ca npeacraBenu mos gpopmara Ha MeauaHa (min — max); Cirough IpeAcTaBisiBa Lluken 4 npenu
Jo3aTa.

XpoHnnyHa JuMdbornuTHa geskeMus (XJIJI)

Putykcumab e npuiarad KaTo MHTpaBeHo3Ha UH(y3us B 103a 375 mg/m’ pyu IbpBUs LUKEII,
yBenudena Ha 500 mg/m? 3a BCEKU LMK B IPOAB/DKEHHE Ha 5 1031 B KOMOMHAIWA ¢ QuynapabuH u
nukiodochamun npu nampenty ¢ XJUI. Cpennata Crax (N = 15) e 408 pg/ml (rpanumm

97 - 764 pg/ml) cnen nerata uadysus ¢ 500 mg/m?, a cpeAHUAT TEPMUHAIIEH MONYKUBOT € 32 JHU
(rpannum 14-62 nuu).

PesMaToueHs apTpur

Crnen nBe MHTpaBeHO3HN MHQY3UH HA puTykcruMad B 1o3a 1 000 mg, mpe3 1Be CeAMUIIH, CPETHUSLT
TEepMHHAJIEH MOIyXKUBOT € 20,8 nau (rpanuna 8,58 10 35,9 nHM), CPENHUAT CHCTEMEH KIUPHHC €
0,23 1 aueBno (rpanurna 0,091 10 0,67 1 THEBHO), a CPEIHUAT CTALIMOHAPEH 00EM Ha pasIpelIeICHUE €
4,6 | (rpanumu 1,7 no 7,51 1). [lomymannoHauAT (hapMakOKMHETUYEH aHAIIN3 Ha CHIIUTE JaHHU J1aBa
MoTI00OHU CpeIHY CTOMHOCTH 3a CUCTEMHUS KIMPBHC U oy xuBoTa, 0,26 1 maeBHO 1 20,4 nHH,
choTBeTHO. [TomynanuoHHUAT GpapMakOKMHETHYEH aHanu3 mokasea, 4e [1TII u mona ca Haii-
3HAYMMUTE KOBApHATH 3a O0SCHEHNE Ha MHTEPUHAUBHUIyaTHATa BAPUAOMITHOCT Ha
(hapMakOKHHETHYHHUTE TToKazarenn. Cnen kopurupane mo otHomeHue Ha [ITII, mbxeTe ca mmanu mo-
roJisiM 00eM Ha pas3npeaeseHre U 0-0bp3 KIUPBHHC OTKOJIKOTO keHuTe. [1oioBUTE pa3inuku BHB
(hapMaKOKMHETHKATA HE CE CYUTAT KIMHUYHO 3HAYUMH U HE € He0OXOMMO KOPUTHPaHEe Ha J103aTa.
Hsama hapmMakOKHMHETUYHY JaHHU NPY NAIMEHTH C YePHOIPOOHO WM OBOPEYHO YBpEKIaHE.

dapMakOKUHETHKATa HA pUTYKCHMMA0 € OleHsIBaHa CJIe/l JIBE MHTPaBeHO3HU 1034 oT 500 mg u

1 000 mg Ha 1 u 15 neH B yetnpu npoyuBanus. BB Bcuukute npoyuBanus, hapMaKOKHHETHKATA HA
PUTYKCHMal € IPONOpLMOHAIHA Ha J03aTa 3a N3CJICABAHUS OIpaHUYeH 1030B Auana3oH. CpeaHaTa
Crmax Ha puTykcuMa0 B cepyma ciell ibpBata nH(y3us Bapupa ot 157 mo 171 ug/ml npu go3a

2 x 500 mg u ot 298 110 341 pg/ml npu no3a 2 x 1 000 mg. Cien Bropara uHdpy3ust cpeaHata Cumax
Bapupa ot 183 mo 198 pg/ml npu gozata ot 2 x 500 mg u ot 355 no 404 ng/ml npu gozara ot

2 x 1 000 mg. CpegHUT TEpMUHAJIEH EIMMUHAIMOHEH MOy KUBOT Bapupa oT 15 10 16 nHu 3a
rpymara ¢ go3a 2 x 500 mg u ot 17 1o 21 gam B rpymara ¢ go3a 2 x 1000 mg. CpemuaTta Cmax ©

16 o 19 % no-Bucoka ciex Bropara HH(QY3Hs B CpaBHEHUE C IbpBaTa HH(PY3Us IpH ABETE 103H.

®dapmMaKkOKMHETHKATa Ha PUTYKCHUMAO € OICHsIBaHa CJIe ABE HHTPaBeHO3HH 1031 OT 500 mg u
1 000 mg cneq MOBTOPHO JiedeHre BBB BTopus Kype. CpenHaTta Cmax Ha pPUTYKCHMA0 B cepyMa Ciie]
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nbpBara HHPy3us € ot 170 go 175 pg/ml mpu gozara ot 2 X 500 mg u ot 317 mo 370 pg/ml 3a no3ara
ot 2 X 1 000 mg. Cax criex Bropata na}y3us e 207 pg/ml npu gozarta ot 2 x 500 mg u Bapupa oT
377 mo 386 pg/ml pu mo3ara ot 2 x 1 000 mg. CpeqHHUIT TEPMUHAICH SIIMMUHAIIMOHEH TTOJTY>)KUBOT
cieq BTopara HH(y3us, cieli BTopus Kypce, € 19 mau mpu go3ara ot 2 X 500 mg u Bapupa oT

21 no 22 muum npu po3ata ot 2 X 1 000 mg. K mokasarenn Ha puTyKCHMal ca CpaBHUMU B JIBaTa
Kypca Ha JIeYeHHE.

®apmakoknaeTnaHuTe (PK) mokazarenn mpu momyamus OT NaMeHTH, HeaJeKBaTHO OTTOBAPSIIIN Ha
anTu-TNF crep cpimara cxema Ha nprarase (2 X 1 000 mg, i.v., mpe3 2 cenMuIn), ca Imog00HH ChC
CpellHa MaKCHMalTHa CepyMHA KOHIIEHTpanus ot 369 pg/ml u cpe/ieH TepMUHAJICH MTOJTYKUBOT OT
19,2 nuu.

I'panynomarosa ¢ mosuanruut (I'TIA) u Mukpockorcku noauaaruut (MITA)

Bwv3pacmuu

B®3 ocHOBa Ha monysanuoHeH papMaKOKMHETUYCH aHaIu3 Ha JaHHu oT 97 manuenTu ¢ ['TIA u MITA,
KOMTO Ca MOJIy4aBaiy Y€TUPHU 103U OT 375 mg/m? puTyKCcHMab BEIHBK CEIMUIHO, MEIUAHATA HA
W3YHUCIICHUS TEPMUHAJICH eTMMIHAIIMOHEH TTONYKUBOT € 23 mHu (rpanuiy, 9 no 49 nan). CpeqHusT
KIMPBHC 1 00eM Ha paslpeaesieHrne Ha puTykcumad ca cbotBeTHO 0,313 1 mHeBHO (rpanummy, 0,116 0o
0,726 | naeBHO) 1 4,50 1 (rpanunm 2,25 no 7,39 1). MakcumanHara KOHIEHTpauus npe3 mbpeute 180
IHU (Chax), MUHEMaTHaTa KOHIIEHTpanus Ha neH 180 (C180) u kyMmynaTuBHATA IUTONI IO KpUBaTa
koHneHrparus/Bpeme 3a 180 aau (AUC180) ca crorBeTHO 372,6 (252,2-533,5) pug/ml, 2,1 (0-29,3)
pug/ml u 10 302(3 653-21 874) ng/ml*nuu (Menuana [rpanunu]). @K nokazaTtenu Ha puTyKcumad mpu
BB3pacTHr naruenTu ¢ ['TIA u MIIA ca momoOHM Ha Te3u, KOUTO ce HabIIoaaBatT Mpy MaIUeHTH C
PEBMATOUICH apTPUT.

Ileduampuuna nonynayus

B®3 ocHOBa Ha nonysanuoHeH (GapMaKOKMHETHYCH aHAJIU3 Ha JaHHU OT 25 nena (Mexay 6-17-
roauuiau) ¢ I'TIA u MITA, KOuTO ca MoJy4aBajii 4eTHPH 034 OT 375 mg/m? putykcumalb BeIHBK
CeMHUYHO, MeIMaHaTa Ha U3YHUCIICHUS TEPMHUHAJICH EMMUHAIIOHEH TTOTYXHBOT € 22 JHU (TpaHUIH
11 1o 42 num). CpegHUAT KIMPBHC U 00EM Ha pas3npeliesieHHe Ha PUTYKCUMa0 ca ChOTBETHO

0,221 l/nen (rpanumu 0,0996 no 0,381 1/nen) n 2,27 1 (rpanunu 1,43 no 3,17 1). Makcumannata
koH1eHTpars npe3 mbpBute 180 mHU (Chax), MUHIMaTHaTa KOHIIEHTpanus Ha aeH 180 (C180) u
KyMyJIaTUBHATA TUIOII O] KprBara KoHIeHTparws/Bpeme 3a 180 gau (AUC180) ca crorBeTHO 382,8
(270,6-513,6) ug/ml, 0,9 (0-17,7) ug/ml u 9 787 (4 838-20 446) ug/ml*nuu (Meauana [rpanunu]). PK
MoKa3zaTelld Ha pUTyKcuMad nipu neauatpuanu nanueHT ¢ I'TIA wim MITA ca mogo6Hu Ha Te3u npu
BB3pacTHU naruentu ¢ ['TIA umn MITA, koraTo ce B3eme npeaBul ePeKThT Ha TeJIeCHATa TOBBPXHOCT
BBPXY KIIMpBHCA 1 00eMa Ha pa3npe/esieHue.

HeMd)I/II‘VC ByJrapuc

®apMaKOKHHETHYHUTE MTapaMeTpH MpH Bb3pacTHH narwenty ¢ [I1B, momydaBamm 1 000 mg
putykcumab B [{au 1, 15, 168 u 182, ca 0606menu B Tabmura 25.

Tadoauua 25 IlonmyaaunoHHa (papMaKOKHUHETHKA NP Bh3pacTHu nanuentu ¢ I1B ot I1B

IIpoyuBane 2
[Tapamersp WH}y31oHEH IHUKBI
1-Bu ke ¢ 1 000 mg 2-pu kb ¢ 1 000 mg
Hen 1 u len 15 Hen 168 u llen 182
N=67 N=67
TepMuHaJIeH NOTYKUBOT
(m)
Menuana 21,0 26,5
(rpanunm) (9,3 -36,2) (16,4 —42.,8)
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[Tapamersp WH}y31oHEH IHUKBI
1-Bu ket ¢ 1 000 mg 2-pu nmkwa ¢ 1 000 mg
Hen 1 u len 15 Jen 168 u Jlen 182
N=67 N=67
Kimupshc (I/nen)
Menunana 391 247
(rpaHuIy) (159 -1510) (128 —454)
enTpanen obem Ha
pasnpenenenue (1)
Meuana 3,52 3,52
(rpanwuIm) (2,48 —5,22) (2,48 —5,22)

Crnen mppBHTE ABE MprUTOKeHU Ha puTykcumad (B Juu 1 u 15, croTBeTcTBamy Ha 1uksa 1), OK
napaMeTpu Ha puTykcumad mpu manueHTH ¢ [1B ca mogo6nu Ha Te3u npu manuentn ¢ [ TIA/MIIA u
nanuenty ¢ PA. Cnen nocnenuure ase npuinoxkenus (B Jau 168 u 182, choTBETCTBAIIM HA UKD 2),
KIUPBHCHT HA PUTYKCHUMAa0 HaMaJssiBa, a EHTPATHUAT 00eM Ha pas3mpeieNieHre 0CTaBa HEMPOMEHEH.

5.3 IlpeakJMHUYHU AAHHH 32 0€30MACHOCT

Purykcumab e mokasain Bucoka crieruduaHocT 1o oTHomeHne Ha CD20 anTurena Ha B-kneTkuTe.
[TpoyuBaHusTa 32 TOKCHYHOCT MPH MaiiMyHH cynomolgus He ca mokasaiu Apyr eheKT OCBEH
0YaKBaHOTO (apMaKOJIOTHIHO 0OYCIOBEHO HaMassiBaHE Ha Opos Ha B-kieTkute B mepudepHara KpbB
1 muMGonTHATA THKaH.

