HPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITIPOAYKTA



vTosn JIEKapCTBEH MPOAYKT MOATEKH Ha JOIBJIHUTETHO HabmoaeHue. Tosa e mo3Boau 0bp30To
yCTaHOBsIBaHE HA HOBa MH(POPMAaLUS OTHOCHO Oe30macHoCTTa. OT MEAUIIMHCKHUTE CIICLUAIICTH Ce
U3HCKBA J1a ChOOIIaBaT BCsIKA MOJ03UpaHa HeXKeNNaHa peakiys. 3a HauMHa Ha ChoOllaBaHe Ha
HE)KeJIaH! PeaKH BIDKTE Touka 4.8.

1. HUME HA JIEKAPCTBEHMA TPOAYKT

Aybintio 25 mg/ml koHIIEeHTpAT 3a HHPY3UOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceku ml ot koHIieHTpara chappka 25 mg 6eamusymab (bevacizumab)*.
Bceku ¢uakon ot 4 ml ceappixa 100 mg GeBanusymad.

Bceku dmakon ot 16 ml ceappika 400 mg 6eBariuzymad.

3a pa3pexxaaHe u IpYTH MPETopbKH 32 paboTa BIKTE TodKa 6.6.

*BeBanu3ymad ¢ peKOMOMHAHTHO XyMaHU3UPAHO MOHOKJIOHAIIHO aHTUTSIIO, motydeHo upes JJHK
TEXHOJIOTHS B KJIEThYHU JIMHUU OT SINYHUK Ha KUTANCKU XaMCTep.

3a MBJIHUA CHUCHK Ha IMOMOIIHUTE BEIIECTBA BIKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Konrnenrtpar 3a nH(y3uoHEH pa3TBoOp (CTEPUIICH KOHIICHTPAT)

BI/ICTpa J0 JICKO OIIAJICCIICHTHA, 6C3HBCTH3 J0 CBCTIIOKa(I)}IBa TCHYHOCT.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHU MOKA3ZAHUS

Aybintio B koMOHHAITHS ¢ XUMHOTepanus Ha 6a3ara Ha (IyOPOITMPHUMHUINHH € ITOKa3aH 3a JIEUeHHEe
[IPY BB3PACTHH MAIMEHTH ¢ METACTa3Mpall KapIIMHOM Ha JIe0eI0TO YepBO MM PEKTyMa.

Aybintio B koMOMHaIUs ¢ AKJIMTAKCEN € TIOKa3aH 3a JICYCHUE OT ITbpBa JIMHUSI IPH Bb3PACTHU
HalMEeHTH C METacTa3npall pak Ha MJIEYHATa JKJie3a. 3a JOIbIHUTEIHA HH(OpMaLst OTHOCHO CTaTyca
Ha YOBEIIKHS PEIENTOp Ha enuaepMainus pactexxer dpakrop tun 2 (HER2), mons, BukTe Touka 5.1.

Aybintio B koMOuHaus ¢ KanenuTaOlH € MOKa3aH 3a JICYCHUE OT ITbPBa JIMHUS MTPU Bb3PACTHU
NalMEeHTH C METAaCTa3npall paK Ha I'bp/aTa, IPH KOUTO JICYSHUETO C JPYT'H BUIOBE XMMHUOTEPAIIs,
BKJTFOUMTEITHO TAKCAHU WM aHTPALMKIMHH, HE C€ CYMTA MOAX0osIa. [lanueHTy, noiaydaBaii CXeMH
Ha JIeYCHHE, ChIbPIKAIIM TAKCAH U AHTPAIMKINH KaTO aJFOBAHTHO JICYEHHE TPE3 MOCIIeTHUTE

12 meceria, TpsiOBa j1a ce U3KIrOYAT OT JieueHue ¢ Aybintio B komOuHarus ¢ karerutabuH. 3a
JnombyHUTENHA nHGopMmanus otHocHo HER2 craryca, mosns, BikTe Touka 5.1.

Aybintio, mobaBeH KbM XUMHOTEpAIHsA Ha 6a3aTa Ha IJIATHHA, € TIOKa3aH 3a JIEYEHHE OT ITbPBa JTMHUS
MIPH BB3PACTHH MAIMEHTH C HeOoTlepabuiIeH aBaHCUPAaJl, METaCTa3upal Wi PEIUIUBUPAI]
HepEeOHOKIIETHYCH PaK Ha Oenust Ipo0 C pa3inyHa OT MpeodIraaBaiia CKBaMO3HOKIIEThUHA
XHUCTOJIOTHS.

Aybintio, B komOuHaIMs ¢ epIOTHHHO, € OKa3aH 3a JICYUSHNE OT IIbPBa JIMHUS ITPU B3PACTHU
NAlMEHTH C HeollepaOuiIeH HallpelHall, MeTacTa3upall Win pelyIuBUpall HECKBAMO3EH



HeIPeOHOKIIEThYEH PaK Ha Oeyust Apo0 ¢ aKTUBUPAIIM MyTalliK Ha PELENTOPa Ha EIUACPMATHHS
pacrexen dakrop (EGFR) (Bx. Touka 5.1).

Aybintio B kombunaIus ¢ uHTephepoH anda-2a e mokasaH 3a JieUeHHE OT IbPBA JUHUS MIPH
BB3PACTHH TAIMEHTH C aBaHCHPAJ /WK MeTacTazupai Ob0peUHOKICThUEH KapIIHHOM.

Aybintio B koMOHHAITHS ¢ KapOOTUTATHH M MAKIUTAKCENT ¢ MOKa3aH 3a IIbPBa JMHUS Ha JICUeHUE Ha
BB3pacTHH nanueHTku ¢ Hanpeanai (craguu |11 B, 111 C u 1V Ha Mexnynapoanata deaeparus 1o
akymrepctBo u ruHekonorus (International Federation of Gynecology and Obstetrics, FIGO))
SMUTEIICH KapIIMHOM Ha SHYHUIMTE, (haTONTUEBUTE TPHOU WM IbPBHYCH MEPUTOHEANICH KapIIMHOM
(Bx. TOuka 5.1).

Aybintio, B koMOuHAaIHsI ¢ KAPOOIUTATHH ¥ TEeMITUTA0MH, I B KOMOWHAIINSA C KapOOIIaTHH U
MAKJIUTAKCEJI, € TTOKa3aH 3a JICYCHNE Ha Bh3PACTHH MAIMCHTKH C TBPBU PELUNB Ha CIUTEICH PaK Ha
SWYHUAIATE, (PATOMUEeBUTE TPHOK WM ITEPBHYCH NIEPUTOHEAJICH PAK, YyBCTBUTEIICH Ha JICUCHHE C
TUTATHHA, KOUTO HE ca MOJyJYaBajy MpeiecTBala Tepanus ¢ OeBann3yMad Win ApYyrd HHXUOUTOPH
Ha VEGF nnu VEGF penenrtop-npuiiennHu areHTH.

Aybintio, B koMOHHAIHS C TAKITUTAKCEN, TOMOTEKAH WK METHINPaH JIMI030MaJICH JOKCOPYOHIIUH, €
MOKa3aH 3a JICYCHUE Ha Bb3PACTHH MAIMCHTKH ¢ IbPBUYHO-PE3UCTECHTCH PEIIMIUBUPAII] CIIUTEICH PaK
Ha SHYHUIUTE, (ATOMUCBUTE TPHOU WM ITbPBUYCH MIEPUTOHEANICH PaK, KOUTO Ca MOJydaBad HE
MoBeYe OT JIBa PEeXKKMMa Ha TbPBHYHA XMMHUOTEPAITUS ¥ KOUTO HE ca MOJTyYaBalii Mpe/IIecTBamia
Tepanus ¢ 6eBann3zymad wim apyru uaxuouropu Ha VEGF, wiu cpeactsa, npuiienBaiy ce BbB
VEGF-perneniropa (Bx. Touka 5.1).

Aybintio, B koMOMHaIVs ¢ TTAKIIMTAKCEN U [UCILIATHH, WK AITEPHATHBHO MAKJIUTAKCEN ¥ TOTIOTEKaH
IPH MAIMEHTKH, KOMUTO HE MOTAT Jia TI0JIy4aBaT Teparus ¢ IUIaTHHa, € TI0Ka3aH 3a JIeYeHre Ha
BB3PACTHH MALMEHTKH C IEPCUCTHPALL, PELMIMBUPAIL MM METacTa3upasl KapIuHOM Ha MaToYyHaTa
mmiika (Bx. Touka 5.1).

4.2 J103MpOBKA H HAYMH HA MPUJIOKEHHE

He pasknamaiite dakoHa.

Ayblntlo Tpr6Ba Ja C¢ npujiara 1noJg HaGJ’IIO,Z[eHI/Ie Ha JICKap € OIIUT B JICUHCHUCTO C aHTUHCOIIJIaCTUIHHN
JICKApPCTBCHU IIPOAYKTH.

2!03I/I[ZOBKa

Memacmaszupan kapuurnom na oebenomo Yepeo uiu pekmyma (MKPK)

IMpenopbumrennara qo3a Aybintio, npunosken o ¢popmara Ha MHTpaBeHo3Ha nHMY3HsL, € 5 Mg/Kg
win 10 mg/kg TenecHo Terso, MPUIIOKEHN BEIHBK Ha Bceku 2 cepmunu, wim 7,5 mg/kg wim 15 mg/kg
TEJIECHO TEeTJI0, TPUIIOKEHH BETHHK Ha BCEKU 3 CEJIMHIIH.

HpenoquBa CC JICUCHUCTO Ja IMPOABJLKU A0 NPOTrpecus Ha OCHOBHOTO 3a00JIIBaHEe WU a0
HEMIpUEMJIMBa TOKCUYHOCT.

Memacmazupan pak Ha mreunama dicneza (MPMIK)

IIpemopruntennara go3a Aybintio e 10 mg/kg TemecHo Terio, mpuiaraHu BEAHBK Ha BCEKH 2
cenMuIy, wid 15 mg/kg TenecHo Terso, npuiaraHu BeIHBK Ha BCEKH 3 CEAMUITH MO JopMaTa Ha
WHTPaBEHO3HA HHOY3HUS.

HpenoquBa CC JICUCHHUETO Ja IMPOABJDKHU A0 NPOTrpecusi Ha OCHOBHOTO 3a00JIs1BaHEe WIIN a0
HCIIpUEeMJIMBA TOKCUYHOCT.



Heopebnoxnemvuen pak na beaus opoo (HIKPE/])

ITvpsa nrunus Ha newenue Ha Heckeamosern HIIKPH/[ ¢ kombunayus ¢ xumuomepanus Ha bazama Ha
nIamuHa

Aybintio ce mpunara, karo ce mo6aBs KbM XUMHOTepanus Ha 0a3ara Ha IUIaTHHA B IPOABIDKEHHE Ha
70 6 IMKbBJIa Ha JICYEHHE, MOCIIeABaHN OT MOHOTepanus ¢ Aybintio no nmporpecust Ha 3a60sIBaHETO.

Ipenoppuntennara no3a Aybintio e 7,5 mg/kg wiu 15 mg/kg TenecHo Terio, npuiaraHa BeIHBXK Ha 3
CEJIMHUIIU KaTO HHTPABCHO3HA UHDY3HSL.

Knmananaara monza npu manmenTta ¢ HIIKPB/ e nokasana u nipu aBere 1034 - oT 7,5 mg/kg u
15 mg/kg (Bx. Touka 5.1).

IIpenopbuBa ce JeueHNeTo 1a IPOABIKH JI0 IPOTPecHs Ha OCHOBHOTO 3a00JIsIBaHE WITH JI0
HENPUEeMJIFBA TOKCUIHOCT.

Ilvpsa nunus na nevenue na neckeamoszen HIIKPBJ] c EGFR akmueupawu mymayuu 6 xombunayus c
epromunu6

[penu 3amouBane Ha jedenue ¢ Aybintio B komMOHHaIMS ¢ epIoTHHHO, TPsIOBa 1a Ce U3BBPIIH
nscnenBane 3a EGFR myramm. BaxHo e na ce n30epe 1o06pe BanuaupaH U HalIeXKIEH METO/, 3a Ja Ce

n30erHat GalrBy OTPULATETHN WK (DaTIINBH MOJIOKUTEIHU PE3YITATH.

I[penoppunrtennara qo3a Aybintio, korato ce u3mos3sa B 10MbJIHEHHE KbM epioTHHUO ¢ 15 mg/kg
TEJIECHO TETJIO, TIPHJIaraHa BEAHBX Ha BCEKH 3 CEIMHUIIM KaTO HHTPABEHO3HA HH(Y3HL.

ITpenopbunTento e teuenrero ¢ Aybintio B mombiHeHre KbM epIOTHHUO Ja MPOIBIIKH 10 TPOTPECHS
Ha 3a00/I9BaHETO.

OTHOCHO JT03MPOBKATa U HAYMHA Ha MPUIOKEHUE HA ePIIOTUHHUO, MOJIS, BUXKTE KpaTKaTa
XapaKTepUCTUKA Ha ePIOTHHHO.

Asancupan u/unu memacmazupan 6vopeunoxknemvyer kapyurnom (MBKK)

INpenoppunrenHara q03a Aybintio e 10 mg/kg TenecHo Terso, npuiiaraHu BeIHBK Ha BCEKH 2
CeAMMIIY T10]T hopMaTa Ha MHTPABCHO3HA UH(Y3HSI.

HpenoquBa CC JICUCHUCTO Aa IPOABILKU N0 MPOrpecusa Ha OCHOBHOTO 3a00IIIBaHEe WU a0
HEMpUeMJIMBa TOKCUYHOCT.

Enumenen kapyurnom na auunuyume, panonuesume mpvou U nbpeuyer nepumoneaier KapyuuHom

ITvpea nunus na revenue

Aybintio ce npuiara kato I0IbIHEHHE KbM KapOOIUIATHH U MAKIUTAKCEN 10 6 [IMKbJIA HA JICUCHHE,
MOCJIE/IBAHK OT MPOIb/DKUTENHA yrioTpeda Ha Aybintio kaTo MOHOTEparnus 10 POrpecHst Ha
3a00JI1BAHETO WJIM MaKCUMyM 3a 15 Mecela WiiM 10 HEMPUEMIIMBA TOKCHYHOCT, KOSTO HACThIIBA IO~
pano. Ipemoppunrennara go3a Aybintio e 15 mg/kg TenecHo Terso, MpUIOKEHH BEIHBXK HA 3
CEeIMHITM KaTO MHTPABEHO3HA HH(Y3HSL.



Jleuenue Ha yyecmeuUmMenHo Ha RAAMUHA PeyuousUPawo 3a001a6ane

Aybintio ce mpunara B KoMOMHAIMS ¢ KapOOIUIATHH ¥ TEMITUTA0MH B IIPOAb/UKEHNE Ha 6 UKBIIA U 10
10 nuKbIa, WK B KOMOUHAITUS ¢ KapOOIIIATHH U MAKIUTAKCENT B MPOIb/DKEHIE Ha 6 IIUKBIIA U 70 8
[IUKBJIA, TOCTIEBAHO OT MPOABIDKUTENHA yroTpeba Ha Aybintio kato MoHOTEepanus 10 MPOrpecus Ha
3abomsBaneto. [IpenoprunTennara xo3a Aybintio e 15 mg/kg temecHo Terio, mpunarana mpes 3
CEIMUIIM KaTO UHTPaBEHO3HA HH(DY3USI.

Jleuenue na niamuna — pesucmenmHo peyuousuUpawo 3a60116ane

Aybintio ce mpumara B KOMOMHAIIHS C €IHO OT CAETHUTE CPENCTBA — MAKIMTAKCEN, TOITOTEKAH
(mpuiIaraH ceZIMUYHO) WIIM METUIIMPAH JIMTIO30MaJIeH JOKcopyOounuH. [IpenoprunTennara 103a Ha
Aybintio e 10 mg/kg TenecHo Terino BeAHBK Ha BCEKH 2 CeIMHIM o] opmaTa Ha HHTPABEHO3HA
undysus. Korato Aybintio ce mpriara B KoMOWHAITHsI C TOMOTEKAH (Mpuiarad B ieH | — 5, Ha Bceku 3
CeIMHMIIN ), MpenopbunTeNnHara 1o3a Ha Aybintio e 15 mg/kg TenecHo Terno, mpunaras Ha BCeKH 3
cenMuIy 1oJ] hopMaTa Ha MHTpaBeHO3HA MH(Y3us. [IpenopbuBa ce JEYSHUETO J1a IPOIBIDKHU J10
mporpecus Ha O0JecTTa WK 10 HeTIPHUEeMIINBA TOKCUYIHOCT (BXK. Touka 5.1, mpoyuBane M022224).

Pax na mamounama wutika

Aybintio ce npusara B KOMOHHAIMS C €IHA OT CJICTHUTE XUMHOTEPANICBTUYHH CXEMHU: TTAKIUTAKCEN U
LMCILJIATHH, WU ITaKJIUTAKCelI U TOIOTEKAH.

INpenoppunrtennara qo3a Aybintio e 15 mg/kg TesecHo Tersio, mpuiIoKeHa BEAHBK Ha BCEKH
3 ceAMUIM KaTo MHTPABEHO3HA UHY3HSI.

[IpenopbuBa ce JeYEHHETO J1a MPOABIDKU 10 TPOrPECHsl Ha MOJISIKAIIOTO 3a00IIBaHe HITH 110
HENPUEeMIIMBA TOKCUYHOCT (BXK. Touka 5.1).

CneuuaﬂHu nonyaauyuu

Tayuenmu 6 cmapuecka év3pacm: He ce M3UCKBa KOpUTUpaHE HA J103aTa TP MAIIMEHTH HAa Bh3pacT
> 65 roguHU.

THayuenmu c 6vbpeuno yspesicoare

beszonacuocrra n e(l)I/IKaCHOCTTa IIpU MauCHTH C 6’B6PGIIHO YBPECIKAAHC HE Ca U3CIICABAHU (B)K. TOYKa
5.2).

THayuenmu c uepHodpobHO yepesicoare
be3onacHocTTa M epUKAaCHOCTTA MPH MALMEHTH C YEPHOIPOOHO YBPEKAaHE HE Ca U3CIE/IBAHHU (BXK.
Touka 5.2).

Ileouampuuna nonynayus

Bbe3omnacHocTTa 1 eukacHOCTTa Ha OeBalM3yMal mpH Jena moja 18-roauiiHa Bb3pacT He ca
ycTaHOBeHH. HannmuHuTe oHacTosmeM naHHu ca onrcanu B Touku 4.8, 5.1 u 5.2, Ho mpenopwku 3a
JI03UPOBKATa HE MOTaT J1a ObJaT JaCHU.

Hsama croTBeTHO MPUIIOKCHUC HA 66BaL[I/I3yMa6 B I€AMAaTprU4YHaTa OIyJlalusa B IOKa3aHUATA 3a
JICYCHUC HA paK Ha )_IGGCJIOTO YUCpBO, PCKTyMa, I'bpaaTa, OenuTe I[pO6OB€, PpaK Ha HIZ"IHPII.[PITC,

danonueBuTe TPHOH, IEPUTOHEYMA, IIIMIKATa HA MaTKaTa U ObOpeIuTe.

Hauun Ha OPHUITOKECHUC

Aybintio e 3a uaTpaBeHO3HO NpHUIOKeHHe. HauamHara 703a TpsOBa j1a ce npusiara B MpoIb/DKEHHE Ha
90 munyTH oz popMaTa Ha MHTpaBeHO3HA HHPY3Us. AKO IbpBaTa HHQY3HUs ce moHacs 1oope,
BTOpaTa MH(QY3Hs MOKe 1a ce npuiioxku 3a 60 MmunyTH. AKO 60-MUHYTHaTa HHPY3HUS ce OHACs 100pe,
BCUYKH CJI/IBAIA HHY3UU MOXKE Jia ce Tipuiarar 3a 30 MUHYTH.



He Tpa6Ba na ce mpuara KaTo HHTPaBEeHO3HA WHXKEKIUA WA OOTyC.

He ce npenopbuBa HamansBaHe Ha J03aTa MPU HEKETAHU Peakiui. AKO € TIOKa3aHo, TepanusTa
TpsOBa J1a ce MPEYCTAHOBU OKOHYATETHO MU BPEMEHHO Jia Ce TPEKbCHE, KAKTO € OMHCAHO B
Touka 4.4.

Ilpeodnasnu mepxu, kKoumo mpabea 0a ce e3emam npeou paboma ¢ J1eKapCmeeHus nPoOVKm Uiy
NDUNONCEHUETNO MY

3a yka3aHusl OTHOCHO Pa3pekIaHeTO Ha JIGKapCTBEHUS MPOIYKT MPEAN MPHIIOKEHHUE BIKTE Touka 6.6.
Hudy3uonnure pasrBopu Ha Aybintio He TpsiOBa 1a ce cMecBaT ¢ pa3TBOPH Ha IOK03a. To3u
JIEKapCTBEH MPOAYKT He TPsOBa Jla ce cMecBa ¢ IPYTH JIEKAPCTBEHHU MPOAYKTH, C H3KIIOUCHHE Ha
MIOCOYEHHUTE B TOUKa 6.6.

4.3 IIporuBOomOKAa3aHUS

L] CBp’bXLIYBCTBI/ITCHHOCT KBbM aKTHUBHOTO BE€HIICCTBO WJIHN KbM HAKOC OT IIOMOIIHUTE BCIICCTBA,
n30poeHu B Touka 6.1.
o CBpPBXYIYBCTBUTEIHOCT KbM KJIETHYHHU NMPOAYKTH OT OBAPHUATHH KJIETKH Ha KUTAWCKH XaMCTep

(CHO) nnu npyru peKOMOMHAHTHY YOBEIIKH MM XyMaHU3UPaHU aHTHTENA.
o BpemennocT (Bx. Touka 4.6).

44 ChneuuajaHu npegynpe:kaeHus U NpeanasHu MEPKH NPH ynorpeda

[Ipocaeaumoct
3a fma ce moo0pH MPOCIETUMOCTTa Ha OHOJIOTHYHUTE JICKAPCTBEHH MPOIYKTH, UMETO U IAPTHIHUAT

HOMEDp Ha MPHUJIOKEHUS MPOAYKT TPsiOBa SICHO J]a ce 3alncBar.

Ilepdopaumu Ha cromantHo-upeBHUA (CY) TpakT ¥ bHUCTYIH (BXK. Touka 4.8)

Hsikou manueHTH MoKe Jia ca U3JI0KCHU Ha IMOBUIIICH PUCK OT pa3BUTHE Ha nepdopalius Ha
CTOMAIITHO-YPEBHUS TPAKT U IepQopaiisl Ha MMKOYHUS MEXyp TIpH JieueHre ¢ OeBannuzymao.
HHTpaabpoMuHANIEH BB3MAIUTENIEH MPOIeC MOXe Ja ObJie PUCKOB (hakTop 3a mepdopaiuu Ha
CTOMAIITHO-YPEBHUS TPAKT MPHU MANUEHTH C METACTa3UpaIl paK Ha JeOeIOTO YePBO WIIH PEKTYMa,
nopam/l KOCTO TpSI6Ba J1a C€ BHUMaBa HpI/I JICUCHHUETO HA TE3U ITAallTUCHTH. HpenmeCTBamaTa
mpueTepanus e puckos (axrop 3a CU mepdoparust pu nanueHTH, JIEKyBaH! ¢ OeBaru3ymad 3a
MEPCUCTUPALIL, PEIUTUBUPAIL] HITH METACTA3UPANT PAK HA MATOYHATA [ITMHKA U BCHYKH MAI[UEHTH ChC
CU niepdopariyisi UMaT aHaMHe3a 3a PEe/IIIeCTRalla JIbueTepanus. JIeueHHeTo TpsiOBa OKOHYATEIIHO J1a
ce MPeyCTaHOBHU MPH MAIMEHTH, KOUTO Pa3BHUAT Nepopalus Ha CTOMAIIHO-YPEBHUS TPAKT.

CY-Barnnannu ductynu B npoyusane GOG-0240

[Tarmenture, neKyBanu ¢ 6eBany3ymMad 3a MepcucTUpalll, peryuInBUPAL] WX METacTa3upaj pak Ha
MaTO4YHaTa MIMHKA ca C IOBHUIICH PUCK OT MOsBa HA (PUCTYNIM MEKAY BIATraIMIIETO U KOSATO U J1a €
yacT oT cromaiHo-4peBHUA (CH) TpakT (cToMaIHO-upeBHU-BaruHaiHu ¢puctynu). [lpenmecrpamara
JTbYETEpaIisl € OCHOBEH PUCKOB (akTop 3a pazButrero Ha CU-BarnHaHU QUCTYIIH U BCUYKH
nanueHT cbe CU-BarnHamHu GUCTYIN UMAT aHAMHE3a 3a MPEJIIIecTBalla TbYeTeparusl.
PenmnuBupanero Ha paka B 06JacTTa Ha MPEIIECTBAIIATA JIbUETEPAIus € JOIIbIHUTEIICH BaXKeH
puckoB ¢akTop 3a pazButrero Ha CU-BarnHamHu GucTyny.

Ducryiu u3BpH CY Tpakr (Bxk. Touka 4.8)

Koraro ce nekyBat ¢ 6eBanu3yma0, malueHTuTe MOXe Ja ca U3JI0KEHU Ha TIOBUIIIEH PUCK OT
pa3BuTHE Ha (PUCTYIIH.

Jleuenunero ¢ Aybintio npu nmanuentu ¢ Tpaxeoesogareanna (TE) ¢pucryna wmm Beskaksa apyra
¢ucryna ot crenen 4 [Harmonanen onkonorudeH nHCTUTYT HA CAILL — O6IIH TepPMUHOIOTHYHH
kputepru 3a Hexxenanu croutns (US National Cancer Institute-Common Terminology Criteria for
Adverse Events, NCI-CTCAE v.3)] Tpsi0Ba okoHYATEIHO Ja ce npeycraHoBu. MHpopMmarusiTa
OTHOCHO MPOIBJLKUTEIHO NIPUIOKEHUE Ha OeBann3ymad MpH MalUeHTH ¢ IPYyTu QUCTYIIH €




orpanudeHa. B ciyuait Ha BbTpeniHa (QUCTyIa H3BbH CTOMAIITHO-YPEBHHUS TPAKT, TPAOBA 1a ce
obMmuCITH IpeycTaHoBsBane Ha Aybintio.

YcnoxHeHUs IpH 3apacTBaHe Ha PaHU (BXK. TOYKA 4.8)

beBanmzymab Mosxe ma moBnusie HeOIarompusATHO TIpoIieca Ha 3apacTBaHe Ha panuTe. JloxiragBanu ca
CEPHO3HU YCIOKHEHHS MTPH 3apacTBaHe Ha PaHU, BKIIFOUYUTEITHO YCIOKHEHHUS Ha MSACTOTO Ha
aHaCTOMO3a, C JIeTaJIeH Kpaii. He TpsiOBa na ce 3amouBa jeueHue moHe 28 JHU CIIe] ToJIIMa Oleparius
WJIH JI0 TIBITHO 3apacTBaHe Ha OllepaThBHATA paHa. [Ipu manuenTrTe, MONMydniIH YCIOKHEHUS TIPH
3a3ApaBsBaHEe Ha paHUTE MO BpeMe Ha JICUeHHeE, JICICHHETO TPsiOBa Ja ce mpeKpaTh J0 MBIIHO
3apacTBaHe Ha paHuTe. JleueHneTo TpsAOBA a ce MPEKbCHE MPU TLIAHOBA OTIEPAIHsl.

Psnxo ce cpo0mIaBa 3a HEKpOTH3HUPALT (DaCIUHT, BKIFOUYUTEIHO (aTaTHH CIIydau, IPH MAlUeHTH,
JeKkyBaHU ¢ OeBann3ymal. ToBa chCTOSIHIE OOMKHOBEHO € CIICICTBUE OT YCIOKHEHUS MIPH
3apacTBAaHETO HAa PaHUTE, CTOMAIHO-UYpeBHa nepdopamus nwin odpazysane Ha ¢pucryna. [Ipu
MAIMEHTHTE, KOUTO Pa3sBUAT HEKpOTH3Mpar (aciuunTt, Tepanusra ¢ Aybintio tpsosa na ce
IPEYCTaHOBY U He3a0aBHO J1a Ce 3aM0YHE ITOIXO/SIIO JICUCHHUE.

Xuneprouus (Bxk. Touka 4.8)

[Ipu manmenTy, IeKyBaHH ¢ OeBalu3ymad, € HaOIoJaBaHa MOBHIIEHA YECTOTa Ha XUTIEPTOHUSL.
Kauanunure JaHHHU 3a 0€e30MmacHOCT IMOKa3BaT, Y€ MMa BEPOATHOCT YECTOTATA HA XUIICPTOHUATA Ja
Obae no3a-3aBucuMa. [Ipean 3amouBane Ha nedenue ¢ Aybintio TpsiOBa ajekBaTHO J1a ce KOHTPOJIUpa
mpesecTraiia xunepronus. Hsama nadopmarus 3a epexra Ha 6eBann3ymad Mpu MaIUeHTH ¢
HEKOHTPOJIMpaHa XUIEPTOHHS 10 BPEMETO Ha 3all0YBaHE HA JICYCHHUETO.

ITo npuHIHMII ce TpenopbYBa MOHUTOPHUPAHE HA apTEPHUATHOTO HAJSITAaHE [0 BpeMe Ha JICUCHHE.

B moBeueTo ciiydan XUIEPTOHUSTA Ce KOHTPOJIUpA aIeKBaTHO, KATO € MpUiIara CTaHAapTHO
AHTUXUINICPTCH3UBHO JICUCHHUE, ITOAXOAAIIO0 38 KOHKPETHOTO ChCTOAHUEC HA 3aCCTHATHA MMAlUCHT.

He ce npenoppuBa ynorpedaTa Ha JUYPETHIH 3a JICUCHUE HA XUIIEPTOHHUS P NAL[HEHTH, KOUTO
HOJTy4aBaT XMMHOTEpaNeBTHYHA cXxeMa Ha 0a3arta Ha mucruiatud. Aybintio TpsOBa okoHYaTenHO 1a ce
IPEYCTAHOBH, aKO KJIMHUYHO 3HAYNMATa XHUIIEPTOHHUS HE MOKE JIa C€ KOHTPOJIUPA aICKBATHO C
AQHTHXUIEPTOHUYHO JICUCHHUE, WM aKO MAI[MEHTHT Pa3BHe XUIEPTOHNYHA KPU3a MM XUIIEPTOHUYHA
eHredaronarus.

Cunapom Ha nocrepuopHa o6paruma enuedanonarus (CIIOE) (Bx. Touka 4.8)

Nma penxu cro0mIeHus 3a AIUEeHTH, JIEKYBaHU ¢ OeBaln3yMal, pa3BUBaIly IPU3HAIN U CUMITTOMH,
kouto choTBeTcTBaT Ha CIIOE - psiko HEBPOJIOTHYHO HApYIIEHHE, KOETO, OCBEH C APYT0, MOXKE J1a Ce
MaHudecTHpa ChC CIEAHNUTE MIPU3HAIM U CHMIITOMH: I'bPUOBE, TI1aBOOO0IINE, TPOMEHEHO TICUXHYECKO
CBhCTOSTHUE, 3pUTEITHU HapYIISHHsI WM KOPOBa CJIENOTa, ChC WK 0€3 CBbp3aHa XUIIEPTOHUS.
Huarnoszara Ha CITIOE e HeoOxoa1Mo 1a Ob/ie MOTBBPACHA Ype3 00pa3Ho M3CciIeIBaHe Ha MO3bKa, 3a
MIpeioYnTane aapeHo-MarauteH pesonanc (AMP). [Ipu nmanuentn, passusamu CIIOE, ce
MperophYBa JICUeHNE Ha CIIETIUPUIHUTE CUMITTOMH, BKIFOYBAIO KOHTPOJIUPAHE HA XUTIEPTOHHUATA
3ae/iHO ¢ mpekpaTsBane Ha Aybintio. BesomacHocTTa Ha MOIHOBsIBaHE Ha TepanusaTa ¢ OeBaru3ymad
npu naruenTty, noxyuniau CIIOE mpenu ToBa, He € U3BECTHA.

[porennypus (Bx. Touka 4.8)

[ManueHTH ¢ aHaMHe3a 3a XUIEPTOHHUSI MOXKE J1a Ca M3JI0KEHH Ha TIOBHIIIEH PHCK OT Pa3BUTHE Ha
NPOTEHHYPHs TIPH JieueHne ¢ OeBarn3ymad. ChIeCTBYBAT TaHHHU, KOUTO TTOKA3BaT, Y€ BCHYKH
crenenu nporeunypust (Harmonanen onkonorudeH nHCTUTYT Ha CAILl — OOy TepMHUHOIOTMYHA
kpurtepru 3a Hexxenanu crouTns [NCI-CTCAE v.3]) morar na 6b1at cBbp3aHu ¢ go3ara. [IpernopbuBa
Ce MOHHTOPHpPAHE Ha MPOTEHMHYPHUATA C aHATM3 HA YPHHATA YPEe3 TECT-ICHTUYKH MPEIH HAYAIOTO H 110
BpeMe Ha jiedeHreTo. HaOmogaBana e npotenHypus creneH 4 (HedhporudeH curapom) mpu 1o 1,4 %
OT MaIMEHTHUTE, JICKYBaHU ¢ OeBaim3ymad. JleueHnero TpsiOBa OKOHYATETHO Ja CE TIPEYCTAaHOBH NPU
nanueHTH, kouto pa3usat Hepporuuen cunapom (NCI-CTCAE v.3).




Aprepuanes TpoM60eMO0aU3bM (BXK. TouKa 4.8)

[Ipu KAMHUYHN U3NUTBaHUA YECTOTAaTa Ha apTepUAIHUTE TPOMOOEMOOINYHH PEaKLIUH, BKIIIOUUTEIIHO
MO3b4YHO-ChI0BH HHIMACHTH (MCH), npexoauu ncxemuynn npuctbnu (ITUI1) u undapkr Ha
muokapzaa (UM), e 6uia mo-Brcoka npH MalueHTH, ony4daBaiy OeBanu3ymMad B KOMOMHAIHS C
XUMHUOTEPAIIUs], B CPABHEHUE C TE3H, KOUTO €a IOIyYHIIM CaMO XUMHUOTEPAIIHSL.

[Tpu manmenTy, TeKyBaHu ¢ OeBanu3ymMad IUII0C XUMHOTEpanus, ¢ aHaMHe3a 3a apTepualieH
TpoMOOEeMOOITN3bM, AMaOET WIM Ha BB3PAcT HAJ 65 TOAWMHHM UMa ITOBUIIICH PUCK OT pa3BUTHE Ha
apTepHuaIHu TPOMOOESMOOIMYHY PeaKITuH 110 BpeMe Ha JiedeHueTo. Tpsi0Ba ma ce BHUMaBa Ipu
JICYCHUE Ha Te3H manueHTu ¢ Aybintio.

JledenueTo TpsaOBa OKOHYATETHO /1a C€ MPEYCTAaHOBU IIPH MAIFEHTH, KOUTO Pa3BUAT apTEepHUATHH
TpOMOOEMOOIMYHH PEaKLIUH.

Benozen TpomboemMO0m3bM (BK. TOUKA 4.8)
[Tpu neyenne ¢ GeBanu3ymad MarMEHTUTE MOXKE J1a ca U3JI0KEHN Ha PHCK OT Pa3BUTHE Ha BEHO3HU
TPOoMOOEMOOIMYHN PEAKIIUH, BKIFOUUTETHO U 0e10Apo0eH eMOOIH3bM.

[ManmenTHTE, JEKYBaHH 3a TIEPCUCTUPAII, PEIUMBUPAIL I METACTa3UpaN pak HAa MATOYHATA [IIMHKA
¢ OeBany3ymMa0d B KOMOMHAITUS C MAKJIUTAKCEI U [IUCIUIATHH, MOXKE Jla ¢a C MOBUIIICH PUCK OT MOsBa Ha
BEHO3HHU TPOMOOESMOOIUYHN CHOUTHS.

Aybintio TpsibBa 1a ce mpeycTaHOBH IPH MALMSHTH C JKUBOTO3acTpalaBamiy (crerneH 4)
TPOMOOEMOOIMYHY peakiuu, BKIrounTenHo oenoapoden emoonusbsM (NCI-CTCAE v.3). [Tauuentu ¢
TpOMOEMOOIMYHH peakuu< cTerneH 3 TpsioBa BuuMateHo fa ce Habmoaasatr (NCI-CTCAE v.3).

KpnBouznus
[NarenTy, JiekyBaHu ¢ OeBal3yMal, ca U3JI0KCHH Ha IMOBHUIIICH PUCK OT KPhBOU3JIUBU, 0COOCHO

TaKMBa, CBbP3aHu ¢ Tymopa. Aybintio TpsdBa 1a ce cripe OKOHYATEHO MPU MAUEHTH, KOUTO MOJIydaT
KbpBeHe crerneH 3 wiu 4 mo Bpeme Ha jeuenue ¢ 6eBanuzymad (NCI-CTCAE v.3) (Bx. Touka 4.8).

[TaumenTu ¢ HenekyBanu MetacTtasu B LIHC pyTHHHO ca M3KIIIOYBAHU OT KIIMHUYHHATE M3MUTBAHHUS C
OeBann3ymald, Bb3 OCHOBA Ha 00pa3Ha TUarHOCTHKA WK NpU3Hauu 1 cumnroMu. [lopaan ToBa pucKbT
oT kpbBou3nuB B LIHC npu TakmBa manMeHTH HE € OLEHSBaH MPOCTIEKTUBHO B PaHAOMHU3UPAHU
KJIMHAYHU M3NUTBaHMA (BK. Touka 4.8). [lanuenTture TpsiOBa na ce HaOnMronaBar 3a NpU3HALU U
cumnromu Ha kbpBere B LIHC, karo neuennero ¢ Aybintio tpsOBa 1a ce npeycTaHOBH B Clly4au Ha
BBTPEUYEPEITHO KbPBEHE.

Hsma nngopmanus oTHOoCHO npoduia Ha 6e30nacHOCT Ha OeBar3yMad Ipu MalUeHTH ¢ BPoAeHa
XeMOparnyHa juaresa, Ipuao0uTa KoaryaonaTus WU MIPH NalueHTH, MOJTyYaBalii IIbJIHA 1032
AHTHKOAryJIaHTH 32 JICUeHHE Ha TPOMOOEMOOIM3bM IPEIN HAYAIOTO Ha JieueHue ¢ OeBanu3ymad, Thi
KaTO TaKMBa MAIlMEHTH ca W3KJII0UYBAaHU OT KIMHWYHKTE n3nuTBanus. [lopaau ToBa TpsiOBa na ce
BHUMaBa IPEeAX 3all0YBAHE Ha JICUCHUE NIPH TaKHBA NauMeHTH. [alienTH, KOUTO ca pa3BUIIM BEHO3HA
TpoM0O03a 110 BpeMe Ha JeueHne obaye U3riex/a HAMaT MOBUIIIeHa YeCTOTa Ha KbPBEHE OT CTereH 3

HJIK TTO-BUCOKA, KOraTo CC JICKYBAT €AHOBPEMCHHO C IThJIHA 103a Bap(l)apI/IH u 66Ba]_[I/ISYMa6
(NCI-CTCAE v.3).

benoapobeH KpbBOM3INB/XEMOIITH3A

[TanuenTH ¢ HenPeOHOKIIETHYEH PaK Ha Oenus Ipo0, JeKyBaHU ¢ OeBanu3ymMad, MOXKe J1a ca U3JI0KEHU
Ha PHUCK OT CEPUO3EH, a B HAKOU CIy4au JieTalleH 0eJoApo0eH KphBOM3IMB/XxeMonTu3a. [laruenTu,
mpeKapair HacKopo OenoapoOeH KpbBoU3IuB/XeMonTtu3a (> 2,5 ml sicHa kpbB) He TpsAOBa 1a ObAAT
JIeKyBaHH ¢ OeBau3ymao.

AHEBPU3MU U apTePUATHH JUCEKAITUH

W3znon3sanero Ha uHXxuOUTOpH Ha bTS Ha VEGF npu nanmenTn cbe uimm 6e3 XUIepToHHUs MOXKe Ja
MOJNIOMOrHE 00pa3yBaHETO Ha aHEeBPH3MH M/WJIM apTepHalHu qucekanuu. [Ipenn 3amouBaneTo Ha
aedyenue ¢ Aybintio, TpsiOBa BHUMATEITHO J1a Ce MPEICHH TO3U PUCK TP MAIMEHTH C PUCKOBU




(bakTopH KaTo XUTIEPTOHUS WK aHAMHE3a 32 aHEBPH3MA.

3acroiina chpaedna HenoctaTbuHocT (3CH) (Bk. Touka 4.8)

ITo BpeMe Ha KITMHUYHUTE U3MUTBAHUS CE€ ChOOIIaBa 3a peakiuu, orroapsiu Ha 3CH. Haxonkute
BapupaT OT aCHMIITOMHO HaMaJICHHE Ha JJeBOKaMepHara (ppakiusa Ha u3TiiackBane 10 usseeHa 3CH,
HaJaraia JIedeHue Wi XxocnuTtanusanus. Heo0xoauMo e BHUMaHKe, KOraTo MariueHTH ¢ KIIMHUYHO
3HaYMMO ChPACYHO-CHJIOBO 3a00JIsIBaHE, HAITP. TIPE/IICCTBAIIA HCXEMUYHA 00JIECT Ha CHPIIETO WU

3acTOiHa ChpJIeYHa HEIOCTATHYHOCT, Ce JIEKYBAT ¢ OeBamn3ymad.

[ToBeuero manuenTu, kouto ca noayuywim 3CH, ca umManu Meractazupal pak Ha MJICYHATA JKJIe3a U ca
Cce JISKyBaJIM TIPEU TOBA C aHTPALMKIINHHY, C TIPEANISCTBAIA JIbYETSPAIUs Ha JITBaTa CTCHA Ha
TPBIHMS KOII WM ca UMaIi APYTH puckoBH (axtopu 3a 3CH.

[Tpu manmentute B AVF3694g, xouto ca nmony4yaBaiy WK HE ca MOIy4YaBajil aHTPALMKINHA Ipean
TOBA, HE ¢ HAa0II01aBaHa yBeIMYeHa yecToTa Ha Bcuuku crenenn 3CH B rpymnara ¢ aHTpanukivie +
OeBaru3yMad B CpaBHEHHE C JISYCHHETO caMo ¢ aHTparuiirHau. Peakmunre Ha 3CH crenen 3 v mmo-
BUCOKa ca OMJIM IO M3BECTHA CTETCH MO-YeCTH NPH MAMEHTHTE, [ToNy4YaBain OeBauu3ymad B
KOMOWHAINS C XUMUOTEPAI¥s, B CPABHEHUE C TIAIIMCHTUTE, JICKYBAHU CaAMO ¢ XUMHOTepanus. ToBa
CHOTBETCTBA HA PE3yATATUTE NIPU MAIUCHTUTE B APYTH MPOYYBAHUS HA METACTa3Hpall paK Ha I'bpJara,
KOMTO He ca moyry4yaBanu equoBpeMeHHo jedenue ¢ antpaukinan (NCI-CTCAE v.3) (Bxk. Touka

4.8).

Hevyrponenus u uandeximu (Bxk. Touka 4.8)

[ToBuIIeHa YecTOTa Ha TEKKa HEYTpOIleHHs, PeOpHIHa HEYTPOIICHHUS WK HHOEKIHUS ChC WiH 0e3
TeXKa HEYTPOTeHHS (BKIIOUUTETHO C JIETAJIEH M3X0/T) ca HAO0JaBaH! MIPH MAIMEHTH, JICKYBaHH C
HSKOU MHEJIOTOKCUYHU CXEMH Ha XHMHOTEpamnus 1ioc 6eBann3ymad, B CpaBHEHHE ChC
CaMOCTOSITETTHO MPUJIOKEHNE Ha XUMHUOTepanus. ToBa € HaOIloaBaHO MPEAUMHO B KOMOMHAIHS C
Tepanus Ha 0a3ara Ha IJiaTvHa win Takcanu npu jgeueHue Ha HJIKPBJI, MPMX u B komOuHaIus ¢
MAKIIUTAKCEI ¥ TOTIOTEKAaH MPH MEePCUCTHPAIL, PEIIUANBUPAIIl WIIH METacTa3upall paKk Ha MaTOYHATA
HIniKa.

Peaknyn Ha CBpBbX4YBCTBUTEIHOCT (BKJIIOYUTEIHO aHA(QUIAKTHYEH IIOK )/peakiy KbM HHQY3HUSITa
(BXK. Touka 4.8)

[NarueHTHTE MOXE J1a Ca U3JI0KEHHU HA PUCK OT Pa3BUTHE HA PEAKIMU KbM MH(Y3UATa/peakiuy Ha
CBPBHXYYBCTBUTEIHOCT (BKJIFOUMTEIHO aHaUIaKTHIEH NIO0K). [IpernopbyBa ce BHUMATEITHO
HaOII0/IEHNE Ha TIAIMEHTA 110 BpeMe U Clie]l MPUIIOKEHUETO Ha OeBan3yMal, KaKTo ce 09aKBa Ipu
BCsiKa MH(Y3US Ha TEPANEBTUYHO XyMaHU3UPAHO MOHOKJIOHAIHO aHTUTsUIO. [Ipy Bb3HUKBaHE Ha
peakius uHQy3uaTa TPAOBA J1a CE MPEYCTAHOBH U JIa CE 3aII0YHE TOIXO/SII0 MEAMKAMEHTO3HO
nedenue. He ce Hanara cucreMHa nmpemMeInKanysl.

Ocreonekpo3a Ha yenoctra (ONJ) (Bxk. Touka 4.8)

Cpo01aBaT ce ciyuan Ha ocTeoHekpo3a Ha yenoctta (ONJ) npu nanueHTH ¢ pak, JISKyBaHH C
OeBanu3ymad, MoBEYETO OT KOUTO ca MOJIy9YaBalii MPEIIIeCTBAII0 WK SAHOBPEMEHHO HHTPABEHO3HO
neuenne ¢ oudocdonaru, mpu koero ONJ e naenTuduUpan puck. Heodxoaumo e moBUIIeHo
BHHMaHue, Koraro OeBanu3ymad u 6udochoHaTH HHTPABEHO3HO CE MPUIIAraT €IHOBPEMEHHO HITH
HIOCJIE/TIOBATEITHO.

MHBa3uBHHUTE CTOMATOJIOTHYHH MPOLEYPH ChIIO ca uaecHTHGuIupan puckos dakrop. [Tpeau
HAYaNoTo Ha JieueHue ¢ Aybintio Tps0Ba 1a ce 0OMHCIM CTOMATONIOTHYCH MPETJICA U TTOAX OISO
poUIaKTHYHO 3b00JIeUeHre. AKO € Bb3MOXKHO, IPH MAIIMEHTH, KOUTO MPEIU Ca JICKYBaHU HIIH Ce
nekyBar ¢ oudochoHaTn HHTPABEHO3HO, TPSAOBA 12 Ce M30ATBAT MHBA3MBHU CTOMATOJIOTHIHH
NPOLETYPH.

HHTpaBuTpeanHo npuioKeHue
Aybintio He e pa3paboTeH 3a HHTPABUTPEATHO TPHUIOKEHHE.




Hapymiennd Ha ounrte

Vma cpo0meHns 3a MHAUBUAYATHU CIyYal Ha CepHO3HH OYHU HEKEJIAHHW PEaKkIny IIPpU HeoJ00peHO
MHTPaBUTPEATHO MPHIIOKeHUe Ha OeBanu3yMal oT (yiakoHHU, 0100pEHH 3a HHTPABEHO3HO
NPUIOKESHUE TP MAIMEHTH ¢ pak. Te3n peakuuu BKIIOYBAT HHPEKINO3EH eHA0(TaTIMHT, BbTPEOYHO
BB3IMAJICHHE, KaTO CTEPHIICH CHA0(PTAIMUT, YBEHT U BUTPEUT, OTJICTIBAHE HA PETHHATA, Pa3KbCBaHE HA
NUTMEHTHUS €IHTEN HAa PETUHATA, YBEIMUCHO BhTPEOYHO HAIATAHE, BBTPEOYEH KPHBOHM3IIHB, KaTo
KPHBOU3JIMB B CTHKJIOBHIHOTO TSUIO WIIM PETUHATA, KPHBOM3IIMB B KOHIOHKTHBATa. Hsikou oT Te3n
PEaKINHK ca JIOBEJH JI0 Pa3INdHa CTEeTIeH Ha 3ary0a Ha 3peHHeTo, BKIIOYHUTEIHO TpaifHa cienoTa.

CucteMHu eeKTH ciae/l THTPaBUTPEaTHO NPUIIOKEHHE

JlokaszaHo e HaMalleHHe Ha KOHIeHTpauaTa Ha nupkyaupamus VEGF cien nntpaBuTpeanto antu
VEGF neucnue. Mima ch00IICHHS 38 CHCTEMHHU HE)KEIAHU PEAKIMU, BKIOYUTEITHO HEOYHHU
KPBHBOM3IIMBY U apTEPUATHU TPOMOOSMOOIIMYHH PEAKIIMHU CJIC]] MHTPABUTPEAITHO NMPUIIOKECHUE HA
VEGF nnxuburopu.

OBapuasiHa HeAOCTaTbYHOCT/PEPTUIANTET

BeBanuzymab Moxe 1a yBpeau GpepTriauTeTa npu sxeHu (Bx. Touku 4.6 u 4.8). [lopanu ToBa
CTpaTernuTe 3a 3ama3BaHe Ha (hepTIInuTeTa TPAOBa 1a ObIaT OOCHICHH C )KEHUTE C AeTePOeH
MOTEHIMAI TIPEIU 3all0YBaHe Ha JiedeHne ¢ OeBann3zymad.

CoabpxaHye Ha HaTpUn
To3u JekapCcTBEH MPOAYKT ChAbPxkKa Mo-Mayiko ot 1 mmol Harpuit (23 mQ) Ha daakoH, T.e. MOXe J1a
ce Kaxe, 4e MPaKTUUECKH HE ChABPKA HATPHIA.

45 B3aumoaeiicTBHE ¢ IPYTHU JeKAPCTBEHH MPOAYKTH U APYru (popMH HA B3auMojeiicTBHe

EdexT Ha aHTHMHEOIIACTUYHHTE NIPOAYKTH BbPXY (hapMakOKHMHETHKATa HA OeBanm3yMao

B®b3 ocHOBa Ha pe3ysiTaTUTe OT MOMYyJAIlMOHHN (apMaKOKHUHETHYHN aHAIH3H, HE € HaOI0AaBaHO
KJIMHIYHO 3HAYNMO B3aWMOJICHCTBHE Ha €THOBPEMEHHO NPHIOKEHA XUMHOTEPAIUS BEPXY
(apmakokuHeTHKaTa Ha OeBanu3ymad. He ca HabmroaBaHu HUTO CTATHCTUYECKU 3HAYMMU, HUTO
KIMHAYHO 3HAYMMH Pa3JIMKH B KIMPBHCA HA OeBann3ymald Mpy NalMeHTH, JIEKyBaHH C MOHOTEPAITHUS C
OeBaru3yMa0, B CpaBHEHHE C MMAlMEHTH, TOydaBaiIn OeBanu3yMad B KOMOMHAIINS C HHTEP(PEPOH
anda-2a, epnotunnd win xumuorepanus (IFL, 5-FU/LV, kap6ormnaTus/makiurakces, KaneuuTaduH,
JIOKCOPYOHIIMH WIJIH ITUCIUIATHH/TEeMITUTa0WH ).

Edekr Ha GeBanm3ymab BbpXy papMakOKMHETHUKATA HA IPYTH AHTUHEOIUIACTUYHH IPOIYKTH

He e HaGmoaBan KIMHAYHO 3HAYMM eeKT Ha OeBann3yMad BbpXyY papMaKOKHHETHKATA Ha
€IHOBPEMEHHO Tpuiaran uHrepdepon anda-2a, epmoturnsd (1 Herosus aktuseH meTaboaut OSI-420)
WA XUMHOTEPAIus ¢ UpUHOTEeKaH (1 HeroBus akTrBeH MeTabomut SN38), kanenuraduH,
OKCaJIMIUIATHH (ONpe/Ie/ieH upe3 U3MepBaHe Ha CBOOOIHATA U o0maTa (ppakiiys Ha IIaTUHATA), U
muciiatiH. He MoraT Jja ce HanpaBsT 3aKJII0YCHUS] OTHOCHO BIUSTHUETO Ha OeBalu3yMad BBPXY
(apMakOKMHETHKATa Ha TeMIUTAONH.

KomOuHaius Ha OeBaru3ymMad ¥ CYHUTUHUO Majat

B n1Be KTMHUYHY M3NHUTBAaHUS NPU MeTacTa3upall ObOPEYHOKIIEThYSH KapIIUHOM Ce ChoOIIaBa 3a
MUKpOaHTHONaTHYHa XeMonuTrnyHa aneMust (MAXA) nipu 7 ot 19 manueHTH, J1eKyBaHH C
koMmOuHanus ot 6eBanmzymab (10 mg/kg npe3 nBe cenmunm) u cyHUTHHUO Manat (50 mg THEBHO).

MAXA e XxeMONUTHYHO HapylIeHHe, KOETO MOKE JIa ¢ MPOsBU C (hparMEeHTHUpaHE Ha YEPBEHUTE
KPBBHU KJIETKH, aHeMHus1 ¥ TpoMbornuTornieHus. OCBEH TOBa, TIPU HAKOU OT TE3U MAIMEHTH ce
HaOJIr0/1aBa XUTIEPTOHHS (BKJIIOUMTEITHO XUIIEPTOHUYHU KPU3H), TOBHUIIICH KPEATHHUH H
HEBPOJIOTHYHHN CUMIITOMU. BCHYKM Te3n HaX0AKH ca 00paTUMHU Cliel] IPeyCTaHOBSABAaHE HA JICUEHHETO
¢ OeBanu3ymal 1 CyHUTHHUO ManaT (Bxk. Xunepmonus, Ilpomeunypus, CIIOE B Touka 4.4).

KoMOunanms ¢ Tepanus Ha 0a3ara Ha IUIATHHA WK TakcaHu (Bx. Toukn 4.4 u 4.8)
IToBunieHa yecToTa Ha TeXKa HEYTpONeHH, (eOpHITHA HEYTPOTICHHS WM UH(EKINS ChC WK 0e3
TeKKa HEYTPOIeHHs (BKIFOUUTETHO HAKOH JIETATHU CIIy9dan) € HaOJIro1aBaHa IpearnMHO TIPH
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IMaIfMCHTH, JICKYBaHI/I C TepaHI/I}I Ha 6a3aTa Ha IUIaTHHA UJIW TaKCaHH, I10 BpeMe Ha JICUCHHUC Ha
HJIKPBJ] 1 MPMX.

JIpuerepanus
besomacHocTTa M emKkacHOCTTa Ha CHITHTCTBAINO MPUIIOKEHUE HA JThUeTepants 1 OeBanu3yMad He ca

YCTaHOBEHH.

EGFR mMonokn0HATHN aHTHTEIa B KOMOMHAINS C XMMHOTEPANICBTHYHHI PEXKUMHU ¢ OeBarn3ymad

He ca npoBexnanu npoy4Banus 3a B3auMojielictBusita. EGFR MoHOKIIOHATHM aHTUTENA He TpsIOBa Ja
ce npuarar 3a seuenue Ha MKPK B komOuHanus ¢ xummuoTepanus, chabprKaiia oeBannzyma.
Pesynrarute ot pangomusupanute dasa |1l nsnursanus, PACCE u CAIRO-2, npu nauueHTu ¢
MKPK npeamnonarar, 4e ynorpebata Ha anTH-EGFR MOHOKIIOHATHUTE aHTHTENA MTAHUTYMyMal U
ETYKCUMa0, ChOTBETHO, B KOMOMHAITUS ¢ OeBaIi3yMal IUII0C XUMHUOTEPAIHs, CE CBhP3Ba C
noHmkeHa npexussiemMoct 6e3 nporpecus (I1BI1) u/mumu obma npexussemoct (OI1), 1 moBuieHa
TOKCHYHOCT, B CpPaBHEHHE CaMo ¢ OeBaIi3ymMad IIoc XUMUOTEPAIIUsL.

4.6 @epTHINTET, OPEMEHHOCT H KbpMeHe

Kenu ¢ nerepoaeH noTeHnman
JKenuTte ¢ geTepoeH MOTEHIMAN TPsiOBa Ja U3MONI3BaT e()eKTUBHA KOHTpAIICIIUS 110 BpeMe Ha (U J10
6 Mecelia) ciel JICUCHUETO.

BbpemeHnHoct
Hsma maHHU OT KJIMHUYHY M3MUTBAHUS OTHOCHO yroTpe0aTta Ha OeBaru3yMal npu OpeMeHHH JKEHHU.

ExcrniepuMeHTaIHUTE POYYBaHUS P KUBOTHH MOKA3BaT PENPOLYKTHBHA TOKCHYHOCT,
BKIIFOUUTENTHO Mandopmanuu (Bx. Touka 5.3). M3BecTHO e, 4e IgG nmpeMrnHaBaT mpe3 IutaleHTara u ce
ouakBa OeBanu3yma0 J1a IOTHCHE aHTHOTeHe3aTa Ha (eTyca, KaTo Taka ce Ipearosara, 4e Moxe 1a
NPUYMHYU TEXKKH Man(opManyuy Ha HOBOPOJEHOTO, aKO ce MpHiiara 1o speme Ha OpemenHocT. [Ipu
MOCTMAapKETHHIOBaTa yrnorpeda ca HaOM0AaBaHu cioy4au Ha (eTaaIHU aHOMAJIMH [P JKEHH, JIEKyBaHH
¢ OeBan3ymMal caMOCTOSITEHO WM B KOMOMHAIIHS C M3BECTHH EMOPHOTOKCUIHU
XUMHUOTEPAINIeBTHYHH CpeicTBa (BXK. Touka 4.8). beBannzymald e mpoTHBOIMOKa3aH Mo BpeMe Ha
OpeMeHHOCT (BX. TouKa 4.3).

Kbpmene
He e uzBectHO nanu OeBanmsymad ce eKcKpeTupa B KbpMata. Tbii kaTo Maitunnute IgG ce

EKCKpeTUpAT B KbpMaTa 1 OeBaru3ymMad MOXe J1a yBpPEIU pacTexa U pa3BUTHETO Ha JAeTeTO (BXK. TOYKA
5.3), >keHuTe TPsAOBA Jla MPEYCTAHOBSIT KbPMEHETO 110 BpEME Ha JICUCHHUE U Jia HEe KbPMST IIOHE IIIeCT
Mecelia ciie]l IOCJIeTHOTO MPHUIIoKEeHUe Ha OeBarmu3ymao.

Deprunurer
[IpoyuBaHusiTa 32 TOKCUYHOCT [P MHOTOKPATHO MPHJIaraHe IIPH KUBOTHU 00aue ca MmoKa3aiu, e

OeBaru3yMad MOXe Jja IMa HexxkeslaH eheKT Bhpxy (epTuiurera Ha KeHCKuTe (BX. Touka 5.3). B
e1HO KIMHUYHO m3nuTBane (asa 1l ¢ atoBaHTHO JIeueHNe Ha MAIMEHTH € paK Ha Je0eI0To YepBo,
MPOYYBaHETO HA MOATPYyIa KEeHHU B IIPEIMEHOIay3a MMOKa3Ba M0-BUCOKA YECTOTa HA HOBH CITyYaH Ha
OBapHajiHa HeIOCTAaTHhYHOCT B rpynara ¢ OeBau3yMad, B cpaBHEHHE ¢ KOHTposiHata rpyna. Cien
NpeycTaHOBsIBaHE Ha JIeueHHETo ¢ OeBann3ymad, oBapraaHaTa QyHKIHS C€ Bb3CTAaHOBSIBA MPH
MOBEYETO MAIMEHTKH. J[BIrocpodHuTe ePeKTH OT JieueHHeTo ¢ OeBaru3ymMad BbpXy hepTuinreTa He
ca M3BECTHH.

4.7 EdexTn BbpXy cioco0HOCTTA 32 o¢upaHe U padoTa ¢ MAIIUHA

BeBanm3ymab He MOBJIMSBA WM OBJIHSIBA PeHEOPEXKUMO crtocoOHOCTTa 3a modupane u pabdora ¢
mamuHU. ChoO1iaBa ce obaue 3a CHHIMBOCT M CUHKOII IPH yroTpeda Ha OeBanm3ymad (Bx. Tadmuma 1
B Touka 4.8). AKO MalyeHTHTe Moay4aT CUMITOMH, KOMTO 3acsraT 3peHHETO, KOHIIEHTPAIHSTA UM,
WY COCOOHOCTTA MM 3a pearupase, Te TpsOBa Ja ce MOChBETBAT Ja He modupar Win padoTsT ¢
MAIlMHH J0 OT3By4YaBaHe Ha CUMIITOMUTE.
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4.8 Hexenanu JeKapCTBEeHH peaKun

PesromMe Ha mpoduia Ha 6€30MaCHOCT

OO6musAT mpod it Ha 6e30macHOCT Ha OeBanu3ymMab ce ocHoBaBa Ha AaHHU oT Haja 5 700 manueHTH ¢
pa3IYHU 30KaYeCTBeHU 3200 IsIBaHIsI, JIEKYBaH! PEIUMHO ¢ OeBarmu3ymMad B KOMOWHAIHS C
XUMHOTEPAIIKA 110 BpEM€e Ha KIIMHUYHUTE U3UTBAHMS.

Haii-cepro3nuTe HexellaHU peakiuu ca:

o [Tepdopaumu Ha cTOMATHO-YPEBHUS TPAKT (BXK. Touka 4.4).

o KpbBou3uB, BKIIIOYUTENHO 0eN0Ap0o0CH KPHBOU3INB/XEMONTH3a, KOUTO c€ Ha0I0AaBar 1o-
YeCTO MPH MAITUEHTH ¢ HeIPeOHOKIETHYCH pak Ha Oenus Apod (BK. Touka 4.4).

o AptepuaneH TpoMO0eMO0IH3bM (BXK. Touka 4.4).

Haii-yecto Ha6J'IIOI[aBaHI/ITe HCXKCJIaHU pE€aKIMX OT KIIMHUYHU U3NHUTBAHWA IPU MTallUCHTH,
nojry4yaBain 6CBaHI/I3yMa6, Cca XUIICPTOHUA, YMOpPaA WM aCTCHUA, JUAPUA U KOpECMHa 0oJIKa.

AHanu3uTte Ha KIMHUYHHUTE TaHHH 32 6€30MacHOCT MOKa3BaT, Y€ MMa BEPOSTHOCT MOsIBaTa Ha
XHIIEPTOHUS M POTEHHYPHUS TIPH JieueHue ¢ OeBanu3ymad J1a € 103a-3aBHcruMa.

TabauyeH CIUCHK HA HEXKEITAHUTE peaKnuu

Hexenanute peakuuu, U30pOeHH B Ta3H TOUYKA, CHAJIAT KbM CICTHUTE KaTeTOPUU Ha YeCTOTaTa!
MHoOro yectr (>1/10); wectn (>1/100 mo <1/10); Hewectu (>1/1 000 mo <1/100); penxu (>1/10 000 mo
<1/1 000); muoro peaku (<1/10 000); ¢ Hen3BecTHA YeCTOTA (OT HATMIHUTE JAHHU HE MOXKE 1a Obie
HaIrpaBeHa OICHKA).

B Tab6nunu 1 u 2 mo cucremo-opranes kiac mo MedDRA ca npe/icTaBeHN HEXEIAHUTE PEaKIHH,
CBBbp3aHU ¢ ynorpedara Ha OeBalu3yMad B KOMOMHALIMS C Pa3IMYHM CXEMHU Ha XUMHOTEPAIus pu
MHOECTBO MOKa3aHusI.

Tabnuna 1 npencTaBs BCHUKN HEXeaHH PEAKIIUH [0 YeCTOTa, 38 KOUTO € YCTaHOBEHO, Y€ UMaT
NPUYMHHO-CIIEICTBEHA BPB3Ka C OeBann3ymal upes:

o CpaBHUTEJHA YeCTOTa MEX/y TPYIIHTE Ha JICUCHUE B KITMHUYHUTE U3MUTBAHUS (C Hal-MaJKO
10 % pa3nuka B CpaBHEHHE C KOHTPOJIHATA TPyIia 3a peakiuuute oT crerneH 1-5 cnopen NCI-
CTCAE, unu Hail-manko 2 % pasyiuka B CpaBHEHHE C KOHTPOJIHATA IPyIa 3a pEakUUTe OT
crerien 3-5 cropex NCI-CTCAE),

NOCTMapKETHHTOBU TPOYYBaHHA 32 0€30MaCHOCT,

CIIOHTaHHHU CHOOLICHHUS,

eMUIEMUOJIOTMYHY POYYBaHUs\HEHHTEPBEHIIMOHAIHN HJIA 00CEPBAIIMOHHHU MTPOYYBAHHS,
WY Ype3 OlleHKa Ha MHIIUBHUIyaTHUTE ChOOICHHSI.

Tabmnuiia 2 npejicTaBs 4eCTOTaTa Ha TSKKUTE HEKEJIaHH PeakIuu. TEeXKUTE PeaKIUy Ce ONPEICIIsiT
KaTO HEXEJIaHU PeaKInu ¢ Hal-Maiko 2 % pasjiika B CpaBHEHHUE C KOHTPOJIHATA IPyTa B KIMHUYHNATE
M3MUTBaHUA 3a peakuuute oT creneH 3-5 cnopen NCI-CTCAE. Tabnuia 2 BKIFOYBa CHINO
HEXXEJIaHUTE PEeaKIiu, KOUTO ce curtat oT [IPY 3a KIMHUYHO 3HAUYMMU HITU TEKKH.

HOCTMapKeTI/IHFOBI/ITC HCXKCJIaHU PCaKIMU Ca BKIIIOUCHU B Ta6JII/II_II/I lu 2, KBACTO € NPUIIOKUMO.
Ho;[p06Ha I/IH(bOpMaLII/ISI 3a TC3U MOCTMAPKETUHIOBU pCaKIMU € 1a/ICHA B Ta6J'II/II_Ia 3.

HexenanuTe peakmum ca MpeICcTaBeHN B ChOTBETHATA KATETOPHS TI0 YECTOTA B TAOJIUIIUTE TTO-T0ITY
criope/i Hali-BHCOKaTa YeCTOTa, Ha0JI01aBaHa P BCSIKO IMOKa3aHUE.

B5B BCsika KaTEropus 0 YeCTOTa, HEXKEIAaHUTE PEAKITUHN ce M30pOsBAT B HU3X OIS PEJT ITO
OTHOIIIEHUE Ha TSIXHATa CEPHO3HOCT.

Hsxou ot HeXxenaHUTe peakluy ca Peakiui, KOUTO ce HaOIIto[aBaT YeCcTo 10 BpeMe Ha
XUMHOTEpAIns; Ho OeBamr3ymMad o0aue Moxe J1a 000CTPHU TE3U PEaKIlii, KOraro ¢ KOMOMHHpA ¢
XUMHOTeparneBTuIy. [IpumepuTe BKIIIOYBAT CHHPOM Ha NAIIMApPHO-TUIAHTApHA €PUTPOIU3ECTE3US C

12



MIETUIINPaH JINTTO30MEH JOKCOPYOUITNH HITH KanenuTabuH, neprudepHa CeH30pHa HEBPOTIATHS C

TMaKJIUTAaKCEJI WJIN OKCAJIUIUIATUH, HAPYUICHWA Ha HOKTUTE WJIN aJIONICUSA C MMAKIIUTAaKCEI U ITapOHUXUA

C epAOTUHUO.

Tadauna 1: HeskelaHu peakiiuy 1Mo 4eCTOTa

Cucremo- MHoro 4ecTu Yectn Heuectn Peaxn MHoro peaku C Hen3BecTHA
opraHeH KJjac 4ecToTa
Nudexunn u Cerncuc, Hexkpotusupar
nHpecTarmu Abcuec®, tacuunt?

Henynurt,
Wndexuus,
Wndexiys Ha
IIMKOYHUTE
II'bTHINA
Hapymenus na DebpunHa Anemus,
KpBBTa U HEYTpPOIEHHUS, Jumdonernst
nuMpHaTa JleBkoneHus,
cucTeMa Heyrponenus®,
TpomObouuTOnIeHUS.
Hapymenus na CBpBXUYBCTB AHadunaktnye
HMyHHaTa HTEJHOCT,
cucTeMa peaKLuu KbM H 1IoK
nHdy3uiTa
a,6,r
Hapymenus Ha AHopexcus, Jexunpara-
MeTabon3Ma 1 Xwumnomarsesue- s
XPaHEHETO MU,
XunoHaTpueMus
Hapymenus Ha Tlepudepna Mo3zbuHo- CuHAPOM Ha XunepTeH3uBHA
HepBHATa CEeH30pHa CBIOB IIOCTEPHOPHA eHuedanonarus’®
cucTeMa HesponaTus®, HHIUJEHT, obparnma
JuzapTpus, CuHkor, eHnedaona-
I'naBobomnue, COMHOJIEHT- THs 07
Hucreysus HOCT
Hapymenus Ha O4HO HapyLIeHUE,
o4uTe YBenuueHo
CBI300TACIISTHE
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Cucremo- MHoro yecTn Yectn Heuectn Penku MHoro penku C Heu3BecTHa
opraHeH Kjiac 4ecToTa
Copaednu 3acroitHa
HapyIIeHUs ChpAeYHa
HEJ0CTaTh-
HOCT®,
CynpaBen-
TPHKYJIapHa
TaxyUKapaust
CppoBu Xunepronus®, Tpombo- Brbpeuna
HapyLIeHUs Tpombo- eMO0IH3BM TpOMOOTHYHA
eMO0IU3BM (apTepua- MUKPOAHTHO-
(BeHo3eH)™" 1en)%", naTus®®
KpsBoms- AHEBpH3MH U
nuB%, apTepuanHu
Jb1160Ka JIMCEKALMKA
BEHO3HA
Tpombo3a
PecnimpatopHu, Jucnnes, Benonpoben Benoppobna
TPBAHA U Punur, KPBBOH3IUB/ XUMEPTEH3US,
MeIUacTUHAIHU Enucrakcuc, Xemonrnza®" Tlepdopanus Ha
YCIOXKHEHUS Kamuna Benonpoben HOCHAaTa
eMOOIIH3bM, nperpazxa®
Xuroxcws,
Juchonus®
CromamHo- Pexranen CromarmHo- CromarHo-
YPEBHH KPbBOU3IINUB, YpeBHA 4peBHa 513Ba’
HapyUICHUs Cromarur, nepgopa-
3arek, s,
JHuapusi, UpeBHa
Tagene, nepdoparms,
IoBpsInane, HNneyc,
Kopemna 6oika UpesHa
00CTpyKIHS,
Pexro-
BarMHaJIHU
ductynu™*,
CromarmHo-
YPEBHO
HapyIleHHUE,
[Ipokranrus
Xemarobunuap- Tepdoparms na
HU HapyIICHUs SKITBUHUS
Mexyp*®

Hapymenus na

YcnoxHeHus npu

Cunzipom Ha

KOXaTa U 3apacTBaHe Ha maaMapHo-
MIOIKOXKHATA panute®” MIaHTapHa
THKaH Ekcdonunaru- €PUTPOHU3ECT
BEH JIepMAaTuT, e3us
CyxoTa Ha KoXara,
IIpomsiHa B 11BeTa
Ha KOXaTa
Hapymenus na Aptpanrus, ®ucryna®, Ocreonekpo3a Ha
MYCKYJTHO- Mpuanrus Myckynna gemmocTTa®®
CKeJleTHaTa cmabocr, OCTEOHEKPO3a,
cHCTeMa U bonka B KOATO HE 3acAra
CheIUHUTEHATA repba JIOJIHATA YeTocT™
TBHKaH
Hapymenus na Iporennypus®”
OBOpenuTe U
MIMKOYHUTE
ITBTHINA
Hapymenus na OBapuanna Bborxka B Taza
BB3MPOU3BOIH- HeJIoCTaThy-
TeJHATA CHCTEMA HOCT®®"
U IrbppaTa
Bpozenu, Deranan
(bamunHn 1 anomanuu®®
TeHEeTUYHH
HapyLICHHS
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Cucremo- MHoro yecTn Yectn Heuectn Penku MHoro penku C Heu3BecTHa
opraHeH Kjiac YecToTa
O6mmm AcreHus, Jleraprus

HapyLIeHUs 1 Ymopa,

edexTn Ha IMupexcns,

MSCTOTO Ha Bonxa,
MIPUIIOKEHUE Bb3nanenue Ha

JIMTaBUIUTE

W3scnensanus Hamaneno terino

Koraro cpbutmsiTa ca oTOems13aH €THOBPEMEHHO KaTo HEXKENaH! PeaKIH OT BCHUKH CTEIIEHH | OT CTelleH 3-5 B
KIMHUYHUTE U3IUTBaHMsA, Ce ChOOIaBa Hali-BUCOKATa YECTOTA, HAOJI0JaBaHa IPY ManueHTuTe. JJaHHUTe He ca KOPUTUpaHH
CIIOPEJ pa3iM4HAaTA POJBIDKUTEIIHOCT HA JCUCHUETO.
2 3a mompaHUTENHA HHpOpManust Mot BikTe Tabmuua 3 ,,HexenaHu peakiin, ChoOIIeHHU MTPU MOCTMAapKETHHIOBaTa

ynoTpeba”.

6 TepMUHMTE TIPEICTABISABAT IPYIIA CHOUTHS, KOUTO OIKCBAT [0-CKOPO MEIUIIMHCKOTO MOHSTHUE, & HE OTIAEIHOTO ChCTOSHUE
win npeanoyntad tepMuH mo MedDRA (MeauimHCK pedHHK 3a peryiaTopHure aeitHoctu - Medical Dictionary for
Regulatory Activites). Ta3u rpyna MEANIMHCKA TEPMHUHU MOJXKE J1a HMa €/IHA M ChIla MMOJIeKaNa mato(hu3uonorys (Harmp.
apTepHanHi TpPOMOOEeMOOINYHN PEaKIHX BKIIOYBAT MO3bYHO-CH/IOB HHIHUICHT, HH(GAPKT HA MUOKap/a, IPEX0IeH

WCXEMHUYCH MPHUCTBHII U IPYTH apTEPUATHI TPOMOOEMOOTNYHH PEaKLIUH).

® B3 ocHOBa Ha Mpoy4BaHe Ha nmoarpyma ot 295 mauuentu 8 NSABP C-08
" 3a gombIHUTENHA HHPOPMALIUS BIKTE TI0-I0Iy B Touka "JombIHITEIHA HHPOPMAIIS OTHOCHO H30paHU CEpUO3HU

HE)KEJIaH!U peakun"”

A PexTo-BarMHAIHHTE (HHUCTYIH ca Hall-uecTute GUCTyU B Kareropusata CU-BarnHainHu QUCTYIIH.
e HaGmoaBanu camo npy neuaTpruyHAaTa ITOIYJTaIHs

Ta6aunna 2: TexKKH He:keJaHH PeaKInu M0 YecToTa

CucremMo-opraHex Mmuoro yecTn Yectn HeuecTn Penxn Mmuoro C Heu3BecTHa
KJac peaxu YecToTa
MNudexuun u Cencuc, Hexporusupar
nHpecTamuu Henynurt, ¢acruut®
Abcrec?,
Undexuus,
Wnpexus Ha
ITIKOYHUTE ITHTHINA
Hapymienus na DebpunHa Anemus,
KpBBTa U IMMQHaTa HEYTPOIECHHUS, JInmponenus
cucTema JleBKoreHus,
Heytponenus?,
TpomGoruro-
TIeHUS
Hapymienus na CBpBXUYYBCTBUTEIN- AnadunaktuyeH
MMyHHATa CHCTeMa HOCT, IIOK
peakIuH KbM
undysusta 0
Hapymienus Ha Jexunpatanus,
MeTabonu3Ma U XUMoHaTpHEeMUst
XpaHEHEeTO
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CucremMo-opraHex MHoro yecTn Yectn Heuectn Penku MHoro C HeusBecTHa
KJac peaxu 4ecToTa
Hapymenus na Iepudepna Mo03BbYHO-CHIOB CungpoM Ha
HEpBHATa CUCTEMA CEH30pHa HMHLHUJIEHT, [IOCTEpHOPHA
HEBpOMaTHs® CuHxkor, obpartumMa
CpHIUBOCT, ennedano-
I'naBoGomnue natus®®,
XunepreH3uBHa
eHuedanonatus®
Copaeunu 3acroiiHa chpaeUHa
HapyIIeHUs He0CTaThuHOCT S,
Hanxamepna
TaxHKapaust
Cp10BH Xunepronus®® AprepuaineH brbpeuna
HapyUIeHUs TpoM60eMGOTH3BEMS, TpoMOOTHYHA
KpbBousnus®®, MHUKPOAHTHONIATHS ",
Tpomboembom3sM AHEBpU3MH U
(BeHozen)™® apTepuaHu
JIb100OKa BEHO3HA JIACEKALIUHA
TpomOo03a
Pecniupatophu, Benonpoben Benonpobua
TPBIHU U KPbBOU3IINB/ XUIEPTEeH3Hs",
MeIHACTHHATHA XemonTuza®, Tepdoparnms Ha
HapyUIeHUs Benonpoben HOCHara nperpazaa’
eMOOIU3BM,
Enmucrakcuc,
Jucnues,
XHIIOKCHS
CTOMaIIHO-YpeBHU Muapuys, UpesHa nepdoparus, CTroMaIrHo-4peBHa
HapyUICHHs Tanene, Nneyc, neppoparms®®,
TToBpbluane, UpeBHa 00CTpyKILHMS, CroMmaiHo-4peBHa
Kopemna 6oika PekTo-BarnHamHu s13Ba®,
¢buctyn™, Pexranen
CTOMaIIHO-4PEeBHO KPBbBOHM3JIMB
HapyLIeHHe,
CroMaTur,
TIpokranrus
XenaToOuImapHu Tepdoparnms Ha
HapyLIeHUs JKITbYHHS
mexyp®®

Hapymenus na YcioxHeHus npu

KOXaTa U 3apacTBaHe Ha
TIOJKO)KHATA THKAH paruTe®®,
CuHzpoM Ha
IaJMapHO-TUIaHTapHa
EPUTPOH3ECTE3HUS.

Hapymienus na ducryna®®, OcreoHekpo3a Ha
MYCKYJTHO- Muanrus, gemoctTa®®
CKeJleTHaTa Aptpanrus,
cucTeMa MyckynHa crmabocr,

CheIUHUTEIHATA Bonxa B repba

TBHKaH

Hapymenust na
O0BOpenuTe 1

Iporeunypus®®

TMUKOYHUTEC ITbTUIIA
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CucremMo-opraHex MHoro yecTn Yectn Heuectn Penku MHoro C HeusBecTHa
KJac peaxu 4ecToTa

Hapymienus Ha bonka B Taza OBapuanna
BB3IIPOU3BOU- HEJI0CTaThYHOCT
TEeJIHATa CUCTEMA U
repaaTa

a,0

Bponenu, deranHn
baMuHH 1 aHoManuu™®
TeHETHYHH
HapYIICHUS

OO0mwm Acrenus, Bonxka,
HapylIEeHUs U Ymopa, Jleraprus,
edexTn Ha Bw3nanenue Ha
MSCTOTO Ha JIUTaBULATE
MIPUIOXKEHHE

Tabnuua 2 npeAcTaBs 4ecTOTaTa Ha TEKKUTE HEKEIaHU peakiuy. TeKKUTE peakluy ce ONPEENAT KaTo HeXXENaH! PeaKiuu
¢ Hali-mManko 2 % pasiMKa B CpaBHEHUE C KOHTPOJIHATA IPyIia B KIMHUYHUTE U3MUTBAHUA 3@ PeaKIMUTE OT CTeMeH 3-5
cnopen NCI-CTCAE. Tabauua 2 BKIIOYBA CHUIO U HEKEIAHU PEAKIIHH, KOUTO ce cuuTat oT [IPY 3a KNMHUYHO 3HAUUMH I
TeXKH. Te3n KIMHUYHO 3HAYMMH HEXKENaHH PeaKIii ca ChOOIIeHH B KIMHHYHUTE M3IUTBAHUS, HO PEaKIIMUTE OT CTeNeH 3-5
HE OTTrOBapsT Ha Ipara OT Hai-Manko 2 % pa3ivka B CpaBHEHHUE ¢ KOHTpoJHaTa rpymna. Tabnuma 2 BKIIIOYBa CHIIO U
KJIMHAYHO 3HAYMMH HEXKEJIaHH PeaKliH, KOUTO ca HaOII0JaBaHK caMo IPH ITOCTMapKETHHIoOBaTa yrnorpeda, mopaan KoeTo
yecroraTa U creneHTa cnopes NCI-CTCAE ne ca uzBecthu. Ilopanu ToBa, Te3u KIMHUYHO 3HAYMMU PEAKLIUH Ca BKIIIOYEHU
B Tabimma 2 B KojIoHaTa, o3ariaBeHa ,,C HeM3BeCTHA YecToTa” .

@ TepMUHHUTE NIPEJCTABISABAT IPYINa CHOUTHUS, KOUTO OITMCBAT O-CKOPO MEIHLMHCKOTO ITOHSATHE, @ HE OTACIHOTO ChCTOSHHIE
wi nipeanoyntad tepmuH mo MedDRA (MenuiuHcK pedHuK 3a peryinatopaure aeiinoctu - Medical Dictionary for
Regulatory Activites). Tasu rpyna MeAMIUHCKA TEPMHUHN MO3KE J1a MMa €JIHa M ChIla MojjIeKania naroGusnonorus (Harp.
apTepHaTHA TPOMOOSMOOJIMYHN PEaKIMH BKIIOYBAT MO3bYHO-CHI0B HHIIUJCHT, HH(pAPKT Ha MUOKap/a, MPEeXoeH
HCXEMHYCH MPUCTBII ¥ APYTH apTepHAITHH TPOMOOEMOOINIHY PeaKkLuHy).

6 3a nombaHUTENHA HEPOPMALKS BUKTE IO-10Jy B Touka "Onucanue Ha u36paHyu cepuo3HU HEXKEaHU peakiuu'",

®3a mombiaHUTENHA HHpOpManus Moy BikTe Tabmuna 3 ,,Hexenanu peakuun, CboOIIEHN NIPH ITIOCTMapKEeTHHIOBaTa

ynoTpeba”.

" PexTo-BarnHanHUTE QUCTYIH ca Hail-decTuTe PUCTYNU B Kareropusata CU-BarnHaiHu QUCTYNH.

Onncanne Ha N30paHU CEPHUO3HY HEXKEIAHU PEAKIIAN

Hepdopayuu na cmomawno-upesuus (CH) mpaxm u pucmynu (8x. Touka 4.4)
BeBanusymab ce cBbp3Ba ChC CEPUO3HU CIyYan Ha nepdopalivs Ha CTOMAITHO-YPEBHUS TPAKT.

Cro01raBa ce 3a nepdopaliiy Ha CTOMAITHO-YPEBHUS TPAKT 110 BPeMe Ha KIIMHUYHUTE U3ITUTBAHUS C
yectoTa oA 1 % mpu manueHTn HeCKBaMO3¢eH HeIpeOHOKIIEThUeH pak Ha Oenus apoo, 1o 1,3 % mpu
MAIMEHTH C METacTa3upas pak Ha MiieuHarta xJie3a, 10 2,0 % npu nanueHTH ¢ MeTacTa3upat
OBOpPEYHOKIIETHYCH PaK WU MPH MAIMEHTKH C paK Ha sHIHUIMTE U 10 2,7 % (BKIIOUYUTETHO
CTOMAITHO-UpeBHA (ucTysa 1 abCIiec) IpY NAlMeHTH ¢ MEeTacTa3upas KoJopeKkTalieH kapiuuHoM. OT
KJIMHAYHO M3MUTBAHE TPU MAI[MESHTH C TIePCUCTHPAILl, PSIUAMBHUPAI UK METACTa3upall pak Ha
marouHaTta mmmuiika (npoyusane GOG-0240), CY nepdopaimu (BCHYKH CTENICHH) Ca ChOOIICHHU MPH
3,2 % OT HMalUeHTHUTE, KaTO BCUYKHU Ca MMaJIM aHaMHe3a 3a MPeax0kKallia JIbueTeparis Ha Tasa.

YecToTara Ha Te3U CHOUTHS Baprpa MO BUJ U TEXKECT OT HabJrogaBaHe Ha CBOOOJICH ra3 MpH HAaTHBHA
peHTrenorpadus Ha Kopema, KOeTo € IpeMHHajo 0e3 JedeHue, 10 nepdoparys Ha uepBaTa c
aboMuHaleH abclec U JieTajeH u3Xo. B HAKOM ciy4an e nMaiio ChIIbTCTBAILO HHTPaad OMHHAIHO
Bb3NAJICHHUE OT SI3BE€HA OOJIECT HAa CTOMAaxa, TYMOPHA HEKPO3a, TUBEPTUKYJIUT MU KOJIUT, CBbP3aH C
XUMHOTEpAIusTa.

Jletranen usxo/ € OMi1 ChOOLIEH MPU NPUOIU3UTEIHO €AHA TPETA OT CEPHO3HUTE CIIy4Yan Ha
CTOMAIITHO-UYPEeBHH Nepdoparuu, kKoeto npeacrasisiza Mexay 0,2 %-1 % oT BCUUKHU HalMeHTH,
JIeKyBaHH ¢ 6eBanmu3ymMao.