[TpoBeneHu ca Mpoy4YBaHUsI 32 TOKCHYHOCT 33 Pa3BUTHETO MIPU MaiMyHH Cynomolgus B 034 10

100 mg/kg (Tpetupane ot 20-tu 1o 50-TH AeH HA OPEMEHHOCTTa), KOUTO HE ca MOKa3aJH JaHHU 32
TOKCHUYHOCT I10 OTHOIIIEHHE Ha (peTyca, AbJDKala ce Ha puTykcnMad. HabmomaBaHo € 103a-3aBUCUMO,
(apMaKoJIOrHyHO 00YCIIOBEHO HaMaJleHHe Ha B-KkileTkuTe B TUMQOUIHUTE OpTaHu Ha (eTyca, KOeTo
HEePCUCTHPA TIOCTHATATHO U € CHIIPOBO/ICHO ¢ HaMaJleHne Ha HuBaTa Ha IgG B 3acernature
HOBOPO/ICHH )XKUBOTHH. BposiT Ha B-KiteTkuTe ce € BbpHAJI KbM HOpMarta P Te3U KUBOTHH JI0

6 Mecena ciel] paXxJIaHeTo, KaTo PeaklusITa KbM HIMYHH3ALUsI HE € KOMIIPOMETHPAHa.

CraHgapTHU TECTOBE 32 MyTareHHOCT HE Ca NMPOBEXAAHU, ThI KaTO TE3U TECTOBE HE Ca YMECTHH IIPH
Ta3u MoJiekysa. He ca mpoBexaaHy MpoabKUTEIHY IPOYUBAaHUS BbPXY )KHBOTHH 34 YCTAHOBSIBAHE
Ha KapIIMHOTEHHNUS TIOTCHIINA Ha pPUTYKCHMa0.

He ca npoBexnanu criennduuHN MPOYUYBAHNUS 32 ONPE/ICISIHE Ha €PEKTUTE HA PUTYKCUMAO BHPXY
¢deprunutera. B npoyuBanusiTa 3a 0011a TOKCHYHOCT IPH IBJITOOIAIIATH MaKaly He ca HaOI0gaBaHu
BpeHH e()EKTH BbPXY PENPOIYKTUBHUTE OPTaHH MTPU MBKKUTE WUIIN KEHCKHTE.

6. DAPMAIEBTUYHHU JAHHU

6.1 ChnucbK Ha NOMOIIHHUTE BelIeCTBA

Harpues mutpar (E331)

TTomcop6at 80 (E433)

Hatpues xsopug

Harpues xunpokcun (3a kopurupane Ha pH) (E524)
XmopoBogopoiHa kucenuHa (3a kopurupane Ha pH) (E507)
Bopna 3a umxexkun

6.2 HecbBMEeCTHMOCTH

He ca Ha6J'IIO)_'[aBaHI/I HECbBMCCTUMOCTHU MCKIY Rixathon u cakoBeTe OT HOJUBUHUII XJIopua Wi
MOJIMCTHUIICH HIIN I/IH(by3I/IOHHaTa CUCTEMa.
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JlekapCTBEHUAT IPOIYKT HE TPIOBa Ja Ce CMeCBa C IPYTH JICKAPCTBEHHU MPOIYKTH, C U3KIIOYCHUE Ha
IIOCOYEHHUTE B TOUYKA 6.6.

6.3 Cpok Ha roaHOCT

HeorBopen daakoH
3 ronunu npu temmeparypa 2 °C — 8 °C.

Rixathon moxe na ce cpxpansBa mpu Temneparypa MakcumyM 30 °C, eTHOKpaTHO 3a IEPHUOJ A0

7 mHU, HO HE U CIIe/ JaTaTa Ha U3TUYaHe Ha ITbPBOHAYAIIHUS CPOK HA TOJHOCT. HOBUAT cpok Ha
TOJTHOCT TpsIOBa J1a ObJIc HAaITMCaH BbPXY KapTOHEHATa onakoBka. Ciiell u3BaXIaHe OT XJIaIUITHUKA,
Rixathon He TpsOBa 1a ce BpbhIa OTHOBO 33 ChXpaHECHUE B XJIATUITHHK.

Paspernen nekapcTBeH IPOIYKT

o Cnen acenTUYHO pa3pexIaHe B pa3TBOP Ha HATPUEB XJIOPH:

dusnyHaTa ¥ XMMUYHATa cTabMIHOCT Ha Rixathon, paspenen B Hatpues xnopug 9 mg/ml (0,9%)
nH(Y3HOHEH Pa3TBOP, Ca JOKAa3aHH 3a:

o 30 mau mipu 2 °C - 8 °C u BnociencTeue 3a 24 yaca rpu craitHa remmnepatypa (< 25 °C)
501041
. 7 mau tipu < 30 °C, mokaTo € 3aluTeH OT CBETINHA.
o Cren acenTHYHO pa3pexaHe B pPa3TBOP Ha TIFOK03a:

dusnyHaTa 1 XMMUYHATa cTabuiHOCT Ha Rixathon, paspenen B 5% pa3TBop Ha III0K03a, ca JOKA3aHH
3a 24 gaca ipu 2 °C — 8 °C u BnocnencTeue 3a 12 vaca npu craifna Temmneparypa (<25 °C).

Ot MEKpPOOHOJIOrNYHA TJIeTHA TOYKA IIPUTOTBEHUT HH(PY3MOHEH Pa3TBOP TPsAOBa [a ce N3IOI3Ba
He3abaBHO. AKO HE ce U3I0JI3Ba He3a0aBHO, BPEMETO U YCIIOBHATA Ha ChXpaHEHUe Mpeu ynoTpedaTta
ca OTTOBOPHOCT Ha NIOTpeOUTENst 1 0OMKHOBEHO He TpAOBa Ja HaaxBbpAT 24 yaca npu 2 °C — 8 °C,
OCBEH aKO pa3peXJaHeTO HE € M3BBPIICHO NPH KOHTPOIMPAHH U BAIUANPAHH aCEITUYHH yCIOBHS.
6.4 Crnenuananm yca0oBHs HA CbXpaHeHHe

a ce cpxpansiBa B xnammHUK (2 °C — 8 °C).

[a He ce 3ampa3siBa. ChxpansBaiiTe (piakoHa B OpUTHHATIHATA OMAKOBKa, 32 JIa Ce Mpea3u oT
CBETIIMHA.

3a ycloBusTa Ha ChXpaHEHHE Ha HEOTBOPEHUS (PJIAKOH M3BBH XJIAIMIIHUKA BIXKTE TOUKa 6.3.

3a ycioBuATa Ha ChbXpaHEHHE ClIel PEKOHCTUTYUPAHE Ha JIEKapCTBEHUS MPOAYKT BHXKTE TOUKa 6.3.

6.5 Buau chabp:kaHue HA OMAKOBKATA

®nakon ot 10 ml: @akoHM OT MPO3pavHO CTHKIIO TUI | Che 3amyInaika OoT OyTHIOBa TyMa,
ceabppkanm 100 mg purykcumad B 10 ml. OnakoBku ot 2 wiu 3 ¢uiakoHa.

®nakon ot 50 ml: @akoHM OT MPO3pavHO CTHKIIO TUI | Che 3amyInaika OT OyTHIOBa TyMa,
ceappkaim 500 mg purykcumad B 50 ml. OnakoBku ot 1 winu 2 ¢iakoHa.

He Bcuuku BHOBE ONaKOBKH MOTrar ja ObAaT MyCHATH Ha rasapa.
6.6 CrnenuajaHu npeanasHu MepKHU NP U3XBHPJIsiHe U padoTa

Rixathon ce goctaBs B crepuiiHu, anuporeHH! IIaKOHHU 3a €JHOKpaTHA yHoTpeba, 6e3 KOHCEpBaHTH.
W3non3BaiiTe cTepuiIHU UIJIa ¥ CIPUHIIOBKA, 32 Aa mpurotsute Rixathon.

AcenTu4Ho u3Teriere Heo0XoaAnMoTo KomuecTBo Rixathon u paspenere 1o nzunciena
KOHIEHTpaus oT 1 10 4 mg/ml putykcumad B MHQY3UOHHUS CaK, ChABPIKAIl CTEPUIICH, alTMPOTeHEeH
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HaTpueB xiopun 9 mg/ml (0,9%) undysnonen pasrsop win 5 % BojaeH pa3tBop Ha D-I'mroko3a. 3a
pasMecBaHe Ha pa3TBOpa BHUMATEIHO 00OBbpHETE CaKa, 3a Jia ce n30erne o0pa3yBaHEeTo Ha TIsTHA.
TpsiOBa 1a ce BHUMaBa, 3a Ja Ce 3aIa3u CTEPUIIHOCTTA Ha MPUTOTBEHUTE pa3TBOpU. Thi KaTo
JICKAPCTBEHUSAT MPOIYKT HE ChIbPKAa HUKAKBU aHTUMUKPOOHU KOHCEPBAHTU WM OAKTEPUOCTATHYHU
cpescTBa, TpsiOBa Jia ce cra3Ba acenTHYHa TeXHUKA. JIekapcTBEHUTE MPOJIYKTH 3a apEeHTEPATHO
NPUIOKEHUE TPAOBa Ma ObJaT NMPOBEPSBAHN BU3YaTHO MPEIH MPUIOKEHUE 32 HATMYUE HA YACTUIU U
MpoOMsiHA Ha IBETa.

Hewnznon3panust JICKApCTBEH NPOAYKT WM OTHHAABYHUTE MAaTECpHUaJId OT HETO TpH6Ba Ja C€ U3XBBPJIAT
B CHbOTBCTCTBUEC C MCCTHUTC U3UCKBaHM.

7. HNPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Sandoz GmbH
Biochemiestr. 10
6250 Kundl
ABcTpus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Rixathon 100 mg KoHIIEHTpAT 3a UHPY3UOHEH PA3TBOD
EU/1/17/1185/001
EU/1/17/1185/002

Rixathon 500 mg KoHIIEHTpAT 3a UHPY3UOHEH PA3TBOD
EU/1/17/1185/003
EU/1/17/1185/004

9. JATA HA ITbPBO PAZPEINABAHE/TIOJJHOBABAHE HA PASPEHLIEHUETO 3A
YIIOTPEBA

Hata Ha mbpBO pa3pewaBane: 15 ouu 2017 r.
[Jara Ha mocnenHO monHOBsIBaHe: 24 dheBpyapu 2022 1.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[MoxpoOHa nH(popMaIus 3a TO3M JICKAPCTBEH MPOIYKT € IpeocTaBeHa Ha yeOcaiita Ha EBporetickara
arcHIMs 10 JiekapcTraTa https://www.ema.europa.eu.
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MPUJIOKEHME I
MPOU3BOJUTEJ(A) HA BUOJIOTMYHO AKTUBHOTO(UTE)
BEIIECTBO(A) 1 MPOU3BOUTEJI(M), OTTOBOPEH(HH) 3A
OCBOBOKJIABAHE HA IAPTUIN
YCJIOBUSI WJIM OTPAHUYEHUS 3A IOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUSA U UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJIOBUSA NI OT'PAHUYEHMUSA 3A BE3OITACHA U EOEKTUBHA
YIOTPEBA HA JIEKAPCTBEHMUS ITPOAYKT
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A. NPOU3BOIUTEJI(M) HA BUOJOI'MYHO AKTUBHOTOMTE) BEIIECTBO(A) U
INPOU3BOJUTEJI(M), OTTOBOPEH(HHN) 3A OCBOBOXJIABAHE HA ITAPTUIU

HMe u ajipec Ha niponsBoauTensa(ure) Ha OMOJIOTMYHO aKTUBHOTO(MTE) BenecTo(a)

Novartis Pharmaceutical Manufacturing GmbH
Biochemiestr. 10

6336 Langkampfen

ABCTPUA

HmMe u aapec Ha HDOI/I3BOI[I/IT6J'I}I(I/ITC)., OTFOBODGH(HI/I) 3a OCBO60)KI[aBaH€ Ha NapTHUAUTC

Lek Pharmaceuticals d.d. Ljubljana
Verovskova Ulica 57

1526 Ljubljana

CrnoBenus

b. YCJI0OBHUA WK OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHUAT MPOYKT c€ OTITyCKa [0 OrPaHUYEHO JieKapcko npeanucanue (Bx. [punoxenue I:
KpaTka xapakTepucTrka Ha IpOAyKTa, Touka 4.2).

B. JPYI'M YCJIOBUA N U3UCKBAHUA HA PASPEIIEHUETO 3A YIIOTPEBA

. IlepuoguyHu aKkTyaJau3npanm aokiaanu 3a oezonacuoct (ITAIB)

N3uckBanusdra 3a nogasane Ha [TAJIb 3a To3u nexkapcTBeH NPOIYKT ca MOCOUYEHH B CIIUCHKA C
pedepentnute natu Ha EBponeiickus cpio3 (EURD criucek), npensuaen B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIE/IBAIIH aKTyaJIN3aIlH, TTyOJIMKYBaHH Ha €BPOTCHCKUS
yeOropTa 3a JeKapCcTBa.