HpI/I KIMHUYHUTEC U3IIMTBAHUSA C 6CBaI_II/I3YMa6, CTOMAIIHO-YPCBHU (l)I/ICTy.]'II/I (BCI/ILIKI/I CTCHCHI/I) ca

cbOOIIaBaHu ¢ YecToTa 10 2 % Mpu NMAlMeHTH ¢ MEeTacTa3upajl KOJOPEKTAJIeH PaK U pak Ha sSIYHUKa,
HO ca ChOOIIaBaHU MO-PSAKO MPH MALMEHTH C IPYTH BUIIOBE PaK.
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CY-sacunannu gucmyau 6 npoyusane GOG-0240

B usnutBaHe npu NarMeHTy ¢ MePCUCTHPAIL, PEIUANBUAPAIL WIIH METACTA3UPaJl paK HA MaTOYHATa
mviika, yecrorara Ha CU-parunanau ductynu e 8,3 % mpu nanueHTuTe, JISKyBaHu ¢ OeBau3yMao, u
0,9 % npu KOHTpOJIHATA TPYIIA MAIIUESHTH, KATO BCUYKU Ca MMaJTi aHaMHe3a 3a NpeIIecTBalna
npuerepamnus Ha Ta3a. Yecrorata Ha CU-BarnHamHu GucTynu B rpymara, JeKyBaHa ¢

OeBanu3yMal + XHMUOTEpAIHS € MO-BUCOKA NP MAIMEHTH ¢ PEUINB B 00JIaCTTa Ha MPeIIIecTBaIa
mpuetepanus (16,7 %), B cpaBHEHUE ¢ TAIMEHTH 0€3 MpeIiecTBalla JTbueTepanus u/uim 0e3 periuun
B 00acTTa Ha npemectraiia puetepanus (3,6 %). CbOTBETHUTE YECTOTH MPH KOHTPOJIHATA TPYIIA,
MoJTydJaBallia caMo XuMuoTepansi, ca cboTBeTHO 1,1 % crpsimo 0,8 %. [armentuTe, KOUTO pa3BUBAT
CU-BaruHaHU (GUCTYIIN, MOXKE CBIIIO JIa UMAT YPECBHA OOCTPYKIUS U C€ HYKIAAT OT XUPYPTUIHA
WHTEPBCHIUS, KAKTO U OT OTKJIOHSBAIIH OCTOMUMU.

Ducmynu uzevrn CH mpaxm (Bx. Touka 4.4)
Ynorpebara Ha 6eBanu3yMad € CBbp3aHa ChC CEPHO3HM CITydau Ha (PUCTYIH, BKIIOUYUTEIHO PEaKIHy,
3aBBPIININ CHC CMBPT.

OT KIMHUYHO U3NUTBAHE IIpU MauCHTHU C ICPCUCTHUPaAlll, PCHUAUBUPAIL] WA MCTaCTa3rupall paK Ha
maroynarta mmmiika (GOG-240), ce chob11aBa, ye 1,8 % oT marueHTuTe, IeKyBaHu ¢ OeBaru3ymad u
1,4 % OT KOHTpOJHATA IpyMa NALUEHTU Ca UMAJIH (PUCTYIIH U3BBH CTOMALITHO-YPEBHUS TPAKT —
BarvHaJIHU, Ha MMKOYHUA MEXYP WJIM HaA JKCHCKATA I10JI0OBA CUCTEMA.

Heuecro (= 0,1 % no < 1 %) ce choOiaBa 3a GucTyu, KOUTO 3acaraT 00JacTH B OPraHU3Ma U3BBH
CTOMAITHO-UYPEBHUSI TPAKT (HATP. OPOHXOIIEBPATHH U OMIHApHU UCTYIIN), HAOIOJTaBaHU TTPU
paszniyHM nokaszanus. CprolIaBa ce 3a GUCTYIN U 110 BpeMe Ha MOCTMAapKETHHIOBOTO NPHIIOKEHHE.

Peakuunu ce cboOIIaBar mo pa3anyHoO BpeMe Ha JICYCHUETO, BAPHPALIIO OT eIHa CeMHUIIA 10 Hax |
TOJIHA CIIe/T HAYalloTO Ha MPHUJIOKEHUETO Ha OeBali3yMal, KaTo MOBEUETO PEaKIMi Bh3HUKBAT Tpe3
IBPBUTE 6 Mecera OT TEPaIHsITa.

3apacmeane na panu (BX. Touka 4.4)

Toii kaTo OeBan3ymMald MOXe Ja OBJIHsE HEOIArONPHUsITHO Ha 3apacTBaHETO HA PaHHUTE, MALIUCHTH,
MIPY KOUTO € TPOBEIeHA rojisiMa OIeparys pe3 MocieJHuTe 28 JHU, ca O U3KITFOUEHH OT y4acTHe
B KIIMHUYHUTE n3nuTBanus ¢asa 1.

ITo BpeMe Ha KIMHUYHUTE M3MTUTBAHKS Ha METACTa3upasl pak Ha JAe0€eI0TO YEPBO MM PEKTYMa HE €
Ha0JIr0/1aBaH MOBUILEH PUCK OT TIOCTONEPATHBHO KbPBEHE WIIM YCIOKHEHHUS [TPU 3apacTBaHe Ha
paHara IpH MalMEHTH, KOUTO ca OWIIH TI0UI0KEHH Ha roJisiMa oreparnus 28-60 JHu Ipeayu HayaloTo
Ha TpuiIaraie Ha 6eBanu3yma0. [ToBuIlieHa 4eCToTa Ha TIOCTONIEPATHBHO KbPBEHE WIIH YCIOKHCHUE
IIpH 3apacTBaHe Ha paHaTa, KOUTO ca Ce MPOSIBIIIH 10 60 JTHU Clie]] roJisiMa OTlepariusi, € HabJro/[aBaHa,
aKo MAIMEHTHT € OWII JIEKYBaH ¢ GeBalu3yMab KbM BPEMETO Ha omepaiusaTa. Yectorara e Bapupaia
mexay 10 % (4/40) u 20 % (3/15).

,Z[OKJ'IaJlBaHI/I Ca CCPUO3HU YCIIOKHCHUS ITPHU 3apaCTBaHECTO HAa PaHU, BKIIIOUYHUTCIIHO U YCIOXKHCHHA Ha
AHAaCTOMO3H, HJAKOU OT KOUTO Ca 3aBbPHININ (1)aTaJ'IHO.

[Tpu u3nUTBaHMS TPH JIOKATHO PEIUANBUPAI U METacTa3upai pak Ha MIIeUHAaTa JKje3a ca
HaOJIr01aBaHM yCIOKHEHUSI IIPY 3apacTBaHe Ha paHU OT cTerneH 3-5 npu 10 1,1 % oT nanueHTure,
nojiy4aBaiu 0eBanu3ymad, B cpaBHeHue ¢ 10 0,9 % ot nanuenTture B koHTpoauute rpymnu (NCI-
CTCAE v.3).

[Ipu KIMHUYHKUTE U3MUTBAHUS TTPH KAPIIUHOM Ha SIMYHUIIMTE Ca HAOII0JaBaHHU YCIIOKHEHUS TIPH
3apacTBaHe Ha paHaTa OT crerneH 3-5 npu 10 1,8 % oT manueHTKUTe B rpynara ¢ OeBaru3ymao,
crpsimo 0,1 % B koutponnara rpymna (NCI-CTCAE v.3).

Xunepmonus (BX. Touka 4.4)
B knmMHHYHKTE M3MUTBAHUS, C U3KITIOUeHHE Ha npoyuBane JO25567, obmarta yectoTa Ha XUIEPTOHUSI
(Bcuuku crenenn) goctura 1o 42,1 % B rpynure, ieKyBaHu ¢ 6eBaliu3ymad, B cpaBHeHue ¢ 10 14 %
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pu KOHTposIHUTE rpynu. Obimara yectora Ha xunepTonus crerned 3 u 4 mo NCI-CTC npu
MAIMeHTHTE, JIeKyBaHu ¢ 6eBannzyma0, Bapupa ot 0,4 % no 17,9 %. Xunepronus crenex 4
(xunepToHMYHA KpH3a) ¢ HabmoxaBana mpu 10 1,0 % oT marMeHTuTe, JeKyBaHu ¢ OeBaru3ymMad u
XUMHUOTEpaIus, B cpaBHenue ¢ 70 0,2 % OT MaIfeHTHTe, JeKYBaHH ChC ChIATa XUMHOTEPATTHs
CaMOCTOSITEITHO.

B nmpoyusane JO25567, xunepToHUs OT BCHUKH CTETICHH € HaOmoaaBana npu 77,3 % OT malueHTHre,
nojy4aBanu OeBanu3yMad B KOMOMHALMS C €pIOTHHUO KaTo JISYEHUE OT IbpPBA JIMHUS Ha
HeckBamoseH HIIKPB/] ¢ EGFR akruBupamnu myranmu, B cpaBHeHHe ¢ 14,3 % OT manueHTure,
JIEKYBaHH C €pIOTHHUO CaMOCTOSITEIHO. XUIEePTOHHA cTeneH 3 e Habmoaasana npu 60,0 % ot
MalUeHTHTE, JeKyBaHH ¢ OeBannu3ymad B KOMOMHAIMSA C eploTHHHO, B cpaBHeHueE ¢ 11,7 % mpu
NalMEHTHTE, JEKYBaHH ¢ eploTHHUO camocTosaTenHo. He ca HabnaronaBaHu citydan Ha XUIEPTOHUS
crenieH 4 umu 5.

XurepToHusTa 0ONKHOBEHO € Orjia aJleKBaTHO KOHTPOJIUPaHa C MePOPaTHN aHTUXHUIIEPTCH3UBHA
CpeJICTBA KaTO MHXUOUTOPY Ha aHTHOTEH3WH-KOHBEPTHPAIINS €H3UM, TUYPETHUIH U KAIIHEBU
aHTaroHUCTH. B penxu ciaydau T4 € 1oBema J0 NpeyCTaHOBSIBaAHE Ha JICYCHUETO ¢ OeBaliu3yMad wim
XOCITUTAIIA3AIIS.

Hma MHOTO peikH ChOOIICHNS 32 Cy4an Ha XUMEPTOHUYHA eHIe(aIonaThs, HIKOM OT KOUTO ca Ouin
C JIETAJICH U3XO0J.

PuckbT OT XUMepTOHuMsI, CBbp3aHa ¢ OeBaln3ymMal, He € KOpeaupa ¢ U3XOJHUTE XapaKTePUCTHKHU Ha
MalMEeHTHUTE, C OCHOBHOTO 3a00JIsIBAHE WIIM CHITBTCTBAIIOTO JICUCHHE.

Cunopom Ha nocmepuopra obpamuma enyedaronamus (k. Touka 4.4)

[Tpu nanumenty, TeKyBaHu ¢ OeBanu3ymad, IMa peIki ChbOOLICHNUS 3a pa3BUTHE HA TIPU3HALN U
cumitomu, cboTBercTBaiy Ha CIIOE, psanko HeBpomoruuHo Hapymienue. [Ipossure Moxe na
BKITFOYBAT I'bPUYOBE, TTIAaBOOOIHE, IPOMEHEH IICUXWYEH CTATyC, 3PUTEITHH HAPYIICHUS WA KOPOBa
cJIernoTa, cbe WM 6e3 chirbTeTBama xunepronus. Knuanuanre nposisu va CIIOE decTto ca
HecreupuIHA 1 mopajau ToBa 3a quarHoctuipade Ha CITOE e HeoOxoauMo MOTBBpkKACHHE Ype3
o0Opa3Ha IMarHOCTHKa Ha MO3bKa, 3a IPEIIOYNTAaHE TIOCPEICTBOM SIPEHO-MAarHUTEH PE30HAHC
(SIMP).

[Tpu nmanuenty, passusauy CIIOE ce npenopbuBa paHHO pa3no3HaBaHE HA CUMIITOMUTE ¢ HE3a0aBHO
JieyeHHe Ha ceun(UIHUTE CUMIITOMH, BKIIOYUTETHO KOHTPOJI Ha XUIIEPTOHUATA (aKo 3a00JI1BaHETO
€ CBbP3aHO C TeKKa HEKOHTPOJIHMPAaHA XUIIEPTOHHS), KAKTO U IIPEYCTAaHOBSIBAHE HA TEPAIUsITa C
oepanmzymad. CUMITOMHTE OOMKHOBEHO OT3BYYaBaT MJIH CE MOA00PSBAT JI0 THH CIIE/l CIIpaHe Ha
JICYCHUETO, BBIIPEKU Y€ HIKOU OT MallMEHTUTE Ca MMaJIl HEBPOJIOTMYHU MOCTecTBUA. be3onacHocTTa
NIpY TIOJIHOBSIBaHE Ha Tepanusta ¢ 6eBanu3ymad npu namuenty, nonyuniau CIIOE nipeau ToBa, He €
M3BECTHA.

ITo BpeMe Ha KIMHUYHUTE U3NUTBAaHUA ca choOmeHu § ciyyas Ha CIIOE. B nBa ot ocemre ciyyas
HSIMa PaAMOJIOTUYHO MOTBBPKAEHUE nocpeacTsoM SAMP.

Ipomeunypus (Bx. Touka 4.4)
ITo BpeMe Ha KIIMHUYHUTE U3MMTBAHUSA Ce ChOOIIAaBa 3a MPOTeHHYpHs B rpanuiure Ha 0,7 10 54,7 %
OT MAIMEHTHTE, TTOJTyJaBamy OeBarn3yma.
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[IpoTennypusita € Bapupaa Mo TEKECT OT KIMHUYHO OC3CHMIITOMHA, TIPEXO0/IHA, CIIE/N OT
NPOTEUHYPHS 10 He(HPOTHUCH CHHIPOM, KATO B TOJSIMOTO MHO3HHCTBO OT CITy4auTe € Ouiia
nporeunypus crernieH 1 (NCI-CTCAE v.3). Ilporeunnypus crenel 3 ce cpodmana mpu 10,9 % ot
JekyBaHuTe nanueHTu. [Iporennypus crenen 4 (HeppoTudeH cuHapom) e HabIronaBana mpu o 1,4 %
OT JIGKYBaHUTE MaIeHTH. [IpenopsuBa ce n3cieBane 3a MPOTSHHYPUS, IPEH Ja Ce 3aII0YHe
neueHue ¢ OeBanuzymad. [Ipy moBedeTo KIIMHUYHY H3IUTBAHUS HUBA HA IPOTEHUH B ypPHUHATA OT

> 20/24 yaca ca q0Besd 70 33 IbpKaHe Ha MPUIOKEHUETO Ha OeBaIi3ymMad 10 Bb3CTAHOBSBAHE JI0

< 20/24 yaca.

Kpwveousnue (Bx. Touka 4.4)

ITo BpeMe Ha KIMHUYHUTE U3MUTBAHMS TP BCHUYKHU MMOKA3aHMs 00IIaTa YeCTOTa Ha PEAKIIUHUTE C
kbpBeHe creneH 3-5 cnopen NCI-CTCAE v.3 ca Bapupanu ot 0,4 % 1o 6,9 % npu nanueHnrture,
JeKyBaHH ¢ 6eBann3ymad, B cpaBHeHuE ¢ 70 4,5 % OT manueHTUTe ¢ XUMUOTepanusi B KOHTPOIIHATA

rpymna.

OT KIMHUYHO M3MUTBAHE NPH MALUEHTH C MEPCUCTUPALL, PEUUIMBUPAIL HIIK MeTacTa3upai paKk Ha
marounarta mmmiika (mpoyusane GOG-0240), peakiinu ¢ KbpBeHe CTemeH 3-5 ce choOIaBaT npu He
noBeue ot 8,3 % OT malueHTuTe, JISKyBaHU ¢ OeBalM3yMad B KOMOMHAIIMS C TTAKJIUTAKCEN U
TOTOTEKaH, B CpaBHEHHE C He moBeue 4,6 % OT MalMeHTHTe, JIEKYBaHH C MAKJIUTAKCEN U TOTIOTEKaH.

XeMoparuuyHUTe Peakiiy, KOUTO ca HaOII0AaBaH! 110 BpeMe Ha KIIMHUYHHUTE U3MTUTBAHMS, ca OMITH
MPEIMMHO KPBbBOU3IUBH, CBEP3aHH ¢ TyMOpa (BX. O-A0TY), U MAJIKH KOXKHO-JIUTABUYHU
KPBHBOM3IIMBY (HAIIP. EMUCTAKCHC).

Kpweousznus, cevpzan ¢ mymopa (Bx. Touka 4.4)

Iomnsim uu MacuBeH 0e0Apo0eH KPHBOU3IMB/XEMONTH3a € HaOI0AaBaH MPEIUMHO TIPU
M3IIMTBAHUATA [IPH MAIUEHTH ¢ HelpeOHOKIeThueH pak Ha O6emus npoo (HIAKPB/L). BeamoxxkanTe
PUCKOBH (DAaKTOPH BKIIFOUBAT CKBAMO3HOKJICThYHA XUCTOJIOTHS, JICUCHHE C
aHTUPEBMATUYHU/TTPOTUBOBB3MATUTEIHHN BEILICCTRBA, JICUCHUE C aHTHUKOAT'YJIaHTH, MPEAIISCTRAINA
ITpUeTepanus, Tepamnus ¢ OeBanuzymMad, aHaMHE3a 33 aTePOCKIIePO3a, IEHTPATHA JIOKATH3AIHs Ha
TyMOpa ¥ KaBUTAIUs Ha TYMOPHUTE TPEV WIH [0 BpeMe Ha JiedeHHeTo. EJMHCTBeHNTE MoKa3aTeH,
KOUTO MOKa3BaT CTATUCTHUCCKU 3HAYMMa KOpealus ¢ KbPBEHETO, ca TepanusiTa ¢ OeBaiuzymad u
cKBaMO3HOKIIeThYHaTa xucroiiorus. [lanpentn ¢ HIKPB/] ¢ n3BecTHa CKBaMO3HOKIIEThYHA
XUCTOJIOTHSI WJIM ChC CMECEH KJIEThUEH THII C TIpeo0IIajaBalia CKBaMO3HOKIEThYHA XUCTOJIOTHS ca
M3KJIFOUEHH OT MOCJIC/BAIMTE U3NUTBaHUs BbB (a3a 1, a ca BKIIFOUBaHU MAIIMEHTH C HEU3BECTHA
TYMOPHA XHCTOJIOTHSL.

IMpu narmentu ¢ HJAKPB/I, npu xouto € u3kitoueHa npeoodiiagaBaiia CKBaMO3HOKIEThUHA
XHUCTOJIOTHSI, Ca Ha0JII0IaBaHU PEaKIIUU OT BCUYKH CTEIICHH ¢ YecToTa 10 9,3 % mpu jeueHue ¢
OeBaru3yMa0 IITI0C XUMUOTEPAIHs B CPaBHEHHUE C 110 5 % Mpu manueHTuTe, JIEKyBaHH CaMo C
xumuoTepanus. HabmromaBanu ca peakiiuu ot crerneH 3-5 npu g0 2,3 % oT nanueHTuTe, JIeKyBaHH ¢
OeBalM3ymMab IC XUMHOTEpans, B cpaBHeHue ¢ < 1 % mpu te3u camo ¢ xumuorteparnus (NCI-
CTCAE v.3). T'ossim miti MacuBeH 0e0po0eH KPhBOM3INB/XEMOIITH3a MOYKE J1a Bb3HUKHE BHE3AITHO,
KaTo JI0 JIBE TPETH OT CEPHO3HUTE OeI0ApOOHN KPHBOU3IIMBY Ca 3aBbPIIMIH JIETATHO.

Nma C’bO6H_IeHI/ISI 3a KPBBOU3JIMBU OT CTOMAITHO-YPEBHUA TPAKT, BKIIFOUUTCIIHO KBPBCHE OT PEKTyMa U
MCJICHA, IPU MALUCHTH C KOJIOPCKTAJICH KAPIIUHOM, KATO TC Ca OUCHCHU KaTO KPBbBOU3JIMBU, CBbP3aHU
C HAJIMYMUECTO HA TYMOD.

TyMop-cBBbp3aH KpBBOU3IHUB € OMJI PsIIKO HAOMI0AaBaH U NP IPYTU BHIOBE TYMOPH U JIOKaJTU3alHY,
BKJIIOUMTENTHO U CIIy4au Ha KbpBeHe B IieHTpaiHaTa HepBHa cuctema (LUIHC) mpu mauuentu c
metactazu B LIHC (Bx. Touka 4.4).

Yecrorara Ha kbpBeHe B [IHC npu nanmentu ¢ HenexkyBanu Metactasu B LIHC, nomyyaBamu
OeBaru3ymMal, He € OleHIBaHa MMPOCIEKTUBHO B PAHIOMHU3UPAHU KIMHUYHY n3nuTBaHus. [Ipn enqun
€KCIIJIOPaTOPEH PETPOCIIEKTUBEH aHAIHN3 HAa JaHHM OT 13 3aBBpIICHN paHAOMHU3UPAHU U3MTUTBAHHS
NpY TIALMEHTH C pa3indeH Bua TyMopH, 3 ot 91 manuentu (3,3 %) ¢ meTacTa3u B MO3bKa ca
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oy KbpBeHe B IIHC (BcuukuTe crereH 4) mpu JiedeHue ¢ 6eBanu3yma, B cpaBHeHHE C 1
ciydait (crerieH 5) ot 96 manmenTH (1 %), KOUTO He ca eKcIToOHUpaHu Ha OeBaru3ymad. [Ipu nse
MOCJICAOBATEIIHN U3NUTBaHUS (KOUTO BKIHOUYBAT OK0JI0 800 mManueHTH ), Ipy HaIlMeHTH C JICKyBaHU
METacTa3d B MO3bKa 0 BpeMe Ha MEeXIWHHHS aHaIu3 Ha 0e30macHOCTTa ce choOmiaBa 3a 1 cimyyaid
npu nanueHt ¢ kpseousus B [IHC crenen 2 ot o61o 83 suira, iekyBanu ¢ 6eBarmzymad (1,2 %)
(NCI-CTCAE v.3).

B®B BcHUKN KIIMHWYHU W3MUTBAHUS KOKHO-JIMTaBIYHN KPBBOM3IIUBH ca HaOmoxaBany pu 10 50 %
OT MAIUeHTHTE, JIeKyBaHu ¢ OeBanm3yMad. Te ca Omin Hali-4ecTo eMUCTaKCHC CTeneH | cropen
NCI-CTCAE v.3, KOHTO € MpOABIKII IT0-MAJIKO OT 5 MUHYTH, OT3By4al € 0e3 Jiekapcka Hameca v He
€ M3KMCKBaJl IPOMEHHU B cXeMaTa Ha JieueHue ¢ OeBanmu3ymad. KnuanyanTe qaHHu 3a 6€30MacHOCT
MIOKAa3BaT, 4 YECTOTaTa Ha MAJKUTE KO)KHO-JINTaBIYHN KPHBOU3IIUBH (HATIP. EMHUCTAKCUC) MOXKE 1a
Obae 103a-3aBUCHMA.

Ha6J'IIOI[aBaHI/I Ca 1 NO-pE€AKHU PCaKIIM1 Ha MaJIK KOKHO-JIMTaBUYHU KPBbBOU3JIIMBU C Apyra
JIOKaJIM3alus, KaTo KbPBECHEC OT BEHIUTE WJIM BariHAJIHO KbPBCHE.

Tpomboemboruzom (BXK. Touka 4.4)

Apmepuanen mpomboembonruzvm: HabmonaBana e HOBHIIIEHA YECTOTA HA apTEPHATHH
TpoMOOEMOOIMYHN PEAKIIUH NIPH TALUEHTH, JICKyBaHH ¢ OeBanu3ymal NpH MMOKa3aHusl, BKIIIOYBAIIH
MO3BYHO-CHJIOBH WHIIMJCHTH, MHPAPKT Ha MHOKap/a, IPEXOIHN UCXEMUYHH MTPUCTHITU U APYTH
apTepuaHu TPOMOOEMOOIMYHYN PEaKIINH.

[To BpeMe Ha KITMHUYHUTE U3NUTBAHKS 00IIaTa YECTOTa HAa apTEPUATHIUTE TPOMOOEMOOTMYHH
peaxuuu Bapupa 110 3,8 % npu rpynute, JekyBaHu ¢ OeBanuzymad, B cpaBHeHue ¢ 10 2,1 % B
KOHTPOJIHUTE TPYIIH, ITOJTy4aBai XuMuoTepanus. Mima cpo0mmenus 3a peranex usxox mnpu 0,8 % ot
MAIUCHTHUTE, JICKyBaHH ¢ OeBann3yma0, B cpaBHeHue ¢ 0,5 % OT manueHTUTe, MoTy4aBaiu
CaMOCTOATCIIHO XUMUOTECPpAIIns. MO3'I:‘IHO'CT>I[OBI/I WHIUACHTU (BKJ’IIO‘-IHTGJ'IHO IMpEXOJHU UCXECMUYHHN
IPUCTBIIN) ce ChOOLaBat npu 1o 2,7 % OT HauueHTUTe, JIEKyBaH! ¢ OeBann3ymMad B KOMOMHAINSA C
XUMHOTepanus, B cpaBHeHue ¢ 10 0,5 % or nanueHTuTe, nojyyaBaiu XMMHOTEPAIHs CaMOCTOSTEIIHO.
NudapkT Ha Muokapza ce cbodiana npu j1o 1,4 % ot narueHTuTe, JeKyBanu ¢ OeBanuzymad B
KOMOMHAIMS ¢ XUMHoTepanus, B cpaBHeHue ¢ 10 0,7 % oT manmeHTHTe, NoTy4aBaid XUMAOTEPaIns
CaMOCTOSITEITHO.

B paMkuTe Ha e1HO KJIMHUYHO W3MUTBAHE, OLIEHABAILO OeBann3ymMad B KoMOUHaUus ¢ 5—
¢dyopoypauwmi/donuHoBa kucennaa, AVF2192g, ca BKIItOUeHH MaIUEHTH ¢ METacTa3upan
KOJIOPEKTaJIeH KaplIHHOM, KOUTO He ca OWJIM KaHIUAATH 32 JIeYeHHEe C UpUHOTeKaH. B ToBa u3nursane
ca Ha0Io1aBaHy apTepuaiHu TpomboemOoamuHn peakuuu mpu 11 % (11/100) ot mauuenTuTe, B
cpaBHenue ¢ 5,8 % (6/104) B KOHTpOJIHATA IPyTa C XUMUOTEPAITHSL.

Benosen mpomboembonusvm: YecroraTa Ha BEHO3HH TPOMOOEMOOTUYHY PEAKIIUHU NP KITMHUIHUATE
W3MUTBAHUS € TI0JI00HA TP MAI[HSHTHUTE, MOJTyJaBaly OeBannu3ymad B KOMOWHAIIMS C XUMUAOTEPAITHS,
B CpPAaBHECHHUE C TE3U B KOHTPOJIHATA TPYIIa, JIEKYBaHU CaMO ¢ XMMUOTepans. BeHo3HuUTe
TPOMOOEMOOIMYHHN PEaKIIUU BKIKOYBAT TPOMOO03a Ha IBJIOOKUTE BEHH, OSJI0APOOCH eMOOIU3BM U
TpoMOOPIeOuUT.

ITo BpeMe Ha KIMHUYHWTE U3MHUTBAHUS TIPY TTOKa3aHUATA 00IIaTa YeCTOTa Ha BEHO3HU
TpOMOOEMOOIMYHY peakinu € Bapupaia oT 2,8 % mo 17,3 % npu nannreHTHTe, JeKyBaHH C
OeBanm3zymad, B cpaBHeHue ¢ 3,2 % 10 15,6 % npu KOHTPOJIHUTE paMeHa.

Wma choOienns 3a BeHo3HH Tpomboemboanynau peakiun ot crered 3-5 (NCI-CTCAE v.3) npu 10
7,8 % OT manueHTHTE, JIEKYBaHU C XMMHUOTepanus ritoc OeBannuzyma0d, B cpaBHeHUe ¢ 10 4,9 % oT
MAIMEHTHTE, JCKYBAaHH CaMO ¢ XUMHUOTeparnus (3a BCHUKH MMOKa3aHUs, C U3KITIOUCHHE Ha
MEPCUCTHPAIIL, PEIUIABUPAILL HIIH METACTA3HUPajl PaK Ha MaTOYHATA IITHIKA).

OT KIMHUYHO M3NKTBAHE NPU MALUEHTH C IEPCUCTUPALL, PEUIMBUPAIL HJIM MeTacTa3upai paKk Ha
maroyHarta mmmiika (npoyusane GOG-0240), BeHO3HH TPOMOOSMOOIMYHH PEaKIMU OT CTeeH 3-5 ce
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choOIIaBat npu He moBeue oT 15,6 % ot manueHTuTe, IeKyBaHu ¢ OeBalu3yMad B KOMOHHAITUS C
MaKJIUTaKCel M UCIUIATHH, B CpaBHEeHHUE ¢ He noBeve ot 7,0 % oT manueHTuTe, JIEKyBaHu ¢
MAKITUTAKCEI M IUCTUIATHH.

HaI_II/ICHTI/I, KOHUTO Ca IOJIyYUJIM BECHO3HA TpOM6OCM6OHI/I‘IHa pEaKkmuA, MOXKE 1a Ca U3JI0KCHH Ha I10-
BHUCOK PUCK OT p€IHUANB, aKO I10JIydaBaT 6eBaHI/IBYMa6 B KOM6I/IHaHI/I${ C XUMHUOTEpanunsd B CPaBHCHUEC
ChC CaMOCTOATCIHOTO IMPUIIOKCHUC HAa XUMUOTCPAIIUA.

3acmotina cvpoeuna neoocmamvunocm (3CH)

B knmuHMYHKTE M3NUTBaHUs ¢ OeBann3ymal, € HaOogaBaHa 3acTOWHA ChpJeyHa HEIOCTATHYHOCT
(3CH) mpu BcHuKH NIOKa3aHUS € paK, U3CIeIBaHH JJOCETa, HO € Bb3HUKBAJIa MPESANMHO NP MallUCHTH
¢ MeTacTa3upaj paKk Ha MiieuHarta kJie3a. B uetupu m3nmtBanus ¢asa I11 (AVF2119g, E2100,
BO17708 u AVF3694Q) npu nmanueHTH ¢ MeTacTa3upall pak Ha MieuHaTa xJie3a ce otoenszsa 3CH
creneH 3 (NCI-CTCAE v.3) winu no-rossima npu 110 3,5 % 0T malieHTuTe, JISKyBaHu ¢ OeBalu3ymad B
KOMOWHAIMS ¢ XUuMHoTepamnus B cpaBHeHue ¢ 10 0,9 % B konTponauTe rpynu. [lpu mammenture ot
npoyuBane AVF3694g, mony4yaBanu aHTpaIMKIMHN €IHOBPEMEHHO ¢ OeBann3ymab, yectoraTa Ha
3CH cremneH 3 vy mo-BUCOKa ChOTBETHO B pamMeHaTa ¢ OeBanmu3ymad 1 KOHTPOJIHUTE paMeHa €
nojj00Ha Ha Ta3u B JPYTUTE MPOYUBAHHS IPU METACTa3Hpall pak Ha repaara: 2,9 % B paMoTo ¢
aHTpauuKINH + O6eBarusymad u 0 % B paMoTO ¢ aHTpauKIrH + m1ane6o. OCBeH TOBa B IPOyYBaHE
AVF3694¢g uectorata Ha 3CH 0T BCHUYKH CTEICHU € MOJ00HA B paMEHATa ¢ aHTPAI[UKIIMH +
6eBanu3zymab (6,2 %) u anTparukind + miareodo (6,0 %).

IToBeueto oT manueHTure, kouto pazsuBat 3CH mo Bpeme Ha KIMHUYHUTE M3NUTBaHUs 32 MPMK, ca
MOKa3al Mojo0peHre Ha CAMIITOMUTE W/WJIN Ha JIeBOKaMepHaTa QYHKIHS CIIe/ OAXO0 1A
MEIMKaMEHTO3Ha Teparnusl.

[Tpu moBeueTo KIMHUYHU U3NUTBAaHUS ¢ OeBalu3ymMad
narenTute ¢ npeamectaama 3CH mo NYHA (New York Heart Association) 11— IV ca 6umu
M3KITIOYEHH, TTOpaJn TOBa HAMa MH(popMarwst oTHOCHO prucka oT 3CH mpu Ta3u nmomymanus.

Bb3M0OKHO € mpe/iecTBaiio JeueHne ¢ aHTPAMKIMHEA W/HITY TPE/IIEeCTBao 00IbUBaHEe HA CTEHATa
Ha IPBAHUS KOLI Jia ca pUCKOBH (pakropH 3a passurue Ha 3CH.

B kIMHWYHO M3MTUTBaHE NPH MAIMEHTH ¢ audy3eH B-eqpoxnerbueH muMpomM e HabIoaaBaHa
nosumena yecrora Ha 3CH, koraTo e mosryyaBaH OeBaru3ymMad ¢ KyMyJIaTHBHA 7032 JOKCOPYOUIIMH
no-ronsma ot 300 mg/m?. Tosa kiuHM4HO u3nuTBane (asa III cpaBHsaBa
putykcuMad/muknodochamu/ nokcopyonnns/Bunkpuctun/mpeann3on (R-CHOP) moc
oesaru3ymad ¢ R-CHOP 6e3 6eBanuzymab. Beipeku ye uecrorata Ha 3CH B qBeTe rpymnu e mo-
BHCOKA OT Ha0J01aBaHaTa MPEIH TOBA IIPU TEPaNHs C JOKCOPYOHIIMH, YeCTOTaTa € 0-BUCOKA B
rpynata R-CHOP muttoc 6eBaru3zymab. Tesu pesynraTu npeanoiaraT BHUMATEITHO HAOI0IeHUE U
Nper3Ha OlleHKa Ha ChPJ/ICYHUS CTAaTyC Ha MAlUeHTH ¢ KyMYJIATHBHU JI03U JOKCOPYOHUIIMH HaJ|

300 mg/m?, xorato € KOMOMHUpaH ¢ GeBaU3yMa0.

Peakyuu na cepvxuyscmsumenrocm (6KIOYUMENTHO AHADYUIAKMUYEH WOK)/PeaKyuu KoM UHDY3Usma
(Bx. Touka 4.4 u [locmmapkemuncoe onum 110-J10I1Y)

[Ipu HAKOW KITMHUYHU M3NUTBAHUS aHAQWIAKTUYHH PEAKINH U PEaKIUU OT aHA(DIAKTOUICH THII C&
CHOOIIAaBAT MO-4ECTO MPH MAI[MSHTH, TOJIyJaBaiiy OeBaln3ymMad B KOMOMHAIIUSA C XUMHOTEPAIIus,
OTKOJIKOTO TPH CAMOCTOSTEIHO MPUJIaraHe Ha XuMuoTepanus. Te3u peakiiuu MPU HIKOU KIUHHYHU
M3IMTBAHUS Ha OeBarm3yMab ca yectd (10 5 % mpu manueHTUTe, JIEKyBaHu ¢ OeBaru3yma).

Ungpexyuu

OT KIMHUYHO M3MUTBAHE NPH MALMEHTH C IEPCUCTUPALL, PEUIMBUPAIL HJIM MeTacTa3upai paKk Ha
maroyHata mmiika (npoyusane GOG-0240), nndekuun crenen 3-5 ce choOLIaBaT pyu HE MOBEYE OT
24 % oT nmanueHTuTe, JIEKyBaHU ¢ OeBann3ymMad B KOMOWHAIIWS C MAKIUTAKCEI B TOTIOTEKaH, B
cpaBHEeHHE C He moBeue oT 13 % OT marMeHTHTe, JIEKYBaHH C MTAKITUTAKCeN U TOIIOTEKAaH.

Osapuanna neoocmamvynocm/pepmurumem (BxX. Touku 4.4 u 4.6)
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B NSABP C-08, xnmunuuno n3nutsane ¢asza Il Ha Oepammu3ymMal npu aai0BaHTHO JICUCHUE Ha
MAIMEHTH C paK Ha J1e0eI0TO YepBO, YeCTOTaTa HAa HOBH CIIyYad HA OBAPUAITHA HEJOCTATHYHOCT,
ompejesieHa KaTo aMeHopest ¢ TIPOIBb/DKUTEITHOCT 3 WK ToBede Meceria, HuBo Ha FSH > 30 mIU/ml u
oTpHLIaTeNIeH TecT 3a OpeMeHHOCT npu u3MmepBane Ha B-HCG B cepyma, e oueHsiBana npu 295 xeHu B
npenMeHomnay3a. HoBu ciyuan Ha oBapraiHa HEIOCTaTHYHOCT ce choOmanar npu 2,6 % ot
nanuenTkure B MFOLFOX-6 rpymara, B cpaBHenue ¢ 39 % B rpynata mMFOLFOX-6 + GeBam3ymab.
Cren npeycTaHOBsIBaHE Ha JICUEHUETO ¢ OeBalu3yMad, oBapruanHaTa (yHKIHUS ce € Bb3CTAaHOBUIIA TIPH
86,2 % oT Te3u OIeHsABaHH XKeHHU. JIBIrocpoyHnuTe e(heKTH OT JICUCHHETO C OeBaM3yMad BbPXY
dbepTIIIATETA HE Ca H3BECTHH.

Jlabopamopnu omxnouenus
Tepamnusita ¢ GeBanm3yMad MOXKe Jja ce CBBPXKE ¢ HaMaJleHne Ha Opos Ha HeyTpoduinTe, HamaieH
Opoit Ha OenuTe KPHBHU KIISTKY U HAJTMYWE HA MTPOTEUH B ypUHATA.

B kTMHHYHHTE U3MUTBAHUS TP MAIMESHTHUTE, JICKYBaHH ¢ OeBalu3yMal, ca HACTHITAIH CIICAHUTE
naboparopuu oTknonenus ot crerned 3 u 4 (NCI-CTCAE v.3) ¢ nait-manko 2 % pasiuka B CpaBHEHHE
CbC CbOTBETHUTC KOHTPOJIHU I‘pyHI/I: XUICPIrIIUKEMHA, TIOHUKCH XCMOFJ'IO6I/IH, XHUIIOKaJINEMU,
XUIOHATPUEMHUSI, HAMAJICH OpOl Ha OeNuTe KPhBHH KIICTKHU, MOBUIICHO MEXTyHAPOIHO
HopManusupano cprotHorreHue (INR).

KauaudauTe H3MATBaHUs ca IMoKasaliv, 4€ MpE€XOAHUTE IMOBUILICHHA HA CCPYMHUS KPCATUHHUH
(Bapuparu Mexay 1,5-1,9 mbTH Hall M3XOAHOTO HHUBO), ChC WM 0€3 MPOTCHHYPHUS, Ca CBBP3aHH C
ynorpebaTa Ha OeBann3ymad. HabmoaBaHOTO MOBHINIEHUE HA CEPYMHHUS KPEAaTHHUH HE € CBBP3aHO C
IMO-BUCOKATa 4€CTOTAa HA KIIMHUYHHUTE NPOSABU Ha 61,6peqH0 YBpPEKAAHC IIPpU NAIMUCHTUTEC, JICKYBAHU C
OeBanm3ymMao.

Z[DVFI/I CricnaJIHy MMOIyJIaltin

Hayuenmu 6 cmapuecka ebspacm

[Tpu panmoMH3UpaHU KIMHUYHY U3MTUTBAaHUS, Bb3pacTTa > 65 roJuHu € Ouiia cBbp3aHa ¢ OBUIICH
PHCK OT pa3BUTHE HA apTEPHATHNA TPOMOOEMOOIUYHH PEAKIINH, BKIFOYHTEITHO MO3BYHO-CH/IOBH
uHuuaentd (MCH), npexonun ucxemuynu npuctenu (IIUI1) u undapkr va muokapaa (MM). Hpyru
peakuuu, HabJI0IaBaHH C II0-BUCOKA YECTOTA MPH NAlMEHTH Hall 65, ca OMiIM JeBKONICHHS cTereH 3-4
u tpom6Oormronenus: (NCI-CTCAE v.3); u BcU4KH CTENIeHH HEYTPOIICHUsI, IMapHs, rajicHe,
TJ1aBO0ONHE U YMOpa, B CPaBHEHHE C Bh3pacTHUTE < 65 roauHu, JIeKyBaHU ¢ OeBarm3yMad (BK. TOUKH
4.4 u 4.8 nipu Tpomboemboruszvm). B eHO KIMHUYHO U3MMTBAHE YECTOTATa Ha XHUIIEPTOHHS CTEICH

> 3 e J1Ba ITBTH MO-BUCOKA MPH MAIIMEHTUTE HA BB3PACT > 65 TOJUHU, OTKOIKOTO B TIO-MJIaiaTa
BB3pacToBa Irpyma (<65 rogunu). B eqHo npoyuBaHe mpu MarueHTKH ¢ pe3UCTEHTEH Ha TUIaTHHA
peunauBHpalL paK Ha SIHYHULIUTE Ce ChOOIABa ChILO U 3a aJTONeNNs, Bh3AJICHIE Ha JTUTaBULINTE,
nepudepHa ceH30pHa HEBPOIIATHS, TPOTEHHYPUS U XUTIEPTEH3HS, KOUTO BH3HUKBAT C YECTOTA Hali-
Maiko ¢ 5 % mno-Bucoka B rpynara ¢ CT + BV npu manmenTkure, nekyBaHu ¢ OeBanu3ymao, Ha
BB3pacT = 65 ronHYU, B cpaBHEHHE ¢ OONHUTE, JIeKyBaHU ¢ OeBann3ymad, Ha Bb3pacT < 65 roguHu.
He e HaOmroiaBaHo MOBHINICHNE B YECTOTATA HA JIPYTH PEAKIMH, BKIIFOYUTENHO Miepdopanus Ha
CTOMAIITHO-YPEBHUS TPAKT, YCIOKHEHHS NIPH 3a3/IpaBsiBaHe HAa PaHUTE, 3aCTOMHA ChpeYHa
HEIOCTAaThYHOCT M KPHBOUZIMB NP MALMEHTH B CTapyecka Bb3pacT (> 65 roanHu), moryyaBaiiu
OeBanm3yMald, B CpaBHEHHUE C AIMEHTUTE Ha Bb3pacT < 65 roanHu, JekyBaHu ¢ OeBanuzymao.

Teouampuuna nonyiayus
BbesomacHoctTa 1 ehrkacHOCTTa Ha OeBaru3ymad mpu jaena 1oy 18-roauirHa Bp3pacT He ca
YCTaHOBEHH.

B npoyuBane BO25041 na GeBanu3yma0, KoiTo € 1o0aBeH KbM HocTornepatuBHa ibuerepanus (JIT)
CBITBTCTBAIIIO C A/FOBAHTHO MPHUJIOKEHUE HA TEMO30JIOMH/I IIPH TIEeTUATPUYHH MAIMEHTH C
HOBOJIMarHOCTHILIMPAH CyIpaTeHTOpHalIeH, HH(ppaTeHTOpralieH, epedenapeH WK MNeAyHKyIapeH
BUCOKOCTEICHEH TIMOM, IPOoQHIBT Ha 6€30IaCHOCT € CPaBHUM C TO3H, HaOII01aBaH Npu APYTH
BUJIOBE TYMOPH IIPH Bb3PACTHH, JIEKYBaHU ¢ OeBan3zyma.
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B npoyuBane BO20924 na GeBanu3yMald ¢ HACTOSIIIOTO CTAHAAPTHO JICYCHUE TP METacTaTHUCH
pabIOMHOCapKOM M CapKOM Ha MEKHTE ThKaHH, pa3JInUeH OT pabaoMuocapkoM, IpoGuiIbT Ha
0e30IMacHOCT IpH JIela, JICKYBaHU ¢ OeBanu3yMad, € CpaBHUM C poduia, HaOIJaBaH Mpu
BB3PACTHH, JIEKyBaHU ¢ OeBallu3yMao.

beBanmzymab He e omoOpeH 3a ynorpeba mpu manueHTy Ha Bb3pacT mox 18 rogunan. B myOnnkyBaHu
JAUTEpaTypHU CHOOLIEHUS ca HAaOMI0JaBaHH Cllydau Ha OCTEOHEKpO3a, KOSITO HE 3acsira JoIHaTa
YeINOCT, IPY TAIIMEeHTH Ha Bh3pacT moJ 18 ronuHu, neKyBanu ¢ 6eBannzymad.