.  YCJloBus WJin Or'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS ITPOAYKT

. IInan 3a ynpasiaenue Ha pucka (ITYP)

[Mputexarensar Ha pa3peureHrero 3a yrnorpeda ([IPY) Tpsabdsa na u3BbpIIBa H3UCKBAHUTE JCHHOCTH U
JeHCTBUS, CBBP3aHU C IPOCIIesIBaHE Ha JIeKapcTBeHaTa 6€301acHOCT, mocoueHu B ogodpenus 11YP,
npezcraBed B Moayin 1.8.2 Ha pa3penieHueTo 3a ynorpebda, KakTo U BbB BCHUKH CIIE/IBAIIH 0JI00pEHH
akTyanu3anuu Ha ITYP.

Axryanusupan [IYP tps6Ba na ce moznasa:

o 1o uckaHe Ha EBporielickaTta areHIusl 1o JeKapcTBara;

o BUHArd, KOTaTo Ce M3MEHsI CHCTEMAaTa 3a yIpaBJIeHHE Ha PHCKa, 0OCOOCHO B pe3yiTaT Ha
MoJTydaBaHe Ha HOBa MH(OpPMAIHs, KOATO MOXKE Ja JOBEJE 10 3HAYMMHU IIPOMEHH B
CHOTHOILIEHHETO MOJI3a/PUCK, WK CIIE]l IOCTUTaHE Ha BaykeH eTarl (BbB Bpb3Ka C
npocieisBaHe Ha JIeKapCTBeHATa 0e30MaCHOCT MIIM CBEXIAaHE Ha PUCKA 0 MUHUMYM).
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L I[OII'b.IIHI/ITeJIHI/I MEPKH 32 CBCKAaHE HA PUCKA 10 MUHUMYM

Heonkonornaau nmokazaHus:

[TPY TpsabBa na ocurypu Ha BCUYKH JIEKapH, KOUTO ce 0YakBa ja npeanucsar Rixathon, ciennoro:

[IpoayxToBa mHGpOpMAHS
CurHajiHa KapTa Ha MalueHTa

CurHanmHaTa KapTa Ha manuenTa 3a Rixathon mpu HeOHKOIOTHYHY IMOKa3aHUs TPsIOBa 11a ChABPIKA
CJICTHUTE OCHOBHU CIIEMEHTH:

o Heo6xonumocTTa 1a ce HOCH KapTara Ipe3 LsI0TO BpeMe U Aa Ce MOKa3Ba Ha BCUYKH
JIEKyBaIlld MEAULIMHCKU CIEIHATNCTH

o [Mpenynpexnenus 3a pucka ot uHPpexkunu u [IMJI, BKIIOYUTENTHO CUMIITOMUTE

o HeoOxonumocTTa 3a NalueHTUTe J1a ce CBBbPXKAT ChC CBOSI MEIULIMHCKHU CIICIIUAIIUCT, aKO Ce

MNOABAT CUMIITOMH

CurnanHaTa KapTa Ha NalueHTa TPsOBa Jja ce ChIilacyBa ¢ HAMOHATHUTE KOMIICTEHTHH OpPTaHH
Ipeay pa3npoCTpaHEHUe.
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HPUJIOKEHHUE I11

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Rixathon 100 mg xoHIeHTpaT 32 HHPY3HOHEH Pa3TBOP
putykcumao (rituximab)

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

1 ¢pmakon ceappka 10 mg/ml purykcnmad.

|3. CHOUCBHK HA HOMOUIHUTE BEIECTBA

Hatpues uutpar, momucop6ar 80 (E 433), HarpueB Xiopu, HATPHEB XUAPOKCH]I, XJIOPOBOJIOPOIHA
KHCEJIMHA, BOJIA 33 MHKEKIMU. 3a TOIBIHUTEIHA HH(OPMAITUS BIDKTE JINCTOBKATA.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

KoHrieHTpar 3a nH(Y3UOHEH pa3TBOP
100 mg/10 ml

2 ¢makona mo 10 ml
3 duakona mo 10 ml

‘ 5. HAYHUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

3a UHTPaBEHO3HO MPHUIIOKEHHE CIIEN Pa3peKIaHe.
IIpeau ynorpeba npovereTe JIMCTOBKATA.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEHUAJIHU NPEAYIPEXIEHUS, AKO E HEOBXOIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Jla ce cpxpansiBa B XJlaquiHUK. J[a He ce 3aMpassiBa.

CexpansBaiiTe (prakoHa B OpUTHHAITHATA OTIAKOBKA, 32 J]a c€ Tpera3d OT CBETINHA.

Mosxe na ce cbxpaHsBa npu Temrneparypa 10 30 °C eqHOKpaTHO 3a IepUoJ 10 7 AHU, HO HE U CIe]
JlaTaTa Ha U3THYAaHE Ha IHPBOHAYAIHUS CPOK HA TOAHOCT.

10. CIHENHUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Sandoz GmbH
Biochemiestr. 10
6250 Kundl
ABcTpus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/17/1185/001
EU/1/17/1185/002

‘ 13. NAPTHUJIEH HOMEP

[TapT.N°

‘ 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

[Ipueto e ocHOBaHME J1a He ce BKIouM nH(opMmanus Ha bpaiinoBa a30yka.

‘ 17. YHUKAJIEH HAEHTUOUKATOP — IBYU3MEPEH BAPKO/|

JIByn3mepeH 0apKoJI ¢ BKJIFOUEH YHUKAJICH HACHTH()HUKATOD.

‘ 18. YHUKAJIEH UIEHTUOUKATOP — JAHHU 3A HETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
II'BPBUYHU OITAKOBKH

ETUKET HA ®JTAKOHA

1. HUME HA JEKAPCTBEHMUSI NPOJYKT U MbT(MILA) HA BbBEXKJIAHE

Rixathon 100 mg crepmieH KOHIIEHTpaAT
putykcumab (rituximab)
3a UHTPaBEHO3HO MPHUIIOKEHHE CIIEN Pa3peKaaHe.

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HHAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

100 mg/10 ml

6. JIPYTO

Wndopmanus BbpXy OTIENBALL CE CTHKEP

Rixathon 100 mg
putykcuMao (rituximab)
EXP

Lot
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS

1. HUME HA JIEKAPCTBEHMSA NTPOAYKT

Rixathon 500 mg xoHIEHTpaT 32 HHPY3HOHEH Pa3TBOP
putykcumao (rituximab)

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

1 ¢pmakon ceappka 10 mg/ml purykcnmad.

|3. CHOUCBHK HA HOMOUIHUTE BEIECTBA

Hatpues uutpar, momucop6ar 80 (E 433), HarpueB Xiopu, HATPHEB XUAPOKCH]I, XJIOPOBOJIOPOIHA
KHCEJIMHA, BOJIA 33 MHKEKIMU. 3a TOIBIHUTEIHA HH(OPMAITUS BIDKTE JINCTOBKATA.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

KomnreHTpaTt 3a nH(pY3HMOHEH pa3TBOP
500 mg/50 ml

1 ¢makon mo 50 ml
2 dmakona mo 50 ml

‘ 5. HAYHUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

3a UHTPaBEHO3HO MPHUIIOKEHHE CIIEN Pa3peKaaHe.
IIpeau ynorpeba npovereTe JIMCTOBKATA.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Jla ce cpxpansiBa B XJaquiHUK. J[a He ce 3aMpassiBa.

CexpansBaiiTe (prakoHa B OpUTHHAITHATA OTIAKOBKA, 32 J]a c€ Tpera3d OT CBETINHA.

Mosxe na ce cbxpaHsBa npu Temrneparypa 10 30 °C eqHOKpaTHO 3a IepUoJ 10 7 AHU, HO HE U CIe]
JlaTaTa Ha U3THYAaHE Ha IHPBOHAYAIHUS CPOK HA TOAHOCT.

10. CIHENHUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Sandoz GmbH
Biochemiestr. 10
6250 Kundl
ABcTpus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/17/1185/003
EU/1/17/1185/004

‘ 13. NAPTHUJIEH HOMEP

[TapT.N°

‘ 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

[Ipuero e ocHOBaHMeE /12 He ce BKItouM nH(opManms Ha bpaiinosa a3oyka.

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/|

JIByn3mepeH 0apKoJI ¢ BKJIFOUEH YHUKAJICH HACHTH()HUKATOD.

‘ 18. YHUKAJIEH UIEHTUOUKATOP — JAHHU 3A HETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
II'BPBUYHU OITAKOBKH

ETUKET HA ®JTAKOHA

1. HUME HA JEKAPCTBEHMUSI NPOJYKT U MbT(MILA) HA BbBEXKJIAHE

Rixathon 500 mg crepmieH KOHIIEHTpaAT
putykcumab (rituximab)
3a UHTPaBEHO3HO MPHUIIOKEHHE CIIEN Pa3peKaaHe.

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HHAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

500 mg/50 ml

6. JIPYTO

Wndopmanus BbpXy OTIENBALL CE CTHKEP

Rixathon 500 mg
putykcuMao (rituximab)
EXP

Lot
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TEKCT HA CUT'HAJIHA KAPTA HA ITAIIMEHTA 3A HEOHKOJIOI'MYHU ITIOKA3AHUSA

CurunajgHa kapra Ha Rixathon Ha nmanueHTH
C HEOHKOJIOTHYHHU 3200JIIBAHUSA

3amo Mu e 1ajeHa Ta3u kapTa?

ToBa nexapcTBo MOXxe Aa Bu Hanpasu mo-
IpepasoIokeH KbM HHpeKmu. Ta3n kapTa
Bu naBa nndopmanus 3a ToBa:

o Kakso Tpsa6Ba na 3Haere, npeau na Bu ce
nmpmiIoxu Rixathon

o KakBu ca cuMITOMUTE Ha UHPEKITUSL

o KakBo ja HampaBUTe, aKO CMATATE, Ye
MOJKe J1a MaTe WH(EKIHS.

Ts Bxirousa cbmio BameTo nMe u IMETO U
teneoHHNSI HOMep Ha Bamms nekap, Ha
oOparTHaTa cTpaHa.

Kakso Tpsi0Ba 1a npass ¢ Ta3u kapra?

e Hocerte Ta3u kapTa cbc cede cu mpe3
ISUIOTO BpeMe — Hanpumep B nopTtdeiina
WY B YAaHTATa CH.

e Tloka3zBaiiTe Ta3u KapTa Ha BCEKH JIeKap,
cecTpa WM CTOMaToJior, KoiuTo Bu
Mperiexaa — He caMO Ha CHElHAIUCTa,
koiTo By mpennucea Rixathon.

Hocere Ta3u kapTa cbe cebe cu B
MPOIB/DKEHUE Ha 2 TOJAUHHM CIIC]T
nociennara fo3a Rixathon. Tosa e, 3amoro
HE)KEJTaHUTE PEAKIIMU MOTaT Jia CE Pa3BHUST
HAKOIIKO Mecella CIIe] JIEYeHHeTo Bu.

Kora ne TpsoBa n1a mu ce npuaara Rixathon?

He tpsi6Ba na Bu ce nmpuiara Rixathon, ako
uMare aKTHBHA MHOEKIUS WA CePUO3EH
po0JieM ¢ UMyHHATa CHCTEMA.

Wndopmupaiite Bamus nekap nim
MEIULMHCKA CECTPA, aKO IIPUEMaTe UM CTe
MIpHEMaIH JIEKapCcTBa, KOUTO Morar Ja
3acerHatr UMyHHaTa Bu cucrema, ToBa
BKJTIOUBA XMMHOTEPATIHs

Kakso gpyro TpsioBa 1a 3nam?

Psanxo Rixathon Moke ma mpenn3Buka
cepro3Ha MO3bUHa WHGEKIHSI, HapeueHa
,»[IPOTPECUBHA MYJITU(OKAITHA
ennedanonarus’ wim [IMJ1. ToBa Mmoxe 1a
TIOBEJIC 10 CMBPT.

e Cumnromure Ha [IMJI BKIro4BaT:

- o0BpKaHOCT, 3ary0a Ha rmameTTa
WY 3aTPYTHCHO MHUCIICHE.

- 3ary0a Ha paBHOBECHE HJIN
MPOMSIHA B MOXOKATA UK
roBopa.

- HamaJeHa Cuja Mix cJ1adocT OT
eJlHaTa CTpaHa Ha TSUIOTO.

- 3aMBIJICHO 3pCHHE WX 3aryda Ha
3peHHE.

AKO TIOJTyYHTE HAKOU OT H30POCHUTE
NpU3HAIM, KaKeTe He3a0aBHO Ha JeKap WK
MenuIrHcKa cectpa. TpsiOBa 1a i
yBEJIOMHTE ChIIO U 3a BarieTo neueHune ¢
Rixathon.

Kbae mora ga nosryya nopeue uagopmanus?

3a moBeue UHGPpOPMAIIHS BUXKTE TUCTOBKATA
Ha Rixathon.

I[aTa Ha 3a1104YBaHE HA JICYCHHUCETO U JTaHHH 3a
KOHTAKT

Jara Ha nocieanata HHPY3HUS:
JHara Ha mepBara nHQY3US:
Wwme Ha manuenra:

Nwme Ha nexapsi:
JlaHHM 3a KOHTAKT Ha JeKaps:

YBepere ce, ue UMaTe CIUCHK Ha BCUUKHU
BalllM JIEKAPCTBA, KOTAaTO CE CPEIIaTe C
MEIUIIMHCKUS CITEIHMAJIUCT.