IIoCcTMapKETHHI OB OIIUT

Ta6auna 3 HexeslaHu peakiyu, ChOOIEHN MPH MOCTMAPKETHHIOBATA YNIOTPe6a

CucreMo-opraHeH Kjiac
(COK)

Peaxuum (uecrora*)

Nndexnnm n
nH(pecTarn

HexpoTtuszupam pacuuut, 0ONKHOBEHO KaTO BTOPHYHA MPOsBa HA
YCIIO>KHEHUS MPH 3a3/IpaBsSBAHETO HA PaHU, CTOMAIIIHO-UYPEBHA
nepdopanus wim obpa3yBane Ha QucTyna (peaku) (BxK. ChIIO
Touka 4.4)

Hapymenns Ha
MMyHHaTa CUCTEMA

Peakiuu Ha CBPBXUYBCTBUTEIHOCT U PEAKIMU KbM HHPY3UITA
(4ecTH) chC CIEHUTE B3MOXKHU CHITBTCTBALIM TPOSIBHU:
JUCTTHEsI/3aTPyAHEHO JUINaHe, 3auepBsIBaHe/depBeHIHHA/ 00pUB,
XHITOTOHUS WJTH XUIIEPTOHMS, KHCIIOPO/IHA JlecaTypalusi, 00JKa B
I'BPIUTE, TPHIIKK U raJieHe/IoBpbhIIane (BX. ChIo Touka 4.4 1
Peakiuy Ha CBpBXYyBCTBUTEIHOCT/PEaKLIMU KbM HH(Y3HTA 110~
rope)

AnadunaktrdeH mok (peaku) (Bx. cbino Touka 4.4).

Hapyuienus Ha HepBHaTa
cucremMa

XurneproHn4dHa eHiedanonaTis (MHOTO peikd) (BXK. ChIO Touka 4.4
u Xunepmonus B Touka 4.8)

Cunapom Ha octepropHa ooparuma enredanonarus (CTIOE),
(penku) (BXK. ChIo ToYKa 4.4).

CpI0BH HapyIIEHUS

BbrOpeuna TpoMOOTHYHA MUKPOAHTHONIATHSL, KOSITO MOKE KIIMHUYHO
Jla ce MPOSIBU KaTO MPOTEHHYPHs (C HEM3BECTHA YECTOTA) ChC UITH
0e3 ChITPTCTBAIIO MPHIOKEHNE Ha CYHUTHHHO. 32 IOMIbJIHUTEIHA
WHOpPMAITUS 32 TPOTEHHYPUTA, BUKTE Touka 4.4 u [lpomeunypus B
TouKa 4.8.

Pecnimparopuu, rpbaHu
Y MEIMaCTUHAIIHU
HapyLIeHUs

[Mepdoparms Ha Ha3aIHATa perpaja (¢ HeU3BECTHA YECTOTA)
benonpobHa xunepronus (C HEM3BECTHA YECTOTA)
Juchonmus (dectH)

CromamHo-4peBHI
HapyILEHUs

CTOMaH_IHO-‘IpeBHa sA3Ba (C HCHU3BCCTHaA LIeCTOTa)

XemnaToOmImapau
HapyLIeHNs

[Mepdopartius Ha KITBUHKS MEXYP (C HEU3BECTHA YECTOTA)

Hapymenns na
MYCKYJTHO-CKEJIETHaTa
CUCTEMa U
ChEIMHUTENHATA ThKaH

Crobmasat ce ciayuan Ha Octeonekposa Ha yenroctta (ONJ) mpu
MalMeHTH, JIEKyBaHHU ¢ OeBalu3yMad, IOBEUYETO OT KOUTO ca
BB3HUKHAIM [TPH NAIUEHTH C UACHTH(PHUIUPAHN PUCKOBH HakTopu
3a ONJ, mo-crieruanHo eKcro3uiys Ha HHTpaBeHo3Hu oudocdonarn
W/WI aHaMHe3a 3a 3a00Js1BaHe Ha 3b0KTE, Halaramo HHBa3UBHU
CTOMATOJIOTUIHH MPOTEAYPH (BXK. CHIIO Touka 4.4)

HaGurogaBanu ca ciry4an Ha OCTEOHEKpO3a, KOSITO He 3acsira
JIOJTHATA YEIFOCT, P MeJUaTPUIHN TTallUeHTH, JIEKYBaHH C
OeBanm3ymad (Bxk. Touka 4.8, Ilennatpuyuna nomynamws).
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CucreMo-opratHeH Kjiac Peakuuu (uecTtora®)
(COK)

Bponenu, pamunman u | HabmrogaBanu ca cirydan Ha (peTamHu aHOMAJIHMH TIPH KEeHH,
TCHETHYHU HApYIICHUs | JICKYBaHU C OeBalu3ymMald CaMOCTOSATEIHO WU B KOMOUHAIIHS C
W3BECTHU eMOPHOTOKCHYHU XUMHUOTEPANICBTUYHH CPEICTBA (BK.
Touka 4.6)

* aKo e OIpeacCiiCHa YeCcToTara, Td € MoJy4eHa OT JaHHU OT KIIMHUYHUTC U3IMUTBAHUA.

C’I)06HlaBaHC Ha 110031 pPaHu HCXKCJIaHU PCAKIINH

Cro01maBaHeTo Ha IMOIO3MPAHN HEXKENIaHHU PEeaKIuy Clie]] pa3peliaBane 3a ynorpeda Ha JIeKapCTBEHUS
MPOAYKT € BakHO. TOBa MO3BOJISABA a TIPOIBIDKH HAOIIOICHUETO Ha ChOTHOIICHUETO TIONI3a/PUCK 3a
JICKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIIUATHCTH C€ U3UCKBA Jla ChOOIIaBaT BCSKA
MOJI03UPaHa HeXxellaHa Peakiusl Yype3 HAllMOHAIHA CHCTeMa 3a ChOOIaBaHe, TIOCOYCHA B

Ipunoxenne V.

4.9 TIlpemo3upane

[TpunoskeHUEeTO Ha Hali-BUCOKATa /1034, H3MUTBaHa BPXY xopa (20 mg/kg TenecHo Terio,
MHTPABEHO3HO MPe3 2 CEIMUIIM), € OMII0 CBBP3aHO C TEXKKA MUTPEHA PH HIKOJIKO MAIlUSHTH.

5. DAPMAKOJIOTUYHHU CBOUCTBA

51 ®apmakoguHAMUYHH CBOMiCTBA

q)apMaKOTepaHCBTI/I‘-IHa rpymna: aHTUHCOIUIAaCTUYHU U UMYHOMOAYJIMpali CpeaCTBa,
AHTHHEOTUTACTHYHH CPEICTBA, MOHOKIIOHATTHH aHTUTENA U aHTUTSUIO JieKapcTBeHu KoHrorat, ATC

xox: LO1F GO1

Aybintio e 6uonornyHo Mog00eH JTeKkapcTBeH MpoayKT. [loapoOHa napopmaius e npegocTaBeHa Ha
yeOcaiita Ha EBpomneiickara areHuus o jiekapersata http://www.ema.europa.eu.

MexaHu3beM Ha JIEUCTBUE

Bepannszymab ce CBbp3Ba ChC ChA0BUs eHIOTENIeH pacTexeH (aktop (VEGF), ocHOBeH cTuMyaTop
Ha BacKyJioreHe3aTa U aHTMOTeHe3aTa U Mo TO3M HauMH MHXuOupa cBbp3BaneTo Ha VEGF ¢ HeroBute
peuentopu - Flt-1 (VEGFR-1) u KDR (VEGFR-2), Hamupaiiu ce Ha OBbPXHOCTTA HAa CHIOTEITHUTE
kietku. Heyrpanusupanero Ha Ouosornynata aktuBHocT Ha VEGF Boxu no perpecust Ha
BacCKyJapHu3alusITa Ha TYMOpPUTE, HOpMaIU3Upa OCTAaHAJIUTE TYMOPHH KPHBOHOCHH CHJIOBE U
MHXUOMpa 00pa3yBaHETO Ha HOBU CHJOBE B TyMOPA, KaTo M0 TO3M HAYUH WHXUOUPA TYMOPHHUS
pacrex.

dapmakoguHAMUYHU e(DEKTU

IIpunoxxenneTo Ha OeBarU3ymMad WM CPOAHOTO MY MUIIIE AHTHUTSIIO HA KCEHOTPAHCIUIAHTUPAHU
MOJIEJIM Ha paK MPH FOJIM MUIIKHU € JOBEJIO IO eKCTEH3WBHA aHTUTYMOPHA aKTHUBHOCT IIPU PaK MPH
YOBEKa, BKIIFOUUTEIIHO Ha J1Ie0CII0TO YepBO, MIIeYHATa JKJIe3a, [TaHKpeaca u npocTarara. [Iporpecusrta
Ha METacTa3upanoTo 3a0oiisiBaHe € Onia MOTHCHATA U MUKPOBACKYJIAPHUST MEPMEAOMIIUTET € OHIT
HaMaJIeH.
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https://www.ema.europa.eu/documents/template-form/appendix-v-adverse-drug-reaction-reporting-details_en.doc
http://www.ema.europa.eu/

Kinnuyna edukacHOCT U 0€30IaCHOCT

Memacma3zupan kapyuHom Ha oebenomo Yepeo uiu pekmyma (MKP[()

besomacHocTTa M emkacHOCTTa Ha MPETOpBUNTENHATA 1032 (5 mg/kg TenecHo Tero mpes aABe
CEIMUIIN) TIPH METAaCTa3Upall KapIMHOM Ha Je0eTI0TO YepPBO MITH PEKTyMa ca MPOyYBaHU B TPH
paHJIOMU3UPAHU, aKTUBHO KOHTPOJUPAHU KIMHUYHY U3IIUTBAHUS B KOMOUHAIIMS C TbPBa JIMHUS
XUMHOTEpaInsi, OCHOBaHa Ha (piryoponupumMuanan. beBarnzymad e Onin KOMOMHHUpaH ¢ JBE CXEMH Ha
XUMUOTEPAITHUSI:

o AVF2107g: Cxema Ha ceIMUYHO MPHIIOKEHUE HA HPHUHOTEKaH/00ITyC
5-bnyopoyparnmn/donuuoBa kucenuna (IFL) B npoasmkeHue Ha 00110 4 CEAMUIU OT BCEKU
6-cenMuyeH IUKBI (cxeMa Ha Saltz).

o AVF0780g: B xomOuHnarus ¢ 6onyc S-hiayopoypauui/donuHosa kucenuna (5-FU/FA) B
MPOIBIDKEHHE Ha 0010 6 CEIMHIIM OT BCEKU 8-ceaMuUeH MUKEI (cxema Ha Roswell Park).

o AVF2192g: B xombunarmms ¢ 6onyc 5-FU/FA B mpoabsmkeHue Ha 000 6 CEAMUIIN OT BCEKH
8-cenmmueH nukba (cxema Ha Roswell Park) mpu nanwenTy, Konto He ca OMIIM ONITUMAITHUTE
KaHIWJaTH 3a I'bpBa JIMHUA Ha JICUCHHUE C UPUHOTCKAH.

[IpoBenenu ca Tpu TOMBIHUTEIHH IIPOyYBaHuUs ¢ OeBarm3ymad npu nanueHTd ¢ MKPK: mepBa muHms
(NO16966), BTopa miHus 6e3 npeamiecTpaio jedenue ¢ oeauzymad (E3200) u Bropa nunust ¢
NpeIecTBaIlo JeueHre ¢ OeBannuzymad ciell mporpecus Ha 3a00JsIBAHETO TIPH ITbPBa JIMHUS
(ML18147). ITpu Te3u npoy4uBaHus, OeBali3ymMad e npuarat B CICAHUTE CXeMHU B KOMOWHAIIUS C
FOLFOX-4 (5FU/LV/okcamumnarun), XELOX (kanenuTaOnH/OKCATHILIATHH) |
GbryoponupUMUIMH/MPUHOTEKAH U QIIyOpOTTUPUMHUANH/OKCATUILIATHH:

o NO16966: bepannzymab 7,5 mg/kg TenecHo TEryo Ha BCEKU 3 CEAMMUIIM B KOMOWHAIMSI C
KarenuTabruH MepopasHo u okcanuiuiaTil uaTpaBeHo3Ho (XELOX) miu 6eBannsymab 5 mg/kg
Ha BCEKHU 2 CEIMHUIIM B KOMOMHAIMS C IEBKOBOPHUH ILIIOC S-(hi1yopoypanni 00Iyc, oCiIeJBaHO
oT uHpy3us Ha 5-PIyopoypariI U okcamuriati naTpaseHo3Ho (FOLFOX-4).

o E3200: bepaumzyma6 10 mg/kg TenecHO Terio Ha BCEKH 2 CEIMUIIA B KOMOUHAIIHS C
JIEBKOBOPUH U 5-Guryopoypaimi 60iyc, ocieaBaHo oT HH(y3us Ha 5-iryopoypauui u
okcanuimatud uHTpaBeHo3Ho (FOLFOX-4) npu naiueHTH, KOUTO He ca JISKYBaHHU C
OeBanu3yma0.

) ML18147: Bepanmnzymab 5,0 mg/kg TenecHo Terio Ha BCeKH 2 CeMUIIM Wik OeBaru3yMal
7,5 mg/kg TenecHo Termo Ha BCEKW 3 CEAMUIIN B KOMOUHAIHS ¢ (hITyOpOITMPUMUINH/UPHUHOTEKAH
Wi GIIyopONHPUMUIMH/OKCATUILIATHH MTPH NAMEHTH C MPOTPecHs Ha 3a00JIIBAaHETO Cle]]
IbpBa JIMHUS Ha JiedeHue ¢ OeBanu3ymad. Yrnorpebara Ha cxeMa, ChlIbpiKalla UPUHOTEKAH WITH
OKCAJIMIUIATUH € CMEHEHA B 3aBUCHMOCT OT M3II0JI3BAHETO Ha OKCAJMIUIATHH HJIM HPHHOTEKAaH
IpY ITbPBA JINHUA Ha JICUCHHUE.

AVF2107g

ToBa e paHIOMHU3UPAHO, TBOWHO-CIISITIO, aKTHUBHO KOHTPOJIMPAHO KIMHUYHO n3nuTBane ¢asa I1I 3a
orieHka Ha OeBarmzymad B komomHanwms ¢ IFL xato mepBa JuHUS JIeueHHE Ha METacTa3upal
KapIMHOM Ha e6eJI0TO YepBO HIIN PEKTyMa.

OceMCTOTHH U TPUHAAECET MAMEeHTH ca OWII paHIoMu3upanu ga nonydasar IFL + miauebo
(rpymna 1) wiu IFL + 6eBamzymab (5 mg/kg mpe3 2 ceamuiy, rpyma 2). Tpera rpyna ot 110
manueHTH € nmonydasaina 6onyc 5-FU/FA + 6eBanmzymab (rpyma 3). HabupaHeTo Ha MaleHTH B
rpymna 3 e OWIo MpeycTaHOBEHO, KAKTO € OMII0 MPEeBUACHO, Clie/ KaTo € Oula ycTaHOBEHa
Oe3omacHOCTTa HA cxemarta Ha jedeHue ¢ OeBanmuzymad u IFL u 51 e Ouia npeueHeHa KaTo
npueMinBa. JledueHneTo BbB BCHUKU TPYIH € MPOIBIDKUIIO 10 porpecus Ha 3a0onsBanero. ObmaTa
cpenHa Bb3pacT e omna 59,4 roaunu; 56,6 % ot nanuentute ca umanu craryc mo ECOG 0,43 % ca
umanu ctorHoct 1, a 0,4 % ca umanu croiHocT 2. 15,5 % ca noay4uiau npeaBapuTeIIHO JIbUeTepanus,
a 28,4 % ca neKyBaHU PN TOBA C XUMHUOTEPAITHS.

26



[IspBUYHUAT MTOKa3aTe] 3a e(h)UKACHOCT Ha KIIMHUYHOTO u3nuTBaHe ¢ OIl. JJobaBsHeTo Ha
oepar3ymabd kpM IFL e noBesio f0 cratuctudecku 3Haunmo nopuiinerue Ha OI1, ITBIu o6ria crenex
Ha nosnusBane (Bx. Tabnuua 4). Knuanyna nomnsa, nsmepena upes Oll, e Ouna HaOmronaBaHa BbB
BCUYKHU NPEABAPUTENHO crieUUUIMPAHU TOATPYNHU MallMEHTH, BKIIFOYUTEIIHO TE3H, ONPEeNICHH MO
BB3pAcCT, MO, CTATYC, JIOKATM3ANXs Ha TbPBUYHUS TyMOp, Opoii Ha 3acerHaTHTE OPTaHU U
MPOIABIDKUTETHOCT Ha METACTATHIHOTO 3a00IsIBaHE.

PesynraruTe 3a epuKacHOCT OT MPUIIOKEHUETO Ha OeBarum3ymad B komOuHarws ¢ [FL xummuoTepamnus
ca nmokazanu Ha Tabnuma 4.

Tabauna 4 Pe3yaTaTu 3a epukacHoct B kanHndHO n3nuteane AVF2107g
AVF2107g
I'pyna 1 I'pyna 2
IFL + mare6o IFL + 6eBanm3ymao®
Bpoii nanuenTu 411 402
006112 MpeXKUBIEMOCT
Mennana Ha BpeMeTo (MecCeITn) 15,6 20,3
95 % ClI 14,29 - 16,99 18,46 - 24,18
Koepunument Ha puck® 0,660

(p-croitroct = 0,00004)

[IpexxuBseMocT 0e3 mporpecust
MeauaHa Ha BpeMeTO (MeceIu) 6,2 | 10,6
Koeduuunent Ha puck 0,54

(p-croitroct < 0,0001)

OO11a cTened Ha MOBIMsIBAHE
Crenet (%) 34,8 | 44,8
(p-crotinoct = 0,0036)

25 mg/kg mpe3 2 ceaMuIm
®ITo oTHOLIEHHE HAa KOHTPOJIHATA IPyHa

I[Mpu 110-te marmenty, pangomMusupanu B rpymna 3 (5-FU/FA + 6esanusymab) npean
NpeyCcTaHOBSBaHE HAa yY4aCTHETO Ha Ta3M rpymna, meauanara Ha Olle 6una 18,3 mecena n MmequanaTa Ha
[1bITna 3a6o0nsBaneTo € Omia 8,8 Mecela.

AVF2192¢g

ToBa e paHIOMHU3UPAHO, TBOWHO-CIISTIO, AKTUBHO KOHTPOJIMPAHO KIMHUYHO M3nuTBane ¢a3za Il 3a
OIIEHKa Ha e(pUKACHOCTTA M Oe30IacHOCTTa Ha OeBarm3yMad B komOuHanms ¢ 5-FU/FA kato nedenue
OT IIbPBA JIMHUS Ha METACTa3Upall KOJOPEKTAIEH KapIIMHOM TP MallMeHTH, KOUTO HE ca OHIIH
ONITUMAJTHH KaH/JWJATH 32 JICUCHHUE OT ITbPBa JIMHUSI ¢ UpHHOTEeKaH. CTO M MeT NalueHTH ca O
pangomusupanu B rpymnara ¢ 5-FU/FA + mnane6o u 104 nanuentu B rpynata ¢ 5-FU/FA +
6esarzymad (5 mg/kg npes 2 ceamuin). JleueHHETO BB BCHUKHU TPYIH € MPOABIDKABAIIO 10
nporpecus Ha 3abonsaBaHeTo. JlobaBsHeTo Ha OeBarm3ymab 5 mg/kg npes ae cenmunm kuM 5-FU/FA
€ JIOBEJIO /10 T0-BUCOKA CTEINEH Ha 00EKTUBHO MOBIMABAHE, 3HaUNMO No-npoabipkuTenHa [1bITaa
3a00JISIBAHETO U TEHJIECHINS KbM MO-TPOIBIDKUTENIHA MIPEKUBSIEMOCT B CPABHEHHE C XUMHOTEPAIIHUS C
5-FU/FA, npuioxxeHa caMOCTOSITEITHO.

AVF0780g

ToBa e paHIOMHU3HUPaHO, AKTHBHO KOHTPOJIUPAHO, OTBOPEHO KIMHWYHO M3nuTBane (aza Il 3a onenka
Ha OeBann3yma0 B komOuHaius ¢ 5-FU/FA karto JiedeHue oT rbpBa JIMHUS Ha MeTacTa3zupail
KOJIOpPEKTaJIeH KapinHOM. MenuaHara Ha Bb3pacTtTa e omna 64 roquau. 19 % ot nanueHTuTe ca
MOJTYYHIIH TIPEIU TOBa XuMuoTepanus, a 14 % ca Ounu ¢ mpe/iiecTBalia TbueTeparms.

CenemMpeceT 1 eIMH MAMEHTH ca OWIN paHIOMU3UPaHu Jia osryyasat 6oiyc 5S-FU/FA wm 5-
FU/FA + 6eBammsyma6 (5 mg/kg npes 2 ceamunn). Tpera rpyma oT 33 HalMeHTH ca ToTyYaBaim
6onyc 5-FU/FA + 6eBaum3yma6 (10 mg/kg npes 2 ceamunn). [larmenTuTe ca Omim JeKyBaHuU 110
mporpecus Ha 3a00jsiBaHeTO. [IbpBUUHNTE KpaliHU TOYKHM HA KIMHHUYHOTO M3IMTBAHE ca OUIIN
cTereHTa Ha 00eKkTHBHO moBnusBane U [1bITHa 3abomsBanero. JlobaBsHeTo Ha GeBannzymad 5 mg/kg
npe3 nBe cenmuiy kM 5-FU/FA e nmoBerno 0 mo-BUCOKa cTelleH Ha 00EKTUBHO MOBJIHSABAHE, T10-
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npoawpkurenHa [16ITHa 3a00nsBaHeTO U TEHACHIMS KbM MO-TIPOIBIDKUTEITHA TIPEKUBIEMOCT B
cpaBHeHue ¢ xumuorepanuata ¢ 5-FU/FA camocrositento (Bx. Ta0muma 5). Te3u nanau 3a
e(hMKaCHOCT OTTOBAPSAT HA PE3YATATUTE OT KIMHUYHOTO n3nutBane AVF2107g.

Jannawute 3a epukacHocTTa OT KimHuaHATE M3nuTBanusg AVF0780g u AVF2192g, nzcnenpamu

OeBaru3ymabd B komOuHanms ¢ xumuotepanus ¢ S-FU/FA, ca 0600menu B Tabmuta 5.

Tabauna 5 Pe3yaTaTtu 3a epukacHoct B kiimHuyHU m3nutBanusg AVF0780g u AVF2192g
AVF0780g AVF2192g
5- 5-FU/FA + 5-FU/FA + 5- 5-FU/FA +
FU/FA | oeBaim3syma6® | 6eBanm3ymado | FU/FA + | GeBanm3yma
o nianeéo 0

Bpoii manmentu 36 35 33 105 104
O06mI1a MPEKUBIEMOCT

Menuana Ha BpeMETO 13,6 17,7 15,2 12,9 16,6
(mecern)

95 % ClI 10,35- 16, | 13,63 -19,32

95

Koedwumment Ha puck” - 0,52 1,01 0,79

P-CTOMHOCT 0,073 0,978 0,16
[IpexxuBseMocT 0e3 mporpecus

Menunana Ha BpeMeTO 52 9,0 7,2 55 9,2
(mecermn)

Koedunuent Ha puck 0,44 0,69 0,5

P-CTOWHOCT - 0,0049 0,217 0,0002
OO01a cTerneH Ha MOBJIHSIBaHE

CrerneH (IPOLIECHT) 16,7 40,0 24,2 15,2 26

95 % nosepuTeneH 7,033, 24,4 -57.8 11,7-42,6 9,2-239 18,1-35,6
HHTEPBa &)

p-CTOMHOCT 0,029 0,43 0,055
HpOII'[)J'DKI/ITeJ'IHOCT Ha IIOBJIMAABAHEC

MenuaHa Ha BpEMETO HI 9,3 5,0 6,8 9,2
(mecern)

[pouenTu 25-75 55-H/J 6,1-H 38-7.8 559-9,17 | 5,88-13,01
(mecern)

5 mg/kg nipe3 2 ceaMuIn
610 mg/kg mpe3 2 ceaMuIm

*Tlo oTHOIIEHWE HA KOHTPOJIHATA TPyHa

HJI = He e nocturnaro

NO16966

Toga e ¢asza I, panmomusnpano, ABOWHO-CIISIO (110 OTHOIIEHHE Ha OeBaru3ymMad) KIMHUIHO
W3MUTBaHe, U3MUTBaNIo Oesanu3ymad 7,5 mg/kg B koMOWHAINKs ¢ KaleluTaOuH MepopaIHo U
okcanuruiatiH uHTpaBeHo3Ho (XELOX), npunarano no 3-ceamMuyHa cxema; wiu OeBanuzymad

5 mg/kg B koMOuHauus ¢ JeBKOBOPHUH ¢ S-Guryopoypauui 60iyc, mocieABaHo oT HHPy3us 5-
¢yopoypanun ¢ okcanumuaTia uHTpaBeno3no (FOLFOX-4), npunarano mo 2-ceIMUYHA CXeMa.
WznuTBaHeTo ce ChCTOM OT JIBE YACTH: HauaJIHa OTBOPEHa yacT ¢ 2 rpynu (yact I), mpu Kosito
NalMeHTHUTE ca PaHJAOMHM3HUPaHu B IBe rpynH ¢ paznuyHo jJedenne (XELOX u FOLFOX-4) n
nociesBaia yact ¢ 4 rpymu, 2 x 2 ¢pakropansa, (4act II), mpu KosSTO MalUeHTUTE ca PaHJOMU3UPAHH
B ueTHpH rpymnu Ha jeuenne (XELOX + mane6o, FOLFOX-4 + miane6o, XELOX + GeBanuzymao,
FOLFOX-4 + 6eBanu3yma0). B wact Il Ha3HaueHHETO Ha JICYSHHETO € OHIIO JTBOMHO-CIISIO TI0
OoTHOIIIeHNE Ha OeBaru3ymao.
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IIpubmm3uTenno 350 manueHTH ca paHIOMHU3HPAHU BBB BCAKA OT 4-Te M3NMHUTBAHM rpynH B 4acT Il Ha

W3MUTBAHETO.
Ta6una 6 Cxemu Ha jiedenue B n3nureane NO16966 (MKPK)
Jleuenue Hauanna no3a Cxema
FOLFOX-4 Oxcanumnatun | 85 mg/m? OxcaJuraTii B eH |
W MHTPABEHO3HO2 . JleBxkoBOpHH B JieH 1 u 2
FOLFOX-4 + JIeBKOBOpHH 200 mg/m? 5-¢uryopoypanuin uaTpaseHo3Ho
OeBanm3ymab HHTPAaBEHO3HO 2 . Oomyc/uHby3us, Bcaka B 1eH 1 u
5- 400 mg/m? 2
(hayopoypanui | uHTpaBeHO3HO OOITYC,
600 mg/m?
WHTPaBEHO3HO 22 .
ITnare60 nim 5 mg/kg Hen 1, npenu FOLFOX-4, na
OeBamm3ymab untpaseno3no30-90 | Bcekw 2 cemqmuriu
MUH.
XELOX Oxcamumnatun | 130 mg/m? Oxcanumiatid B OeH 1
WU MHTPABCHO3HO 2 4. Kanenurabun nepopaiHo 2 mbTH
XELOX+ Kanenuradux 1000 mg/m? 2 mpr | AHEBHO 32 2 cenmunu
GeBanu3yMab JIHEBHO [IEPOPAIHO (mocnenBano ot 1 cenmuna 6e3
JICUCHHE)
[Tname60 win 7,5 mg/kg Hen 1, npenn XELOX, mpe3
OeBanm3ymab untpasenosno 30-90 | 3 cemmumu
MUH.
5-iryopoyparin: unrpaseno3sHab0IyC WHKEKIHS BeIHAra CJIe]T JICBKOBOPHH

[TepBUUYHUAT TIOKa3aTeN 3a epUKaCHOCT B M3MUTBAaHETO € mpoabnkuTenHoctta Ha [IBI1. [Ipu ToBa
M3IMTBAHE ca MOCTABEeHU JIBe OCHOBHHU IIEJIH: Jia ce Jokaxe, ue XELOX e He mo-Maniko e)eKTuBHA
cxema or FOLFOX-4 u na ce nokaxe, ue 6eBannzymad B komOuHaius ¢ xumuotepanus ¢ FOLFOX-4
wm XELOX e no-epukacHa cxemMa 0T XUMHOTEpAIHs CaMOCTOSTEIHO. Y 1BeTe OCHOBHU 1IeTH ca

IIOCTHUTHATH:

. [Tpu 001I0TO CpaBHEHHME € JI0Ka3aHa He mo-jomia epukacHoct B rpynute ¢ XELOX B
cpasHeHue ¢ rpynure ¢ FOLFOX-4 no otHomenue Ha [1bI1u Ha OIIB nonmynanusita cnopen
MPOTOKOJIa, OTTOBAPSIIIA HA KPUTEPUUTE 32 BKIIIOUBAHE.

o ITpu 00110TO CpaBHEHHME € JI0Ka3aHa 110-100pa ePUKACHOCT B IpynuTe ¢ OeBamnu3ymad B
CpaBHEHUE C IpyNnUTe caMo ¢ xuMuoTepanusd 1o otHomenue Ha [1BIIB ITT nomynanusita

(Tabmura 7).

Bropuunute ananusu Ha npexuBsiemocT 0e3 mporpecus (I1BI1) Ha 3a0ongaBanero, Bb3 OCHOBA Ha

OIIEHKA Ha OTTOBOPHTE ,,0N-treatment, MoOTBbpKIaBAT 3HAYMMO MO-TOISIMATA KITHHUYHA 110132 MTPH
MAIUEHTHUTE, JISKyBaHH ¢ OeBann3ymad (aHamu3uTe ca moka3aHu B Tabnuiia 7), KOETO ChOTBETCTBA HA
CTAaTHCTUYECKH [M0-3HAYMMATA 110J13a, HaOJIr01aBaHa pyu COOPHHUS aHAJIN3.
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Ta6auna 7 OcHOBHU pe3yJTaTH 32 eMKACHOCT PH aHAJTN3A 32 IOKAa3BaHe Ha MOo-100pa
epuxacuoct (ITT nmonyaanus, n3nureane NO16966)

Kpaiinu Touku (Meceun) FOLFOX-4 FOLFOX-4 P-croiinoct
wiu XELOX win XELOX
+ mianedo + 0eBanu3ymad
(n=701) (n=699)
IIbpBUYHa KpaiiHa TOUKa
Menuana ua [1BIT** 8,0 9,4 0,0023
Koeduuumenr na puck 0,83 (0,72 - 0,95)

(97,5 % CI)®

Bropuunu kpaitHu TOUKU

Menuana Ha I1BI1 (on 79 10,4 < 0,0001
treatment)**

Koe¢unumenr na puck 0,63 (0,52 - 0,75)
(97,5 % CI)

OO1a crerned Ha 49,2 % 46,5 %
IIOBJINSIBAHEC
(omeHka Ha
n3ciemoBaTes ) * *

Menuana Ha o01ma 19,9 21,2 0,0769

MPEXHUBSIEMOCT *

Koedunument na puck 0,89 (0,76 - 1,03)
(97,5 % CI)

* Anamms Ha Ollmnpu naTa Ha 3aKirOYBaHe Ha KITMHIHYHUTE HaHHU 31 ssayapu 2007 1.
** [IppBUYCH aHAJH3 MPH JaTa Ha 3aKIF0YBaHE Ha KIMHUYHUTE naHHu 31 sHyapu 2006 r.
2 10 OTHOILIEHNE Ha KOHTPOJIHATA rPyIa

B moarpynara csc cxema Ha nedeane FOLFOX mennanara Ha I1BI1 e 8,6 mecena mpu mane6o u 9,4
Mecela pH MarMeHTHTe, JeKyBaHu ¢ OeBar3ymad, koepurment Ha pucka (hazard ratio, HR) = 0,89 ;
97,5 % Cl = [0,73; 1,08]; p-croitnocT = 0,1871, chOTBETHHUTE PE3yATATH B MOArPyIaTa ChC CXeMa Ha
neyenne XELOX ca 7,4 cnpsimo 9,3 mecenia, HR = 0,77 ; 97,5 % CI = [0,63; 0,94]; p-

croiiroct = 0,0026.

Menunanara Ha OIl e 20,3 mecena npu mnane6o u 21,2 Mecera npu MaueHTuTe, JISKyBaHH ¢
OeBar3ymab, B moArpynara cbc cxema Ha sieuenrne FOLFOX, HR = 0,94 ; 97,5 % CI =[0,75; 1,16];
p-croiinocT = 0,4937, CLOTBETHUTE PE3yITATH B MOATPYIMAaTa che cxema Ha jedenne XELOX ca 19,2
crpsimo 21,4 mecera, HR = 0,84; 97,5 % CI =[0,68; 1,04]; p-croiinoct = 0,0698.

ECOG E3200

ToBa e paHJOMHU3UPAHO, AKTUBHO KOHTPOIUPAHO, OTBOPEHO KIMHUYHO n3nuTBane ¢aza 11,
usnmTBaiio 6esannzymad 10 mg/kg B koMOMHAIWS € JIEBKOBOPHH C S-(hIyopoypamui 00IIyc U cies
TOBa HHQY3U ¢ 5-hiryopoypanmi, ¢ okcanumuiatud naTpaBeHo3Ho (FOLFOX-4), npunaranu mo 2-
ceIMUYHA CXeMa TP Beue JICKYBaHH NalMeHTH (BTOpa JIMHUS) C aBAHCUPAJ KOJIOPEKTANICH KapIIMHOM.
B rpynure ¢ xumnorepanus B cxemara ¢ FOLFOX-4 ca u3nosi3BaHu chIIMTE JO3H U CX€Ma, TOKa3aHa
B Tabnuua 6 3a kimuanyHo n3nursane NO16966.

[IspBuUHUAT MOKa3aTes 3a eprukacHocT B u3nutBaneTo ¢ OI1, onpeneneHa kato BpeMeTO OT
PaHIOMM3UPAHE IO CMBPT MOPAAU BCSIKakBa MpuunHa. OCEMCTOTHH JABAJECET U JEBET NAUECHTH ca
pangomusupanu (292 FOLFOX-4, 293 6eparmzymad + FOLFOX-4 u 244 6esarmzymab
Monoteparus). Jlobasirero Ha 6GeBanmzymab kbM FOLFOX-4 Boan 10 CTaTHCTHYECKH 3HAYMMO
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yIbIDKaBaHEe Ha TIPEXKUBAeMOCTTa. HabmogaBanu ca U CTATUCTUYIECKU 3HAYUMO MOI00peHUE Ha
I1bITu Ha creneHTa Ha 00eKTHBHO MOBIHUsABaHe (BXK. Tabsmma 8).

Ta6auna 8 Pe3yararu 3a epukacnoct B uznursane E3200

E3200
FOLFOX-
FOLFOX-4 4 + 6eBanu3ymad®

Bpoii manmentu 292 293
001112 TPEKUBSIEMOCT

Menauana (Mecern) 10,8 13,0

95 % ClI 10,12 - 11,86 12,09 — 14,03

Koeduuuent na puck® 0,751

(p-crotinoct = 0,0012)

[IpexxuBseMocT 0e3 mporpecus
Menmunana (Mecerm) 45 7,5

Koeduuent Ha puck 0518
(p-croitroct < 0,0001)

Crered Ha 00EKTUBHO ITOBIIMSIBAHE
Crernen 8,6 % | 222%
(p-croiiroct < 0,0001)

210 mg/kg Ha BcekH 2 CeAMHULIA
% 110 OTHOLIEHNE HA KOHTPOJIHATA IPyTa

He e nabnronaBana 3HaunMa pasiiuka B poAbDkuTenHocTTa Ha OllMexny mauueHTuTe, noxydaBaim
MOHOTepaIus ¢ 6eBan3ymad, B cpaBHEHHUE ¢ manuenTuTe, JekyBanu ¢ FOLFOX-4. T1bI1u crenenra

Ha 00EKTUBHO TOBIHKsBAaHE ca OWJIM ITO-HUCKH B IpyIiaTa ¢ MOHOTepanus ¢ OeBannu3ymMad B CpaBHEHHE
c rpynara c FOLFOX-4.

ML18147

ToBa € paHIOMHU3UPAHO, KOHTPOJIMPAHO OTBOPEHO KIMHUYHO U3nuTBane ¢asa 11, uzcnensario
puIoKeHUeTo Ha OeBarm3yMad 5,0 mg/kg Ha Bceku 2 cenmuiy uiu 7,5 mg/kg Ha BCeku 3 CeIMUIIH B
KOMOWHAIMS ¢ XUMUOTEepanws, 0a3upana Ha (GIyOpONUPUMUAHMH CIIPSIMO CAMOCTOSTEITHOTO
NPUIOKEHUE Ha XUMHUOTEpamnus, 6a3upana Ha GuryoponupumuauH npu nanuentd ¢ MKPK, kouto ca
MPOTPECUPATH NIPU THPBA JIMHKSI HA JICUCHHE ChC CXeMa, ChIbpiKaila Oesaruzymao.

[MTammenTute ¢ xucroiornyHo norebpaeH MKPK u nporpecus Ha 3a00BaHETO ca paHJOMH3UPAHH
1:1 no 3 mMecena cie npeyCTaHOBSIBaHE HA ITbpBATa JIMHUS Ha Je4eHUe ¢ OeBanu3yMab 3a 1mojryqaBaHe
Ha XUMHOTepamus, 6a3upana Ha (ITyOpONTUPUMHUIIH/OKCATUTLIATAH HITH
GIyoponMpUMUIMH/MPUHOTEKAH (CMSIHATA HA XUMHOTEPAITUATA € B 3aBUCUMOCT OT ITbpBaTa JIMHUS Ha
XUMHUOTEpaIus) cbe wiu 0e3 OeBanusymad. JleueHnero e npunaraHo A0 nmporpecust Ha 3a00JIIBaHETO
WJIN JIO HENPUEMITHBA TOKCUYHOCT. [I5pBHYHUSAT moKa3aren 3a uzxoxaa e OI1, onpenenena karo
BPEMETO OT PaHIOMU3AIUATA IO HACTHIIBAHETO HA CMBPT 10 KAKBATO U JIa € IPUYHHA.

Pannomusupanu ca oomo 820 manuenTu. /lodaBsHeTo Ha OeBann3ymad KbM XUMUOTepanus, 6a3upaHa
Ha (ITyOPONTUPUMHUINH BOJIU IO CTATUCTUYECKH 3HAYUMO yIb/DKaBaHE Ha MPEKUBIEMOCTTA TIPH
nanuent ¢ MKPK, kouTo ca nmporpecupainy npu mbpBa JIMHHUS Ha JICYEHHE ChC CXeMa, ChIIbprKalla
oesarzymad (ITT = 819) (Bx. Tabnuma 9).
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Ta6auna 9 Pesyarartu 3a epukacHoct npu npoyusane ML18147 (ITT momyaanus)

ML18147
(ps1ryoponupuMuIMH/MPUHOTEKAH
WIH
(ryoponpuMUANH/OKCATHILIATHH

0a3upaHa XUMHOTepaNusi
+ 0eBanm3ymao?
Bpoii nmanueHTH 410 409
O6m1a
MPEKHUBIEMOCT
Mennana (Mecerm) 9,8 ‘ 11,2
Koeduuunent na
puck (95 % 0,81 (0,69, 0,94)
JOBEPUTEIIEH (p-croiiroct = 0,0062)
MHTEpBAJI)

(1yoponupuMHINH/MPUHOTEKAH
UM
(¢JryoponupuMHINH/OKCATMILIATHH

0a3zmpaHa XuMHOTepanus

[IpexuBsemoct
0e3 mporpecus
Menunana (Mecerm) 41 ‘ 5,7

Koedwumnment na
puck (95 % 0,68 (0,59, 0,78)

JIOBEPUTEIICH (p-croiinoct < 0,0001)
HHTEpBA)

Crerex Ha
00EKTHBHO
ITOBJIHSIBAHE
(ORR)
ITanuenTu, 406 404
BKJIFOYEHH B

aHanu3a
CreneH (IIpOLEHT) 3,9% 54 %
(p-croiinoct = 0,3113)

25,0 mg/kg Ha Bceku 2 ceqmuiy wim 7,5 mg/kg Ha Bceku 3 ceaAMULIN

HabnronaBaHo e cbhIo craTucTuiecky 3HauumMo nopoodpenue Ha [1BI1. CreneHTa Ha 00EKTUBHO
MOBJINSIBAHE € HHUCKA U B IBETE TPYIIN HA JICYEHUE U Pa3JIMKaTa HE € 3HaYMMa.

IMpoyusane E3200 u3mnosn3Ba eKkBUBaJieHTHA j103a OeBaru3ymMad ot 5 mg/Kg ceMUYHO MpH MAIMEHTH,
HeJleKyBaHU ¢ OeBalu3yma0, gokato npoyuBane ML 18147 uznon3sa eKBUBaJCHTHA 71032
6eBar3ymad ot 2,5 mg/kg cenMUYHO NPy MAIMEHTH, JIEKyBaHH NIPE/IM TOBa ¢ OeBaru3ymao.
KpbcTocaHoTo cpaBHEHME HA TaHHUTE 32 €QUKACHOCT M 0€30MaCHOCT Ha M3MIUTBAHUATA € OrPAaHUYCHO
NOpaJiy pa3vKUTe MEXIy Te3H NPOYy4BaHUs, Hail-Beue 10 OTHOIICHUE Ha MOITyJIAlIMUTE MAUeHTH,
npeecTBalia eKCIo3uIys Ha OeBan3ymMmad u XHMUOTEparieBTHIHUTE cxeMu. U nBete
€KBUBAJICHTHHU /1034 OeBanm3ymad — 5 mg/kg cemmuuno u 2,5 mg/kg ceqMuyuHO, BOAAT J10
CTaTUCTHYECKH 3HaumMa nom3a no otHomenue Ha OIl (HR 0,751 npu npoyusane E3200; HR 0,81 npu
npoyuBane ML18147) u IIBIT (HR 0,518 npu npoyusane E3200; HR 0,68 mpu npoyusane ML18147).
[To oTHOMmEHME HAa 6e30MaCHOCTTA ce HAOJF0/1aBa MO-BUCOKA 00IIa YEeCTOTa Ha HEXKEIaH! PEaKkIud OT
crerneH 3-5 npu npoyusane E3200 B cpaBaenue ¢ npoyuBane ML18147.
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Memacmasupan pax na maeunama dxcieza (MPMIK)

JBe rosiemu kiuHUYHY n3nuTBaHus ¢asa 1l ca npenHasHaueHu na u3cneasat epexTa OT ICUSHUETO C
OcBar3yMad B KOMOWHAIIHS C TPU OTACIHA XUMUOTEPAIIEBTUYHH CPEJICTBA, U3MEPEH Upe3 MbPBUYHA
kpatina Touka — [1BI1. Knmuanano u ctatuctudecku 3aagnmo rogoopenwne Ha [1BI1 e HaGrogaBano B
JIBETE KIIMHUYHA U3ITATBAHMSL.