Mouns, rosopere ¢ Bamus sekap niu
MEIHUIIMHCKA CEeCTPa, aKO UMaTe HAKAKBU
BBIPOCH OTHOCHO HH(OpMaNusATa B Ta3u
KapTa.
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Kaksu ca npuzHanuTe Ha nHpeknua?

Cnenere 3a mosiBaTa Ha CIEAHUTE BE3MOXKHH
MpU3HAIM HA WH(EKITHS:

® TIOCTOSHHO MOBHILIEHA TEMIIEpaTypa WIIn
KaIluTAIa
e 3ary0a Ha Termo
Ooika 6e3 ;a CTe ce HapaHWIH
e 00II0 HEPA3ITOIOKCHHUE FITH
OTITyCHATOCT.
AKO 1OJIy4YnTe HAKOU OT U30poeHuTe
NPU3HALM, Ka)KeTe He3a0aBHO HA JieKap
WM MEINLIUHCKA cecTpa.
TpsioBa 1a ru yBegomMuTe ChIIO0 U 32
Bamero aeyenue ¢ Rixathon.
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b. IUCTOBKA
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JlucToBKAa: I/lH(l)OpMaIll/Ifl 3a manMeHTa

Rixathon 100 mg koHueHTPaT 32 HHPY3UOHEH PA3TBOP
Rixathon 500 mg koHueHTPAT 32 HH(PY3UOHEH PA3TBOP
putykcuMab (rituximab)

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, IIPEeIU 1A 3alI0YHeTe 12 U3M0JI3BaTe TOBA
JIEKAPCTBO, Thil KATO T ChAbLP:KA Ba:kHA 3a Bac nundopmanus.

o 3amasere Ta3u JUCTOBKA. MoJKe /1a ce HaJO0XkH Ja sl IPOYETETE OTHOBO.

o AKO UMaTe HIKaKBU JIOTBIHUTEIIHA BBIIPOCH, TonuTaliite Bamus siekap, papmarieBt nim
MEIHNIIMHCKA CECTPa.

o AKO TIONTyYuTe HAKAKBU HEXEJIaH! peaklny, yBeaomeTe Bamms nekap, papmareBt nin

MCIUIMHCKA CeCTpa. ToBa BKJII0OYBA U BCUYKH Bb3MOKHU HEKCIAHU pCaKkuumn, HCONMMCAaHU B
Ta3M JIMCTOBKA. BikTe TOuKa 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKA

Kakso mpencrasmsBa Rixathon u 3a kakBo ce m3moa3Ba
Kakso TpsiOBa ma 3naere, mpenu aa Bu ce mpuioxu Rixathon
Kak ce mpunara Rixathon

BB3MOKHN HEXENTaHN PEaKIUuH

Kak nma cexpansBare Rixathon

ChabpkaHue Ha ONIAKOBKATa M JOMBIIHUTEIHA HHPOPMALIUS

AR S e

1. Kaxkso npeacrasiassa Rixathon u 3a kakBo ce u3noassa

Kakso npeacrasiasia Rixathon

Rixathon cpabpprka akTHBHOTO BelecTBO puTykcumad. ToBa € Buj OenThK, HapeUueH ,,MOHOKJIOHAIHO
anTUTs10 . TOM ce cBhp3Ba KbM MOBBPXHOCTTA HA €IMH BHUJ O KPBBHU KJIETKH, HApEUeHH

,»,B mamdonut‘. Koraro putykcnMab ce CBbpKe KbM MTOBBPXHOCTTA Ha Ta3H KIIETKA, TOU
NpeIU3BUKBA CMBPTTA .

3a kakBo ce n3noj3Ba Rixathon
Rixathon moxke 1a ce u3Mmon3Ba 3a JedeHne Ha HAKOJIKO PAa3INYHH 3a00JIIBaHUS TIPU BH3PACTHU U
nena. BammusT nexkap moxxe na Bu npennumre Rixathon 3a neuenue Ha:

a) HexoxxkunnoB aumdom

ToBa e 3a0onsiBaHe Ha TMM$HATa ThKaH (4acT OT MMyHHATa CHCTEMa), KOETO 3acsira eiuH BUJ Oesin
KPBBHU KJIETKH, HapeueHu B numdonuty.

[Tpu BB3pacTHM manuenTy Rixathon Moxe ga ce mpuiara caMOCTOSITETHO HIIH C JIPYTH JIEKApCTBa,
HapeuyeHH ,,XUMHOTEpaIus ‘.

IIpu BB3pacTHH MalMEHTH, TIPU KOUTO JIedeHHEeTo € epukacHo, Rixathon moxe na ce n3momn3Ba kaTo
MOTBPIKAIIO JIeUeHHE B MIPOABIDKEHNE Ha 2 TOAWHU CIIe/ MPHUKIIIOYBAaHE HAa IHPBOHAYAITHOTO
JICYEHUE.

[Ipu neua u roHOIIM pUTYKCUMaO ce mpuiara B KOMOMHAIMS € ,, XUMHOTEpaIus‘.

0) XponuuHa auM¢pouuTHa JeBkemus (XJI)

XJUI e Haii-uecTo cpemanara gopma Ha JieBKeMus 1pu Bb3pacTauTe. XJIJI 3acsira euH KOHKpETeH
TUN TUM(OIUTH — B-KIleTKHTE, KOUTO MPOU3XOKIAT OT KOCTHHSI MO3BK U CE€ Pa3BHBAT B TUM(HUTE
BB3H. [laruenture ¢ XJIJI umaT TBBpJIe MHOTO a0HOPMHU TUMQOIUTH, KOUTO C€ HATPYIBAT
NPEJMMHO B KOCTHHSI MO3BK M KpbBTa. HapacTBaHeTo Ha Te3u abHOpMHU B-mumdonuti e npuinHa 3a
CHUMIITOMHUTE, KOUTO MOXKe Jja uMare. Rixathon B koMOnHaMs ¢ XUMHOTEpaIus pa3pyllaBa Te3u
KJIETKH, KOUTO MTOCTENIEHHO Ce OTCTPAHSABAT OT OpraHu3Ma upe3 OMOJIOTHYHHUTE TIPOIIECH.

B) PeBmaTompgeHn aprpur
Rixathon ce u3nomn3ea 3a edeHne Ha peBMaTOUICH apTpUT. PEBMaTOMAHUAT apTpUT € 3a00JsIBaHE Ha

craBute. B muM(onuTTe ca MpUYMHATa 33 HIKOU OT CUMIITOMHUTE, KOUTO nMare. Rixathon ce
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W3M0JI3BA 32 JICUCHHE Ha PEeBMATOUJICH apTPHUT MPU XOpa, KOUTO BeYe ca OIMUTAIU JPYTH JICKapCTBa,
KOHTO WJIM ca MPECTaHAIH Jia JISUCTBAT ITH HE ca TOACHCTBAIN JOCTATHYHO A00pE WK ca IPUIHHUIN
HeXenaHu peakiuu. Rixathon 0OMKHOBEHO ce mpuiiara 3aeIHO C APYTo JEKApCTBO, HAPEUCHO
METOTpEKCar.

Rixathon 3a6aBs yBpexxaaneTo Ha cTaBuTe By, mpeAn3BIUKAaHO OT PEBMATOMIHUS apTPHT, U MOA00psIBa
crocoOHoCcTTa BU J1a M3BBpINBaTE HOPMAITHU €XKETHCBHU JICHHOCTH.

Haii-no0pe ce moBmusaBart oT Rixathon manueHTH ¢ TTOTOKHUTENIEH KPHBEH TECT 32 PEBMATOHICH
¢daxrop (PD) w/unu antumkiIndeH uutpynuHupan nentus (antu-CCP). J[BaTa Tecta OOMKHOBEHO ca
MIOJIOKUTENHU TIPY PEBMATOUJIEH apTPUT U CIIOMAaraT 3a MOTBbPKaBaHE Ha JMarHo3ara.

r) I'panyaomarto3a ¢ noauanruut (I'TIA) win mukpockoncku noauanruut (MITA)
Rixathon, npunaran B KoMOWHAIUS ¢ KOPTUKOCTEPOUIU, CE U3IOJI3Ba 3a JieueHue Ha ['TIA (Hapuyana
Mo-paHo TpaHysioMaTo3a Ha Berenep) nnu MIIA npu Bb3pacTHH 1 Aenia Ha Bb3pacT 2 TOAWHU U
MoBeyYe.

I'TIA u MIIA ca nBe hopMu Ha BB3MalieHHE HA KPHBOHOCHUTE CHAOBE, KOETO 3acsra MPeanMHO
Oemute MpoOoBe U OBOpenuTe, HO MOXKE J1a 3aCeTHE CHINO U APYTH OopraHu. YacT OT mpuinHaTA 32
Te3u chCTOosIHMS ca B numdonuture.

a)  Iem¢puryc Byarapuc (IIB)

Rixathon ce u3non3Ba 3a eueHue Ha MAUEHTH C YMEPEH 10 TeXbK neMduryc Bynrapuc. [1B e
aBTOMMYHHO 3a00JIsIBaHe, IPU KOETO Ce MOSABABAT OOJIE3HEHU MEXYpPH TI0 KoXKaTa M JIUraBuiaTa Ha
ycTaTa, Hoca, IbPJIOTO U MOJIOBUTE OPTaHU.

2. KakBo TpadBa na 3Haere, npeau 1a Bu ce npuioxu Rixathon

He Tps6oBa 1a Bu ce npuiara Rixathon, ako

o CTE QJePrUYHU KbM PUTYKCUMAO, Ipyru OENThIM, KOUTO ca TIOJA00HN HAa PUTYKCUMAO, UK KbM
HSKOS OT OCTAHAJINTE ChCTABKU Ha TOBA JIEKAPCTBO (M30pOEHU B TOUYKA 6)

o UMaTe TEeXKKa aKTUBHA MH(EKIIUS B MOMEHTA

o uMare orciiabeHa UIMyHHA CUCTeMa

o UMaTe TEeXKa Chp/IeYHa HEAOCTATHYHOCT WJIH TEKKO HEKOHTPOJIUPAHO ChPICYHO 3a00IIsIBAaHE U

UMaTe PeBMaTOUICH apTPUT, TPAHYIOMATO3a C TIOJIMAHTUUT, MUKPOCKOIICKU TTOJIMAHTUUT VITH
neMQuryc ByJirapuc.

He tpsi6Ba na Bu ce npunara Rixathon, ako Hsikoe oT m30poeHuTe 1mo-rope ce oTHacs 3a Bac. Ako He
CTe CUT'YpHH, roBopeTe ¢ Bamms sekap, hapmaneBT Wi MeIUIIMHCKA cecTpa, penu na Bu ce
npuitoxu Rixathon.

IIpenynpesxaenust U NpeanasHu MePKH
TloBopete ¢ Bamws snekap, ¢papMarieBT WM MEJMIIMHCKA cecTpa, ipeau 1a Bu ce npunoxu Rixathon,
aKo:

o HSKOTa CTe MMaJIM WM MOXKE cera Ja nMaTe nH(peKnus ¢ xenaTur. Tosa e, 3a1moTo B HIKOU
ciyda Rixathon moxxe 1a moBene 10 MOBTOPHO aKTHBUPAHE HA XenaTtuT B, koeto B MHOTO
PEAKH cIy4yan MOXKE Ja 3aBbPIIN CbC CMBPT. [lanmenTr, KouTo ca nMaau nHpEKIUs ¢
XenaTtut B, 1me 0b1aT BHUMATEIHO MPErjieiaHy OT CBOS JIEKap 3a NPU3HALM Ha Ta3d HHQEKIHS.

o HSKOTa CTe UMaJIM MPOOJIEMH ChC CHPIETO (HAIp. CTEHOKAPANs, ChplieONeHe M ChpAeYHa
HEIOCTAaThYHOCT) MIIH MPOOJIEMH C JULIAHETO.

AKO HsIKOE OT M30POEHHUTE MO-rope ce OTHAcs 3a Bac (uu He cTe curypHu), ropopere ¢ Barms jekap,

(hapMareBT WM MEIUIIMHCKA cecTpa, ipeau na Bu ce mpmnoxku Rixathon. Moxe na ce Hamoxu
BamusaT exap J1a mojioKu CIeHalHy IProKy 3a Bac mo BpemMe Ha jaedenueTo ¢ Rixathon.
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CwlI110 Taka, roBopeTe ¢ Barus jiekap, ako cMmsTare, 4e MOXKe J1a UMaTe Hy»K1a OT BAKCHHUPAHE B
0mu3Kko ObJIelIe, BKIIOYUTEITHO BAKCHHUPAHE, HEOOXOIMMO 32 IbTYBaHe B IpyTru cTpanu. Hskou
BaKCHHU He TpsiOBa Jla ce mpujiaraTt eqHoBpeMeHHO ¢ Rixathon wim B MecenuTe e mpuiioKeHUETo
Ha Rixathon. Bamusr nekap me nposepu aanu TpsoBa ga Bu ce npuioxkar BakCHHU, PEIH Ja
3aroyHeTe geyenue ¢ Rixathon.