ITo-momy ca o600menn pesynrarute ot IIBI1 3a oTHeTHITE XHMHOTEPATIEBTUIIH, BKIIIOYCHH B
MIOKA3aHUETO:

. M3nureane E2100 (makmutakcen)
. yBenu4uaBaHe Ha meauanata Ha [1BIT 5,6 mecenia, HR 0,421 (p < 0,0001; 95 % CI 0,343;
0,516)
. WsnurBane AVF3694g (kaneruraOuH)
. yBenuuaBaHe Ha meauanata Ha [1BIT ot 2,9 mecena, HR 0,69 (p = 0,0002; 95 % CI 0,56;
0,84)

I[OH’BJ'IHI/ITGJ'IHI/I HO,I[pO6HOCTI/I 3a BCIAKO KIIMHUYHO U3MUTBAHE U PE3YJITATUTE Ca JaACHU 11O-10J1Y.

ECOG E2100

Wznuraneto E2100 € oTBOpeHO, paHAOMU3UPAHO, AKTUBHO-KOHTPOJIUPAHO MHOTOLIEHTPOBO
KITMHIYHO M3MHUTBaHE, OIESHBAIIO MPIIOKEHUETO Ha OeBaru3ymMad B KOMOWHAIHS C TTAaKITUTaKCeT
TIPU JIOKAJTHO PeLMIUBUpAIL WJIM MeTacTa3upaj pak Ha MJedHaTa Kjie3a pH MalueHTH, KOUTO He ca
MOJTyYaBaIA XUMHOTEPAITHs MPEAN TOBA 32 JIOKATHO PEIUIUBUPAIIO U METACTa3Upaso 3a00JsBaHE.
[TanueHTHTE Ca PaHIOMHU3UPAHH 3a JICYEHHE ¢ MAKIUTAKCEN caMocToaTeNnHo (90 mg/m? MHTpaBeHO3HO
B IPOAB/DKCHUE Ha | Yac BEIHBXK CSAMHYHO 332 TPU OT YSTUPH CEIAMMUIIM) HIIM B KOMOUHAIIHS C
6epanmszymab (10 mg/kg nHTpaBeHO3HO MH(Y3US TIPE3 IBE CEAMHUIIN). PasperieHo e mpeauinHo
XOPMOHAJHO JICYSeHHE Ha METacTa3upaiIoTo 3a00saBaHe. ATIOBaHTHA TEPAIHS C TAKCAH € pa3pelieHa
caMo aKko € 3aBbpIlInia Hali-Manko 12 Mecena npeau y4yacTHETO B KIIMHUYHOTO u3nuTBaHe. [loBeueTo
otr 722 manueHTy B u3nuTBaneto ca 6mmu HER2-otpunarennu (90 %), kaTo Maabk 6poii 6oHu (8 %)
ca Ouim ¢ Hen3BecTeH cTaTyc wiu nokazano HER2-monoxurennau (2 %), KOuTo mpeu ToBa ca Ouim
JIEKyBaHH WJIM Ca TPEIeHeHH KaTO HeMOIXOISINH 3a JiedeHne ¢ TpacTy3ymad. OcBeH ToBa, 65 % oT
MAIMEHTUTE Cca MOJYYHIN aAI0BAaHTHA XUMHOTEPAIHsl, BKIIFOYUTEIHO MIPE/IIIeCTBAIIO JIEYEHHE C
takcanu npu 19 % u ¢ anTpanukimuan npu 49 %. IlaruedTure ¢ MeTacTasu B ICHTpaJIHATA HEPBHA
CHUCTEMa, BKITIOYUTEITHO C MPEAIISCTBAIO JeUeHUE WK C PE3EKIUI Ha MO3BUHUTE JIE3UH, Ca
W3KJIFOUEHHU OT M3IUTBAHETO.

B ximan4HOTO M3nuTBane E2100 manueHTHTE ca JiekyBaHH 10 IIporpecus Ha 3abomnsBaHeTo. KoraTo e
0110 HeOOXOAMMO PaHHO MPEYCTAaHOBSIBAaHE HA XMMUOTEPAIHUATA, JISYUeHHETOo ¢ OeBann3ymad
CaMOCTOSITETTHO € MPOIBJKABAIIO JI0 MMPOrpecus Ha 3a00Js1BaHEeTO. XapaKTePUCTUKUTE HA TTAI[UEHTUTE
B pasziIMYHHUTE TpyNH ca nonoOHu. IIbpBryuHarTa kpaiiHa Touka Ha ToBa nsnutsane e I1bI1, Bp3 ocHoBa
Ha OLICHKAaTa Ha M3CJIel0BaTEeIMTe HAa M3MUTBAHETO OTHOCHO IporpecusiTa Ha 3abomnsBaneTo. OcBeH
TOBA € M3BBPILEH CHIIO U HE3aBUCHUM IIperJie]l Ha IbpBUYHATA KpaiiHa Touka. PesynraTure ot ToBa
U3NUTBaHe ca npeacrasenu B Tadmuia 10.

33



Ta6auna 10

Pe3yaraTu 3a e(pMKACHOCT OT KJIMHUYHO n3nutBaHe E2100

[IpexuBsemocT 6e3 mporpecus
OrneHka Ha u3caegoBaTes™® IRF ouenka
ITaxnmuTak IMaxnurakcen/ ITaxnmuTak IMaxnurakcen/
cen OeBanm3ymMab cen OeBarm3ymMab
(n=354) (n = 368) (n=354) (n = 368)
Menuana ua I1BIT 5,8 11,4 5,8 11,3
(mecern)
HR 0,421 0,483
(95 % CI) (0,343; 0,516) (0,385; 0,607)
P-CTOMHOCT <0,0001 <0,0001
CrereH Ha TTOBNIHABaHE (32 MAITUCHTH ¢ H3MEPUMO 3a00JIIBAHE)
O11eHKa Ha U3CJIeN0BaTENIS IRF omenka
ITaknuTakcen ITaknuTakcen ITaknuTakcen ITakauTakcen
(n=273) /6eBann3ymab (n=243) /6eBar3ymat
(n=252) (n=229)
% MmalueHTH C 23,4 48,0 22,2 49,8
00EKTHUBHO
IIOBJIMSIBAHC
P-CTOMHOCT < 0,0001 < (0,0001
* IbpBUYCH aHAJIH3
OO6mI1a MPeKUBIEMOCT
ITakautakcen ITakautakcen
/6eBanmzymab
(n=354) (n = 368)
Menuana ma OI1 24,8 26,5
(mecernn)
HR 0,869
(95 % CI) (0,722; 1,046)
P-CTOMHOCT 0,1374

Kimauuna mossa ot JiedenueTo ¢ 0eBanu3yma0, usmepena upes [1bI1, € HaOmoaBaHa BbB BCUYKH
W3CJIeIBaHU, TIPEABAPUTEITHO ONPE/IeNIEHH MTOATPYIH (BKIIFOUYUTEITHO HHTepBaj 0e3 3a0omsBaHe, Opoit
Ha MecTaTa C METacTa3|, MPEABAPUTEIHO MMOIYyYaBaHE Ha aJI0BAaHTHA XUMHOTEpANUs UK CTaTyC Ha
ectporennute peuenropu /EP/).

AVF3694g

[MpoyuBane AVF3694g e MHOTOLIEHTPOBO, PaHAOMH3UPAHO, TIAle00-KOHTPOIUPAHO KITMHHYHO
nanutBane Qasa lll, npegHasHadeHo 3a oneHKa Ha eprkacHOCTTA M Oe30MacHOCTTa Ha OeBau3yMmad B
KOMOMHANUs ¢ XMMUOTEpaNys B CPaBHEHUE C XMMHOTEPANH IUTIOC TJ1aie00 KaTo MbpBa JIMHUS Ha
nedenue Ha nanuenTu ¢ HER2-orpunatenen meTactaznpai Wiv JJIOKaTHO PEUANBHAPAI PaK HA
repaara.

XumuoTtepanusTa € u30paHa 1o yCMOTPEHHE Ha W3CIICA0BATEINS [IPEId PaHIOMU3UPAHETO B
chOTHOIMIEHHUE 2: 1 3a moiTlydaBaHe XUMUOTEpaIus IDTI0C OeBaln3yMald Wi XUMUOTEPAITHs TUTFOC
rtane6o. M300pbT Ha XUMHOTEpAIUs BKIIIOYBA KanenuTaObuH, TakcaH (IPOTeUH-CBbP3aH
MAKJIUTAKCEll, IOIeTaKceN), CpeAcTBa Ha 0azara Ha aHTpaUKINHE (JJoKkcopyOutuH/ mukiodpochamu,
enupyounns/ muknodochamun, S-payopoypaimn/ qokcopyourus / muknodochamun, 5-
¢yopoypanui / enupyounut / mukiopochaMu), Ipuaraiu npe3 Tpu ceaMuiy (q3w).
Beanmzymab wim ruiare6o e npuiaras B 1o3a ot 15 mg/kg q3w.

Topa npoyuBaHe BKJII04Ba (ha3za Ha 3acCJIEIIEHO JEeUCHHE, He3ab/KUTEIHA OTKpUTa (asa ciien
nporpecus 1 ¢asa Ha IpocieasIBaHe Ha mpexuBseMoctTa. I1o Bpeme Ha (as3ara Ha 3acieneHo JeyeHue
NAaMECHTHUTE MOJTy4aBaT XUMHUOTEPAIUS M U3IUTBAHUS JIEKapCTBEH NMPOAYKT (OeBaru3ymad mim
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miarne6o0) npe3 3 ceaAMUITH 10 HAaCTHIIBaHE HA MPOTPECHs Ha 3a00IIBaHETO, TOKCHYHOCT,
OrpaHUYaBala JIeueHNeTo Wik cMbpT. Clie/l JOKyMEHTHPaHa IPorpecHsi Ha 3200 sIBAHETO
MalMEeHTHTE, KOUTO Ce BKIIIOYBAT B HE3aIbJDKUTENIHATA OTKpHUTA (a3a, MOXKE a TOoIydaBaT OTKPUTO
OeBann3yMad 3aeHO ¢ MIMPOKa rama Tepanuy OT BTOPa JIMHHSL.

CTaTHCTHYECKUTE aHAJIM3H Ca U3BHPINCHN HE3aBUCUMO 32 1) MaIlMeHTH, TOJTyJaBalld KareuTa0nH B
KOMOMHaIUs ¢ OeBanu3ymal Wi 1iane6o; 2) NaiueHTH, MoJyJaBaii XMMHOTEpaus Ha Oa3aTa Ha
TaKCaH WM aHTPAIKJINH B KOMOWHAIms ¢ OeBanu3ymad wiu mianebo. [IspBuyHaTa kpaifHa Todka Ha
KIMHUYHOTO M3nuTBane ¢ [163 cropen oreHkara Ha u3cienoBarens. OCBEH TOBa, IbPBUYHATA KpaliHa
TOYKa € OIICHSABaHA ChIIO U OT He3aBUCcHMa Haa3opHa komucus (IRC).

Pe3ynraTuTe B TOBa KIMHUYHO U3MUTBAHE OT KpalHUTE aHAIU3H, ONpeAesieHU B mpoTokona 3a I1bII u
CTCTICHTA Ha MOBJIMABAHE NIPU HE3aBUCUMa KOXOPTa ¢ KanenuraduH ot npoyuBane AVF3694g, ca
npencraBenu B Tabmuia 11. Pesynrature ot uscnenoBarenckus ananu3 Ha OIl, kouto BKIrOYBAT
JIOTTBTHUTEITHA 7 Mecela Ha TpociiesiBade (mpuonm3urenHo 46 % OT malueHTHTe ca MOYNHAIH)
CBINO ca MpeacTaBeHd. [ [poeHThT manueHTH, moay4yaBany OeBanu3yMad B oTKpurtaTa (asa, e 62,1 %
B IpyIara ¢ KaneuutaouH + iane6o u 49,9 % B rpynara kanenurabus + OeBanu3yma.

Ta6aunma 11 Pe3yararn 3a epukacHoct npu npoyusane AVF3694Q: — kanenutadun?® u
oesanusymad/ miane6o (Cap+ 6esanuzymao/Pl)

I[IpexuBsAeMOCT 6€3 mporpecus’

OrneHka Ha U3cIeIoBaTENs Orenka Ha IRC
Cap + PI Cap + Cap + Pl Cap +
OeBaru3ymMao Oepanm3yma0
(n=206) Y (n=206) 4
(n=409) (n=409)
Mennana ua I[1BI1 5,7 8,6 6,2 9,8
(mecemn)
Koedumment Ha puck 0,69 (0,56; 0,84) 0,68 (0,54; 0,86)
cpelily rpymara ¢
mrane6o (95 % CI)
p-CTOMHOCT 0,0002 0,0011
CreneH Ha nopiusBane (PU NAlMEHTH C U3MEPUMO 3a00J1sBaHe) °
Cap + Pl (n=161) Cap + 6eBarmsymab (n=325)
% mamueHTy ¢ 23,6 35,4
00EKTUBHO
IIOBJIMSIBAHEC
p-cToiHOCT 0,0097
061112 IpeXUBAEMOCT”
HR (95 % CI) 0,88 (0,69; 1,13)
p-cToMHOCT 033
(excrropaTopHa) ’

21000 mg/m? mepopaiHO [Ba TETH AHEBHO B MPOABIDKEHNE HA 14 THH, IPUITaraHy Ipe3 3 CeAMMUIIH.
pop p p p
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°CrpaTudUIMpaHusT aHAIM3 BKIIOYBA BCUYKU CHOMTHS Ha IIPOTPECHS M CMBPT C U3KIIIOYEHHE Ha TE3HU, TIPH
KOHMTO € 3aroyvHara tepamnus u3ebpH npotokona (THUII) npean foKyMEHTHpaHE HA MPOrPECUsITa; JAHHUTE OT
Te3U MAallMeHTH ca U3BaJICHU Mpey MocIeIHaTa OLleHKa Ha TyMopa npeau Hayanoto Ha TUIL

W3BbpieH e Hectpatudunupan ananus Ha [IBI1 (oneHeHa oT uscnenosaTens), KOWUTO He B3eMa
NpeaBHU] U3BBHIIPOTOKOHATA TepaIlus MPeau MporpecusiTa Ha 3a0onsBaneTo. Pesynrature ot Te3n

aHaJIM3W ca MHOTO TIOJJOOHY Ha TbpBUYHKTE pe3ynrtaTtH 3a [1BI1.

Heopebnoxnemwvuen pax na 6eaus opo6 (H/IKPE/])

Ivpea nunus na neuenue na neckeamosen HIIKPEB/] 6 kombunayus c xumuomepanus a bazama Ha
naamuHa

besomacHocTTa 1 edmkacHOCTTa Ha OeBanm3yMad, o0aBeH KbM XUMHOTEpaus Ha Oa3aTa Ha
TUTaTHHA, IPH JICYCHUE OT IbpBa JIMHKA NP MAlMeHTH ¢ HECKBAMO3CH HEIPEOHOKIEThUEH paK Ha
oemust npo6 (HAKPB), ca nzcnensanu B m3nutBanus E4599 u BO17704. Usnureane E4599 ¢ nosa
ot 15 mg/kg 6eBanmzymad mpe3 3 cenMuUIH Mokasea moisa mo otHorenre Ha Ol M3nursane
BO17704 noka3Ba, 4e MpUIOKEHUETO W Ha JIBETe 103 OeBaru3ymad — 7,5 mg/kg mpe3 3 ceamunu u
15 mg/kg mpe3 3 ceamuiy, Boau o yBennuenue Ha [1BI1 u Ha cTerneHTa Ha MOBIUSIBaHE.

E4599

E4599 e oTBOpeHO, paHAOMU3UPAHO, AKTUBHO KOHTPOJIUPAHO, MHOTOLIEHTPOBO KJIMHUYHO U3MUTBAaHE,
KOETO olleHsBa OeBau3yMal KaTo JiedeHUe OT IIbPBA JIMHUS MPH MAILMEHTH C JIOKaJTHO aBaHCHpal
(ctamuit 11Ib cbe 3m0KaUeCTBEH TUIEBpAICH N3NUB), MeTacTazupain win peuuausupans HAKPB/], ¢
pas3iIMyHa OT MpeodiiaiaBamia CKBAMO3HOKIIEThYHA XUCTOJIOTHSI.

[TanmenTHTe ca paHAOMU3UPAHH 3a JEUCHUE C XUMHUOTEpamnis Ha 0a3aTa Ha IUIaTHHA (MTAKJIUTAKCeI
200 mg/m? u kap6omnatua AUC = 6,0, npuiaranyu u JBETe Ype3 HHTPABEHO3HA MHDY3HsSA
(nmaknurakcen/kapoomnatun-11K) Ha 1-Bu JieH Ha BCEKU 3-CEIMUYCH ITUKBII B IPOABIDKCHUE Ha JI0 6
nukbia win ¢ [IK B komOuHanus ¢ 6eBam3ymad B 1o3a ot 15 mg/kg unrpaBeno3na undysus ua 1-su
JICH OT BCEKH 3-ceaMuyeH IUKbI. Cies 3aBbpIIBaHe Ha MIECT UKbJIA XUMUOTEPAITUs ¢ KapOOoIIaTHH-
MAKJIATAKCEI HITH CIIE TPEXKIEBPEMEHHO MTPEYCTaHOBSBAHE HA XUMHUOTEPAIUATA MAIIUEHTHTE OT
rpymnata ¢ 6esanu3yma0 + KapOOIUIaTHH-TIAKITUTAKCEN ca MPOABIDKIIIH Ja oydyaBat OeBanu3ymad
KaTO MOHOTEparnus 1pe3 3 CEeAMHUIM A0 porpecus Ha 3a0oisBaHeT0. OCEMCTOTHH CEAEMIECET U OCEM
NalMEeHTH ca PaHJIOMU3UPAHU B JIBETE IPYIIH.

ITo Bpeme Ha w3nutBaHeto 32,2 % (136/422) ot naumeHTUTE, Y4acTBAILH B HETO, Ca MOy IHIIH
7-12 mptn 6eBanmzymad, a 21,1 % (89/422) ot nanmentute ca nmomydwin 13 wim noBedye mbTH

OeBanu3yma0.

[TepBUYHATA KpaiiHa TOYKA € MPOIBIDKATETHOCTTA Ha MPEKUBIEMOCT. Pe3ynTaTure ca npecTaBeHu B
Tabnuna 12.
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Tadauna 12 Pe3syaraTu 3a epukacHocT B usnureane E4599

I'pyna 1 I'pyna 2
KapoonaaTun/ KapooniaTun/
MakanTakces IMakauTakcea +
OeBanu3ymao
15 mg/kg npe3 3 cexmunu
Bpoii manuenTu 444 434

001112 TPEKUBIEMOCT
Meauana (Mecern) 10,3 | 12,3
Koeduuuenr Ha puck 0,80 (p=0,003)

95 % CI (0,69; 0,93)

[IpexxuBseMocT 6€3 mporpecus

Meauana (Mecern) 48 | 6,4

Koeduuuenr Ha puck 0,65 (p < 0,0001)
95 % CI (0,56; 0,76)

OO0111a cTENEH Ha MTOBJIUSIBAHE

Crenen (IpoIeHT) 12,9 29,0 (p < 0,0001)

[Tpu excrmopaTopeH aHaliu3, CTEMEeHTa Ha mojizaTta ot 6eBanu3ymab 3a OIl e mo-cnabo u3paseHa B
HOATPYIIaTa MaHeHTH 0e3 XHUCTOIOTHS Ha aICHOKAPIIHOM.

BO17704

Wznutane BO17704 e pannomusupano, ABOHHO-cismno n3nuTBane ¢asa 1 na 6eBanuzymad,
nMo0aBeH KbM MUCIUIATHH ¥ TEMIIUTA0NH, B CPABHEHHUE C TIane0o, IUCIUIATHH U TeMITUTa0WH TIpH
MaIMEHTH C JIOKaTHo aBaHcupa (craauii [IIb ¢ MetacTasu B cynpakinaBukynapeH TuMQeH Bb3el HiTH
3JI0KQ4YECTBEH IUICBPAJICH WM MTePUKApIUaJICH U3JIMB), METACTa3uPasl MU PEIIUIUBUPAIIL
HeckBaMo3eH HIIKPB/I, kouTo npeau ToBa He ca mody4yaBaiu XuMmuoTepanus. [IbpBuyHaTa kpaitna
touka e 6una [IBI1, BropryanTe KpaitHu TOYKW Ha M3MATBAHETO BKIFOYBAT MPOAbInKUTeTHOCT Ha Ol

[laruenTHTE Ca paHIOMU3MPAHH 32 XMMHOTEPAIs Ha 6a3aTa Ha IUIaTHHA, HUCIUIaTuH 80 mg/m?
MHTPaBEeHO3HA HH(Y3Us Ha JeH 1-Bu n remuuTabun 1250 mg/m? unrpaBeHo3Ha uady3us Ha 1eH 1-Bu
1 8-MH OT LIUKBJIa Mpe3 3 CeAMMIIU B IPOABIDKEHUE Ha 10 6 1uKbia (uciiatul/remautadun-1) ¢
miane6o wim LI ¢ 6eBau3ymad B no3a ot 7,5 win 15 mg/kg unTpaBeHo3Ha HH(Y3Us Ha JIeH 1-BU OT
UKBJIA 1pe3 3 ceamuiy. B rpynure ¢ GeBann3zymad nanueHTUTe ca moiy4aBain OeBanu3zymad
CaMOCTOSITETHO Mpe3 3 CeAMUI 0 Iporpecusi Ha 3a00JsIBAaHETO WIIK JI0 MOSIBaTa HA HEMIPUEMIINBA
TOKCHYHOCT. Pe3yTaTiTe OT M3MUTBAHETO MOKa3Bar, ue 94 % (277 / 296) ot manueHTHTE, KOMTO Ca
MOJJIeKAJIH Ha BKITIOYBAHE, Ca MPOBDKUIIN J1a ToJTydaBaT OeBaiu3yMad caMOCTOSTEIHO B ITUKBI 7.
I"osisim mpoueHT oT nauueHTuTe (MpuodaM3uTeNHO 62 %) ca MPOIBILKUIIM Ja MOTy4aBaT pa3IndHu
BUIOBE NIPOTHBOPAKOBA TEPAIHsl, HEBKJIIOUEHA B IPOTOKOJIA HA M3IMUTBAHETO, KOETO MOKE 1A €
noBnusIo aHanm3a Ha OILL

Pe3y.]'ITaTI/ITe 110 OTHOIICHHUE Ha e(l)I/IKaCHOCTTa Ca nMpeACTaBCHU B Ta6nnua 13.
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Ta6auna 13

Pe3yaraTu 3a edpukacHoct B u3nureane BO17704

MucniaTuH/reMuuTaduH
+ 0eBauu3ymad

MucnaaTuH/reMuuTaduH
+ 0eBauu3ymad

Hucninarun/reMmuuradus | 7,5 mg/kg npe3 3 15 mg/kg npe3 3
+ miane6o ceMHIU ceIMUIIN
Bpoii narueHTH 347 345 351
TIpexuBsemoct
0e3 mporpecust
Menauana 6,1 6,7 6,5
(Mecenn) (p=0,0026) (p=0,0301)
Koedurment 0,75 0,82
Ha PHCK [0,62; 0,91] [0,68; 0,98]
Haii-noopa 20,1 % 34,1% 30,4 %
CTEIleH Ha (p < 0,0001) (p = 0,0023)
o010
MOB/IHsIBaHe?
2 MAI[MEHTH C U3MEPUMO 3a00JIsIBaHE HAa U3XOHO HUBO
O061ma mpeKMBIEMOCT
13,1 13,6 13,4
Menuana (Meceru) (p=0,4203) (p=0,7613)
Koedwunuenr na 0,93 1,03
pHUCK [0,78; 1,11] [0,86; 1,23]

ITvpsa nunus Ha nevenue na Heckeamoszen HIIKPB/] c EGFR axmusupawu mymayuu ¢ kombunayus c

epromunud

JO25567

[IpoyuBane JO25567 e pangoMu3upaHo, OTKPUTO, MHOTOIICHTPOBO TipoyuBaHe (aza Il, mpoBeaeno B
Snonus 3a olleHKa Ha eUKaCHOCTTA U 0€3011aCHOCTTa Ha OeBal3yMal, puiiarad B JIOMbIHEHUE KbM
epnotuHNO nipu manueHTH ¢ HeckBamo3eH HIIKPB/] ¢ EGFR aktuBupamiy myTaruu (Aenenus B eK30H
19 nm mytarms B ex3on 21 L858R), kouto He ca mostydaBajy MpeIu TOBa CHCTEMHA TEpaIHs 3a
craauii [11B/IV wnu penpauBupariiio 3adossBaHe.

H’LpBI/I‘lHaTa KpaﬁHa touka e IIbII Bb3 ocHOBa Ha OILICHKaA ITpU HEC3aBHUCUM IIPCTJIC] Ha JaHHUTC.
BTOpI/I‘lHI/ITe KpaﬁHH TOYKH BKJIFOYBAT OH, CTCIICH Ha IOBJIMABAHEC, CTCIICH HA KOHTPOJ Ha
3a6OHHBaHeTO, IMPOABJDKUTCIIHOCT HA IMOBJIMABAHE U 0e30IacHoCT.

EGFR MyTaunoHHUST cTaTyc € OnpeAesicH 3a BCEKH NalueHT Npeau CKpUHUHTa U 154 mauueHTu ca
PaHIOMHU3UPAHH JIa MTOJy9YaBatT epioTHHUO + OeBanu3ymad (epmoruanbd 150 Mg mepopaiHo AHEBHO +
6eBanm3ymab [15 mg/Kg nHTpaBEHO3HO HaA BCEKM 3 CEIMMUIIN]) MIIH MOHOTEPAIIHS C €PIOTHHHO

(150 mg nepopaiHo AHEBHO) 10 iporpecus Ha 3a0ossBaneTo (I13) mim HenpreMimBa TOKCUYHOCT.
[pu nunca Ha [13, npeycraHoBsSBaHETO HA €JUH OT KOMIIOHEHTHTE Ha U3MHUTBAHOTO JICUCHHUE B
rpynara Ha epjaoTHHHO + 6eBann3ymab He e TOBeNlo 0 MPEYCTaHOBsABaHE Ha APYTUA KOMIOHEHT OT

HBIMUTBAHOTO JICUCHUC, KAKTO € OIPCACIICHO B IIPOTOKOJIA HA U3IIUTBAHCTO.

Pesynrarute 3a eprkacHOCT Ha IIPOYYBAHETO ca mpeacTaBeHu B Tabmuia 14.
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Tabauna 14 Pe3yarartu 3a epuxacHocT npu npoyusane JO25567

Epnorunutd Epaorunud +
N = 77* OeBanu3ymMad
N = 75%

ITBII" (Mecenn)
Mennana 9,7 16,0
HR (95 % ClI) 0,54 (0,36; 0,79)
p-cToHHOCT 0,0015
CreneH Ha 0010 MTOBINSIBAHE
Crenien (6poii) 63,6 % (49) 69,3 % (52)
p-cToMHOCT 0,4951
O61a ipexuBsieMocT™ (MecerH)
Menunana 47,4 47,0
HR (95 % CI) 0,81 (0,53; 1,23)
P-CTOMHOCT 0,3267

# Panomusupanu ca o6mo 154 naruentu (ECOG ¢yukimonanes craryc 0 wnu 1). JIsama ot
PaHIOMM3HPAHHUTE MALMEHTH Ca IPEKPATHIN YIaCTHE B U3MUTBAHETO IPEIH Ja MOTydaT U3IMUTBAHOTO JICUCHHUE.
\ 3acrierieH He3aBUCUM IIperie] (ONpeeseH Mo MPOTOKO IbPBUYCH aHAIN3).

* ExcrutopaTopeH aHain3. okoHuareseH aHanu3 Ha OIl mpu naTa Ha 3akimroYBaHe HA KIMHUYHATE AaHHA 31
oktoMBpu 2017 1., mpubamsurenHo 59% OT manueHTUTE ca MOYNHAIIH.

Cl, nosepurenen uaTepBai; HR, koepuuueHT Ha puck ot HecTpaTuduuupan Cox perpecruoneH ananms; HJI, e
€ JJOCTUT'HATO.

Aesancupan uw/unu memacmazupan bvopeunoxiemvuer kapuunom (MBKK)

besayuzymab 6 kombunayus ¢ unmepgepon angha-2a 3a nreverue om nvpea IUHUA HA ABAHCUPAT U/UTU
memacmasupan 6vopeunoxiemvuen kapyurom (BO17705)

ToBa e pangOMHU3MpaHo, TBOWHO-cIsINO m3nuTBaHe (daza I1I, mpoBeseHo ¢ e olleHKa Ha
e(rkacHOCTTa 1 O€301MacHOCTTa Ha OeBaru3ymad B komOuHanwms ¢ uHTepdepoH (IFN) anda-2a B
cpasaenue c IFN anda-2a camocrositenHo, kaTo mbpBa JmHUs Ha JedeHue npu MBKK. [llecrcrotnn
YETHPHUAECET U JIEBETTE PaHIOMU3UpPAHH ManueHTH (641 JeKyBaHN) ca UMalIK CTaTyC Ha MPECTaBsIHE
no Karnofsky (KPS) >70 %, nunca Ha metacta3u B LIHC u anexBatHa ¢yHKuus Ha opranure. Ha
NalMEeHTHUTE € U3BbPIICHA HEYPEKTOMHUS IIPU IbPBUYEH KapLUUHOM HA OBOPEUHHUTE KIICTKH.
Bbesanzyma6 10 mg/kg e 6w naBaH Ha BCeKH 2 CEIMUIIM JIO TIporpecus Ha 3abonsBaneTo. IFN anda-
2a e gaBaH 710 52 CeIMUIM WJIH JI0 IPOrpecus Ha 3a00JIBaHETO B MPEMOPHUNUTENHA HadyalHa J103a OT
9 MIU Tpu reTH CEIMUYHO, KOETO TIO3BOJISIBA HaMaJleHHne Ha j1o3ata 1o 3 MIU Tpu mbTH ceIMUYHO B
2 crenku. [lanenture ca ctpatudupany IO CTPaHU U CKOp Ha Motzer, KaTo rpynuTe 3a JIie4eHue
ca OanaHcupaHu 100pe 10 OTHOIICHUE Ha MPOTHOCTUYHUTE (DaKTOPH.

[IppBuuHaTa kpaitHa Touka e Oll ¢ Bropu4HM KpailHi TOYKM Ha M3MUTBAHETO, KOUTO BKJIFOYBAT
npexuBsieMoct 0e3 nporpecus. JlobaBsHeTo Ha OeBa3ymab kbM [FN-anda-2a 3HaunTenHO
noeumasa [1BI1 u creneHTa Ha 0OEKTHBHO TYMOPHO MOBJIMsIBaHe. Te3U pe3ysTaTi ce MOTBbPIKIaBaT
OT HE3aBHCUM peHTreHorpadcku nperiel. Y nbiikasaneto Ha Ol kaTo mbpBUYHA KpaifHa TOUKa C 2
Mmeceria obade He ¢ craructiuyecku 3HadnmMo (HR= 0,91). T'onsiM IPOLICHT OT NAIMEHTHTE
(npubnusurenno 63 % IFN/mane6o; 55 % OeBann3zymad/IFN) ca nojy4uuiii pa3inaHu
HecTIeU(PUYHA BUAOBE IPOTUBOTYMOPHO JICUCHHE CJIE/ U3IMTUTBAHETO, BKIFOYUTEIIHO
AQHTHHEOIUTACTHYHH CPEACTBA, KOUTO MOJXKE J1a ca ce OTpa3miy Ha aHanu3a Ha OIl.

Pesynrarute 3a edukacHocT ca npeacraBenu B Tabmuma 15.
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Tabauna 15 Pe3yaratu 3a epuxacHoct B uanuteane BO17705

BO17705
ITnane6o+ IFN? Bv® + IFN?
Bpoii nanmenTu 322 327
[IpexuBseMocT 6e3 mporpecus
Menauana (Mecern) 54 10,2
KoeduiueHt Ha puck 0,63
95 % CI 0,52; 0,75

(p-croiinoct < 0,0001)

Crenen Ha 00exkTrBHO oBnHsABaHe (%) Ipu
MAIMEHTH C U3MEPHMO 3a00sIBaHe

" 289 306
CreneH Ha NOBJIMsIBaHE 12,8 % 31,4 %
(p-croitnoct < 0,0001)

@ Uurepdepon anda-2a 9 MIU 3 x ceqmuaHO
6 Beparmusyma6 10 mg/kg mpes 2 ceaMuIm

O0111a IPEKUBIEMOCT

Menmunana (Mecerm) 21,3 23,3
Koeduuunenr Ha puck 0,91
95 % ClI 0,76; 1,10

(p-croiinoct 0,3360)

Excrnmoparopen MHoroBapuanTeH Cox perpecHoHeH MOJiell, KOWTO H3M0I3Ba 00paTHa CeNleKIus,
MOKa3Ba, 4e CJISTHUTE U3XOJHU MPOTHOCTUYHHU (PAKTOPH Ca CHITHO CBBP3aHU C MPEKUBIEMOCTTA,
HE3aBHUCHMO OT JICYCHUETO: TI0JI, Opoii Ha Oen KPHBHU KIETKH, TPOMOOIIMTH, 3ary0a Ha TErJIo 1pe3
6-Te Mecelia Mpeu BKIIOYBAHETO B M3MMUTBAHETO, OPOI Ha MecTaTa C MEeTacTasu, CyMaTa Ha
Half-ToJIeMHTE IMaMETPH Ha TapreTHUTE JIe3nH, ckop Ha Motzer. Kopurupanero criopes] Te3u H3XOTHH
dbaxropu Boau 10 KoeduieHT Ha puck ot sieuerueto ot 0,78 (95 % CI [0,63 ; 0,96], p=0,0219),
NoKa3Bal] HamasieHue ¢ 22 % Ha pUcKa OT CMBPT IIPU NaLMEHTUTE B rpynara ¢ OeBaunzymabd + IFN
anda-2a B cpaBHenue ¢ rpynata ¢ [IFN anda-2a.

Hesernecer u cenem (97) marmentu B rpymnata ¢ IFN anda-2a u 131 nanuenTtu B rpynara ¢
OeBaru3ymab ca Hamaniu qo3ara Ha IFN anda-2a ot 9 MIU no 6 wiu 3 MIU Tpu bTH CEMHUYHO,
KaKTO MPEJBAPUTEITHO € YTOUHEHO B IIPOTOKOJIA.

HamansBanero Ha no3ara Ha IFN anda-2a usrnexaa He ce oTpa3sBa Ha epUKacHOCTTa OT
koMOuHanusTa Ha OeBanmzymad u IFN anga-2a criopen uecrorara Ha [1BI1 6e3 chOUTHS BB BpeMeTO,
KaKTO € JIOKa3aHo MpH aHaau3 Ha noarpynure. Cto tpumeceT u exud (131) marpienTs B Tpymara ¢
oeBanmzymad + IFN anda-2a, kouto ca Hamanwim U noaabpsxanu no3ara Ha IFN anda-2a na 6 wim 3
MIU no Bpeme Ha U3MUTBAHETO, ca Moka3anu Ha 6, 12 u 18 mecena crenen Ha [1bI1 6e3 crOuTHs OT
croTBeTHO 73, 52 1 21 %, B cpaBHeHme ¢ 61, 43 u 17 % B obmIara momysaius MarueHTH, MOTydaBaIti
oeanmzymad + [FN anda-2a.

AVF2938

ToBa e paHJOMHU3UPAHO, TBOWHO-CISINIO KIIMHUYHO u3nuTBaHe (asa 11, n3ciensamo GeBannuzymad

10 mg/kg B 2-cenmMuuHa cxema, ChC chlllaTa A03a OeBanu3ymald B KoMOMHAIMS ¢ epsioTuHUO 150 mg
JTHEBHO TIPH MAIUEHTH ¢ MeTacTa3upai ceeriokieTbueH bKK. O6mo 104 manuenTn ca
paHJIOMU3UpPAHH 3a JICYCHUE B TOBA M3MUTBaHe, 53 ¢ GeBarm3ymad 10 mg/kg Ha Bceku 2 cenMHIn
noc wiane6o u 51 ¢ 6eBaunzymad 10 mg/kg Ha Beeku 2 cenmunu mwioc epnotuHud 150 mg aHeBHO.
AHanu3bT Ha IbPBUYHATA KpaiiHa TOUKa HE MOKa3Ba pa3iiMKa MEXIy rpymnara ¢ OeBaunzymad +
miarne6o u rpymara 6eBanuzymad + epiotuau6 (Meauana Ha [1BI1 8,5 ciipsimo 9,9 mecerna). Ilo cegem
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NAalMEeHTH BBB BCSKA IPyIa ca MMaJId OOEKTUBHO MOBJIHsABaHE. [l00aBSIHETO HA epIIOTHHNO KBM
OeBanmzyMab He e moseno o nmogoopenne Ha OIT (HR = 1,764; p=0,1789), npoabDKUTEITHOCTTa HA
o0OekxTuBHO moBiusiBane (6,7 cpemty 9,1 Mecena) nim BpeMeTo 0 mporpecupane Ha cumntomure (HR
=1,172; p = 0,5076).

AVF0890

ToBa e pangOMHU3MpaHO KIMHIUYHO M3nuTBaHe (aza II, mpoBeneHo 3a cpaBHsIBaHE HA €PUKACHOCTTA U
Oe3omacHocTTa Ha OeBaru3yMab ¢ mranebo. O6mo 116 mamuenTn ca paHIOMU3UPAHH /1a TTOTydaBaT
6esarmzymad 3 mg/kg npes 2 ceamuitu (n = 39), 10 mg/kg npe3 2 ceamurm (n = 37) win mwiamnedo

(n = 40). MexIMHHUAT aHAIU3 € TIOKa3aJl, Ye MMa 3HaYMMO YAbJDKaBaHe Ha BPEMETO JI0 POrpecus Ha
3abomnsBaHeTo B rpymnara ¢ 10 mg/kg B cpaBHeHUe ¢ Tpynara ¢ miaredo (KoehuIeHT Ha puck 2,55;

p <0,001). Uma marnka pa3nuka ¢ TpaHAYHA CTATUCTUYECKA 3HAUMMOCT MEKy BPEMETO JI0 POTPECcHs
Ha 3a0omsBaneTo B rpynara ¢ 3 mg/kg u npu rpynara ¢ riane6o (koedunueHT Ha puck 1,26;

p = 0,053). YeTnpriMa ManueHTH ca UMaIH 00EKTUBHO (YaCTHYHO) TIOBIUABAHE U BCHYKH TE Ca
noydaBaiu OeBarm3ymad B mo3a oT 10 mg/kg; crenenTa Ha 0OEKTUBHO MOBIMSABAHE 32 103aTa OT

10 mg/kg e 10 %.

Enumenen kapyunom na auunuyume, paronuesume mpvou U nbpeuyder, Nepumonealel KapuuHom

prea JIUHRUS HA 1eYeHUe HA KaPpYUHOM HA ﬂﬁtmuuume

besomacHocTTa M eprkacHOCTTa Ha OeBann3yMad KaTo MbpBa JIMHUSA HA JICUCHNE HA MAIIEHTH C
eNUTeNeH KapIIMHOM Ha SIMTYHUIIUTE, (aJloNMeBUTE TPHOH WM IEPBUYCH MEPUTOHEATICH KapIIMHOM Ca
u3cnensanu B ase ¢asza |l kmuanunu m3nutBanus (GOG-0218 u BO17707), kouto oleHsBaT edekra
Ha 100aBsiHETO Ha OeBan3ymMad KbM KapOOIUIaTHH U MAKJINTaKCeN, B CPABHEHHE ChC CaMOCTOSITETHA
XMMHOTEPANeBTUYHA CXEMA.

G0OG-0218

Kimmamanoro npoyusane GOG-0218 e ¢aza |1l MmEHOTOIIEHTPOBO, paHIOMU3HPAHO, TBOHHO-CIIATIO,
1a1e00-KOHTPOJUPAHO MPOYUBaHE C TPH TPYIH, OIICHsBAIIO ehekTa Ha 100aBsHE Ha OeBaru3ymMad
KBbM 0/I00peHaTa XMMUOTEpANIeBTUYHA cXeMa (KapOOTUIaTHH M MAKIUTAKCEeN), PU MaIlUeHTKHU C
HanpenHan (Cramuu 1B, 11C u IV, ciopen Bepcusita 3a cragupane o FIGO ot 1988 r.) enurenen
KapIMHOM Ha SHYHUIATE, (PAONHEeBUTE TPHOU WIIH ITbPBUYCH MTEPUTOHEATIEH KapIITHOM.

[TanyeHTKUTE, KOUTO Ca MOTyYaBaJld NpeAlIecTBalla Tepanus ¢ 6eBanu3ymad, npeanecTpaa
CHCTEMHa IPOTHBOPAKOBA TepaNH 32 KApLUUHOM Ha SITYHULUTE (HAIP. XUMHOTEpaInus, Tepamus ¢
MOHOKJIOHAJTHY aHTUTENa, Teparus C ”THXMOUTOPH Ha TUPO3UH KHHA3aTa WIIM XOPMOHAITHA TEPaTIHs)
WIH IIPEIIIECTBANIO JIbYEIICUEHUE Ha KOPEMa WK Ta3a, Ca U3KIIIOYEHH OT IIPOYYBAHETO.

O6mo 1 873 manueHTKy ca paHJIOMU3UPAHU B €THAKBO CHOTHOIICHUE KbM CICIHUTE TPU TPYIIH:

e CPP rpyna: ITer nukbiia ¢ miane0o (3amouBaiiy OT MUK 2), B KOMOMHAIIUS ¢ KapOOIIaTUH
(AUC 6) u nakmraxcen (175 mg/m?) B mpoabinkeHre Ha 6 HUKBIIA, TOCIEABAHU OT
NPUIOKEHUE caMo Ha Tutanedo, oomo 1o 15 Mecena tepanus

e CPBIS5 rpyna: [ler nuxsia ¢ 6eBarmzymad (15 mg/kg Ha 3 cenmuny, 3a09HAIN OT IIMKBII 2)
B koMOuHanus ¢ kapoomiarud (AUC 6) u naknutakcen (175 mg/m?), B mpoabkenue Ha 6
LMKBJIa, TOCTIeIBAaHN OT IPUJIOKEHHE caMo Ha marebo, obmro 1o 15 mecena Tepanust

o CPBI15+ rpyna: Ilet nuksia ¢ 6epanmzymad (15 mg/kg Ha 3 ceamuny, 3amovHad OT MAKBIT
2), B komOuHarms ¢ kapoornatua (AUC 6) n makmurakcen (175 mg/m?), B npoasiokeHne Ha
6 IMKBJIA, IOCIIEIBAHH OT MPOIBIDKUTENHA yrioTpeda Ha 6eBarm3ymad (15 mg/kg na 3
CEeJIMUIIN), KATO MOHOTEparus, o010 10 15 Mecena.