AKO UMaTe peBMaTOMJEH apTPUT, rpaHyaoMaTo3a ¢ noauanruut (I'TIA), Mukpockonckn

nojimanruut (MITA) wiu nemuryc Byarapuc (IIB), yeegomere Bamus Jiekap cbuio u

o aKo cMsTaTe, ye MoXKe Jja nmate MH(peKuus, JOpH U Jieka Kato mpocryna. Knetkure, Ha KOUTO
BB3aeicTBa Rixathon, momarar B 6op6ata ¢ mHpEKIHATa U TpsIOBa /1a U34akaTe JOKaTo
MHQeKIuATa 0T3BY4H, peau aa Bu ce mpunoxu Rixathon. Mo, yBenomere Bamms nexap u
aKO B MHHAJIOTO CT€ MMaJIM MHOTO HH(EKIIUH WIIN CTPaJaTe OT TeKKH HHPEKIHH.

Jena v roHOImIM

Hexooockunos numgpom

Putykcumab Moske J1a ce U3M0II3Ba 3a JIeYeHHe Ha Jiela ¥ I0HOIIN, Ha Bbh3pacT 6 Mecela 1 IoBeye, ¢
HEXOPKKHHOB JInM(p oM, mo-crieranao CD20 mo3utuBeH nudyseH B-eqpokiersyeH aum¢om
(DLBCL), num¢pom Ha brprut (BL)/neBkemust Ha bepkut (3psia B-kinerbuHa ocTpa JeBKeMus)
(BAL) nnu bepkut-mogo6en aumdom (BLL).

Ipanynomamosa ¢ noauaneuum (I'TIA) unu muxpocxkoncxu noauaneuum (MI1A)

Putykcumab Moske 1a ce M3MoI3Ba 3a JIeYeHHe Ha Jielia U IOHOIIX Ha Bh3PacT 2 TOJMHHU U [TOBEYE C
I'TIA (mapwvana mo-paHo rpanyinomarosa Ha Berenep) i MITA.Hsima MHOTO mH(pOpMAIIHs OTHOCHO
ynorpebaTta Ha puTyKCUMa0 NP €I U FOHOIIM C APYTHU 3a00IsIBAaHHS.

I'oBoperte ¢ Bammms nekap, hapmareBT wim MeAUIIMHCKA CECTPa, IIpenu na Bu ce mpunoxxu ToBa
JIeKapcTBO, ako Bue cte nnu Bameto nete € Ha Bb3pacT o 18 roauHu.

Apyru sexkapcerBa u Rixathon

Tps6Ba na kaxere Ha Bammus nekap, GpapManeBT HiIM MEIUIMHCKA CECTPA, aKO IpHeMaTe, HaCKOpo CTe
NpUeMali WK € Bb3MOXKHO JIa IpUeMeTe IPpyrH JiekapcTBa. ToBa BKIIIOYBA JIEKapCTBa, OTIYCKaHH 0e3
pelienTa U pacTUTENTHH JekapcTBa. Toa e, 3amoTo Rixathon Moxe Ja mopmusie AEHCTBHETO HA HIKOH
Ipyru aekapcersa. ChIo Taka, HIKOM APYTH JIEKAPCTBA MOXKE Jja MMOBIMAAT HA4MHA, 110 KOWTO JeicTBa
Rixathon.

[o-cnienmanxo, nHGOpMUpaiiTe Bamus ekap:

o aKo IpHeMare JIeKapcTBa 3a BUCOKO KPBbBHO HajsArane. Moxxe na Bu O0b1e kazaHo 1a He
npueMare Te3u Jekapcrsa 12 gaca npean na Bu ce npunoxu Rixathon. Tosa e, 3amoTo npu
HSIKOM XOpa MMa ITOHIKaBaHe Ha KPHBHOTO HAJSATaHe, JJoKato ce mpuiara Rixathon.

o aKo HSKOra cTe MpHeMallu JIEKapCTBa, KOUTO MOBIHMIBAT UIMyHHaTa Bu cucrema — karo
HaIpUMep XUMHOTEPAITUS WM UIMYHOCYIIPECHBHU JIEKapCTBa.

AKO HsIKOE OT M30pPOEHHUTE MO-rope ce OTHAcs 3a Bac (uu He cTe curypHw), ropopere ¢ Barms jekap,
(dapmareBT WM MEIULIMHCKA cecTpa, peau na Bu ce npumoxxu Rixathon.

BpemeHHOCT M KbpMeHe

TpsibBa na kakeTe Ha Barms jekap Wi MEAMIIMHCKA CECTpa, aKO CTe OpeMEHHa, CMTATe, Y€ MOXKE
Jla cTe OpeMeHHa WK IIaHupare OpemenHocT. ToBa ce Hanmara, 3anjoto Rixathon Moxke j1a npemune
npe3 IUIaleHTaTa u Jia 3acerue o6edero Bu.

AKo nMa BeposITHOCT 1a 3abpeMmeneere, Brue n Bammsar naptapop TpsiOBa 1a M3moisBaTe eheKTHBEH
METO/I 3a Tpena3BaHe oT 3a0peMeHsBaHe, 10KaTo n3noi3pare Rixathon u B mpoabibkeHUE Ha

12 mecemna cien nocineqaoro Bu nedenue ¢ Rixathon. Rixathon mpemuHaBa B kbpMaTa B MHOTO MaJIKU
KoruecTBa. Thil KATO IBJITOCPOUHHUTE €PEKTH 3a KbpPMAUETO HE Ca U3BECTHH, IIOPAId ChOOpaskeHHUs
3a 0€30MaCHOCT, HE ce IPErophuBa KbPMEHE 110 BpeMe Ha JiedeHue ¢ Rixathon u B mpobinkeHe Ha

6 Meceria ciel JICUCHHETO.
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Ilodupane u padoTa ¢ MAIIMHH
He e m3BecTHO manu puTykcrMab moBiIHsiBa criocooHocTTa Br 3a modupane mm padora ¢
WHCTPYMEHTHU WX MAIllUHU.

Rixathon cbabp:ka HATPHid

ToBa nekapcTBO ChABPKa 52,6 mg HaTpuii (OCHOBHA ChCTaBKa Ha TOTBAPCKA/Tparie3Ha CoJl) BB BCEKU
¢maxon ot 10 ml u 263,2 mg BBB Bceku ¢urakon ot 50 ml. ToBa xonudecTBo € ekBuBaIeHTHO Ha 2,6%
(3a ¢maxon ot 10 ml) u 13,2% (3a dmaxon ot 50 ml) ot mpenopbUUTENHNS MaKCUMAJIEH JHEBEH
XPaHUTEIICH TIPUEM Ha HATPUH 3a Bh3PaCTEH.

Rixathon cbabp:ka nmojimcopoat

Toga nekapctBo chabpka 7,0 mg monucopobar 80 (E 433) na 10 ml ¢uakon u 35,0 mg

nonucop6at 80 (E 433) ma 50 ml ¢makon, kouto ca exBuBasienTHH Ha 0,7 mg/ml.

[MonucopbaTuTe MOTaT Aa MPUUMHAT AIEPrUUHU peaknuu. TpsoBa na kaxere Ha Baius nekap, ako
UMaTe YCTAaHOBEHH aJICPTHH.

3. Kak ce npuiara Rixathon

Kak ce npuiara

Rixathon me Bu ce mpuara ot jekap Win MEIUIIMHCKA CECTPa, KOUTO UMAT OMHUT B U3MOJI3BAHETO HA
ToBa jiedeHue. Te e Bu HaGmogaBat BHUMaTENHO, TokaTo By ce mpuiara ToBa JiekapcTBo. ToBa e B
Cllydail, 4e MOJIy4NUTe HAKAKBU HEXENaHH PEaKLIUH.

Rixathon Bunaru me Bu ce mpumnara kato BmuBaHe (WHTpaBeHO3HAa HH(Y3H).

JlekapcTBa, 1aBaHM MpeaH BCSIKO Npuio:kenne Ha Rixathon
IIpenu na Bu ce mpunoxxu Rixathon, me Bu 6b1aT nanenu npyru nexapcrsa (IpeMeIuKanmys) 3a
MPEIOTBpATIBAHE WM HAMAJISIBAHE HA BH3MOYKHU HEXKEJIAaHU PEaKIInu.

IIo k0JIKO M KOJIKO YecTo 1ie moaydyaBare Bamero jgeuyeHue

a)  AKO ce JIeKyBaTe 32 HEXOIKKMHOB JUMG oM

. Axo Bu ce npunaza camo Rixathon
Rixathon me Bu ce npunara Bequbx ceAMUYHO 3a 4 ceMUIM. Bb3MOXXHHU ca U TOBTOPHHU
KypcoBe Ha jedeHue ¢ Rixathon.

. Axo Bu ce npunaea Rixathon ¢ xumuomepanus
Rixathon me Bu ce npunoxu B ieHst Ha XUMHOTepamnusaTa. ToBa ce moBTapsi 0OOMKHOBEHO
Ha BCEKH 3 CeMHUIIH 10 8 BTH.

o AKo ce TioBHsIBaTe J00Ope OT JeueHneTo, Rixathon Moxe 1a Bu ce npunara kato
MOJTBPKAILO JISYEHUE HA BCEKH 2 WK 3 Mecela B IPOIbJDKEHUE Ha JIBE TOJIUHH.
Bammwsr siekap Moxe Jia MPOMEHH TOBa B 3aBUCHMOCT OT BaiieTo moBnusiBaHe ot
JIEKapCTBOTO.

o Axo cme na no-manxko om 18 eoounu,

Rixathon me Bu ce npunara ¢ xumuorepanus. Bue me nonyunte Rixathon no 6 mptu 3a
nepuon ot 3,5 — 5,5 mecena.

0)  AKko ce JeKkyBaTe 3a XpOHUYHA JuMdonuTHa JeBkemus (XJLI)

Koraro ce nekyBare ¢ Rixathon B komOuHarwms ¢ xumuorepanusi, Bue 1ie nomyuaBate nH(Y3us C
Rixathon Ha Jlen 0 ot uukbi 1 u ciaen ToBa Ha JleH 1-BH OT BCEKH IIMKBJI B MPOIBIIKEHHUE Ha OOIIIO0
6 nMKbIIa. BCekn MUKBIT UMa IPOIBIDKATETHOCT OT 28 THU. XUMHUOTEpanusaTa TpsOBa 1a ce mpujara
cnen uHdysusrta ¢ Rixathon. Bammst nekap mie perm ganu TpsOBa J1a ModydaBare ¢ THOBPEMEHHO
MO THPIKAIIO JICICHHE.
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B) AKO ce JIeKyBaTe 32 peBMaTOHIEH aPTPUT

Bceku kypc Ha JieueHHe ce ChCTOM OT JIBE OTACTHH UH(Y3UH, KOUTO CE MPABSIT Npe3 2 CEIMUIIH.
BBb3MoxkHUM ca TOBTOpHHU KypCcoBe Ha jieueHue ¢ Rixathon. B 3aBucuMocT oT nmpu3HanuTe u
cumnToMuTe Ha Barero 3abonsiBane, Bammsr iekap 1me penrs kora TpsioBa Jja MmoJIy4uTe OIe
Rixathon. ToBa Moxke 1a ObJie cliea MeCeLn.

r) AKo ce JiekyBaTe 3a rpanyJaomaro3a ¢ nojauanruut (I'TIA) uiu Mukpockonckn
nosiuanruut (MITA)
Jleaenueto c Rixathon ce chcTom OT weTupu oTAenHN HHPY3UH, KOUTO Ce TIpHUjIaraT mpe3 HHTePBaIH
ot enHa ceamuua. [Ipean Hauanoro Ha nedyenuero ¢ Rixathon 0OMKHOBEHO 1€ ce mpuiarat
KOPTHUKOCTEPOUIH Ype3 MHKEKIHA. 3a JieueHHe Ha ChbCTOSHMETO By, BamusT nekap Moxke o BCSIKO
BpeMe J1a 3all0YHE JIeUeHHe ¢ KOPTUKOCTEPOH U, KOUTO CE IMpUIIarar mpes ycrara.
AKko cTe Ha Bb3pacT 18 roguHu 1 oBeve U OTroBapsiTe 100pe Ha JeueHunero, Rixathon moxe na Bu ce
npuiIara Kato NoAxbpkamio Jieuenue. To 1me ce mpuiara Kato 2 OTAeIHU HHPY3UU TIPE3 HHTEPBAN OT
2 ceqmuIm, ocaenBany ot 1 wHGY3HUsI Ha BCeKH 6 Mecella B MPOIb/DKEHNE Ha Hali-Mallko 2 TOAWHU.
BammsT nexap moxe na pemmn aa Bu nexysa mo-abiro ¢ Rixathon (o 5 romuam), B 3aBUCHMOCT OT
TOBA KaK Ce MOBIHUSIBATE OT JICKAPCTBOTO.

A)  Ako ce jiekyBare 3a nemuryc Byiarapuc (IIB)

Bceku Kypc Ha JIedeHHE Ce ChCTOU OT JBE OTACTHH WH(Y3UH, KOUTO CE MPUIIAratT npe3 2 CeIMUIIY.
AKo ce moBiusiBaTe A00pe OT JIeYeHHEeTo, Moxke 1a Bu ce mpunoku Rixathon karo momabprxkaina
tepanus. Ts we ce npuioxku 1 roguna u 18 Mecela ciel HAYAIHOTO JICYEHHE U CIENl TOBA HA BCEKU
6 Mecela, ako € He00X0UMO, WU Balusr jiekap MOXe J1a IPOMEHHU Ta3u CXeMa B 3aBUCHMOCT OT
TOBA KaK C€ MOBIHUABATE OT JIEKAPCTBOTO.

AKO UMaTe HIKaKBU JOITBJIHUTEIHN BBIIPOCH, CBBP3aHU € YIOTpeOaTa Ha TOBA JICKApCTBO, IONUTANTEe
Bamms nexap, ¢papmaneBT Uil MEAUIIUHCKA CeCcTpa.

4. Bb3MOKHH HeKeJTaHU peakuuun

Kakro Bcuukm JICKApCTBA, TOBA JICKAPCTBO MOXKE 1a MPEAN3BUKA HCIKCIAaHU PCAKIIUH, BBIIPEKHU Y€ HC
BCCKH I'l TIOJTy4aBa.

[ToBeueTo HeXxenaHU peaKknuru €a JICKHU 10 YMEPCHH, HO HAKOU MOXKC [1a Ca TCKKH U 1a U3UCKBAT
JICUCHUC. PXZ[KO HAKOU OT TE3U PCAKIUU Ca oumn q)aTaJ'IHI/I.

Peakuuu KbM HHQY3HusITA

Ipe3 win B paMKuTe Ha IbpPBUTE 24 yaca Ha HHQY3US MOXKE /1a TIOTy4nTe MOBUIIEHA TEMIIEPaTypa,
CTYJI€HH TPBIIKH U TpenepeHe. He Taka yecTo, HAKOM MAIMEHTH MOKE J1a oJTy4aT 60JIka Ha MSICTOTO
Ha nHQY3UATa, MEXypH, CbpOeXK, TajieHe, yMopa, TI1aBo00Ine, 3aTPyIHEHO JTUIIaHe, TTOBUIIEHO
KPBBHO HAJITaHE, XPUIIOBE, TUCKOM(OPT B I'bPIOTO, IOAYBaHE Ha €3MKa HIIH I'bPIIOTO, ChpOeX B HOCA
WIN XpeMa, TIOBPbILaHe, 3auepBsiBaHe Ha KoXaTa WU ChpleOneHe, MHPApKT WM HUCHK Opoit
TPOMOOIIUTH. AKO UMaTe ChpJIEYHO 3a00JISIBaHE WIIH CTEHOKAP/INS, TE3U PEaKkIMi MOXKeE Jia Ce BIIOIIIAT.
HNndopmupaiite He3a0aBHO JIMIETO, KOETO MPOBekAa HHPY3HsATa, ako Bue ninu Bamero nere
pa3BUBATE HIKOW OT TE€3U CUMITOMH, Thi KaTO MOXKE JIa c€ HaJIOKH MHQY3UATa Ja ce 3a0aBH WIH Aa
ce cripe. Mose /1a ce HaJIOKH TOMBIHUTETHO JISYeHHE C aHTUXMCTAMWHH Wi mapareramoit. Korato
TE3W CUMIITOMH OT3BYYAT WIIH ce MoA00psIT, HHPY3UITa MOXKE J1a IPOIBIDKU. [10-MaKko BEpOSTHO €
Jia TIOJTyYUTe T€3H PEaKLUH ciiel] BTopara HH(py3us. Bammsr nexkap Moxe Aa pelu aa cripe JeUYeHUETo
Bu ¢ Rixathon, ako Te3u peakiuu ca CEpUO3HH.

Nndexunn

YBenomere Bamust gexap He3a0aBHO, ako Bue niiu Bamero nere mojgy4ure cCHMIITOMH Ha

HH(eKIus, BKIIOYUTETHO:

o MOBHUIIIEHA TEMIIEPaTypa, KallTUIa, Bb3MAJICHO I'bPJIo, Mapelia 0oJKa pH yPUHUPAHE WU
YyBCTBO Ha CJIa00CT U OO0 HEPa3IOIOKEHNE
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o 3ary0a Ha maMeTTa, 3aTPYJHEHO MHCJICHE, 3aTPYAHCHUE PU XOICHE WK 3ary0a Ha 3pCHUETO —
Te MOKE JIa Ce ABJDKAT HAa MHOTO PsJIKa, CEpUO3HA MO3bUHA HHPEKIHS C JICTAJICH U3XO0]T
(mporpecuBra MynTudoKaiHa IeBkoeHedanonarus win [IMJI).

o MOBHUIIIEHA TEMIIepaTypa, raBo0ore U CKOBAHOCT Ha Bparta, HapyllieHa KOOpIUHALINS
(aTakcust), TMYHOCTHY MTPOMEHH, XATIOIIMHAIIUH, TPOMEHEHO Ch3HAHKE, ThPUYOBE MM KOMa — T
MOJKE JIa C€ IbJDKAT Ha Cepruo3Ha MH(MEKIHS Ha MO3bKa (CHTEPOBUPYCEH MCHHHTOCHIIC(AINT),
KOSATO MOKe Ja Obje (aTaiHa.

ITo Bpeme Ha neuenuero ¢ Rixathon Moxke fa moy4aBare HHPEKIUY [TO-JIECHO.
UecTo Te ca mpocTyAHU 3a00JSIBaHMSI, HO MMa CITyYad Ha THEBMOHUS, MH(PEKITNHI Ha THKOYHUTE
MIBTHINA ¥ CEPUO3HU BUPYCHH MH(peknnu. Te ca m30poeHu mo-noimy B ,,/[pyru HeXeTaHu peaKIum .

AKo ce neKyBaTe 3a peBMaTOUJICH apTPUT, TPAHyJIOMAaTO3a C MOJUAHTUUT WIH MUKPOCKOIICKH
MOJIMAHTUUT WK IeM(UTyc ByJrapuc, me HaMepuTe Ta3u nH(popmanus cbiro 1 B CHTHaTHATa KapTa
3a ManuenTa, kosaTo Bu e nagena or Bamus nekap. BaxxHo e ga mazute Curnainara kapra 3a
MalyeHTa U J1a g MoKaxeTe Ha Bamms mapTHROp WIIM Ha YOBEKa, KOMTO ce Tprxu 3a Bac.

Koxnn peakuuun

MHOTO psIKO MOXKE /1a HACTBIAT TEXKKH KOKHU 3a00JsIBaHUs ¢ 00pa3yBaHe Ha MEXypH, KOUTO MOTaT
na ObIaT *KUBOTO3acTpamasaniy. Moxke f1a ce MosBU 3a4€pBsIBaHE, YECTO CBBP3aHO C MEXYpPH 110
KO>KaTa WM JIMT'aBULIUTE, HAIPUMED 110 BbTPEIIHATA CTpaHa Ha ycTaTa, TeHUTaJIHaTa 00IacT Win
KJIeNayuTe, KaTo MOXKeE Jja UMa U IIOBUILIEHa TeMIlepaTypa. ¥ BegoMere Bamus jexap He3a0aBHoO,
aKo0 UMaTe HAKOM OT Te3U CHMIITOMHM.

Jpyru He:xkeJIaHM peakUMU BKJIKYBAT:
a) Axo Bue unu Bamero nerte ce jiekyBarte 3a HexoMxkKkuHOB Jumdom (HXJI) uian XxpoHuyHa

JauMmpouutHa geskemus (XJLI)

MHoro yecTy He)XelaH! peaknuy (Moxe Ja 3acerHat rmoseue ot 1 Ha 10 gymmn):

. OaKkTepHa HU WM BUPYCHH MHPEKIMN, OPOHXUT,

. HUCBHK Opoii O€M KPbBHU KIIETKH ChC MJIU O€3 MOBHILICHA TEMIIEpaTypa HiId HUChK Opoit
KPBHBHH KIIETKH, HAPEUYCHH ,,TPOMOOTIHTH ",

o rajicHe,

o MIETHA Ha OIUICHIMBSBAHE 10 CKaJIa, CTYJIeHH TPBIIKH, II1aBO00IHE,

o HaMaJieH UMYHHUTET — IOPa/id TIO-HUCKW HUBA B KPBBTA HAa aHTHUTENA, HAPEUCHU

,»aMyHornoOyinHu (IgG), KonTo moAmomMarar 3amuTara cpenty HHQEKIHu.

UecTn HEXKeNaHU peakiuu (Moxke fa 3acerHat 1o 1 Ha 10 gymm):

o WHQEKIMN Ha KPHBTa (CETICUC), THEBMOHUS, XepIec, MPOCTya, MHQEeKInu Ha OpOHXUTE,
rbOMYHN HHEKIUH, MHPEKIINH C HEN3BECTEH POU3XO0/, Bh3NaJCHUE Ha CHHYCHUTE, XeraTuT B,

o HHUCBHK OpOli YepBEHU KPBbBHU KJIETKH (aHEMHUS), HUCHK OpOil Ha BCUUKU KPBBHU KIIETKH,

o AJIIEPTUYHU peaKknu (CBPbXUYBCTBUTEIHOCT),

o BHCOKHM HHMBa Ha KpbBHATa 3axap, 3ary0a Ha Terjo, OTOK Ha JHILETO U TSUIOTO, TOBUIICHH HUBA B
KpBbBTa Ha eH3uMa ,,LDH®, Huckn HUBa Ha KaJIus B KPHBTA,

o HeoOMYaifHu ycelllaHus 10 KoXaTta, KaTo U3TPhIIBaHe, MpaBy4KaHe, 00J1eKH, apeHe, ycelaHe
Ha TPBITKH 110 KOXKATa, HAMAaJICHO ycelllaHe MpH JOIHp,

o YyBCTBO Ha O€3MOKOWCTBO, MPOOIEMHU ChC 3aCITMBAHETO,

o 3auepBsiBaHE Ha JIUIIETO U HA JIPYTH YYacTbhIIM OT KOXAaTa IMopaju paslInpeHne Ha
KPBBOHOCHHTE Ch/IOBE,

. 3aMaiiBaHe WM TPEBOXKHOCT,

o MOBHIIIEHO 00pa3yBaHe Ha ChJI3H, MPOOIIEMHU ChC CITB3HMS KaHal, Bh3MAJIeHNE Ha OKOTO
(KOHIOHKTHBHT),

o 3BbHEHE B yIINTE, 0OJIKA B YIIHTE,

o CHhpACYHU NPOOIEMH - KaTo UH(PAPKT, HEPaBHOMEPHA MM YCKOPEHA ChpJeYHa YecToTa,

o BHCOKO MJI HUCKO KPBBHO HaJsiraHe (HUCKO KPBBHO HaJsiraHe 0cOOEHO MPH U3MIPABSHE),
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CBUBaHE Ha MYCKYJIUTE HA IUXATCITHUTE THTHIA, KOSTO IPUYMHSIBA 3aTPYTHECHO JAHIIAHE
(6ponxocmazpM), Be3MAICHNE, Ipa3HeHe Ha Oenute qpo0oBe, THPIOTO WIIH CHHYCHUTE, 3ayX,
xXpema,

MOBpBIIAaHE, TUapus, O0JIKa B CTOMAaxa, Bb3MaJICHNE HiIH S3BH HA T'PIIOTO U ycTaTa, mpo0ieMu
NP TIpeTIbIIaHe, 3aleK, HapyIIeHO XPaHOCMUIIAHE,

HapyIICHHs B XPaHEHETO: HeIOCTaThYHO MPHEMaHe Ha XpaHa, BOJICIO JIO 3aryba Ha Terdo,
KOTIPUBHA TPECKA, MOBUIIICHO U3MOTSABAHE, HOIIIHU M3MOTSIBAHUS,

npo0JIeMHU ¢ MYCKYJIUTE — KaTO HApUMep CTSATaHe B MyCKYJIUTe, CTaBHA WM MYCKyJTHa 0OJIKa,
Oonka B rppOa 1 BBB Bparta,

TyMOpHa 0oJIKa,

o011 AucKkoM(OPT MK YyBCTBO Ha OE3MOKOMCTBO WIIM YMOpa, TperepeHe, CHMITOMH Ha TpuIl,
MYJTHOpPTraHHa HEAOCTATHYHOCT.