[loBeueTo OT manMeHTHUTE, BKIIOYECHU B IPOYYBAHETO, ca oT Osyara paca (87 % u B TpuTe rpyIn);
cpeanara Bb3pact € 60 ronuan B CPP u CPB15 rpynute u 59 rogunu B CPB15+ rpynara, a 29 % ot
nanuenTure B CPP mm CPB15 u 26 % in CPB15+rpynara ca Hax 65-roaurina Bb3pact. O6Io
npubm3utento 50 % ot nanuentkute uMmat 0 Touku 1o GOG PS Ha u3xoaHo HUBO, 43 % umar 1
touyka 1o GOG PS u 7 % - 2 touku no GOG PS. [Toseuero natmentu umatr EOC (82 % npu CPP u
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CPB15, 85 % npu CPB15+), cnensano ot PPC (16 % mpu CPP, 15 % npu CPB15, 13 % npu
CPB15+) u FTC (1 % npu CPP, 3 % npu CPB15, 2 % npu CPB15+). TToBeueTo OT maueHTUTe ca
UMaJIi CepPO3CH XUCTOJOTUYeH THI ajieHokapiHoM (85 % npu CPP u CPB15, 86 % npu CPB15+).
O6mo npubnusurento 34 % ot nanuenture ca FIGO craauii |1, c onTumanen perpec u
MaKpOCKOIICKH C OCTaTh4HO 3a00isaBane, 40 % ca B ctaauit |11 cbe cybonrumanen perpec u 26 % ca
NalyueHTH B craguii V.

ITspBuyHaTa kpaiina Touka e IIbII, Bb3 0OCHOBa Ha OIleHKaTa Ha U3CJIe/I0BaTelIs 3a IPOrpecus
OCHOBABaIlla CE Ha pe3yTaTUTe OT CkeHepa win HuBata Ha CA 125, uimm Ha CHMIITOMAaTHYHO
BJIOIIIABAHE I10 MPOTOKOJA. B MOMBIHEHHE € MPOBEICH MPEABAPUTEIIHO CIISITUPUIIMPAH aHATN3 HA
nanHute, oueHsBam CA-125 nporpecusita Ha CbOUTHITA, KAaKTO M He3aBucuM niperiien Ha [1BI1,
ompezenieHa OT pe3yJTaTUTe OT CKEHEpa.

W3nuTBaHeTO MoOCTUTa CBOSATA MBPBUYHA 1ied 3a monoopsBaHe Ha [IBI1. B cpaBHeHue ¢ mauueHTuTe,
JIEKyBaHH caMo ¢ XUMUoTepanus (KapOOoTUIaTHH U AKIUTaKCeN) KaTo ITbpBa JNHUS Ha JICUCHHE,
OonHKTe, OMy4YaBain Oesanu3ymab B 103a 15 mg/kg Ha 3 ceamuiiy, B KOMOMHALUS C XUMHOTEPAITHS
Y MPOJBJDKUIIN J1a TIoNTyyaBat camo 6earmzymab (CPB15+), uMaT KITHHUYHO M3pa3eHo u
CTaTHCTUYECKH 3HaYuMO nogoopenue Ha [1BI1.

[Tpu manmeHTKUTE, KOUTO ca MoJydaBaiy caMo OeBaiu3yMad B KOMOMHAIUS ¢ XUMHOTEpaInus U He ca
MPOBIDKHIIY JieueHue camo ¢ Oeraru3ymad (CPB15), He ¢ HaOmo1aBaHa KIIMHUYHO U3pa3eHa Moji3a

o otHomrenue Ha [1BI1.

Pesynratute oT TOBa npoy4uBane ca 0000meHu B Tadumia 16.
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Ta6auna 16

PesyaraTu 3a epuxacHoct ot npoyuBane GOG-0218

IpexuBsieMocT 6e3 mporpecus *

CPP CPB15 CPB15+
(n =625) (n =625) (n=623)
Menauana ITBIT (Mecenn) 10,6 11,6 14,7
Koeuiment Ha puck (95 % CI) 2 0,89 0,70
(0,78, 1,02) (0,61, 0,81)
p-croiinocT ¥4 0,0437 < 0,0001
YecToTa HA JEHCTBUTENICH OTTOBOP
CPP CPB15
(n = 396) (n = 393) CPB15+ (n = 403)
% MAIMEHTH C ICHCTBUTENIEH 63.4 66.2 66.0
OTrOBOP
p-cTOWHOCT 0,2341 0,2041
O6ma npexussemoct °
CPP CPB15 CPB15+
(n=625) (n=625) (n=623)
Menauana OIT (Mecern) 40,6 38,8 43,8
Koeduuuent Ha puck (95 % Cl) 2 1,07 (0,91, 1,25) 0,88 (0,75, 1,04)
p-croiinoct 0,2197 0,0641

! Amanus na omenenara oT m3ciemosatens IIBII, creruduippan B8 GOG nportokona (6e3 mpoepka 3a CA-125
nporpecust, Huto 3a TUII mpeau mporpecusi Ha 3a00JsIBaHETO) ¢ KpaifHa nara 3a chOupaHe Ha HaHHHTE 25

¢deBpyapn, 2010 T.

2 cTpaTnuuEpan Koe(UIMEHT HA PUCK, OTHACSAII CE 3a KOHTPOJIHATA IPYTIa.

3 Ennoctpanna log-rank p-ctoiHoCT

4 ITpu rpanuna Ha p-croitnoctTa ot 0,0116.

% TlanMeHTKH ¢ M3MEPUMO 3a00JIABaHE HA H3XOJHO HUBO.
® Okonuarenen ananus na OIl, npoesieH npu cMbpTTa Ha 46,9 % OT NalMeHTKHUTE.

[MpoBenenwu ca npeaBapuTenHo crenuduiupany aHanu3u Ha [1BI1, BcuukuTe ¢ kpaiina jata 3a
cpbupane Ha nanaute 29 centemBpu 2009 r. Pesynrarure oT TE3U NpeBapUTETHO CrIEHU(PHUIIUPAHH

aHaJIM3M Ca KaKTO CJIcaBa:

o Anammzbt Ha [IBI1, ciopen oneHkara Ha u3clieoBaTeNs, cnenuduIrpan B mpoTokoia (6e3
nposepka 3a CA-125 nporpecus nim 3a Tepanus u3BbH nporokoia [TUIT]), mokazsa
crparuduipan koeduuent xHa puck ot 0,71 (95 % ClI: 0,61-0,83, 1*°-cTpanna log-rank
p-croitHocT < 0,0001), koraro CPB15+ ce cpaBusiBa ¢ CPP, ¢ menuana na [1BI1 10,4 mecena B

CPP rpynara u 14,1 mecena B CPB15+ rpynara.

. [IspBuunmsT ananu3 Ha [1BI1, ciopen oneHkaTta Ha uscienoBarens (ciaen nporepka 3a CA-
125 mporpecus u TUII), nokassa crpatudunmpan koeduuuent Ha puck ot 0,62 (95 % ClI:
0,52-0,75, 1"°-ctpanna log-rank p-croiinoct < 0,0001), korato CPB15+ ce cpasusiBa ¢ CPP, ¢
menuana Ha [1BIT 12,0 mecema B CPP rpynara u 18,2 meceria B CPB15+ rpynara.

. Anamuzst Ha [1BI1, onpenenen ot He3aBrucuMa eTndHa Komucus (mpoBepka 3a TUIT), mokazBa
crparuduipan koedumuent Ha puck ot 0,62 (95 % CI: 0,50-0,77, 1*°-ctpanna log-rank p-
croriHoct < 0,0001), koraro CPB15+ ce cpaBusBa ¢ CPP, ¢ menuana Ha I1bI1 13,1 8 CPP
rpynata u 19,1 mecenia 8 CPB15+ rpymara.

IMoarpynosure ananusu Ha [1BI1 o craauii Ha 3a00/IsIBAHETO M CHCTOSTHUE HA perpec ca 0000IIeHU B
Tabmura 17. Te3u pe3ynratu moka3BaT HEUyBCTBUTEITHOCT Ha MeTo/a Ha aHanu3 Ha [IBI1, kakTo e

rnoxkasaso B Tabiuua 16.
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Ta6auna 17
npoyuBane GOG-0218

Pesyaratu 3a IIBII! no cragmii Ha 3200/19BaHETO U CHCTOSTHUE HA Perpec oT

Pangomusupanu nanuenTty cramuii 111 3a0onsaBane ¢ ontuManel perpec Ha 3a6onspanero >3

CPP CPB15 CPB15+
(n =219) (n=204) (n=216)
Menuana na IIBIT (Meceim) 12,4 14,3 17,5
Koegwumuent na puck (95 % 0,81 0,66
ch* (0,62, 1,05) (0,50, 0,86)
PaHOMI3MpaHy NalMeHTH cbe cTaaumii |11 3abonsBane che cybonTuManeH perpec’
CPP CPB15 CPB15+
(n =253) (n = 256) (n=242)
Menuana na ITBI1 (Mecenn) 10,1 10,9 13,9
Koegwumment na puck (95 % 0,93 0,78
cn* (0,77, 1,14) (0,63, 0,96)
Pannmomusupanu nareHTH cbe craaui 1V 3abonsBane
CPP CPB15 CPB15+
(n=153) (n = 165) (n = 165)
Menuana na ITBIT (Meceru) 9,5 10,4 12,8
Koepuuumenr ua puck (95 % 0,90 0,64
cn* (0,70, 1,16) (0,49, 0,82)

! Amanus na I1BI1 ciopes; oLieHKaTa Ha u3cienoBaTens, cnenuduiupad B GOG nporokona (6e3 npoBepka 3a
CA-125 nporpecus, nuto 3a TUII npenu nporpecus Ha 3a00JIIBaHETO) ¢ KpaiiHa JaTa 3a ChOMpaHe Ha JaHHUTE

25 despyapu 2010 .

2 CbC ocTaTh4YHO 3a00J1BaHE MAaKpOCKOIICKH.

33,7 % ot obmara paHIOMHU3WpaHA TOMYJIalus ManueHTn ca nmanm craguii |11B 3abomnsasane.
4 Ormacsnr ce 3a KOHTPOJIHATA TPYIIA.

BO17707 (ICON7)

BO17707 e muOoTOLIEHTpOBO (haza lll, parmomMusnpano, KOHTPOIUPAHO, OTKPUTO KITHHUIHO
MpOY4YBaHe ¢ JBE I'PYIH, CPaBHABAIIO ehekTa OT J0OaBsHe Ha OeBalu3yMad KbM KapOOTUIaTHH TLTIOC
HaKJIUTAKCE P MAIMEHTH CIIe] OTlepallys Ha eMUTENICH KapLIUHOM Ha SHYHHAIHTE, (aOHEeBUTE
TpBOM WM TbpBUYEH NiepuToHeaneH kapiuaoMm FIGO cramuii | unm A (ctener 3 wnm camo yncra
kierbuHa xucronorus; N = 142) unu FIGO cranwii |1B - IV (Bcuuky cTeneHn U BCHUKH
xuctonornudu Tunose, N = 1386) (NCI-CTCAE v.3). B ToBa nznurBaHe ¢ U3I0JI3BaHa BEpCcHsTa 32

craaupane o FIGO ot 1988 r.

[TanmeHTHTE, KOUTO Ca MOyYaBaly MPeAIIecTBaIa Tepanus ¢ OeBaru3ymMad wWid mpeamnecTBaia
CHCTEMHa ITPOTHUBOPAKOBA TEPAIHS 33 KAPIIMHOM Ha SHYHHUIIUTE (HAIP. XUMUAOTEPAIIHS, TEPAITUS C
MOHOKJIOHAJTHH aHTHUTENa, TEPaIvs C HHXMOUTOPU HAa TUPO3WH KMHA3aTa UM XOPMOHATHA TEPaITus)
WJIU TIPEIIIECTBAIIIO JIbUESIICUCHHE Ha KOpeMa WU Ta3a, ca U3KII0YEHHU OT IIPOYIBAHETO.

00610 1528 manueHTKy ca paHJOMU3HPAHHU Ha PaBHU YaCTH KbM CJIETHUTE JIBE TPYITH:

e CP rpyna: Kap6omnatun (AUC 6) u nakmurakcen (175 mg/m?) B npoabikeHue Ha 6 IUKbIIA
C IPOJBIDKUTEIIHOCT OT 3 CEAMMIIN

e CPB7.5+ rpyna: Kap6omnatun (AUC 6) u naknurakcen (175 mg/m?) B npoabinkenue Ha 6
IIUKBJIA OT 3 ceaMuIy mmoc OeBarmsymad (7,5 mg/kg Ha 3 cenmurm) go 12 mecena
(mpunoxkeHneTo Ha OeBau3yMad 3armoyBa B IUKBI 2 OT XUMHOTEPANHUATA, aKO JICUCHUETO €
3aroYHaso 70 4 CeJIMHIIY OT OTIEPAIHATA, WIIU B IIUKBI 1, aKO JICUEHUETO € 3aII0YHAII0

moBeYe OT 4 CEIMUIIN CIIE]T OTICPAIIHATA).

[ToBedeTo OT MaMEHTKUTE, BKIFOYCHU B IPOYYBAHETO, ca Omim oT Osinata paca (96 %), cpenHara
BB3pacT € 57 TOAWHY B IBETE IPYITH Ha JiedueHue, 25 % oT OOJHUTE BBHB BCSAKA IPpyIa Ha JICUCHUE ca Ha
BB3pacT 65 rofAuHM WK noseue u npudausuTenHo 50 % or nauuentkute ca umanu ECOG PS - 1; 7 %
OT NallMEHTKHUTE BbB BCsiKa rpyna Ha jeuenue ca umaaun ECOG PS - 2. [loBedeTo oT mauueHTuTe ca
umainu EOC (87,7 %), ciensano ot PPC (6,9 %) u FTC (3,7 %) win komouuanus ot tpure (1,7 %).
IToseuero marmenTn ca 6mmu FIGO cramuit Il (u nBete 68 %), cnenanu ot FIGO crammit IV (13 % u
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14 %), FIGO cramwuii 11 (10 % u 11 %) u FIGO craauii | (9 % u 7 %). BonMHCTBOTO MAIMEHTH BHB
BcsKa rpyna Ha neuenne (74 % u 71 %) ca umanu Ha U3X0JIHO HUBO cnabo nudepeHnrpanu (CTeneH
3) mepBHYHE TyMOpH. HecToTata Ha Bceku xuctonornuer moarun EOC e mogobHa B rpymnure Ha
nedenue; 69 % OT MalMeHTHTE BbB BCSAKA TPyIla Ha JICUCHUE Ca UMAJIH CEPO3EH XUCTOJIOTHYCH THIT
aJICHOKAPIIMHOM.

[IspBuuHata kpaitna Touka e [1BI1, orienena ot uscnenoparens ¢ momorira Ha RECIST.
M3nuTBaHeTo MOCTUTA MBPBUYHATA CH T Ha mogoOpsasane Ha I1BI1. B cpaBHeHMe ¢ mamueHTHTE,
JIeKyBaHHM CaMO C XUMHUOTepanus (KapOOoIUIaTHH U MaKJIUTAKCEN) KaTo MbpBa JIMHKA Ha JICUCHHE,
NalMCHTHTE, KOUTO ca MoJly4aBaiu OeBau3ymad B 1o3a ot 7,5 mg/kKg Ha 3 cenmuny B KOMOHHAIIUS C
XUMHOTEPAINs 1 ca MPOABDKIIN Ja TorydaBat 6eBannzymad no 18 mukbiia, ca umanm
CTaTUCTUYECKH 3HaUnMO nogoopenue Ha [1BI1

Pesynrarute ot ToBa poy4uBaHe ca 0600menu B Tabmuia 18.

Ta6auna 18 Pe3yaTaru 3a epuxacHoct npu npoyuBane BO17707 (ICON7)

[IpexuBsieMOCT 6€3 MPOrpecHs

CP CPB7.5+
(n = 764) (n =764)
Menmana IIBIT (mMecerm) 2 16,9 19,3
Koeduiuent Ha puck [95 % Cl]? 0,86 [0,75; 0,98]

(p-croitnoct = 0,0185)

Yecrora Ha Z[eﬁCTBPITeJ'IeH OTTOBOP !

CP CPB7.5+
(n=277) (n=272)
YectoTa Ha OTTOBOP 54,9 % 64,7 %

(p-croitnoct = 0,0188)

OO0m1a mpexnBsIEMOCT 3

CP CPB7.5+
(n=764) (n=764)
Menunana (Mecern) 58,0 57,4
Koedurment Ha puck [95 % ClI] 0,99 [0,85; 1,15]

(p-croitnoct = 0,8910)

! IIpu manueHTH ¢ U3MEPUMO 3a00IIABAHE HA U3XOIHO HHBO.

2 Ananus na IIBI, ciopen oleHKaTa Ha M3cleN0BaTeNs ¢ KpaiiHa jarta 3a choupase Ha janHute 30 HOEMBpH,
2010 .

3 OkonuatenuusT aHanu3 Ha OIl e HarmpaBeH, Korato 46,7 % OT MarUeHTUTe ca MOYNHAIHM, ¢ KpaifHa jJaTa 3a
BKJTFOYBaHE B aHaimm3a 31 mapt 2013 1.

[TepBrunmsT ananu3 Ha [1BI1, cnopex oneHkarta Ha U3clieIoBaTeNs ¢ KpaifHa Jata 3a cbOupaHe Ha
nannute 28 dpespyapu, 2010 r. nokassa HectpaTuduimpan koeduipeHt Ha puck ot 0,79 (95 % CI:
0,68-0,91, 2%-ctpanna log-rank p-crotinoct 0,0010) ¢ mexnana ua ITBIT ot 16,0 mecena 8 CP rpymara
u 18,3 mecena B CPB7.5+ rpynara.

IToarpynosure ananusu Ha [1BI1 criopes craaust Ha 3a00ISIBAHETO M CHCTOSTHUETO HA PErpec ca

0000menu B Tabmuma 19. Te3u pe3ynraTu moka3BaT HEUyBCTBUTEIHOCT HA METO/Ia HA TbPBUYHUS
ananu3 Ha [1BI1, kakTo € mokasano B Tabmuma 18.
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Tab6auuna 19 Pesyararu 3a IIBII! cnopen craausi Ha 3260J15IBAHETO H CHCTOSIHHETO HA
erpec ot KinHu4Ho nmpoyusane BO17707 (ICON7)

Panjomusupanu nanuenty B craauii 11l ¢ ontumanen perpec na 3a6onssanero >°

CP CPB7.5+
(n = 368) (n=383)
Menunana ITBIT (mecern) 17,7 19,3
Koedunuenr ua puck (95 % 0,89
Ch* (0,74,1,07)
Pannomusupanu nanuenty B ctamuii |l cbe cy6-onTuManen perpec Ha 3a001sBaHETO’
CP CPB7.5+
(n=154) (n = 140)
Menuana ITBIT (Mecena) 10,1 10,1
Koeduument Ha puck (95 % 0,67
o) (0,52, 0,87)
Pannmomusupany naruenTH B cranuid IV Ha Oonectra
CP CPB7.5+
(n=97) (n =104)
Menunana ITBIT (Mecern) 10,1 13,5
Koedwurmenr ua puck (95 % 0,74
cly* (0,55, 1,01)

! Amanms ma I1BI1, clopen oleHKaTa Ha U3CIEI0BATENA ¢ KpaliHa jaTa 3a choupane Ha gaHuuTe 30 HOEMBpH,

2010T.

2 C unu 6e3 0cTaThbuHO 3200/11BaHE MAKPOCKOICKH.
35,8 % ot obuIaTa paHIOMU3MPaHa MOMyJIAlKs NAMeHTH ca uManu craauii 111B 3abonssane.
4 OTHacs1 ce 32 KOHTPOJIHATA IPyIIa.

Peyuousupawy xapyurom na siiunuyume

EdwukacHoctTa 11 6e3omacHoCTTa Ha OeBar3yMal MpH JISYeHNE Ha PEIUINBHPAILl eTTHTEIICH
KapLIUHOM Ha SHYHAIMTE, (HaONHEBUTE TPHOU M IbPBUYCH NIEPUTOHEANICH KApIIMHOM, Ca M3CIICABAHH
B Tpu nipoyuBanust ¢asza Il (AVF4095g, MO22224 u GOG-0213) npu pa3nuyHu MOMmyIaniu
NAalMEeHTH U CXEMH Ha XUMHOTEPATIHSI.

AVF40959 omiensiBa eukacHOCTTa B O€30MMaCHOCTTA Ha OeBaI3yMad B KOMOUHAIINS C
KapOOIUIaTHH U TeMIUTAONH, TIOCIeIBaHO OT OeBanu3ymMald caMOCTOSITEIIHO TP MALUEHTH C
YyBCTBHUTEJICH Ha TUIATHHA PEIMIUBHUPAIL] CTUTENICH KAPIIMHOM Ha SSIHYHUINATE, (aTOTIHeBUTE
TpBHOU MM TbPBUYEH NIEPUTOHEATICH KapIIMHOM.

GOG-0213 omuensiBa eprkacHOCTTa M Oe30MacHOCTTa Ha OeBau3ymMald B KOMOHHAIIHS C
KapOOIUTATHH U MAKJIUTAKCEN, OCJIEIBAaHO OT OeBaM3yMad CaMOCTOSTEITHO IPH MAMEHTH C
YYBCTBHUTEJICH HA TUIATHHA PEIMIUBHUPAILl eUTENIeH KapIIMHOM Ha SIHYHUINTE, (anonreBuTe
TpHOH WIIM TEPBUYCH TIEPUTOHEAICH KapIIHHOM.

MO22224 ouensBa egrkacHoCTTa U 0€30MACHOCTTA HA OeBan3yMad B KOMOMHAIHS C
MAKJIUTAKCel, TOMOTEKaH Wi METUIINPaH JIMTI030MaJIeH JJOKCOPYOHIIMH MIPH NAIUEHTH C
TUIATHHA-PE3UCTEHTEH PELMIMBHPALLl EIUTEICH KapIIMHOM Ha SHYHHULUTE, (paronueBuTe
TPHOU WM THPBHYCH MIEPUTOHEAIICH KapIIUHOM.

AVF4095¢g

BesonacnoctTa n edukacHOCTTa Ha OeBaM3yMad MpH JICUEHNE HA MAUEHTKU C PELUANBUPALL
eNUTeNeH KapIIUHOM Ha SITYHUITUTE, (PallONUeBUTE TPHOH WIH TEPBUYCH MEPUTOHEATICH KapPIIMHOM,
YYBCTBHUTEJIECH KbM JICUCHHE C TUIATHHA, KOUTO HE Ca MOJIy4aBajiy Npear TOBA XUMHOTEpAanus 3a
peunauBHpaIio 3a00JiIBaHe WK JIedeHue ¢ OeBanu3yma0, ca U3cieIBaHH B €1HO PAaHIOMHU3UPAHO,
JIBOMHOCJISIO T1aie00-KOHTpoIMpano KiinHudHo nnuteane ¢asa 11 (AVF4095q). Kinuananoto
W3MUTBaHE cpaBHsABA eeKTa Ha J0OaBsHE Ha OeBal3yMad KbM XUMHUOTEPAITUs ¢ KapOOIUIATHH U
reMunTaOUH U IPOJbIKaBaHe Ha OeBann3ymMad KaTo MOHOTEPAIIUS 10 IPOrPecHsi ChC CaMOCTOSITETHO
MIPUJIOKEHUE Ha KapOOIUIaTHH U TeMIUTaOHH.
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B KITMHUYHOTO M3MUTBaHE ca BKIIOYBAHU CaMO MAIMEHTKH C XUCTOJIOTHMYHO J0Ka3aH KapIliMHOM Ha
SWYHUAIUTE, TBPBUYCH TICPUTOHEATICH KAPIIUHOM WM KapIIMHOM Ha (aloNMeBUTE TPHOH,
peruauBrpai > 6 Mecena ciiejl XMMHOTeparnus Ha OCHOBATa Ha IJIATHHA, KOUTO HE Ca IMOTy4YaBalid
XUMHOTEPAIUS 33 PeUUAUBUPATIOTO 3a00JIIBAHE M HE Ca MOJTyYaBaIH MPEIIIeCTBAIa TePAIUs C
OeBanm3yma0, apyru naxuouropu Ha VEGF wim apyru VEGF penientop-npuiieiHy areHTH.

006110 484 MauMeHTKN ¢ U3MEPUMO 3a00NIBaHe ca paHIOMHU3UPaHU B choTHOIIEHHe 1:1 3a

IoJry4aBaH€ Ha:

. Kap6omnatun (AUC4, nen 1) u remrmTa6un (1 000 mg/m? B nau 1 1 8) u e1HOBpEMEHHO
rutane0o Ha BceKH 3 ceIMULY B MPoAbKeHne Ha 6 u 1o 10 nuKbia, mocieABaHu OT ruianedo
CaMOCTOSITETTHO (Ha BCEKU 3 CEIMHIIN) 10 porpecus Ha 3a00JsIBaHETO WK HETTPUEMIINBA

TOKCUYHOCT

. Kap6onnatun (AUC4, nen 1) u remuura6bun (1000 mg/m? B quu 1 u 8) U eJHOBpEMEHHO
6eBanm3zymad (15 mg/kg men 1) Ha Bceku 3 ceMUIIM B TPOABIDKeHHE HA 6 U 10 10 NUKBIA,
nocneBanu ot OeBai3yma6o (15 mg/kg Ha Bcekn 3 ceIMHUIIN) CAaMOCTOSTETHO JI0 TPOTPECHsI Ha
3200JISIBAHETO WIIK HEMIPUEMITUBA TOKCHYHOCT

[IspBuunara kpaiina Touka e IIBII Bb3 OCHOBa Ha peleHKaTa Ha U3CIEA0BATENS C IOMOLITA Ha
monupunmpan RECIST 1.0. [lonmbHUTETHUTE KpaltHU TOYKH BKITFOYBAT OOCKTHBEH OTTOBOP,
HPOJBDKUTEIHOCT Ha 0TroBopa, OIT u 6e3omnacHoCT. M3BBpIIIEH € ChI0 U He3aBUCUM Iperjes Ha

I'bPBUYHATA KpaliHa TOYKA.

PesynratuTe 0T TOBa KIIMHUYHO M3MUTBAaHE ca 00001IeHu B Tabnuma 20.

Taoauna 20

Pe3yaTaTu 3a epukacHoct ot npoyuBane AVF4095

[IpexuBseMocT 6e3 mporpecus

O1eHka Ha U3CIeI0BaTeNs

Onenka Ha IRC

Ilnaue6o+ C/G Beparuzymao + Ilnane6o+ C/G Bepanuzymao +
(n=242) CIG (n=242) CIG
(n=242) (n=242)

bes nposepra 3a THII
Meara ITBI1 8,4 12,4 8,6 12,3
(mecenn)
KoedunmeHt Ha puck
(95 % Cl) 0,524 [0,425, 0,645] 0,480 [0,377, 0,613]
p-cToiiHOCT <0,0001 <0,0001
C nposepxa 3a TUII
Mezmata ITBI1 8,4 12,4 8,6 12,3
(Mecern)
KoedunmeHt Ha puck
(95 % Cl) 0,484 [0,388, 0,605] 0,451 [0,351, 0,580]
p-cToiiHOCT <0,0001 <0,0001

YecToTa Ha 00EKTHBEH OTTOBOP

O]_[eHKa Ha N3CJICA0BATCIIA

Orenka Ha IRC

Beparmsymab + [Tnanebo + Bepamusymat +
H”?ﬁe? 5 12;: G CIG C/G (n = 242) CIG
} (n = 242) (n = 242)

0
V6 MAIHEHTKH C 57,4 % 78,5 % 53,7 % 74,8 %
00EKTHBEH OTrOBOD
p-cTOMHOCT <0,0001 <0,0001
OG11a NpexuBIEMOCT

I[Mname6o + C/G besarmzymab + C/G

(n=242) (n=242)

Menunana OI1 32.9 33,6
(mecenn)
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Koeduruent Ha puck
(95 % CI) 0,952 [0,771, 1, 176]

p-CTOHHOCT 0,6479

IMoarpynosute anamu3u Ha [IBI1 B 3aBUCHMOCT OT PEIMIUBUPAHETO CIIEA MOCIEIHATA TEPAITHS C
1aTuHa ca 00o6menu B Tadmuma 21,

Tadomuua 21 IpexuBsieMocT 6e3 Mporpecust Crope BpeMeTo OT MOCJIeHATA TEPAIHsI ¢
IJIATHHA 10 PellIMBHPAHETO

OneHka Ha u3cJjiea0BaTe s

Bpeme ot mocsieHaTa Ilnanedo+ C/G Besauuszymad + C/G

Tepanus ¢ IJIaTuHa 10 (n=242) (n=242)

peuuIuBUPAHETO

6- 12 mecena (n=202)
Menaunana 8,0 11,9
KoedurueHnr Ha puck 0,41 (0,29 - 0,58)
(95 % CI)

> 12 mecena (n=282)
Menuana 9,7 12,4
KoeduuueHr Ha prck 0,55 (0,41 -0,73)
(95 % CI)

GOG-0213

GOG-0213 e pangOMHU3HPaHO, KOHTPOIMPAHO, OTKPUTO KIMHUYHO usnuTBaHe (asa 1, koeto
u3cienBa Oe3omacHocTTa U e(hUKacHOCTTa Ha OeBaru3ymad Ipy JIeYeHre Ha TTAlueHTH C
PELUINBHUPAL EIUTENICH KapIIMHOM Ha SHYHULNTE, (paTonneBUTe TPHOU WIN ITbPBUYCH
IIEPUTOHCAJICH KapIIUHOM, YYyBCTBUTCIICH KbM JICUCHHUE C IIJIAaTHHA, KOUTO HC Ca MOJIy4YaBaJId IIpEau
TOBAa XUMUOTCPAIIUA 3a pCUUIUBHUPALIO 3a6OHﬂBaHC. HpeILI/IHIHa AHTHAHTMOICHHA TCpaIus HE €
u3KIouBan kputepuit. [IpoyaBanero onensiBa epekra Ha mobaBsHE Ha OeBaru3ymad KbM
KapOoIIaTHH + MaKIUTaKCeN U MPOAbJLKaBaHETO Ha OeBal3yMald caMOCTOsTETHO JI0 IPOrpecHs Ha
3a00JISIBAHETO MU HEMPUEMITHBA TOKCUYHOCT, B CPABHEHHE ChC CAMOCTOSITEITHOTO MTPHUIIOKEHUE Ha
KapOOIUIATHH + MaKIUTaKCel.

006110 673 MarMeHTy ca paHJI0MU3HPAHU B €THAKBO CHOTHOIIICHUE KbM CIIEAHUTE JIBE TPYITH Ha
JICYEHHE:
»  CP rpyna: Kap6omnatun (AUC5) u naknutakcen (175 mg/m? uHTpaBeHO3HO) Ha BCEKH 3
CEJIMMIIY B TIPOIBIDKEHUE HA 6 1 10 8 1uKbia.
« CPB rpyna: Kap6omrarun (AUC5) u naknurakcen (175 mg/m? uHTpaBeHO3HO) U
enHoBpeMeHHO OeBanm3ymab (15 mg/kg) Ha Bceku 3 ceiMUIIU B IPOIb/DKEHUE Ha 6 U 110
8 mukbia, mocieasano ot 6epannzymad (15 mg/kg Ha Bcexu 3 ceMHITN) CAMOCTOSITETHO JI0
Tporpecus Ha 3a00IABAHETO MITH HEMMPHEMITHBA TOKCHYHOCT.

IMToseuero manuentu B CP rpymnara (80,4 %) u CPB rpynara (78,9 %) ca ot 6sitata paca. Mennanata
Ha BB3pactTa ¢ 60,0 roguau B CP rpynara u 59,0 roqunau B CPB rpymara. [To-ronsimaTa wact ot
nanuentute (CP: 64,6 %; CPB: 68,8 %) ca BbB Bb3pacToBara Kareropus < 65 roguau. Ha nzxomHo
HHBO [TOBEYETO MAIMEHTH B JBETe Irpymnu Ha jedeHue ca umanu GOG PS 0 (CP: 82,4 %: CPB; 80,7 %)
wiu 1 (CP: 16,7 %: CPB; 18,1 %). ®yukuunonasen cratyc 2 no GOG Ha W3X0IHO HUBO € ChOOIIEeH
npu 0,9 % ot narenture B CP rpymara u 1,2 % ot nanmenture B CPB rpynara.

IIspBuuHaTa KpaifHa Touka 3a epukacHoct e obmara OIl. OcHoBHaTa BTOpHYHA KpaifHa TOYKA 3a
edpukacHoct e mpexussiemoct 6e3 [1BI1. Pesynrarute ca npencrasenu B Tabnuia 22.
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Tadauna 22 Pesyarartu 3a epuxacnoct’? or npoyusane GOG-0213

ITbpBHYHA KpaiiHa TOYKA

O6mr1a mpexwussemoct (OIT) (n=CBF; 6) (n(iz:??)
Menunana Ha OIT (Mecenn) 37,3 42,6
Koedwunment na puck (95 % CI) (eCRF)? 0,823 [CI: 0,680, 0,996]
p-cTORHOCT 0,0447
Koedunuenr ua puck (95 % ClI) 0,838 [CI: 0,693, 1,014]
(bopmynsp 3a perucrpanus)®

p-cToiiHOCT 0,0683

BropuuHna kpaiina Touka

[Mpexxussiemoct 6e3 mporpecust (ITBIT) (n=C3P36) (n(izg?)
Menunana Ha I1BIT (Mecenn) 10,2 13,8
Koedunuenr ua puck (95 % Cl) 0,613 [CI: 0,521, 0,721]
p-cToiiHOCT <0,0001

1 OxoHvaresneH aHaMN3
2 TyMOpHHTE ONIEHKH U OIEHKHTE HA OTTOBOPA Ca ONPEIENEHH OT U3cienoBarenuTe ¢ momomnra Ha GOG kputepuute Ha
RECIST (ITpepaboreHo prroBoactBo Ha RECIST (Bepcust 1.1) Eur J Cancer. 2009;45:228Y247).

2 Koe(hMIMEHTHT Ha PUCK € M3YHCIICH OT PONOPIHUOHAIHI MO Ha pucka o COX, cTpaTudUIMpaHH 110
HPOJBIDKUTEIHOCT Ha MHTepBaja Oe3 JIeYeHHe ¢ IUIaTHHA ITPEAN BKIIOYBAHETO B TOBA Npoy4uBane, cnopex eCRF
(emexTpoHHA KIMHAYHA KapTa) M CTATYC [0 OTHOIICHHE Ha BTOPUYHA XUpyprudHa muropenykuus da/He (da=
PaHAOMHU3MPAHH Aa MPETHPIIAT IUTOPEAYKIHS WIH PAaHIOMH3HPAHH J1a HE IPEThPIT NUTOpeayKus; He= He e kanaunar
WM He JaBa ChIJIaCHe 3a MO/UTaraHe Ha [IUTOPELYKIIHS).

S cTpaTndUIMpaHy MO TPOBIDKMTENHOCT HA MHTEPBANA (€3 JICYeHHE MPEM BKIFOYBAHETO B TOBA MPOYYBAHE CHITIACHO
(dopMyIsIpa 3a perucTpanys 1 craryca 1o OTHOILCHHE Ha BTOPHYHA XUPypruuHa nuTopenykius Ja/He.

KimmHMYHOTO M3NMUTBaHE € IIOCTUTHAJIO CBOSTa OCHOBHA 11e 3a nmoaoopsiBane Ha OIl. JIeuenueTo ¢
OeBar3ymab ¢ nqo3a 15 mg/kg Ha Bceku 3 ceMHIIM B KOMOMHALUS ¢ XUMUOTepanusi (KapOoIIaTuH U
MaKJIUTAKCEN) B MPOIbIDKEHNE HA 6 U JI0 8 IMKBJIA, TOCIIEABAHO OT OeBaru3ymMad 10 mporpecus Ha
3a00JIIBaHETO WJIM HEMPUEMIIMBA TOKCUUHOCT IIPU JaHHH, nmony4eHu ot eCRF, Boau 10 KIMHUYHO
3HAYMMO U CTATHCTHUYECKH 3HaunMo nojoopenue B OI1, B cpaBHEHHE C JIeUEHUETO C KapOOTIIaTHH U
MAKIUTAKCEIl CAMOCTOSTEIHO.

MO22224

[IpoyuBaneTo M022224 ouensiBa edmkacHOCTTa M O€30MacHOCTTa Ha OeBaI3ymMad B KOMOUHAIHS C
XMMHUOTEPAIs IPU PE3UCTEHTEH Ha IUIATHHA PEIUINBHPAL SIUTENICH KapIIMHOM Ha SIHYHULINTE,
¢anonueBuTe TPHOU MK TBPBUYEH NIEPUTOHEANICH KapinHOM. ToBa Mpoy4BaHe € TUIaHUPAHO KaTo
OTBOpPEHO, panaomMu3upano dasa Il ¢ nBe rpynu 3a oreHka Ha OeBanM3yMad IJIFOC XUMUOTEPAITHS
(CT+BV) cripsimo xumuorteparnus camoctositesiHo (CT).

0610 361 manyeHTH ca BKIIOYEHH B TOBA U3MHUTBAHE M Ca MOJTYYHIIN XUMHUOTEpanys (TTaKIUTaKCel,
TOIMOTEKAH, WX METWINpaH JIMno3oMeH gokcopyounus (PLD)) caMoCTOSTETHO Wild B KOMOHHALIHS C
OeBaru3ymMao:

o CT rpyna (XumMuoTeparnusi CaMOCTOSTEITHO):

o Jlaxnmrakcen 80 mg/m2 karo 1-uacoBa uHTpaBeHo3Ha MH(Y3Ms B 11U 1, 8, 15, u 22 Ha
BCEKH 4 ceMUIIn.

e Tomnorekan 4 mg/m2 karo 30-MuHYTHa HHTpaBeHO3HA MH(Y3uUs B 1HU 1, 8, u 15 Ha Bcekn
4 ceamuItd. ANTEpHATHBHO MOYKE Jla C€ MPIIIOXKH 103a oT 1,25 mg/m2 B mpoabbKeHre Ha
30 muHyTH B THU 1-5 Ha BCeKkH 3 CEIMUIH.

e PLD 40 mg/m2 kato uHTpaBeHo3Ha HH]Y3HsI Cbe ckopocT 1 mg/min camo B nen 1 Ha
Bceku 4 ceaqmunu. Cnen IUKbA 1, TekapcTBEHUST NPOIYKT MOXKeE Jia ce mpuiara karo 1-
yacoBa HHQY3HSL.
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o CT+BV rpyna (xumuorepanus 1mioc 6eBaimzymao):
o H30panara xumuoTepanus € KombuHupana ¢ 6epannzymad 10 mg/kg uaTpaBeHo3HO Ha
Bceku 2 ceamunu (wim OeBanm3ymab 15 mg/kg Ha Bceku 3 ceMUIIM, aKO CE U3MOJI3BA B
KoMOuHanus ¢ Tormorekad 1,25 mg/m2 B nuu 1-5 Ha Bceku 3 ceAMUIIH).

[MoaxonsmuTe 3a BKIIOUBAHE MAMEHTH Ca MMM eMUTeNIeH KapIIMHOM Ha SHYHUINTE, (pajonreBuTe
TpHOH WM TBPBHYCH NIEPUTOHEATICH KapLUHOM, KOITO € porpecupal B paMKuTe Ha <6 Mecena oT
npeIecTBalla Tepanus ¢ MIATHHA, ChCTOSIIA Ce OT Hal-MalKo 4 IUKbBIIA HA Teparusl ¢ TIATHHA.
[MaumenTkHUTE TPsIOBA Aa Ca UMAM OYAKBaHa MPOABIDKUTEIHOCT Ha )KUBOT OT > 12 ceMUIIM U J1a HE
ca MoJTy4yaBaliil IIpe;I TOBa JIbUeTeparnus Ha Taza u kopema. [loBevero nanueHTku ca 6unu ¢ FIGO
craauii I11C wnm cramuii IV. [ToBeueto ot 6onHuTe B BeTe rpynu ca umanu ECOG pyHkunoHaneH
cratyc (PS) 0 (CT: 56,4 % cpeury CT + BV: 61,2 %). [Ipouentst Ha nanuentkure ¢ ECOG PS ot 1
wim > 2 e 38,7 % u 5,0 % B rpynarta ¢ CT u 29,8 % u 9,0 % B rpynara ¢ CT + BV. Nma undopmanus
3a pacoBata npuHaIeKHOCT Ha 29,3 % OT manueHTKUTe, KaTo MOYTH BCUYKH OOJTHU ca OMITH OT
OstmaTa paca. Menuanara Ha Bb3pactra Ha manuentkuTe € 61,0 (rpanumna: 25—84) roguuu. O6mo 16
nanueHTkH (4,4 %) ca Ha Bb3pacT > 75 roaunau. O0I1aTa 4ecToTa Ha MPEyCTAHOBSIBAHE MOPAIN
Hexxenanu choutus e 8,8 % B rpynata ¢ CT u 43,6 % B rpynara ¢ CT + BV (mpeaumuo nopau
HE)KeNIaHU ChOUTHUS cTerneH 2-3), a MelMaHaTa Ha BpeMeTo J10 peycTraHoBsiBane B rpynara ¢ CT + BV
e 5,2 mecena B cpaBHerue ¢ 2,4 Mecena B rpynara ¢ CT. YecroraTta Ha peycTaHOBSBaHE TOPaIn
HEXKEeNaHU ChOUTHS B IOATPYyNaTa MalueHTKN Ha BB3pacT > 65 ronunu e 8,8 % B rpynara c CT u
50,0 % B rpynara ¢ CT + BV. HR 3a I1bIT e 0,47 (95 % CI: 0,35, 0,62) u 0,45 (95 % CI: 0,31, 0,67) B
noarpynure < 65 u > 65 ChbOTBETHO.

[IppBuuHaTa kpaitHa Touka e I1bI1, ¢ Bropnyam KpaitHu TOYKH, BKIFOYBAIIN CTETIEH HA 0OEKTHBHO
noenusiBane u OI1. Pesynrtatute ca npeacrasenu B Tadmuna 23.

Tabauna 23 Pe3yaTaTtu 3a epukacHoct ot udnurpane M022224

[IspBUYHa KpailHa TOUKa

[IpexxuBseMocT 0e3 mporpecus™

CT CT+BV
(n=182) (n=179)
Mennana (Mecerm) 3.4 6.7
Koedwumment Ha puck
(95 % Cl) 0,379 [0,296, 0,485]
p-cToMHOCT <0,0001

BTopuunM KpaiiHM TOUKH

CreneH Ha OOEKTHBHO IMOBIUSIBaHE™™*

CT CT+BV
(n=144) (n=142)
% maIMeHTy ¢ 00OCKTHBHO MOBJIHSIBAHE 18 (12,5 %) 40 (28,2 %)
p — cToMHOCT 0,0007
OG61ma npexuBseMocT (OKOHYATENICH
aHanm3)***
CT CT+BV
(n=182) (n=179)
Menunana Ha OIT (Mecenn) 13,3 16,6
KoedurnueHt Ha prck
(95 % Cl) 0,870 [0,678, 1,116]
p-cToitHOCT 0,2711

Benukn aHanmsu, npeicTaBeH: B Ta3y TabiIHLA, ca CTPATH(OUIIMPAHU aHATIM3H.