Heuectu nexxenanu peakiyu (Moxe na 3acerHat a0 1 va 100 gymm):

po0JIeMH ¢ KPbBOCHCUPBAHETO, HAMAICHO 00pa3yBaHe Ha YePBEHH KPBHBHH KICTKU U
HOBUIIICHO Pa3rpakaHe Ha YePBEHUTE KPbBHH KJICTKH (aIUTaCTUYHA XEMOJUTHYHA aHEMHUS),
MOy TH WIH YBETHYCHH JIUM(BHU BB3IH,

HOHIKCHO HACTPOCHHE U 3ary0a Ha MHTEpEeC WM YIOBOJCTBUE OT OOMYaiHUTE ACHHOCTH,
HEPBHOCT,

pobJIeMH ¢ BKyca — KaTo HalpuMep NpOMsiHa Ha BKYyca,

poOIIEMH ChC CHPIETO - KATO HAIPUMEP HaMajleHa ChpACYHA YECTOTa MM IPhIHa O0oNKa
(crenokapnus),

acTMa, HaMaJIeH MIPUTOK Ha KHCJIOPOJL IO OPTaHHUTe,

II0/lyBaHE HA CTOMaxa.

MHoro penku HexelaHu peakiuu (Moke aa 3acerrar a0 1 Ha 10 000 xymm):

BPEMEHHO TTOBHIICHHE HAa KOJMYECTBOTO Ha HAKOW BHIOBE AaHTUTENA B KPBBTA (HapeUeHH
UMYHOTTIOOYTMHY — [gM), XUMUYHM HapyIIeHUsI Ha KPhBTA, IPUUYMHEHH OT pa3lajaHe Ha
3arvBalllTe PAaKOBH KIETKH,

yBpEeXKJIaHEe Ha HEPBUTE HA PBIIETE U KpaKaTa, Mapaiu3upaHo JIHIIE,

Chp/IeYHA HEJJOCTATHYHOCT,

BB3MNAJICHUEC HAa KPbBOHOCHUTE CHbA0BEC, BKIIFOUUTCIIHO TE3U, KOUTO BOJAAT JO KOKHU CUMIITOMHA
JuxareiiHa HEJOCTAaThbYHOCT,

yBpeXKJIaHe Ha YpeBHATa cTeHa (repdoparusi),

TEXKH KOKHU ITpobdieMu ¢ 00pa3yBaHe Ha MEXypH, KOUTO MOTaT J1a Obaat
YKMBOTO3acTpamasamy. Moxe J1a ce MosBY 3a4epBsBaHe, YECTO CBBP3aHO C MEXypH MO KOXKaTa
WJIY JINTaBUIMTE, KATO HAIIPUMEP I10 BhTPEIIHATA CTPaHa Ha ycTaTa, TeHUTAIHATA 00JIacT WK
KJIeTTaynTe, KaTo MOXKe J]a MMa U TIOBUIIIEHA TeMIeparypa,

O0bOpeUHa HEIOCTATHYUHOCT,

TeXKa 3ary0a Ha 3pEHHETO.

C HeHW3BECTHA YECTOTA (He € U3BCCTHO KOJIKO Y€CTO Bb3HHUKBAT TC3H HCKCIAaHN peaKLII/II/I)I

HamaJsiBaHe Ha OeNMTe KPbBHU KJIETKH, KOETO HE CE CIy4Ba BeIHAra,

HamaJieH Opoil Ha TPOMOOLIMTHTE HENOCPEACTBEHO cliesl MHPY3UsiTa — TOBa MOXKeE Aa €
00paTUMO, HO B PEIKH CITy4au MOXe Jia € (haTaiHo,

3ary0a Ha ciyxa, 3ary0a Ha JIpyTy yCellaHus,

WHQEKIHs/Bh3NaIeHe Ha MO3bKa U MEHUHTHTE (EHTEPOBUPYCEH MEHUHTOCHIIE(AITUT).

Jena u roHoM ¢ HexoMkKNHOB Jumdom (HXJT)

Karo 115110, He)KeTaHUTE PeaKIMK NIPH el U IOHOIIN ¢ HEXOKKMHOB JTUM(OM ca MOJA00HH Ha Te3U
npu B3pacTHU ¢ HXJI mmm XJIJI. Hali-yecture HaOmroqaBaHu HEXKEIIaHU PEAKITHHN Ca TIOBHIIICHA
TEeMIIepaTypa, CBbp3aHa ¢ HUCKU HHBA Ha BUJ O€JIM KPbBHU KIIETKHU (HEYyTPO(HIIN), Bh3NMAICHUE HITU
passi3BIBaHE HA TUTABUIIATA HA YCTATa M aJIEPTUYHU PEaKITNH (CBPBXIyBCTBUTEITHOCT).
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0)  Ako ce JieKyBaTe 32 peBMaTOU/IeH APTPUT

MHoro uecTy HexelaHu peakuun (Moke Aa 3acerHart noseue ot 1 Ha 10 xymm):

. WHDEKITHH, HaTIp. THEBMOHUS (OaKTepHaHa),

. Oomka npu ypuHupaHe (WHGEKINS Ha MMKOYHHUTE TTUIIA),

o aJIepTUYHU PEaKIui, KOUTO Hail-uecTo Bh3HMKBAT 110 BpeMe Ha HH(Y3HsATa, HO MOXKE Ja ce
MOSIBAT 70 24 yaca cieq Hesl,

o MPOMEHH B apTEPUAIHOTO HAJISTaHe, TaJicHe, OOPHB, TIOBHIIICHA TEMIIEPaTypa, ChpOexk, Tedarr|

WY 3amylIeH HOC, KHXaHe, TperepeHe, YUeCTeHa ChplieuHa ISHHOCT U yMopa,

° rj1aBo0OJIHE,

° IIPOMEHH B 1a0OpaTOPHUTE U3C/CABAHMS, Ha3HaUYeHHU OT Baius nekap. Te Baro4Bar
HaMaJICHUE Ha KOJIMYECTBOTO HA HIKOM CHEIU(PUYHU OENTHIU B KPbBTA (MIMYHOTJIO0YJIMHY),
KOUTO TIOJITIOMArar 3aiuTara Cperry HHPEKIUuH.

UYectu HexkenaHu peaknuu (Moxe 1a 3acersar 1o 1 Ha 10 gymm):

o WH(EKINH, HaTlp. Bh3MajeHne Ha OpoHxuTe (OpOHXHT),

o YYBCTBO 3a TEKECT WJIH ITyJIcupaia 00Jka 3aj] Hoca, Oy3uTe U ounTe (CHHY3HUT), O0JIKa B
KopeMma, OBPBIIaHE U AUAPHs, TPOOIIEMH C TUIIAHETO,

. rbOMYHA UH(EKIUS Ha CThIIajaTa (aTJIETHYHO CTHIIAJIO),

o BHCOKH HHBAa Ha XOJIECTEPOJ B KPHBTA,

. HEOOMYaHN KOXHH yCelIaHHs, KaTo U3TPBIIBaHE, MpaBy4YKaHe, 00/IC)KH WK IapeHe, UIINac,
MUTPEHA, 3aMaiiBaHe,

o orajiaHe Ha Kocarta,

o TPEBOKHOCT, JieTIpecus,

o HapyIIEHO XpaHOCMIIaHe, Tnapus v pediayke, IpasHeHe W/UIK pa3s3BsIBaHUs B TbPIOTO U
ycrara,

o Oomka B Kopema, rbp0a, MyCKYJIUTE W/WIIA CTaBHTE.

HeuecTtn Hexxenanu peakiuu (Moxe aa 3acerHat o 1 va 100 gymm):

. 3abpKaHe Ha MPEKOMEPHO KOJUYECTBO TEYHOCTH B JIMIIETO U TAJIOTO,
. BB3IAJICHHUE, Ipa3HEHE W/WIIH CTATaHe B OeIuTe APOOOBE U I'bPIIOTO, KAIILIHUIIA,
o KOXKHHU pEeaKIfy, BKIIOYBAIM YPTHKApHs, CbpOex U 00puB,

[ ]

AJICPrUYHU pCaKIMK, BKIIFOYBAIIU XPHUIIOBE WJIM 3aAyX, MIOAYBAHE HA JIMIIETO U €31Ka, KOJIaIllC.

MHoro penku HexkenaHu peakiun (Moxke fa 3acerHat 1o 1 #a 10 000 mgyrmm):

o KOMILJICKC OT CUMIITOMH, Bh3HUKBAIIU HIKOJIKO CSJIMUITU ciiesl HHDY3HsI ¢ pUTYKCUMao,
BKJIFOUBAIIM PEAKIIMH, TIOJJOOHHU HA alleprUYHKTE, HAIp. 0OpUB, ChpOexk, O0JIKa B CTABUTE,
MOy TH TUM(HU BB3IU U TIOBUIIIEHA TEMIIEpaTypa,

o TEXKKHU ChCTOSIHUS C 00pa3yBaHe Ha MEXYPH 110 KOXaTa, KOUTO MOTar ja ObIaT
JKUBOTO3acTpaIiaBaiiyd. Moxe Jia ce MosiBH 3a4epBABAHE, YECTO CBHP3AHO C MEXYPH MO KOXKaTa
WJIH JIMTAaBUIIUTE, HAIIPUMED 110 BhTPEIIHATA CTpaHa Ha ycTara, FeHUTaIHaTa 00J1acT UK
KIIENIA4nTe, KaTO MOXKE J]a MMa U TIOBUIIICHA TeMIIepaTypa.

C Heu3BecTHa yecToTa (decToTaTa He MOKe J1a ObJie onpeieieHa OT HUTMYHUTE JaHHH):
o Cepro3Ha BUPYCHA HHEKIHS,
o MH(EKIHA/Bb3NaIeHe Ha MO3bKa U MEHUHTUTE (€HTEPOBUPYCEH MEHUHTOCHLIC(AITUT).

Hpyru psinko cbo01aBaHl HeXellaH! peakilny, IbJDKAIM Ce HAa pUTYKCUMa0, BKITFOUBAT HAMaJleH

Opoii Ha OenuTe KPBBHU KIETKH (HeyTpoduin), KouTo nmomarat B Oopbata cpemty nnpexuun. Hiaxon
MHQEKIINH MOXKE J1a ca TEKKHU (MOJIsl, BIKTe HHpopManmsaTa 3a ,,Huehexyuu “ B Ta3u Touka).
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B) Axo Bue niau Bamero aere ce jJiekyBaTte 3a rpanyjaomaro3a ¢ nojJuanruut (I'TTA) nian
MHUKPOCKONICKU moauaHruut (MITA)

MHoro uecTy HexelaHu peakuun (Moke Aa 3acerHar nosede ot 1 Ha 10 xymm):

o WH(EKIHHY, HaTp. TPbAHM MH(EKUNH, HHPEKINY Ha TMKOYHUTE MbTUINA (00oKa mpu
YpHUHHUpPaHE), IPOCTY/Ia M XepIIeCH! HH(EKIIHNH,

o AJIePTUYHU PEaKINHU, KOUTO € Hali-BEepOSITHO Ja HACTBIIAT 10 BpeMe Ha MH(Y3HATa, HO MOXKE Ja

ce TosABAT A0 24 daca cnex nHpy3usTa,

Japus,

KaIUTAIA I 337yX,

KBbpPBEHE OT HOCA,

HOBHUIICHO KPHBHO HAJATaHE,

0OJIKM B CTaBUTE HJTH T'bPOa,

MYCKYJTHU TTOTPEIBAHUS WM TPETIepeHe,

3aMastHOCT,

Tpemop (Tperepene, 9ecTo Ha phIleTe),

TPYIHO 3acniuBaHe (Oe3ChHuE),

NOyBaHE HAa PHLETE WM TIIC3CHHTE.

UYectu HexkenaHU peaknuu (Moxe 1a 3acerHat 1o 1 Ha 10 gymm):
HapyIIeHO XpaHOCMUIIAHE,

3arex,

KO>KHU OOpHBH, BKITIOUMTEITHO aKHE HJIH MIETHA,
3a4yepBsiBaHE Ha JIMILIETO WM KOXKaTa,

MOBHUIIIEHA TEMIIEpaTypa,

3alyIleH WIN Teyall HoC,

CXBaHATH WM OOJIE3HEHN MYCKYJIH,

0oJika B MyCKYJIMTE Ha pPbIIETe WIN KpaKara,

HUCBHK OpOli Ha YePBEHUTE KPHBHU KJIETKH (AaHEMUS),
HHUCBK Opoii Ha TPOMOOLIUTUTE B KPHBTA,
NOBUIIIABaHE Ha KOJMYECTBOTO HA KaJIMii B KPHBTa,
NPOMEHHU B PUTHMA Ha CHPIIETO MM ChpLEOUCHE.