* [TbpBUYHUMSAT aHAJIM3 € U3BBPLIEH ¢ KpaiiHa jaTa 3a chOupane Ha naHauTe 14 HoemBpu 2011 1.
**PangoMU3UpaHy MMAITUEHTH C U3MEPHUMO 3a00JsIBaHE Ha N3XOJHO HHUBO.

***Qronuarenausit aHanu3 Ha OIl e u3Bbpiien npu HaGrO1aBaHEeTO HA 266 CMBPTHH CIIyYaH, KOETO
npencrasisaBa 73,7 % OT BKIIOUCHUTE TAIIMEHTH.
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M3nuTBaHETO MOCTUTA ITBPBUYHATA CcH T1e] — mogoopenue Ha [1BI1. B cpaBHEeHME ¢ TAITMEHTHUTE C
peIManBUpaIl, pE3UCTEHTEH Ha IJIaTHHA KapIIMHOM, JIEKYBaHU C XUMHUOTEpanus (TTaKIUTaKCe,
tonotekaH win PLD) camocTosaTenHO, ManueHTHTe, KOUTO ca MoJyyaBaiu OeBamu3ymMal B 103a

10 mg/kg na Bceku 2 cenmuiy (1 15 mg/kg Ha Bceku 3 ceaMuIm, ako € M3MOoJI3BaH B KOMOUHAIHS C
1,25 mg/m? ronotekaH B qHU 1-5 Ha BcekM 3 ceIMHUIM) B KOMOMHALMSA C XMMHOTEPAIIHUS 1
MPOABIDKABAT Ja MmoydaBaT OeBarnzymal 10 mporpecus Ha 3a00JIsIBAaHETO FITH HETTPHEMITHBA
TOKCHYHOCT, Ca UMaJli cTaTucTHYecku 3HaunMo nogoopenue Ha [1bI1. Excrimoparopuute ananusu Ha
IIBIT u OIT criopes XUMHOTEpaIleBTUYHATA KOXopTa (IakmuTakcen, Tonorekan u PLD) ca 06001menu B
Tabnuna 24.

Ta6auna 24: ExcniiopaTopau anaau3u Ha [IBI1 u OII cniopen XuMuoTepaneBTHYHATA KOXOPTa

CT CT+BV
ITaxnmurakcen n=115
Menauana Ha ITBIT (Mecenn) 3,9 ‘ 9,2
Koedumment Ha puck (95 % CI) 0,47 10,31, 0,72]
Menunana uHa OIT (Mecenn) 13,2 22,4
Koedwunuenr na puck (95 % CI) 0,64 [0,41, 0,99]
Tonorexkan n=120
Menuana Ha [1BI1 (Mecenn) 2,1 ‘ 6,2
Koeduuuenr na puck (95 % CI) 0,28 [0,18, 0,44]
Menuana Ha OIT (Mecenn) 13,3 | 13,8
Koedurment Ha puck (95 % CI) 1,07 [0,70, 1,63]
PLD n=126
Menauana Ha [TBI1 (Mecenn) 35 ‘ 51
Koedbwunmenr na prck (95 % CI) 0,53 [0,36, 0,77]
Mennana Ha OIT (Mecern) 14,1 | 13,7
Koedumment Ha puck (95 % CI) 0,91 10,61, 1,35]

Pax na mamounama wiuiixa

GOG-0240

EdukacHoctTa 11 6e3omacHocTTa Ha OeBaI3yMad B KOMOMHAIIMA ¢ XUMUOTeparnus (TTaKIATaKCeN U
[UCTIIIATHH, WIX MAKITUTAKCEN U TOMOTEKAH) MPH JICYCHHE Ha MAIMSHTH C IEPCUCTUPAIII,
pEIMIMBUpAILl WIIK METacTa3upall KaPIIMHOM Ha MaTOYHATA IIIUHKA € OLlCHeHA B TPOyYBaHE
G0OG-0240, parnoMu3npaHo, OTKPUTO, MHOTOIIEHTPOBO KIMHUYHO n3nmTBaHe (asa Il ¢ getupu
paMeHa.

06110 452 MarMeHTy ca paHJI0MU3UPAHU Ja TIOJy4YaBaT ¢Ha OT CJICTHUTE CXEMH:

o IMaxmurakcen 135 mg/m? unrpasenosno 3a 24 yaca na Jlen 1 u uucrmatun 50 mg/m?
MHTpaBeHO3HO Ha JleH 2, Bceku 3 cenmuuu (q3wW); nim
IMakmurakcen 175 mg/m? narpaBenosHo 3a 3 yaca Ha Jlen 1 u nucmiatun 50 mg/m?
uHTpaBeHo3Ho Ha Jlen 2 (Q3w); win
IMaxnurakcen 175 mg/m? unrpasenosno 3a 3 waca Ha Jlen 1 n uucratun 50 mg/m?
uHTpaBeHo3Ho Ha Jlen 1 (Q3w)
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o IMaxurakcen 135 mg/m? unrpasenosno 3a 24 yaca na Jlen 1 u uucrmarun 50 mg/m?
UHTpaBeHO3HO Ha [leH 2 mioc OeBanm3ymab 15 mg/kg untpaBeHosno Ha Jlen 2 (q3w); wiu
IMakmurakcen 175 mg/m? narpaBenosHo 3a 3 yaca Ha Jlen 1 u nucrtatun 50 mg/m?
UHTpaBeHO3HO Ha JleH 2 miroc Oesanmszymad 15 mg/kg i.v. va Jlen 2 (q3w); wiu
[axnurakcen 175 mg/m? untpaBenosHo 3a 3 yaca Ha Jlen 1 u uucrmatun 50 mg/m?
uHTpaBeHo3Ho Ha Jlen 1 miroc Gesanmsymab 15 mg/kg untpaBenos3no Ha Jlen 1 (G3w)

. IMakmurakcen 175 mg/m? uarpaBeno3Ho 3a 3 yaca Ha Jlen 1 n tonorekan 0,75 mg/m?
UHTpaBeHO3HO 32 30 MunHyTH Ha 1HE 1-3 (Q3W)

o [Makmurakcen 175 mg/m2 untpaBeHo3HO 3a 3 yaca Ha Jlen 1 u ronmorekan 0,75 mg/m2
UHTPaBeHO3HO 3a 30 MuHyTH Ha qHH 1-3 miroc OeBanm3ymab 15 mg/kg untpaBenosno Ha Jlen 1

(a3w)

[MogxonsmuTe 3a BKIIOUBAaHE MAIMEHTH Ca MMM TIEPCUCTHPAIL, PEIIHINBHPALL] UM METacTa3zupal
CKBaMO3HOKJICThYEH KapIUHOM, aJCHOCKBAMO3€eH KapI[THOM HJIH a/ICHOKapIIMHOM HAa MaTOYHATa
muiiKa, KOUTO HE ca Ce MOBJIHSIN OT XUPYPIUIHO JICUEHHUE H/WIIN JIbYeTepanus, 1 KOUTO He ca
MOoJTy4aBajiy NpeAllecTBala Tepanus ¢ oepanuzymad win apyru VEGF unxuburtopu, uinm cpeactsa c
muriena VEGF-penenropa.

Menuanata Ha Bb3pactTa e 46,0 roqunu (rpanunu: 20-83) B rpynara caMo Ha XUMHOTEpAnus 1
48,0 ropuuu (rpanunm: 22-85) B rpynata Ha XxumuoTepanus-+oeBanuzymad; karo 9,3 % ot
NalMeHTHUTE B IpyIaTa caMo Ha XUMuoTepanus u 7,5 % OT malueHTHTe B rpynara Ha
XUMHOTepanusi+0oeBau3ymMad ca Ha Bb3pacT Haa 65 TOAnHU.

Or 452 narueHTH, paHIOMH3UPaHU HA W3XOJHO HHBO, [IO-TOJIsIMaTa YacT ca ot Osuiara paca (80,0 % B
rpymnara caMo Ha XumuoTtepanus u 75,3 % B rpymnara Ha XUMHOTEpanus+oeBau3ymad), umar
CKBaMO3HOKIJIEThUeH KapuuHoM (67,1 % B rpymara camo Ha XuMuoTtepanus u 69,6 % B rpynara Ha
XMMHOTEpanus+oeBarm3ymMad), UMaT epCUCTUPAIIO/peluanBrpario 3adbonssane (83,6 % B rpymnata
camo Ha xumuoTepanus u 82,8 % B rpynara Ha XumuoTepanust+oeBau3ymad), UMaT MeTactasu Ha 1-
2 mecra (72,0 % B rpynaTa camo Ha XuMuoTepanus u 76,2 % B rpymnara Ha
XHUMHOTEpanus+oeBausymad), uMar 3acsarane Ha mumduute Bu3au (50,2 % B Tpymnara camo Ha
XUMHOTEpanust U 56,4 % B rpynara Ha XuMuoTepanusi-+oesanu3ymMad) U UMaT HHTEpBaIl 63 JICUCHUE C
ruiatiHa > 6 mecena (72,5 % B rpymnata camo Ha xuMuoTtepanus u 64,4 % B rpynara Ha
XUMHOTepanus+oeBaru3yma).

[TepBuuHaTa KpaiiHa Touka 3a epukacHoct e OIl. BropuuHuTe KpaiftHu TOYKH 3a epUKacHOCT
BkitouBat [1bIIu cTenen Ha 0OeKTUBHO NOBNMsABaHe. Pe3yaraTuTe OT MbPBUYHUS aHATIU3 U
IpocCieABallIns aHaIu3 ca MIPEICTaBEHH CIope] JieueHHeTo ¢ OeBanu3ymal 1 crope] JICYEHHETO B
M3IUTBAHETO, CHOTBETHO B Tabmmia 25 u Tabmmra 26.
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Tab6auuna 25 Pesyararu 3a epukacHoct ot u3nurBane GOG-0240 cnopen ieueHueTo ¢
OeBanu3ymao

Xumuorepanus XumuoTepanus +
(n=225) GeBanu3ymas
(n=227)

ITbpBUYHa KpakiHa TOUKA

O6m11a MpeKUBSAEMOCT — ITLPBUYEH aHaIn3®

Menuana (mecenn)! 12,9 | 16,8

Koedunuenr Ha puck [95 % Cl] 0,74 [0,58, 0,94]
(p-ctoiinoct® = 0,0132)

O611a MPeKMBAEMOCT — IIPOCIIeAIBaN] aHATH3

Menuana (Mecerm)? 13,3 16,8

Koedunuenr ua puck [95 % Cl] 0,76 [0,62, 0,94]
(p-croiinoct>® = 0,0126)

Bropuunu kpailHu TOUKH

ITpexkuBAEMOCT O€3 IIPOrpecHsl — MbPBUYEH aHaIU3

Menuana na I1BI1 (mecenn)! 6,0 ‘ 8,3

Koedwurnmenr ua puck [95 % ClI] 0,66 [0,54, 0,81]
(p-croiinoct® <0,0001)

Haii-106po 0010 nosnusiBane — [IbpBryeH ananus®

Pecnioniepu (CTeneH Ha NOBAUSBaHE)? 76 (33,8 %) 103 (45,4 %)
95 % ClI 3a cTeneHy Ha MOBIUIBaHE® [27,6 %, 40,4 %] [38,8 %, 52,1 %]
PazjivKa B CTENEHHUTE HA TOBJIUABAHE 11,60 %

95 % Cl 3a pa3iukara B CTEIICHUTE Ha [2,4 %, 20,8 %]
nopausiBane”

p-croiiHoCT (XH-KBajpar Tect) 0,0117

! Ouenku mo Kaplan-Meier

2 [auueHTH U MIPOIICHT Ha MAIIMEHTHTE ¢ Hai-100po o010 moemusBane ¢ moTebpaeH CR wmu PR mporenr,
W3YMCIICH M0 OTHOILIEHNE Ha MAIMEHTUTE C U3MEPUMO 3a00JIsIBaHe Ha N3X0/IHO HUBO

395 % Cl 3a esna OMHOMHUHAJIHA IPpo0a ¢ U3MoJI3BaHe Ha MeTo/a Ha Pearson-Clopper

4 TTpubnuzurenen 95 % Cl 3a paznukaTa OT JIBE CTOWHOCTH ¢ U3M0J13BaHe Ha MeTozia Ha Hauck-Anderson

5 JlorapuTMH4HO peoOpa3yBaH PaHKOB TecT (CTpaTu(UIMpaH)

® TIbpBUYHMAT aHAJIM3 € W3BBPILEH IIPH KpaiiHa jaTa 3a choupane Ha nanuuTe 12 nexemspu 2012 r. u ce cuuta
3a OKOHYATeJIeH aHaJIH3

" IIpocnegBamIKAT aHAIN3 € U3BBPIICH C KpaliHa naTa 3a chOMpane Ha ganaute 07 Mapt 2014 1.

8 p-cToiiHOCTTa € IoKa3aHa caMo ¢ ONMCaTeNHA 1IeJT
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Tab6auuna 26 PesyaraTu 3a o6ma npexupsieMoct ot npoyusane GOG-0240 cnopen
JieYeHHeTO B M3MUTBAHETO
O0ua npekuBAEMOCT — O01a npeskuBsAEMOCT —
IIbpBuyen anaaus’ IpociensiBam anaams>
CpaBHsiBaHe KoepuunenT Ha puck KoepuuneHTt Ha puck
Ha jgedennero | APYyr pakrop (95 % ClI) (95 % ClI)
beBarmsymab Iucrnatna+ 0,72 (0,51, 1,02) 0,75 (0,55, 1,01)
crpsimMo 6es3 [MaxmuTakcen (17,5 copsimo 14,3 mecena; (17,5 cupsimo 15,0 meceria;
OeBari3ymad p = 0,0609) p = 0,0584)
TomoTtekan+ 0,76 (0,55, 1,06) 0,79 (0,59, 1,07)
Haknurakcen (14,9 copsimo 11,9 mecena; (16,2 cipsimo 12,0 meceria;
p=0,1061) p=0,1342)
Tomorexan+ Bearusymad 1,15 (0,82, 1,61) 1,15 (0,85, 1,56)
TTakmurakcen (14,9 cnpsimo 17,5 meceria; (16,2 cpsimo 17,5 mecena;
CHIpSMO p = 0,4146) p = 0,3769)
Hucnnatun + | Ges Gepanusyma6 1,13 (0,81, 1,57) 1,08 (0,80, 1,45)
Haxmaraxcen (11,9 copsimo 14,3 mecena; (12,0 cpsimo 15,0 mecena;
p = 0,4825) p =0,6267)

! [IbpBUYHHAT aHAIIM3 € H3BBPIIEH IIPU KpaliHa Jata 3a chOupane Ha qanauTe 12 nexemspu 2012 r. 1 ce cunta
3a OKOHYATEJICH aHaJIN3
2 TIpocyensBaluaT aHaIM3 € U3BbPIIEH NPH KpaiiHa JaTa 3a chOupane Ha jannute 07 mapt 2014 T.; Bonuku
P-CTOIHOCTH ca MOKa3aHU caMo C OIHCcaTeIHa Le

Tleouampuuna nonyiayus

EBpomneiickaTa areHIus 1o gekapcTBaTra 0cBOO0Xk/1aBa OT 3aIbJDKEHUETO 32 IIPEIOCTaBSIHE Ha
pe3yaTaTiTe OT NpOyYBaHUATA C OeBalM3yMad BbB BCHUKH MOATPYIH HA MTEANATPUYHATA TTOITy Ialus
3a 000OpeHNTe MOKa3aHKs IPH PaK Ha I'bpAATa, aJCHOKAPIMHOM Ha 1e0eI0TO YepBO U PEKTyMa,
KapiuuHOM Ha Oenute 1poboBe (ApeOHOKIEThYEH U HelPeOHOKIEThUEH KapIIMHOM), KapIIMHOM Ha
0B0peka u ObOpedHOTO JIereHYe (C U3KIIUEeHHE Ha HeBpobaacToM, HedpobiacToMaTo3a,

CBETJIOKJIEThYEH CapKoM, Me3001acTeH HeppoM, ObOpeUeH MenynapeH KapiuHOM U pabouIeH TyMOp

Ha ObOpeka), KaplIMHOM Ha SHYHUINTE (C M3KIIIOYSHHE HA pabJJOMHUOCAPKOM U
TepMHUHATHBHOKJIETHYHHI TYMOPH ), KAPIITHOM Ha (payionueBuTe TphOH (C M3KITIOUEHHE Ha
pabIOMHOCapKOM M TePMHHATHBHOKIETEYHU TYMOPH), IEPUTOHEANICH KapIIMHOM (C M3KJIFOUYSHUE Ha
0J1acTOM M CapKoOM) M KapLTHOM Ha IIMHKaTa Ha MaTKaTa, 1 KapI[MHOM Ha MaTKara.

Bucoxocmenenen anuom
He e Habnro1aBaHa aHTUTYMOpPHA aKTHBHOCT B JIBE ITO-PaHHU MPOYy4YBaHus pu 0610 30 gera Ha
BBb3pacT > 3 TOAVHU C peunJuBUpall WU IMMPOTrpECUBEH BUCOKOCTCIICHEH I'JIMOM, JICKYBAHH C
6epanmzymabd u upunotekan (CPT-11). Hama noctaTbuno uHbOpMaNus, 3a a e ONpeIein

Oe3omacHoCTTa U 6(1)I/IKaCHOCTTa Ha 6€BaI_II/I3yMa6 Ipu ae1a ¢ HOBOAUArHoCTULIUPaH BUCOKOCTCIICHCH
TJIMOM.

B enHo ximHrYHO nipoyuBaHe ¢ enHa rpyna (PBTC-022), 18 nena ¢ peuuanBupary Win IporpecuBeH
BUCOKOCTETICHEH TJTHOM U3BBH BapOJIMEBHs MOCT (BKIrOUUTENHO 8 ¢ rirobnacrom [C30 crenen V], 9
¢ anarutactrdeH actportutoM [crered ] u 1 ¢ amammactuden onuroaeHaporauom [cremned I1]) ca
nekyBaHu ¢ OeBanm3ymad (10 mg/kg) npes aBe ceaqmuim U cie ToBa ¢ OeBanu3ymMad B KOMOMHAIIHS C
CPT-11 (125-350 mg/m?) BeaHBK Ha IBE CEIMHIM 10 porpecusi. HsimMa oOekTHBeH (YacTUUSH I
BJICH) paanooruueH otroBop (kputepun Ha Macdonald). TokcruuHOCTTa 1 HEKETaHUTE PEAKITHH
BKITIIOYBAT apTepHaHa XUIIEpTOHUs U yMopa, kakTo 1 ucxemus Ha [IHC ¢ ocTbp HeBposoruueH
JeUIuT.
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B perpocniekTrBHA cepus B €IHO JiedeOHO 3aBeneHue, 12 mocaenoBaTeino mocthimiy aena (2005 r.
1o 2008 1.), ¢ penuanBUpAIL WIH MPOTpecuBeH BucokocTeneHeH rivoM (3 ¢se C30 crenen 1V, 9 cbe
creneH |l1) ca nexyBanu ¢ 6eBanmzymad (10 mg/kg) u upunorekan (125 mg/m?) npe3 2 ceaMuiy.
Hsma mbeJIHE OTTOBOPH, KaTO MMa 2 4aCTUYHU OTroBopa (kputepuu Ha Macdonald).

B enno pannommsupano npoyusane dasza Il (BO25041) o6muro 121 manueHTH Ha Bb3pacT > 3 roAnHu
10 <18 ToIMHN ¢ HOBOAMATHOCTUIIMPAH CYNPAaTEHTOPHAIIEH WIIH HH(paTEHTOpHAJIEH epedenapeH
WU nieiyHKyaapen Bucokocrenenen rimom (high-grade glioma, HGG) ca nekyBanu mocrornepaTuBHO
¢ mpuerepanus (JIT) u amroBanten Temo3onomun (T) cve mim 6e3 6earmsymad: 10 mg/kg npes

2 CeJIMUIM HHTPABEHO3HO.

[IpoyuBaneTo He MOCTUra MPBUYHATA CH KpaifHa TOUKA 3a JOKa3BaHE HA 3HAYNMO ITOJ00pEHUE Ha
npexussieMoctta 6e3 choutus (I16C) (omenka Ha LleHTpanHata KOMHCHS 32 MPErie]] Ha
pentrenorpadcekute nanuu (Central Radiology Review Committee, CRRC)) ciien noGasine Ha
6eBar3ymad kbM pamoto ¢ JIT/T B cpaBHenue ¢ pamoto camo ¢ JIT/T (HR =1,44; 95 % CI: 0,90,
2,30). Te3u pe3ynTaTi ChOTBETCTBAT HA PE3YJITATUTE OT PA3IMYHU aHAJIN3U HA YyBCTBUTEIHOCTTA U
Ha CbOTBETHUTE KIMHUYHU MOATrpynu. Pe3ynaraTure or Bcudku BTopuuHu Kpaiiau Touku ([16C,
orereHa ot uzcienonaresst, 1 ORR u OIl) He moka3Bar mogo0peHne, CBbP3aHo ¢ 100aBIHETO Ha
6eBar3ymad kpM pamoto ¢ JIT/T B cpaBHenue ¢ pamoto camo ¢ JIT/T.

JHobaBsiHeto Ha OeBanm3ymab kbM JIT/T He mokasBa kiMHKUYHA 10132 B ipoyuBane BO25041 npu 60
HAI[MEHTH — JIela, HOAXO/ISAIIN 32 OLCHKA, C HOBOJAUATHOCTUIIMPAH CYTIPATCHTOPHAIICH HJIH
HH(ppaTEeHTOPHAJIECH IiepedeiapeH Wik MeAyHKyIapeH Bucokocrenener rimmom (HGG) (Bxk. Touka 4.2
3a MH(pOPMAIIHs OTHOCHO YHOTpeOa B eJUaTPHUSITA).

Capkom Ha Mexume mvKaHu

B enHo pangomusupano npoyusane ¢asa Il (BO20924) o6uio 154 nanuenTu Ha Bb3pact > 6 Mecena
10 <18 roMHN ¢ HOBOAMATHOCTUIIMPAH METACTa3upai pabJIOMHOCAPKOM U CApKOM Ha MEKHUTE ThKaHH,
pasIHyYeH OT pabIOMHOCAPKOM, Ca JIEKyBaHH ChC cTaHaapTHO jeueHue (nuamykiust IVADO/IVA+/-
JIOKaJIHA Teparusl, OCISIBAHO OT MOABPIKAIIA TePAIHs ¢ BUHOPEIOUH U nuKiIodochamMu) che uin
6e3 6eBanmzymab (2,5 mg/kg/cemmuna) ¢ 061ma MPOABIDKUTETHOCT Ha JIEUYSHUETO TpHOIM3uTenHo 18
Mecera. KbM MOMEHTa Ha OKOHYATETHUS TbPBUYEH aHAJIKM3, TbPBUYHATA KpaifHa TOYKa
npexussiemoct 6e3 croutre (ITBC), orieHeHa py HE3aBUCHM IIEHTPAJICH TPETJIe]l, He MOKa3Ba
CTaTHCTHYECKH 3HAUYMMa pa3iiika Mexy aBere pamena Ha inedenne, HR 0,93 (95 % CI: 0,61, 1,41; p-
croitnoct = 0,72).

Pasnukara B8 ORR mexy nBeTe paMeHa Ha Jie4eHUe TPU MAJIKOTO MAaIlMeHTH, KOUTO ca UMaJId
HU3MEPHM TyMOp Ha M3XOJIHO HHBO U MOTBBPJICH OTTOBOP IPEIH MOJTyYyaBaHe HA KAKBATO H J1a €
JIOKAJTHA Teparus, OIleHEH ITPH He3aBUCHUM HeHTpaeH nperiex, e 18 % (CI: 0,6 %, 35,3 %): 27/75
narmenTn (36,0 %, 95 % CI: 25,2 %, 47,9 %) B pamoto Chemo u 34/63 marmentu (54,0 %, 95 % CI:
40,9 %, 66,6 %) B pamoto Bv+Chemo. Okonuarennure ananusu Ha OIl He mOKa3BaT 3HAYMMA
KJIMHHYHA 110132 OT A00aBsSHETO Ha OeBann3yMad KbM XHMHOTEPAIUATA TIPH Ta3H MOITyJIains
MaIueHTH.

B xwmanyHO m3nuteane BO20924 nobaBsHeTo Ha OeBanm3ymMad KbM CTaHJAPTHOTO JISYCHUE HE €
MOKAa3aJI0 KJIMHUYHA 1T0J13a TIPH MO IIEXKAIITe Ha oneHKa 71 manuenTn gera (Ha Bb3pacT oT 6 Mecera
110 o 18-roauiiHa Bb3pact) ¢ MeTacTa3upai padloMHOCApPKOM U CAPKOM Ha MEKUTE ThKaHH,
pasyinueH ot pabaoMuocapkoM (Bx. Touka 4.2 3a uH(GOpMAIHMsS OTHOCHO yrmoTpeba B eHaTPHsITa).

Yecrorara Ha HC, Bumountenno HC crenen > 3 u cepuosnn Hexxenanu choutrs (CHC), e cxonHa
MEXIy JBETE paMeHa Ha jedeHue. U B aBeTe paMeHa Ha JiedeHue He ca HacTeimin HC, Boxentu 1o
CMBPT; BCHYKH CMBPTHH CIIydau c€ OTJAaBaT Ha Mporpecus Ha 3a0ossaBaneTo. JJobaBsHeTO Ha
OeBaru3yMad KbM pa3IMuYHUTE Bh3MOKHOCTH 33 CTAHJIAPTHO JICYCHUE H3TIIeK A ce TIOHACS J00pe B
Ta3M MeIuaTpUIHA ITOITyJIAIHs.

55



5.2 dapMaKkoKHHETHYHH CBOHCTBA

®dapMaKkOKMHETUYHUTE JaHHHU Ha OeBanu3ymMad ca MOIyYeHHU OT ASCeT KIMHUYHU U3IUTBAHUS TIPU
MAIUCHTH ChC COJMUIHU TyMOPH. [Ipy BCHUKM KIIMHUYHYU M3MUTBAHUS OeBaliM3yMal € mpuiiaraH upe3
nHTpaBeHo3Ha nH(py3usa. CkopocTTa Ha HH(Y3UATA € 3aBHCeNa OT IOHOCUMOCTTA, KaTo
MPOABIDKUTETHOCTTA Ha HadaHaTa nHQy3us e Omra 90 muayTH. PapMakoKHHETHKATa Ha
OeBaiM3yMab e JMHeiHa mpu 1034, Bapupaiu ot 1 1o 10 mg/kg.

PasnpeneneHue
Oobwnyaiinata cToitHocT 3a nentpanuus ooem (Ve) e 2,73 | u 3,28 | choTBETHO 3a MBIKE ¥ KEHH, KOSTO

€ B rpaHunute, onvcany 3a [gGs u npyru MoHoknoHanHu aHTHTena. O0nyaiiHaTa CTORHOCT 3a
nepudepuust ooem (Vp) e 1,69 | u 2,35 | choTBETHO 32 MBXKE H KEHH, Korato Oesanu3ymab ce
npuiIara eIHOBPEMEHHO C aHTHHEOIIACTUYHU cpelcTBa. ClieZl KOpUTHpaHe CIIOpe/ TEECHOTO TErJo
MBXKeTe ca umaiu no-rossim Ve (+ 20 %) B cpaBHEHHE C KEHUTE.

buotpancdhopmanus

Onenkara Ha MeTabosin3Ma Ha OeBanu3ymad Ipu 3ailiy ciell eTHOKpaTHA HHTPaBEHO3HA /1032 OT
OeBaru3yMa0 € mokaszana, 4e MeTaboIUTHUAT My TTpo(dui € mogoOeH Ha TO3U, OYaKBaH IIPH HATUBHATA
IgG monekyna, kosito He cBbp3Ba VEGF. MeTabo1u3mMbT 1 emTuMUHIpaHEeToO Ha OeBanm3yMal ca
MoT00OHU Ha MPOLECUTE MpH eHAoreHHus IgG, T.e. MPEAUMHO Ype3 MPOTEOIUTHYEH KaTaboIu3bM B
opranu3Ma, BKIIIOUYUTCIHO B CHAOTCIHUTC KIIETKH, KaTO HE CC pa3dyuTa NpEeAUMHO Ha CIMMHUHHUPAHE
npe3 OsOperuTe n yepans qpod. Ceep3BaneTo Ha IgG ¢ FcRn penenitop Boan 10 mpeaoTBpaTsBaHe Ha
KIICTBbYHUA MCT36OJ'II/I3’LM 1 OO0 MO-TIPOABIIKUTEIICH TCPMUHAJICH ITOJIYKHUBOT.

1251_

Enumunupane
CroiiHocTTa Ha KIMpbHCa € paBHa cpeaHo Ha 0,188 1 0,220 | qHEBHO CHOTBETHO 3a MBXKE U KEHHU.

Criet KOpUTHpaHe CIOPE]] TEJICCHOTO TETJI0 MBKETe HUMAT MO-BUCOK KIIMPBHC Ha OeBann3ymad
(+ 17 %) B cpaBHeHHE ¢ sxeHuTe. Criope1 IByKOMIAPTHMEHTHHS MOJICI STMMUHAUOHHHUST
HOY)KUBOT € 18 THUM NpU TUNMMYHHUTE MAIMEHTH-KeH! U 20 THU IPU TUIIMYHUTE TTAIIHEHTH-MBIKE.

Huckure cToifHOCTH Ha anOyMHHAa M BUCOKO TYMOPHO HaTOBapBaHe OOMKHOBEHO Ca MOKAa3aTeIHH 32
TeXecTTa Ha 3abonsaBaneTo. KnmupbHCBT Ha OeBannszymabd e npubiausuteiso ¢ 30 % no-0bp3 mpu
NAalMEHTUTE C HUCKU HUBA Ha CEPYMHUS alOyYMHH U ¢bC 7 % Mo-0bp3 MU HaLMEHTH C [T0-BUCOKO
TYMOPHO HaTOBapBaHE B CPAaBHEHUE C THUITWYHUS MAITUCHT C MEIMAHHN CTOMHOCTH Ha allOYMUH U
TYMOpPHO HaTOBapBaHe.

PapMaKOKHHETHKA IPU CTICUATHY TOMYJIAIUU

[MomynannonHaTa hapMakOKMHETHKA € OWiIa aHaJTM3UpaHa MPY Bb3PACTHU U NeIUATPUYHH MAIllMEHTH
C 1IeJ OIIeHKa Ha eeKTUTE Ha AeMOorpadCKUTE XapakTepucTHKU. 1Ipu Bb3pacTHN NalMeHTH
pe3yaTaTuTe He ca MoKa3ajid 3HaulMa pas3iiiKa BbB (hapMaKOKMHETHKATa Ha OeBanu3yMad 1o
OTHOIIIEHHE Ha Bh3pacTTa.

Bvbpeuno vepeocdane

He ca npoBexpanu npoy4BaHus 3a U3ciieABaHe Ha (papMaKOKWHETHKATa Ha OeBalu3ymMad npu
MaueHTy ¢ ObOPEYHO YBpEKIaHe, Thil KaTo ObOpeIHTe He ca OCHOBHUAT OpraH 3a MeTa0oIM3upaHe
WJIH €KCKpelus Ha OeBarm3ymao.

Yepnodpobuo yepesicoane

He ca nmpoBexxaanu mpoyuBaHus 3a H3Clie/[BaHEe HA (hapMaKOKHHETHKATa Ha OeBann3ymad mpu
MAIMEHTH C YEPHOAPOOHO YBPEXkKIaHe, Thid KaTO YCPHHUAT APO0 HE € OCHOBHUAT OPraH 3a
MeTaboIM3upaHe WM EKCKpeIus Ha Oeparm3ymad.

Ieouampuuna nonyiayus

dapmakoKrHEeTHKaTa Ha OeBann3ymab e oreHeHa npu 152 mera, IOHOIIN ¥ MITay Bb3PAaCTHH

(7 mecera n0 21 roaunn, 5,9 mo 125 kg) B 4 KNMMHUYHHA TPOYIBAHMS MIPH U3ITOI3BAHE HA
NomyaanuoHeH GpapMakoKHHeTHYeH Mojied. DapMaKOKHHETHYHUTE PEe3yJITaTH MOKA3BaT, ue
KJINPBHCHT U 00EMBT Ha pasnpeelieHne Ha OGeBannu3ymad ca CpaBHUMH TIPH [TEAUATPUUHUTE U MIa i
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BB3PACTHU IMMAIUCHTH, KOT'aTO CE€ KOpUIrupar CripsiMo TECJICCHOTO TEIJ10, KaTO UMa TCHACHI WA
CKCIIO3UIMATA Ja C€ IIOHMKaBa IpyU HaMaJIABaHE Ha TCJICCHOTO TETJIO. B'b3paCTTa HE € CBbp3aHa C
(bapMaKOKI/IHCTI/IKaTa Ha 6CB3HI/I3YM36, KOraTto €€ B3€MC MpEABU TCIICCHOTO TCIJIO.

®dapMakoKHHETHKAaTa Ha OeBanmzymad e mobpe oxapakrepmusupana upe3 PK monmen Ha neguatpuyHa
nonynaiws npu 70 nanuent B npoyusane BO20924 (1,4 mo 17,6 rogunu; 11,6 xo 77,5 kg) u 59
nanueHTH B npoyuBade BO25041 (1 mo 17 romunm; 11,2 no 82,3 kg). B npoyuBane BO20924
eKCITO3UIsATa Ha OeBann3ymMab 1Mo IMPUHIIAII € T0-HUCKA B CPABHEHUE C TUITUYEH Bh3PAcTeH MAaIueHT
mpu chinata no3a. B mpoyusane BO25041 excno3unusTta Ha GeBarm3yMad e mogo0Ha B CpaBHEHHE C
TUITUYCH BBh3PACTEH MAIMEHT MPH ChIlaTa 103a. B aBeTe nmpoy4yBaHus UMa TSHICHITHSI €KCITIO3UIUATA
Jia ce TIOHMKaBa MPY HaMalsBaHe Ha TeJIECHOTO TETJo.

5.3 TlpeakJIuHUYHYU TaHHH 32 0€30MACHOCT

Ipu npoy4BaHus C IPOIBDKUTEIHOCT A0 26 CEAMUIIM IPH MakMyHH Cynomolgus e HabroqaBaHa
JCTIIAa3Ks Ha eMUQU3NTE TIPH MITAH XKUBOTHH C OTBOPEHH PACTEKHU IIOYKH MPU CPEITHU CEPYMHH
KOHIIEHTpaInK Ha OeBaliu3yMab MoJ| O4aKBaHUTE TEPAIIeBTUUHHU CPETHH CEPYMHU KOHIICHTPALIUH [TPH
xopa. [lokazaHo e, ye mpu 3aiinm OeBar3yMad HHXHOWpa 3a3/IpaBsSBaHETO HA PAHUTE B JO3H MO
npejiaraHara KIMHUYHA J103a. JJoka3aHo e, uye e(heKThT BbpPXY 3a3/IpaBsIBAHETO HA PAHUTE € OHIT
HAI'BJIHO 00paTHM.

He ca mpoBexmaHu MpoyvIBaHKs 3a OMPE/ICIISTHE Ha MyTar€HHUS M KaHIIEPOTeHEH MOTEHIHAN Ha
OeBaru3ymMao.

He ca u3BbpiuBanu crienu)u4HN NPOyYBaHUS BbPXY )KUBOTHH 3a ONpelessaHe Ha eeKTa BbpXy
¢deprunurera. Moxke obade fa ce oyakBa HexkelnaH e(ekT BbpXy (hepTHiInTeTa IpH KeHUTE, Thil KaTo
MPOYYBaHUATA 32 TOKCUYHOCT ITPU MHOTOKPATHO NMPHJIOKEHUE TP KUBOTHH €a MOKa3alu
UHXHOMpaHE Ha y3PsSBAHETO Ha SIYHUKOBUTE (OIMKYJIHM M HamansiBaHe/oTcheTBre Ha Corpus luteum
(JIcLAMOo MmAn0) ¥ CBBP3AaHO C TOBA HAMAJIEHUE HA TErJIOTO Ha AWYHUIMTE U MaTKaTa, KakTo U
HamaJsBaHe Ha Opos Ha MEHCTPYaJTHUTE IIUKIIH.

JoxazaHo e, 4e OeBann3zymal nMa eMOPHOTOKCHYEH U TepaTOTreHeH e(eKT pH MpuIlaraHe mpH 3aiiiy.
HaGmogaBanuTe eeKkTr ca BKIIOYBAIN HAMAIIBaHE HA MAWYMHOTO U (PETATHOTO TEJIECHO TETJIO,
yBeNnueH Opoii (heTaHu pe3opOIMy 1 MOBHIICHA YeCTOTa Ha CrielU(UYHHU TOJIEMU BHCLIEPATHU 1
ckenetHu (etannu Mandopmarun. Hebmaronpusaren eQexT BbpXy Qerycure e HaOIroaBaH npu
BCHYKH W3CJIC/IBAHHM JI03H, OT KOMTO Hal-HUCKAaTa J103a € JIOBEJA JI0 CPETHH CEPYMHHU KOHIIEHTPALIUH
NPUOTU3UTETHO 3 TBTH MO-BUCOKHU OT JIOCTUTHATHUTE MIPHU UHIIUBHIM, IToydaBanu 5 mg/kg mpes

2 ceqmunu. Mudopmarms 3a ¢petainu MandopMaiiui, KOUTO ca HaOJII01aBaHu PU
NOCTMapKETHHTOBaTa yrnotpeda e jAaaeHa B Touka 4.6 Geprumrer, OpeMEHHOCT U KbpMEHE U TOYKa
4.8 HexxenaHu JeKapCTBEHU peakLny.

6. DAPMAIIEBTUYHU JAHHHU
6.1 CnuchbK Ha IOMOIIHHUTE BELIECTBA
Tpexanosa auxuapar

Harpues anerar tpuxuapar

OrneTHa KUCETUHA

ITommucopbat 20

Bona 3a umkeknmun

6.2 HecbBMecTHMOCTH

To3u nexkapcTBeH MPOAYKT HE TPsIOBa 1a c€ CMECBa C APYTH JIEKAPCTBEHU MPOAYKTH, C U3KITIOUCHHE Ha
IIOCOYEHHUTE B TOUKA 6.6.
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Hab6mogaBaH e 3aBUCHM OT KOHIICHTpAHATa MPO(IIT HA pa3rpaxaaHe Ha OeBanu3ymMad npu
paspexxaaHe ¢ TIOKO3HU pastBopu (5 %).

6.3. Cpok Ha rogHoCT

HeortBopen duakon

3 roaguHu
HeotBopenusr hiakoH MOXKe J1a ce ChXpaHsiBa Ipu Temreparypu, Heraasumiasamy 30°C no 35 aau.
®akoHbBT TPIOBa Ja ce U3XBHPJIM, aKO HE CE U3IOJI3BA B paMKUTE Ha 35 JIHU Clie]] M3BaXKIaHE OT

XJTaIWITHAKA, JOPH U J1a € BhPHAT B XJIAIMITHUKA TIPE3 TO3HM IEPUO,

PaspeneH 1ekapcTBEH OPOAYKT

JlokazaHa e XUMUYHA B (U3NYHA CTAOWITHOCT TI0 BpeMe Ha yrnoTpeda 10 45 quu npu 2°C no 8°C miroc
JOITBITHUTENTHY 72 Yaca pu TeMiepaTypu, HeHaasumasamy 30°C B HHKEKIIMOHEH pa3TBOpP Ha
Hatpues xuopua 9 mg/ml (0,9 %). Ot MUKpOOHOIOrUYHA TIIeIHA TOUKA IPOAYKTHT TPsiOBa 1a ce
M3M0JI3Ba BeJHAra. AKO He Ce W3I0JI3Ba BeTHAra, BpEMETO M YCIIOBUATA Ha ChXPaHEHHE ca
OTTOBOPHOCT Ha MOTPEOUTEIIE U OOMKHOBEHO HE TPsiOBa aa HaaXBBHPIAT 24 yaca ripu 2°C mo 8°C,
OCBEH aKO pa3pekJaHeTO HE € U3BBPIICHO MPHU KOHTPOIUPAHH U BAIUAUPAHH aCENITUYHH YCIIOBHSI.

6.4 ChnenuaJHu ycJI0BUS HA CbXpaHeHHUe

Ja ce cpxpansiBa B xiagmwiHuk (2°C — 8°C).

[a He ce 3ampa3siBa.

CopxpansiBaiiTe rrakoHa B KAPTOHEHATa OIAKOBKa, 32 JIa Ce MPEe/Ia3u OT CBETIINHA.

3a ycrnoBusTa Ha ChXpaHEHNE Ha HEOTBOPEHHMS (DIIAKOH M3BBH XJIQAMITHUKA BIKTE TOUKa 6.3.

3a ycioBusTa Ha ChXpaHEHHE Ha JIGKaPCTBEHUSI TPOAYKT CIIe]] pa3pekaHe BUKTe Touka 6.3.

6.5 Bwungu chabp:KaHNE HA OMAKOBKATA

4 ml pazrBop BBB (himakon (cThKiT0 THII I) Che 3amymanka (OyTuioBa ryma), chabpskaii 100 mg
OeBanm3ymMao.

16 ml pastBop BBB uiakoH (cThKI0 THII I) Che 3amymiaika (OyTuioBa ryma), chabpskan 400 mg
OeBanu3yma0.

OmnakoBka ot 1 ¢uiakoH.

6.6 ChenuaJnu npeanasHu MEPKH NMPH U3XBBPJIsiHE U padoTa

He pasknamaiite ¢dakoHa.

Aybintio Tpsi6Ba 1a ce IPUrOTBs OT MEAMIHCKY CHEIUATIHMCT KaTO CE M3II0I3Ba acelITHYHA TEXHUKA,
3a Jla ce OCHI'YPH CTEPHIIHOCTTA Ha IPUTOTBEHUS Pa3TBOp. 3a MPUroTBsiHETO Ha Aybintio TpsioBa na ce
W3M0JI3BAT CTEPUIIHH UTJIA U CIIPUHIIOBKA.

Heo6xonumoto konuuecTBo OeBanu3ymal TpsiOBa Aa ce M3TETIM U pa3peau A0 Hy>KHHUS 00eM 3a
MPUIIOKEHUE ¢ MHKEKIIMOHEH pa3TBop Ha Hatpues xiopua 9 mg/ml (0,9 %). Konuenrpanusara Ha
KpaiiHus pa3TBoOp Ha OeBanu3ymalb TpsiOBa aa Obae B rpanunute ot 1,4 mg/ml o 16,5 mg/ml. B mo-
roJisiMa 4acT OT CIy4auTe HeoOXoauMoTo KoirdecTBo Aybintio moxxe na 6bae paspeneHo ¢ 0,9 %

MHXEKIIMOHEH Pa3TBOp Ha HaTPUEB XJIOpuU 10 o061 odoem ot 100 ml.