MHoro penku HexkenaHu peakiun (Moxke fa 3acerHat 1o 1 #a 10 000 mgyrmm):

o TEXKKHU ChCTOSIHUS C 00pa3yBaHe Ha MEXYPH 110 KOXaTa, KOUTO MOrar ja ObIaT
JKUBOTO3acTpaIiaBaiy. Moxe Jia ce MosiBU 3a4epBABAHE, YECTO CBHP3AHO C MEXYPH MO KOXKaTa
WY JIMTaBUIUTE, HATIPUMEP M0 BHTPEIIHATA CTPaHa Ha yCTaTa, TeHUTAITHATA 00JIaCT WK
KJICTIAYMTE, KATO MOXKE Jla MMa U TIOBUIIICHA TeMIIepaTypa.

° MOBTOpHA MOsBa Ha MpeAHIIHA UH(EKIus ¢ XernaTur B.

C Heu3BecTHa yecToTa (decToTaTa He MOKe Jla ObJie onpeieieHa OT HUITMYHUTE JaHHH):
. Cepro3Ha BUPYCHA HHEKIHS,
. WHQEKIHs/Bh3MaIeHe HA MO3bKa U MEHUHTHTE (EHTEpPOBUPYCEH MEHHHTOCHIIC(AITUT).

Jena u roHomM ¢ rpanyaomaro3a ¢ mnoauanruut (I'TA) uiau MUKPOCKONICKY MOJTUMAHTHUT
(MIIA)

Karo 1m0, Hesxxenanure peakuuu nipu fena u roHou ¢ ['TIA wim MITA ca momoOHu o Bua Ha Te3u
nipu Bb3pacTHU ¢ ['TIA wmu MITA. Haii-uecTute HaOI01aBaHu HEXKEIaH! Peakiiy ca WHQEKIHY,
aJIepTUIHY PEaKINy U TaJICHE.

r)  AKo ce JeKyBaTe 3a neMQuUryc ByJrapmc
MHOro0 YecTH HeXellaHH peakiiuu (MoXe aa 3acerHar nosede ot 1 Ha 10 xymm):

o AJePTUYHU PEaKIui, KOUTO € 10 BEPOSTHO Ja HACTHIIAT 110 BpeMe Ha HH(Y3UsATa, HO MOXKE Ja
ce mosiBsIT 10 24 vaca cien nHQy3HTa,
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raaBoOouue,

MH(EKIHUH, KaTO HanpuMep HH(PEKIUH Ha TPBAHUS KO,
NPOABIDKUTENHA JICTIPECHS,

KOCOMaJ.

Uectn HeXxxenaHu peakiuu (Moxe na 3acerHat a0 1 Ha 10 gymm):

o WH(EKIMU, KaTO HAPUMep MPOCTYAa, XepIeCHN HHOEKIINK, 09YHa HHPEKIIHS, MICUHHUIA 1
WH(EKIUY Ha MMKOYHUTE MbTHUINA (00JIKa TPH ypUHUPAHE),

HapyIIeHHs Ha HACTPOCHHUETO, KATO HANIPUMED pa3Apa3HUTEIHOCT U JeTpecus,
HapyIICHUS Ha KOXAaTa, KaTo HapuMep ChpOeK, yPTUKApHS U TOOPOKaueCTBEHH OyUKH,
YYBCTBO Ha yMOpa WK 3aMasHOCT,

MOBHUIIIEHA TEMIIEPaTypa,

0oJIka B CTaBUTE WITH I'bPOa,

OoJka B KOpeMma,

0oJKa B MyCKYJIHTE,

YCKOPEH ChPJICUCH PUTHM MMOBEUYE OT HOPMAITHOTO.

C Hem3BecTHA YecTOTa (YecToTara He MOXxe fja Ob/e onpeieneHa OT HATHIHUTE JaHHH):
o CepUO3HA BUPYCHA HHDEKIHS,
. WH(EKIYS/Bh3MaJICHHE Ha MO3bKa U MCHUHTHTE (CHTEPOBUPYCEH MCHUHTOCHIIC(ATUT).

Rixathon Mo>ke cbI1I0 fa IpeAU3BHKA TPOMEHHU B Ta0OpaTOpHUTE U3CIICABAHUS, HA3HAYeHH OT Baus
Jexap.

Axko nonyuaBare Rixathon ¢ gpyru nekapcTBa, HIKOU OT HEXXEJIAaHUTE PEaKLKU, KOUTO MOKE J1a
MOJTyYUTe, MOXKE J1a C€ IBJDKAT Ha APYTUTE JIEKapCTBa.

Cpo01IaBaHe HA HeKeJIaHU pPeaKl U

AKO MoJTyunTe HAKaKBU HEXEJIaH! JISKApCTBEHU peaklyy, yBeagomere Bamms nekap, Gapmanest win
MCIUIMHCKA CeCTpa. ToBa BK/II0UBa BCUYKH Bb3MOKHHM HEOITMCAHHU B Ta3H JINCTOBKA HEKEJIaHU
peakuuu. MoxeTe ChIIO J1a ChOOIIMTE HEXKEJIAaH! PEaKLUU TUPEKTHO Ype3 HAlMOHAJTHATA CUCTEMA 32
cboO1IaBane, mocoueHa B [lpunokenue V. Karo cpobiiaBare HexXeIaHU peakyy, MOXKETe Ja JaJieTe
CBOSI IPUHOC 3a MOJTyYaBaHe Ha OBeYe MH(POPMANHUs OTHOCHO 0€30MaCHOCTTAa Ha TOBA JICKAPCTBO.

5. Kak n1a cbxpansaBare Rixathon
Ja ce cpxpaHsiBa Ha MSICTO, HEJIOCTHITHO 32 JIeTa.

He u3non3BaiiTe TOBa JIGKAPCTBO CJIE]] CpOKA HA TOAHOCT, OTOEIISA3aH BbPXY KapTOHEHATa ONIaKOBKa U
eTukeTa Ha (1akoHa cief ,,I'ogeH 10:“. CpoKbT Ha TOJHOCT OTrOBaps Ha MOCIEIHUS JICH OT
ITOCOYEHHS MECEII.

Ja ce cexpanssa B xiamuiauK (2 °C — 8 °C).
[a e ce 3ampazsBa. CbxpaHsBaiiTe iakoHa B OpUTHHATHATA OTIAKOBKa, 32 Jla Ce Mpe/na3u OT
CBETIIMHA.

ToBa JlekapcTBO MOXE Ja C€ ChXPaHABa ChIIO U3BBH XJIAAUIHUK, B OPUTHHAIHATA ONIAKOBKA IIPH
Temrneparypa MakcumyM 30 °C, eZHOKpaTHO 3a MEepUOJ 10 7 IHU, HO HE U Clie]l 1aTaTa Ha U3THYaHe
Ha ITbPBOHAYAIIHHS CPOK Ha TOJTHOCT. B TakbB citydaii He ro BpbIaiiTe 00paTHO 32 ChbXpaHEHHE B
XJaAuiaHuKa. Hamuiere HOBUSI CpOK HA TOJHOCT BbPXY KapTOHEHATA ONMAKOBKA, BKIIOUYUTEIHO
JieH/Mecer/TorHa. VI3XBhpIieTe TOBa JIEKapCcTBO, aKo He O'bJie M3IMON3BAHO B PAMKHUTE HAa HOBHUS CPOK
Ha FOJJHOCT WJIM CPOKA Ha FOJHOCT HarevyaTaH BbPXY OMaKOBKaTa, B 3aBUCHMOCT OT TOBa KOU € I10-
paHeH.
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He uzxBbprstiiTe nekapcTBaTa B KaHAJU3AIMATA WIA B KOHTEHHEpA 3a JJOMAITHH OTTIA bIIH.
ITormuratiTe Bammus dhapMmarieBT Kak 1a H3XBBPIIATE JIEKapCTBATa, KOMTO BeUe HE H3MOJI3Bare. Te3n
MEpKH 1€ CIIOMOTHAT 32 Ola3BaHe Ha OKOJIHATa cpefa.

6. Cobabp:kaHne HA ONIAKOBKATA M IOMbJIHUTEIHA HHpopManus

KakBo cbpabpika Rixathon

. AxTHBHOTO BemecTBo Ha Rixathon ce Hapuya putykcumao.
®nakonsT oT 10 ml cabpixa 100 mg putykcumabd (10 mg/ml).
®nakonsT 0T 50 ml chabpka 500 mg purykcumad (10 mg/ml).

. Hpyru cperaBku: HaTpreB nuTpart, mommcopodat 80 (E 433), HaTpueB XJopuI, HATPHUEB
XUJAPOKCH]I, XJIOPOBOJAOPOIHA KHCEIIMHA U BOJIA 32 MHXEKIUU. BiokTe Touka 2, ,,Rixathon

CBHABpPKA HATPHUIL.

Kak m3rie:kna Rixathon u kakBo cbIbpika 0lIAKOBKATA

Rixathon e 6ucTwp, OE3BETEH 10 JIEKO XBITCHUKAB Pa3TBOP, KOWTO ce mpeiara moj ¢oopMaTa Ha
KOHIIEHTpAT 32 HH(Y3NOHEH Pa3TBOP (CTEpUIICH KOHIICHTPAT).

®akon ot 10 ml - onakoBka ot 2 i 3 daakoHa.

®nakon ot 50 ml — onakoBka ot 1 wiu 2 (akoHa.

IMpurexaTten Ha pa3pelIeHHETO 32 YNOTpeda

Sandoz GmbH
Biochemiestr. 10
6250 Kundl
ABcTpus

IIpousBoauren

Lek Pharmaceuticals d.d. Ljubljana

Verovskova Ulica 57
1526 Ljubljana
CroBenus

3a nonbJIHUTETHA HHOPMAIIHS OTHOCHO TOBA JIEKapCTBO, MOJISI, CBBPIKETE CE C JIOKATHHS
NPEICTABUTEN HAa MPUTEKATENs Ha Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien
Sandoz nv/sa
Tel/Tel: +32 2 72297 97

Buarapus
Cannos bearapus KUT
Temn.: +359 2 970 47 47

Ceska republika
Sandoz s.r.o.
Tel: +420 234 142 222

Danmark/Norge/Island/Sverige
Sandoz A/S
TIf./Tlf/Simi/Tel: +45 63 95 10 00

Latvija
Sandoz d.d. Latvia filiale
Tel: +371 67 892 006

Lietuva
Sandoz Pharmaceuticals d.d filialas
Tel: +370 5 2636 037

Luxembourg/Luxemburg
Sandoz nv/sa (Belgique/Belgien)
Tél/Tel: +32 2 722 97 97

Magyarorszag
Sandoz Hungaria Kft.
Tel.: +36 1 430 2890
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Deutschland
Hexal AG
Tel: +49 8024 908 0

Eesti
Sandoz d.d. Eesti filiaal
Tel: +372 665 2400

E\rada

SANDOZ HELLAS MONOITPOZQITH A.E.

TnA: +30 216 600 5000

Espaiia
Sandoz Farmacéutica, S.A.
Tel: +34 900 456 856

France
Sandoz SAS
Tél: +33 1 49 64 48 00

Hrvatska
Sandoz d.o.o.
Tel: +385123 53 111

Ireland
Rowex Ltd.
Tel: 1 800 83 20 83

Italia
Sandoz S.p.A.
Tel: +39 02 81280696

Kvnpog

SANDOZ HELLAS MONOITPOZQIIH A.E.

(ENA650)
TiA: 430 216 600 5000

Malta
Sandoz Pharmaceuticals d.d.
Tel: +35699644126

Nederland
Sandoz B.V.
Tel: +31 36 52 41 600

Osterreich
Sandoz GmbH
Tel: +43 5338 2000

Polska
Sandoz Polska Sp. z o.0.
Tel.: +48 22 209 70 00

Portugal
Sandoz Farmacéutica Lda.
Tel: +351 21 000 86 00

Roméania
Sandoz Pharmaceuticals SRL
Tel: +40 21 407 51 60

Slovenija
Sandoz farmacevtska druzba d.d.
Tel: +386 1 580 21 11

Slovenska republika
Sandoz d.d. - organiza¢na zlozka
Tel: +421 2 48 200 600

Suomi/Finland
Sandoz A/S
Puh/Tel: +358 10 6133 400

]IaTa Ha MOCJCAHO MPpepasrjackaaHne Ha JIMCTOBKaTa

JApyru u3ToYHUIIE HA HHPOpMaIUs

ITonpoOHa uHoOpMaLKs 3a TOBa JIEKAPCTBO € IpeJoCTaBeHa Ha yeOcaiita Ha EBporetickata areHIust

o nekapcrpara: https://www.ema.europa.eu.

Ta3u nucroBka e HajuyHa Ha Bcuuku e3ui Ha EC/EUII Ha yeOcaiita Ha EBpornieiickara areHIus mno

JICKapcTBarta.
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