Hpezm MpujIaraneTo UM JICKapCTBCHUTC IIPOAYKTHU 3a MMAPCHTCPATITHO MPUIIOKCHUC TpH6Ba Ja ce
IMPOBCPAT BU3YAJIHO 34 HAJIMYUC HAa BUAUMHU YaCTULIK U IPOMSHA Ha 1BCTA.

58



He e nabaromaBaHa HECHbBMECTUMOCT MeK Ty Aybintio u cakoBe OT OIMBUHIIT XJIOPHI HIIH
NOJIHOE()UH UITH CUCTEMHTE 33 HHPY3HUSL.

Aybintio e camo 3a eqHOKpaTHa ymoTpeda, Thit KATO MPOIYKTHT HE ChIAbPIKA KOHCEPBAHTH.
HeunsnonsBaHusT JIEKapCTBEH MPOAYKT MIIH OTIAIbYHUTE MATEPHAIN OT HETO TPSIOBA J1a C€ U3XBBPIIAT
B CHOTBETCTBHE C MECTHUTE M3UCKBAHHUS.

7. HNPUTEXATEJI HA PASPEHIEHUETO 3A YIIHOTPEBA

Samsung Bioepis NL B.V.

Olof Palmestraat 10

2616 LR Delft

Hunepnannus
bioepis.mi@medinformation.co.uk

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/20/1454/001 — ¢naxon 100 mg/4 ml

EU/1/20/1454/002 — ¢nakon 400 mg/16 ml

9. JATA HA ITBPBO PABPEINABAHE/IIO/IHOBSIBAHE HA PAZPEIHIEHUETO 3A
YIIOTPEBA

Jara Ha mepBo pazpemasane: 19 asryct 2020 r.

10. [JATA HA AKTYAJIM3BUPAHE HA TEKCTA

[Toapo6Ha uH(OpMaIHs 3a TO3H JIEKAPCTBEH MPOIYKT € MpeocTaBeHa Ha yeOcaiita Ha EBporneiickara
areHnus o siekapersata (EMA): http://www.ema.europa.eu/.
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MPUJIOKEHME I
MPOU3BOJUTEJ] HA BUOJIOTHYHO AKTUBHOTO
BEILIECTBO U IPOU3BOIUTEJ, OTTOBOPEH 3A
OCBOBOJKIABAHE HA TAPTHUIN

YCJIOBUA NJIN OTPAHUYEHMUSA 3A TOCTABKA U
YIHOTPEBA

APYI'U YCJIOBUA U UBUCKBAHUA HA
PASPEIHEHUETO 3A YIIOTPEBA

YCJOBUA NJIN OTPAHNYEHNS 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUS ITPOJAYKT
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A.  NIPOU3BOIUTEJ HA BUOJIOT'NYHO AKTUBHOTO BEIIECTBO U
INPOU3BOIUTEJI, OTTOBOPEH 3A OCBOBOXJIABAHE HA ITAPTUIN

HMe u agpec Ha IPOU3BOAUTEIS Ha OMOJIOTMYHO AKTUBHOTO BCIICCTBO

FUJIFILM Diosynth Biotechnologies Denmark ApS
Biotek Allé 1

Hilleragd, 3400,

Janus

HwMe u afipec Ha TPOU3BOJUTENS, OTTOBOPEH 3a OCBOOOKIABAHE HA NAPTHINTE

Samsung Bioepis NL B.V.
Olof Palmestraat 10
2616 LR Delft

Hunepnannus

[TeuaTHaTa TMCTOBKA HA JICKAPCTBEHUS IPOAYKT TPsiOBa Aa ChIbPrKa MMETO M afpeca Ha
MPOM3BOJUTEINS, OTTOBOPEH 32 OCBOOOXK/IaBaHETO HA ChOTBETHATA MApTHA.

b. YCJOBUS NN OT'PAHUYEHUA 3A TJOCTABKA U YIIOTPEBA

JlekapCTBEHUST MPOAYKT CE OTIYCKA MO OrPaHUUCHO JeKapcko npeanucanue (Bx. [Ipunoxenue I:
Kpatka xapakTepucTHKa Ha POyKTa, Touka 4.2).

B. JAPYI'U YCJIOBUSI U UBUCKBAHUSA HA PASPEIHLIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJau3npanm aokiaanau 3a oezonacuoct (ITAB)

NzuckBanwusra 3a mogaBane Ha [1AJIb 3a To3u JIeKapCTBEH MPOAYKT Ca MMOCOYCHH B CIIHICHKA C
pedepentnute natu Ha EBponeiickus cpio3 (EURD cnucsk), npensuaes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO 1 BbB BCHUKH CIEABAIIM aKTyaIN3alUH, IIyOJIUKYBaH! HA €BPOIICHCKUS
yebmopTai 3a JieKapCcTBa.

I'.  YCJI0OBUsA UJIN OTPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS ITIPOAYKT

o Ilian 3a ynpasienne Ha pucka (ITYP)

IMpuTexkaTensT Ha paspenreHnero 3a yrmorpeba ([TPY) TpsodBa 1a H3BBPINIBA H3UCKBAHUTE AEHHOCTH U
JIEHCTBYSI, CBBP3aHU C TIPOCIeIsIBaHe Ha JIEKapCTBeHaTa 0€3011acHOCT, MocoYeHu B oo0penus [1YP,
npeactaBed B Moy 1.8.2 Ha pa3penienneTo 3a ynmorpeda, KakTo U IIPH BCHYKH CIISIBAIITN
chIlacyBaHU akTyanu3zanuy Ha [TYP.

Axrtyammsupan [IYP TpabBa na ce moaasa:

e 110 HcKaHe Ha EBpomneiickara areHuusl 1o JIeKapcTBara;

e BHHAIW, KOTaTO CE M3MEHS CHCTEeMaTa 3a yIpaBJeHUE Ha pUCKa, 0COOEHO B pe3yiTaT Ha
NoJly4aBaHe Ha HOBa HH(OPMaIIUs, KOSTO MOXKeE Jia JIOBEJIE IO 3HAYMMH TIPOMEHH B
CHOTHOILIEHHETO MOJI3a/PUCK, WK ClIe/l JOCTUI'aHE Ha Ba)KEH eTaln (BbB Bpb3Ka C IPOCiIeIsIBaHe
Ha JIeKapcTBeHaTa 0€30MacCHOCT WITM CBEKAAaHE HA PHCKA IO MUHHUMYM).
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HPUJIOKEHHE I11

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs

1. HUME HA JIEKAPCTBEHMA TPOAYKT

Aybintio 25 mg/ml xoHeHTpaT 3a HHPY3HOHEH Pa3TBOP
OeBaru3ymad

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

Bcexu ¢makon ceappika 100 mg 6eBanmsymad.

3.  CHOUCHK HA HOMOUIHUTE BEILECTBA

Tpexano3a AUXUApaT, HaTPUEB alleTaT TPUXHUIPAT, OlleTHA KIUCeInHa, momucopoar 20, Boga 3a
WHXEKIWH,

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

KOHIICHTpAT 3a HH()Y3UOHEH Pa3TBOP
1 ¢makon ot 4 ml
100 mg/4 ml

‘ 5. HAYUH HA MIPUJIOKEHUE U ITbT(MIIA) HA BBBEXK/IAHE

3a UHTPaBEHO3HO NPHIIOKEHHUE CIIe]] pa3pexaaHe
IIpeau ynorpeba npoveTeTe JIMCTOBKATA.

6. CHELOUAJIHO NPEAYHPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA IELIA

)la CC CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a ACHa.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJINUMO

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

T'onen no:

‘ 9. CHHELHUAJIHU YCJIOBUSI HA CbXPAHEHUE

[a ce cpxpaHsiBa B XJIaUIIHHUK.
[a He ce 3ampa3ssBa.
CexpansBaiiTe (prrakoHa B KApTOHEHATa OTAKOBKa.
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10.

CIHEHUAJIHU ITPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11.

NME N AIPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Samsung Bioepis NL B.V.
Olof Palmestraat 10, 2616 LR Delft
Hupnepnannus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/20/1454/001

13.

ITAPTUJAEH HOMEP

ITapt. Ne

| 14,

HAYMH HA OTITYCKAHE

| 15.

YKA3AHUSA 3A YIIOTPEBA

| 16.

HH®OPMAIIMS HA BPAMJIOBA A3BYKA

[Ipuero ¢ ocHOBaHuUE /1a He ce BKIOYM nH(popMaIus Ha bpaiiosa a30yka.

| 17,

YHUKAJIEH HAEHTH®UKATOP — IBYU3MEPEH BAPKO/|

JByr3MepeH 0apKoJi C BKIIFOUEH YHUKAJICH UIACHTU()UKATOD

| 18,

YHUKAJIEH HAEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHNYHHN
I'bPBUYHH OITAKOBKH

DJIIAKOH

1. HUME HA JTEKAPCTBEHUS ITPOAYKT U IbT(MUIIA) HA BBBEK/IAHE

Aybintio 25 mg/ml crepuien KoHIIEHTpaT
OcBar3ymMad
I.V. cient pa3pekaaHe

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HAPTUAEH HOMEP

Lot

5. CBABbP/KAHUE KATO MACA, OBEM WJIN EJUHUIIN

100 mg/4 ml

| 6.  JIPYTO
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JAHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs

1. HUME HA JIEKAPCTBEHMA TPOAYKT

Aybintio 25 mg/ml xoHeHTpaT 3a HHPY3HOHEH Pa3TBOP
OeBaru3ymad

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

Bceku ¢makon cpappika 400 mg 6eBanm3ymad.

3.  CHOUCHK HA HOMOUIHUTE BEILECTBA

Tpexano3a AUXUApaT, HaTpUEB alleTaT TPUXHUIPAT, OlleTHA KIUCeTnHa, momucopoar 20, Boa 3a
WHXEKIWH,

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

KOHIICHTpAT 3a HH()Y3UOHEH Pa3TBOP
1 dmaxon ot 16 ml
400 mg/16 ml

‘ 5. HAYUH HA MIPUJIOKEHUE U ITbT(MIIA) HA BBBEXK/IAHE

3a UHTPaBEHO3HO NPHIIOKEHHUE CIIe]] pa3pexaaHe
IIpeau ynorpeba npovereTe JIMCTOBKATA.

6. CHELOUAJIHO NPEAYHPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA IELIA

)la CC CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a ACHa.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJINUMO

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

T'onen mo:

‘ 9. CHHELHUAJIHU YCJIOBUSI HA CbXPAHEHUE

[a ce cpxpaHsiBa B XJIaUIIHHUK.
[a He ce 3ampa3ssBa.
CroxpansBaiiTe (prrakoHa B KApTOHEHATa OTIAKOBKa.
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10.

CIHEHUAJIHU ITPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTITAABYHU MATEPHAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11.

NME N AIPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Samsung Bioepis NL B.V.
Olof Palmestraat 10, 2616 LR Delft
Hupnepnannus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/20/1454/002

13.

ITAPTUJAEH HOMEP

ITapt. Ne

| 14,

HAYMH HA OTITYCKAHE

| 15.

YKA3AHUSA 3A YIIOTPEBA

| 16.

HH®OPMAIIMS HA BPAMJIOBA A3BYKA

[Ipuero ¢ ocHOBaHuUE J1a He ce BKIIOYM nH(popMaIus Ha bpaiiiosa a30yka.

| 17,

YHUKAJIEH HAEHTH®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJi C BKIIIOUEH YHUKAJICH UIACHTU(UKATOD

| 18,

YHUKAJIEH HAEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHNYHHN
I'bPBUYHH OITAKOBKH

DJIIAKOH

1. HUME HA JTEKAPCTBEHUS ITPOAYKT U IbT(MUIIA) HA BBBEK/IAHE

Aybintio 25 mg/ml crepuien KoHIIEHTpaT
OcBar3ymMad
I.V. cient pa3pekaaHe

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HAPTUAEH HOMEP

Lot

5. CBABbP/KAHUE KATO MACA, OBEM WJIN EJUHUIIN

400 mg/16 ml

| 6.  JIPYTO
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b. JUCTOBKA
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JlncroBka: undopmanusi 3a norpeduTeNs

Aybintio 25 mg/ml koHueHTpar 3a undy3uoHeH Pa3TBOP
6epanmsymab (bevacizumab)

YTosn JIEKapCTBEH MPOYKT MOAJICIKH Ha JOMBIHUTEIHO HabmoeHne. ToBa 1ie mo3Bou 6bp30To
YCTaHOBSIBaHE HA HOBAa MH(OPMAIIUs OTHOCHO Oe30macHoCTTa. MoXKeTe /1a 1ajieTe CBOsl PUHOC KaTo
CHOOIIUTE BCSKA HEXXETaHa Peakilys, KOATO CTe MOTYyYMINA. 3a HAYMHA Ha ChOOIIIaBaHe HA HEXETaHH
peaKInu BIKTE Kpas Ha TouKa 4.

IIpoyeTrere BHMMATEIHO LSJIATA JIMCTOBKA, IIPEeIH 12 3alI0YHeTe 1a U3I0J3BaTe TOBA

JIEKapCTBO, Thil KaTO TH ChABbP:KAa BaskHA 3a Bac uHpopmanus.

- 3amaseTe Ta3u JUCTOBKA. MOXKe 1a ce HAJIOKH J1a s IPOYETETE OTHOBO.

- AKO UMaTe HSIKaKBU JOIBJIHUTEIHU BBIIPOCH, NoNuTaiTe Bamms nexap, hapmaneBT win
MEJULUHCKA CEeCTpa.

- AKO TOITyuHTe HSIKaKBU HEXEJaH! peakiuy, yBeaomere Bamms nekap, hapmaneBt uim
MEINIHMHCKA cecTpa. ToBa BKJIFOYBA U BCHYKH BE3MOXKHH HEKETIAHH PEAKINH, HEOITUCAHH B
Ta3u JUCTOBKA. BikTe Touka 4.

Kakso ChABbPKA Ta3M JUCTOBKA:

1. KaxkBo npencrasisisa Aybintio 1 3a KakBo ce U3M0JI3Ba

2. KakBo TpsibBa 1a 3Haere, npeau aa usnonssare Aybintio

3. Kak ma usmomnssare Aybintio

4. Bb3MoKHM HEXeNaH! peakIiu

5. Kak na cpxpanssate Aybintio

6.  ChabpkaHue Ha OMAKOBKAaTa U JOIBIHUTEIHA HHOPMALIHS
1. Kakso npeacrasasiBa Aybintio u 3a kakBo ce u3noj3Ba

Aybintio ¢eabpka aKTHBHOTO BENIECTBO OeBan3ymMad, KOETO € XyMaHH3UPaHO MOHOKITOHATHO
AHTUTSUIO (BUA OENTHK, KOWTO OOMKHOBEHO C€ IMPOM3BEX/1a OT MMyHHATa CHCTEMa, 3a J1a TIOATIOMOTHE
3alMTaTa Ha OpraHu3Ma oT nHGeKIus u pax). beanusyma0 ce cBbp3Ba H30UpaTEIHO C OENTHK,
HapeyveH YOBEUIKH ChJIOB eHpoTeneH pactexeH paktop (VEGF), koiito ce Hamupa BEpXy BbTpelHaTa
MOBBPXHOCT Ha KPHBOHOCHHUTE ¥ JTUM(MHU CchI0Be B opranm3ma. bentekbT VEGF npenussuksa
NPOpacTBaHe Ha KPbBOHOCHUTE CHJIOBE B TYMOPA, KaTO T€31 KPbBOHOCHHU ChAOBE CHAOsIBAT TyMOpa C
XpaHUTENHHU BelecTBa 1 kuciopo. Cnen kato OeBanusymad ce cebpxe ¢ VEGF, TymopauaT pactex
ce BB3IPEISTCTBA OT OJIOKUpaHe Ha MPOPACTBAHETO HA KPHBOHOCHHUTE ChIOBE, KOUTO CHAO sIBAT
TyMOpa C XpaHUTEJIHHU BEIIECTBA U KUCIOPOJ.

Aybintio e nexapcTBo, KOETO ce M3I0JI3Ba 3a JICYCHNE HAa BH3PACTHH IALIMEHTH C PaK Ha 1e0enoTo
4epBO WM PEKTyMa B HampeHai craauid. Aybintio mie ce npuiara B koMOUHALKUS C
XUMHOTEPAIIeBTHYHO JICYCHHE, ChIbPIKAILIO JISKAPCTBO OT rpymnara Ha (IyopONUPHMHUIHHHUTE.

Aybintio ce u3mon3Ba chI0 Taka U 3a JICYCHHE Ha Bb3PACTHHU MAI[MEHTH C MeTacTa3upal pak Ha
MieyHaTa xJie3a. Korato ce n3nos3Ba npy NalyeHTH ¢ pak Ha MJIevHaTa %Jie3a, TOM e ce mpuiara
3aeIHO C XMMHOTEPANEBTHUYCH JICKAPCTBEH MPOIYKT, HAPESUCH MAKIUTAKCEI UITH KalelUTaOuH.

Aybintio ce u3mon3Ba chIIO U 3a JEYCHUE HA BH3PACTHH MAIEHTH C HEIPEOHOKIETHYCH paK Ha Oerus
Ipo0 B HampeaHa ctaxuit. Aybintio e ce mpuiara 3aeHO ¢ XUMHUOTEPANeBTUYHA CXeMa,
CBhABpPIKAIIA MIaTHHA.

Aybintio ce u3mon3Ba chIIO 32 JIeUeHHE HAa BH3PACTHU MAIIMEHTH C HAIIPEIHA HEAPEOHOKIICThYCH PaK
Ha Oenust 1po0, KOraTo pakOBHUTE KJIETKH UMAT CrielinUYHA MyTallii Ha €1H BH] OCITHK, HApEUeH
petienitop Ha enuepmaitus pactexer pakrop (EGFR).

Aybintio e ce npunara B KOMOWHALNSA C €PIAOTHHUO.
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Aybintio ce u3mon3Ba CHIO Taka U 3a JeueHNEe Ha Bb3PACTHH MAlMEHTH C PaK Ha OBOpenuTe B
HarpeaHan craauit. Korato ce u3mosnssa mpu MayeHTy ¢ pak Ha ObOperuTe, TOi e ce nmpuiara
3a€IHO C JPYT BHJI JIEKAPCTBO, HAPECUECHO HHTEP(PEPOH.

Aybintio ce u3mon3Ba CHIIO U 3a JIEYeHNE HA BH3PACTHH MMAIIHEHTH C HAIIPEIHAI ETUTEIEH KapIHHOM
Ha siuHKIUTE, (DATOMHEBUTE TPHOHM WK TbPBHYEH TEpUTOHEaIeH KapiuuHoM. KoraTto ce usmosssa
IPH TAIMEHTH C ENUTENIECH KapIIMHOM Ha IHYHUIATE, (DaOMUEBUTE TPHOH HIIH IIbPBHYEH
THIEpUTOHEAJIEH KapI[MHOM, TOM 1ie ObJIc PHIarad B KOMOMHAIKS ¢ KapOOIUIATHH U MAaKJIMTaKCell.

Koraro ce u3non3sa mpu Te3u Bb3pacTHU MAllMEHTH C HAIpeHAN eMUTEIeH KapIIMHOM Ha SHYHUIINTE,
danonuesute TpHOM UM IBPBUYEH NIEPUTOHEANICH KAPLIMHOM, YHUETO 3a00JIsIBaHE € PEeUUAUBUPATIO
Hali-MaJIko 6 Mecela Clie/1 ocieIHaTa XUMHOTEpanus, ChIbprKalll CPEJCTBOTO IaTuHa, Aybintio me
ce mpujiara B KoMOWHanus ¢ KapOomaaTuH U TEMIUTAONH, WK C KapOOTUIaTHH M MaKIUTaKCed.

Koraro ce n3nonssa npu Te3u Bb3pacTHH MALMEHTH C HAIIPEHAN eNUTeIeH KapIuHOM Ha SHYHHUIUTE,
¢anonueBuTe TPHOU UM MBPBUYEH MIEPUTOHEATICH KapIIMHOM, YHETO 3a00JsIBaHE ce € Bb30OHOBUIIO
npeau U3THYaHe Ha 6 Mecela Cie MOCJIeTHOTO JICYSHNE ¢ XUMUOTEPAIeBTHYHA CXeMa, ChAbpiKaIla
matiHa, Aybintio mie ce mpuara B KOMOMHALHS ¢ TAKITUTAKCE, TOMOTEKAH WITH HeTMINpaH
JIUTIO30MEH JTOKCOPYOHUITHH.

Aybintio ce u3mon3Ba chII0 3a JIeUeHHE Ha Bb3PACTHHU MAIMEHTH C IEPCUCTUPAILL, PELIUIABHPAILL] WITH
MeTacTasupall pak Ha MaTouHaTa rmiika. Aybintio me ce npuiara B KOMOWHALNSA ¢ TAKITUTAKCE U
[UCIIIATHH, WK alITEPHATHBHO, ¢ TIAKIMTAKCE U TOMOTEKAH MPH MAalUeHTH, KOUTO He MOrar J1a
[0JTy4aBarT JCUCHHUE C IJTATHHA.

2. Kaxkso Tps6Ba 1a 3HaeTe, mpeau aa udnoassare Aybintio

He u3nouspaiite Aybintio

- aKo CTe ajJlepruvHu (CBPBXUYBCTBHTEIIHN) KbM OeBalM3ymMad WM KbM HSKOSI OT OCTAHAINTE
CHCTABKH Ha TOBa JIEKapCTBO (M30pOeHH B TOUKaA 0),

- aKo CTe aJepru4Hu (CBPBXUYBCTBUTEIHHN) KbM KIETHYHH NPOIYKTH OT KJIETKU Ha SHYHUK Ha
kutaiicku xamctep (CHO) mmu n1pyru pekoMOMHAHTHY YOBEIIKU MJIM XyMaHW3UPaHU aHTHTENa,

- aKo cte OpeMeHHa.

IlpenynpesxneHust ¥ NpeanasHu MEePKH
T'oBopete ¢ Bamms nekap, hapmaieBT Wi MeJUIMHCKA CECTpa, Npe/n ja u3nonssare Aybintio

o Bb3moxno e Aybintio na yBenuun pucka ot pa3BuTHe Ha nepdopaliin B YpeBHaTa CTeHa. AKO
umare 3a00JsiBaHe, TPeIN3BUKBAIIIO BB3MAJIUTEINICH MPOIiec B Kopema (Hamp. IUBEPTHKYJIHT,
CTOMAIITHA $3Ba, KOJIUT, CBBP3aH C XUMHUOTEPaITus), MOJIsL, 00ChIeTe ToBa ¢ Bamms nexysai
JeKap.

L Ayblntlo MOKE J1a YBCJIMYHM PHUCKaA OT 1TOABATA HA MMATOJIOTMYHO KaHATUC UIIN XOO MEIKIY JABa
opraHa Wi KPbBOHOCHU CbIOBE. PucksbT OoT Pa3BUTUC HaA ITAaTOJIOT'MYHU KaHATTIYCTa MEKIY
BJIAraJiMi€TO U KOATO U Aa € 4aCT OT U€pBaTa MOXKE Jia CC YBCINYH, AKO UMATC MICPCUCTHUPAIL],
peunauBupalll Wi ME€TacTadupall paKk Ha MaTO4YHaTa IIAHKA.

. ToBa jekapcTBO MOXKE J]a YBEJIMYHM PUCKA OT KbPBEHE WK PUCKA OT IPOOJIEMH TIPU 3apacTBaHe
Ha paHarta ciena onepamnrsi. Ako Bu npeacron oneparusi, ako CTe IPETHPIIEIH ToJITMa OTIepaIiys
Mpe3 MocJeAHUTE 28 THU UK aKO BCE OLIE MMaTe He3a3apaBsiia paHa Cciell onepanus, He
TpsOBa Ja ce JIeKyBaTe C TOBa JIEKAPCTBO.
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Aybintio Mmoske 1a yBenn4u prcka OT pa3BUTHE Ha CEPUO3HU MH(EKIUH HAa KOKaTa M T0-
IBIIOOKUTE IOAKOXKHH CIIOEBE, 0COOCHO aKO CTe UMalu nepdopalyst Ha YpeBHATA CTEHA WU
npo0JeMy ChC 3apacTBaHe HA PAaHUTE.

Aybintio Moske [1a IOBHIIIK YeCTOTaTa Ha BUCOKO KPBBHO HasITaHe. AKO UMaTe TIOBHILIEHO
KPBBHO HAJIITaHe, KOETO HE C€ KOHTPOJIUpa 100pe C JeKapcTBa 3a KphbBHO HaJIsraHe, MOJIs,
KOHCYJITHpaiiTe ce ¢ Bamus iekap, Thil KaTo € BayKHO J1a Ce YBEpHUTE, Y€ KpbBHOTO By Hasrane
€ TI0J1 KOHTPOJL, TIPEIH JIa 3aIouHeTe jtedenneto ¢ Aybintio.

AKO UMaTe WK CTe UMalK aHeBpu3Ma (pa3mMpsiBaHe U OTCIadBaHe Ha CTeHA HAa KPbBOHOCEH
ChJT) WIIM pa3KbCBAHE HA CTEHA Ha KPHBOHOCEH Ch/I.

Tora JICKApCTBO MOXKC 1a YBCJIIMYU PUCKA OT IMOABa HA OCATHK B YpuHara, 0CODOEHO aKo Beue
NMAaTEC IMMOBHUIICHO KPBBHO HAJIATAHE.

PuckbT 0T 00pazyBaHe Ha KPbBHU ChCUPELH B apTepuuTe (BUA KPHBOHOCHH ChIOBE) MOXKE /1a
ce yBeJIN4H, aKo CTe Haj 65-ToUIIIHA Bb3pacT, ako UMaTe AUadeT WM aKko Mpeu CTe UMaIU
KPBBHH CbCUPELM B apTepunte. Mo, ropopere ¢ Bamns nekap, Tbid KaTo KPbBHUTE ChbCUPELU
MOJKe J1a JoBeaT M0 WH(ApKT Ha MHOKapAa U MHCYNT (MO3bUYEH yaap).

Aybintio Moske ChIIIO /1a TOBHUIIK PUCKa OT PAa3BUTHE HA KPbBHH ChCHUPEIIU BbB BEHUTE (BU]T
KPBBOHOCHH CHJIOBE).

ToBa nekapcTBO MOXKe Ja MpeIu3BUKa KbPBEHE, 0COOEHO CBBP3aHO ¢ TyMopa. Mo,
KOHCyJITHpalTe ce ¢ Bamus nexap ako npu Bac ninu BbB Baiero cemeicTBo uMa citydau Ha
KBPBEHE MJIM aKO B3eMAaTe JIEKapCTBa 3a Pa3pekIaHe Ha KPBbBTA 110 KaKBaTO M Ja € IPUYHHA.

Bw3moxuo ¢ Aybintio ma nmpean3Brka KbpBeHE B M OKOJIO MO3bKa. MoJist, 00ChIeTe TOBA C
Barust nekap, ako ©Mate MO3bYHH METacTa3H.

Bb3moxHo € Aybintio na yBenuuu pricka oT KbpBeHe B Oenite qpo0OoBe, MPOsBABAIIO CE C
KallUTHIA WK TUTFOeHe Ha KpbB. Mo, 00chaere ToBa ¢ Bamms nekap, ako cre ro 3abernsi3anu
HpE/IH.

Aybintio Mosxe 1a yBenn4uu prcka OT pa3BUTHE Ha ChpjedHa ciadboct. BaxkHo e Bammst nekap
Jla 3Hae, aKO HAKOTa CTE Ce JICKYBAJIM C aHTPALMKINHH (HApUMep, JOKCOPYOUIINH -
crierpuyIeH BUI XMMHOTEPAIHsl, KOSITO Ce Tpuiiara 3a Je4eHHe Ha HSIKOH BHJIOBE pak) win Bu
€ IpaBeHa JIbYeTepaItis Ha IPBAHUS KOLI, MK aKO MMaTe ChPICYHO 3a00IIsBaHe.

ToBa ekapcTBO MOXKeE Jia PpeAN3BHKa HHPEKIMY 1 HamaJieHrne Ha Opost Ha HeyTpoduimTe (BUA
KPBhBHH KJICTKH, BAXKHU 3a 3a1urata Bu ot Oakrepun).

Bw3moxHO ¢ Aybintio ma npean3Brka CBpbXIyBCTBHTEIHOCT (BKIIFOYHATETHO aHA(DUIAKTHICH
I0K) /W PEaKIy KbM HHOY3UsATa (PEaKIUH, CBbP3aHH C HHKEKTUPAHETO HA JIEKaPCTBOTO).
Mo, kaxxere Ha Bamms nexap, GpapmaneBT Wid MEAUIIMHCKA CECTPa, aKO CTE HMAJTH TIPEIH
TOBA MPOOJIEMH CJIe/T HHKEKTHPAHETO, HAIP. 3aMaiBaHe/TIpHIlaiaHe, 3a/1yX, MO {yBaHe HIIH
KOXEH 00pHB.

Psiika HEBpOIOTHYHA HEXENIaHa PeaKIns, HapeueHa CHHAPOM Ha MIOCTepUOpHa o0paTiHMa
ennedanonarus (CITOE), e cBbp3ana ¢ jedenuero ¢ Aybintio. Ako umare riaBobosnue,
IPOMEHH B 3pEHHETO, OOBPKAHOCT WITH I'bPUOBE C WK 0€3 MOBHIIICHO KPBBHO HAJSTaHEe, MOJIS,
cBBpXKETe ce ¢ Baruust nekap.

Mons, koHCcynTHpaiiTe ce ¢ Bamus jiekap, 10pU ako HAKOE OT TOPHUTE TBBPACHUS CE € OTHACSIIO A0
Bac B Munanoro.
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Ipenu na Bu ce mpuioxku Aybintio wiu mokaro ce mexysate ¢ Aybintio:

o Be/lHara yBezomere Bamus iekap u 3500eKap, ako IMaTe MM CTe€ MMal OOJIKa B ycTara,
3pONTE W/WJIM YENIOCTTa, IOAyBaHEe WM PaHU B yCTaTa, U3TPBIIBAHE MM YyBCTBO HA TEXKECT B
YeII0CTTA, WK pa3Kiialiade Ha 3560.

o aKo Tps0Ba Jja ce MOIOKNUTE Ha MHBA3UBHO 3b00JICUCHNE WIIM CTOMATOJIOTHYHA OTEPALIHS,
KakeTe Ha Bamms 3p001ekap, ue ce aekyBare ¢ Aybintio, o0co6eHo KoraTo moiry4aBaTe WK CTe
MOJTy4aBalH ChIIO0 M WHXKEKIUs ¢ budocdoHat B KpbBTA.

Moske na ObeTe IOChBETBAHHM J1a CE MOJIOKHUTE HA CTOMATONIOTHYEH MPerJie]] IPe/In 3all0uBaHe Ha
aedenuero ¢ Aybintio.

Jeua v roHOIIHN

VYnotrpebara va Aybintio He ce nmpemopbuBa npH Jela 1 IOHOIIH Ha Bb3pacT Mo 18 roaunu, Thil Kato
0e30rMmacHOCTTa U [T0JI3aTa TIPH Ta3H MOMYyJIalns MAeHTH He ca yCTaHOBEHH.

Cpo0miaBa ce 3a 3arMBaHe HA KOCTHA ThKaH (OCTEOHEKPO3a) B KOCTHTE, Oe3 3acsiraHe Ha JA0JHaTa
YeJIFOCT, MIPU MAIlMEHTH Ha Bh3pacT nox 18 roauuwu, nekyBanu ¢ Aybintio.

Jpyru aekapcerBa u Aybintio
WNudopmupaiite Bamms igexap, ¢papMaleBT WM MeIAIIUTHCKA CECTpa, aKo MpHUeMare, HaCKOpo CTe
IpreMalTi WK € Bb3MOKHO J1a IPUEMETe JPYTH JIEKapCTBa.

Komb6unmpaneto Ha Aybintio ¢ apyro jekapcTBO, HAPEYCHO CYHUTHHUO Majat (IpeANUCBaHO MPH PaK
Ha OBOperuTe U CTOMAITHO-YPEBHUS TPAKT) MOXE J1a IOBEIE IO TEXKKH HeXelaH! peakiuu. O0chaeTe
ToBa ¢ Bamus nekap, 3a i1a ce yBepure, 4e npu Bac He ce koMOMHUpAT Te3U JIeKapCTBa.

Kaxere Ha Bamms nekap, ako ce JeKyBaTe ¢ XUMHOTEpAIus Ha OCHOBATa Ha IUIaTHHA MJIM TAKCAHH 3a
pak Ha GenuTe ApoOOBE WM METacTa3upall pak Ha MileuHaTa Jie3a. Te3u BUIOBe Tepamus B
koMOuHanus ¢ Aybintio Mmoxke 1a yBeaM4aT prcka OT TEKKH HEKEJIAH! PEaKIUH.

Mons, napopmupaiite Bammus siekap, ako Hackopo Bu e npunarana nnu Bu ce npunara ipuetepanusi.

BpemennocT, KbpMene 1 GpepTHINTET

He Tpsi6Ba 1a m3no3Bare ToBa JIEKApCTBO, ako cte OpemenHa. Aybintio Moxe 1a yBpen HEPOJIEHOTO
Bu nere, Thii KaTo MOYXKeE Jia CIpe Tpolieca Ha 0Opa3yBaHe Ha HOBH KPHBOHOCHHM ChJIOBE. Bammst
Jekap 1ie Bu nockBeTBa J1a puiiarate MEPKH 3a Mpea3BaHe OT 3a0peMeHsIBaHe 110 BpEME Ha
neuernrero ¢ Aybintio u mone 6 Mecena ciies mocieaHara 1o3a Ha Aybintio.

VYBenomere HezabaBHO Barius nekap, ako cte OpeMeHHa, ako 3a0peMeHeeTe 110 BpeMe Ha JICYSHUETO C
TOBA JICKAPCTBO WJIM TUIAHUPATE J1a 3a0peMeHeeTe B OJIM3KO ObeIIe.

He Tps0Ba na kepMmuTe 1Mo BpeMme Ha jiedeHue ¢ Aybintio u mone 6 Mecena cieji npuIaraHeTo Ha
nocieiHara 103a Aybintio, Thii KaTo TOBa JIEKAPCTBO MOJXKE J1a MOBJIMSAC PACTEXKA M Pa3BUTHETO HA
Bamero 6e0e.

Aybintio mosxe 1a yBpeau Gpeprunutera npu xeuute. Mosis, KOHCynTupaiiTe ce ¢ Bamus jgekap 3a
noseue nHpopmanus. [loceBerBaiite ce ¢ Bamus nekap, GpapmareBT min MEAUIIMHCKA CECTpa MPeIH
yrnorpebara Ha KOETO U JIa € JIEKapCTBO

Ilodupane u padoTa ¢ MAIIUHU

Hsma nannu, e Aybintio namanssa cnocoOHocTTa 32 modupane wim padota ¢ Mamuau. ChoOmaBa
ce obaue 3a ChHJIMBOCT M IPHUIAABIM TPH yroTpeda Ha Aybintio. Ako MoJgyduTe CHMIITOMH, KOUTO
3acsrar 3peHUETO, KOHIIEHTpAIUATa UM CIOcOOHOCTTa Bu 3a pearupane, He modupaiite U He
paboTeTe ¢ MalIMHK, JOKaTO CUMIITOMUTE HE N34Ye3HaT.
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Baxna undopmaius 3a HIKOH 0T cheTaBKUTE HAa Aybintio
ToBa IeKapCcTBO ChIbpiKa Mo-Manko or 1 mmol martpuii (23 mMQ) B exun (GIakoH, T.e. MOXe Ja Ce
Ka)ke, 4e MPAKTHIECKH HE ChIbPKA HATPHUIA.

3. Kak na uznoassare Aybintio

Jo3a u yecToTa HA IPUJIOKEHHUE

Heobxoxumara mo3a Aybintio 3aBrcu ot TenecHoTo BH Terio u Bua Ha pakoBOTO 3a00JIsIBaHe, KOETO
TpsiOBa 11a ce yiekyBa. [Ipenoprunrtennara go3a e 5 mg; 7,5 mg; 10 mg wiu 15 mg Ha xunorpam
TenecHo Terio. Bammst nekap me Bu npennuie noza Aybintio, kosto e noxxoasia 3a Bac. Bue e
noyyaBare Aybintio Beaubxk Ha 2 win 3 ceamurm. bpost Ha uHdy3unTe, KouTo 11e Bu ce HanpassT,
3aBHCH OT OTroBOpa Bu Ha niedenueTo; Bue TpsOBa j1a npoabinkaBaTe JICUCHUETO C TOBA JISKAPCTBO,
nokaro Aybintio mpecTane 1a BB3MPEMATCTBA PacTeka Ha TyMOpa. Barust jgekap 1ie 00ChaIu ToBa ¢
Bac.

MeToa M HAYHH HA MPUIOKEHHE

He pasknamiaiite ¢iakona. Aybintio e koHmeHTpar 3a uH(y3HOHEH pa3TBOpP. B 3aBUCHMOCT OT j103ata,
KosiTo BH e mpenucana, 9acT WM IUT0TO ChAbpxKaHue Ha duakona Aybintio me ce paspeau ¢
pa3TBOpP Ha HATPHEB XJIOPH Mpeau ynoTpeda. Jlekap uin MeJUIMHCKa cecTpa e Bu npuioxar To3u
paspezen pastop Ha Aybintio mox hopmara Ha uHTpaBeHo3Ha HHPY3UsA (BEHO3HO KankoBo). [IspBaTa
nHQY3M e ce IpioXku 3a 90 MuHyTH. AKO TA Ce TIOHece o0pe, BTopara WHQY3Hs MOXKe Ja ce
npuinoxu 3a 60 munytu. Crneapamure nHpy3un Moxe Aa Bu ce npumarar 3a 30 MuHyTH.

Ipusio:kenuero Ha Aybintio TpsioBa 1a 6'be BpeMEeHHO NMPEKHCHATO

o aKo KpbBHOTO By HansiraHe ce MOBUIIM CHITHO U C€ HAJIOKU JIEYEHHE C JIEKapCTBa 32 KPHBHO
HaJIsIraxe,

o aKo “Marte IpoOIeMH ChC 3a3/[paBsABaHe HA PAaHUTE CIIe ONeparys,

. aKo CTe MOJII0KEH! Ha omeparusl.

Ipunoxenuero Ha Aybintio Tpsi6Ba oKOHYATETHO 12 G'bjle IPEKPATEHO, AKO MOJIYYHTE

o CHJIHO NIOBHUIIIEHUE Ha KPBBHOTO HAJISITaHe, KOETO HE MOYKE J]a c€ KOHTPOJIHMpA C JIEKapcTBa 3a
KPBBHO HAJIATaHE; UM BHE3AITHO CUJTHO MOBHILIEHNE HA KPbBHOTO HAJIATaHE,

o HaJIM4ne Ha OENTHK B ypUHATa, IPUIPY>KEHO OT OTOLH T10 TSIIOTO,

o nep¢opaurs Ha YpeBHATA CTEHA,

o [aToJIOTMYHA TPh000Opa3Ha Bpb3Ka MM X0/ MEXIy AUXaTelHaTa Tpbh0a 1 XpaHONPOBOAA,

MEX/1y BHTPEIIHU OPraHH M KO)KaTa, MeXK/1y BIArajMIIeTO U KOSATO M Jia € 4acT Ha YepBaTa Win
MEXJY APYTH ThKaHU, KOUTO IO MPUHIIMII HE ca CBhp3aHu ((PUCTYIIa) U KOUTO JICKYBAIHUST
JIeKap CUUTA 33 TEXKKO OTKJIOHCHUE OT HOPMAITHOTO ChCTOSHHE,

CEPHO3HU MHMEKIMK HA KOXKATa WU MO-IbJIOOKUTE MOJKOXKHH CJI0EBE

KPBbBEH ChCHPEK B apTEPUUTE,

KPBBEH ChCUPEK B KPbBOHOCHUTE CHJIOBE Ha OemuTe IpoOoBe,

TEXbK KPhBOU3IIHUB.

Axo Bu ce mpuioxu moBede oT Heo6xoqumara o3a Aybintio
. MOJKe J1a TIOJIyYUTe TeKKa MUTPEHa. AKO TOBa ce CIIy4H, TpsiOBa HE3a0aBHO 1 YBEJJOMUTE
Bamms nekap, ¢papManeBT MM MEJUIMHCKA CECTPA.

Axo cre npomycHaaun Aybintio
o Bammsr siekap 1me pernu kora ja Bu ce nane cinensamiara go3a Aybintio. TpsOBa na o0chauTe
TOBA C JIeKaps CH.

AKko cTe cnipesin ynorpedara na Aybintio

ITpeycranossBane Ha geueHreTo ¢ Aybintio Mmoke ma cripe edexTa My BbpXy TyMOpHHS pacTex. He
npeKbCBaTe edueHneto cu ¢ Aybintio npeau na cte o6chauIN ToBa ¢ Bamust jgekap.
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AKO UMaTe HAKaKBH JIOMBIHUTEIHA BBIIPOCH, CBBP3aHHU C yIoTpedara Ha TOBa JIEKapPCTBO, IIOMUTANTE
Bamws nekap, ¢hapMarieBT WM MEJMIIMHCKA CECTpa.

4, BB3MoKHHM HeKeJJaHU peakiun

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKEC 1a MPEAN3BUKA HEIKCIAHU PECAaKIIUH, BBIIPCKU Y€ HC
BCCKH T'U IIOJTy4daBa.

AKO TIOJTyuuTe HAKAKBU HEXKEJIAHU JICKAPCTBCHH PEaKIIMK, yBeqoMeTe Barus nekap, hapManeBT Win
MEJUIIMHCKA cecTpa. ToBa BKIIIOUBA BCUUKU BH3MOKHH, HEOITMCAHU B Ta3U JUCTOBKA HEXENAHU
peaKITIH.

HesxenanuTe peakiuu, u30poeHH 1Mo-1011y, ca HabIrogaBanu, korato Aybintio e mpunaran
€IHOBPEMEHHO ¢ XMMHOTeparnus. ToBa He 0O3HaYaBa HEMPEMEHHO, Y€ TE3W HEKETaHHU PEaKIIUK Ca
IpUYMHEHH TOYHO oT Aybintio.

AJlepru4HM peakunu

AKoO nMaTe allepruyHa peakuusi, yBeqoMere BeqHara Bamms nexkap nin HIKOH OT MEAMLIMHCKUS
nepconai. [Ipu3HanuTe MoXe a BKIIIOUBAT: 3aTPyJHEHUS B JUIIAHETO WK OoJka B rbpante. Moxe
Jia TIOJTyYHTE CHIIO U YePBCHUHA WIIH 3a4epBsIBaHE HA KOXKaTa WIIM OOPUB, CTYACHHU TPBITKU U
BTpUCaHe, rajicHe WK NOBPBIIAHE, OTOK, CBETOBBPTEK, YCKOPEHA ChpJleuHa ICHHOCT U 3ary0a Ha
Ch3HaHUE.

Tps0Ba He32a0aBHO 12 IOTbPCUTE MOMOLL, AKO MOJYYUTE HAKOS OT IOCOYEHUTE MO-10JLY
HesKeJIaHM PeaKkUuu.

TexXKH HEXKETaH! PeaKI|K, KOUTO MOKeE Jia ObJaT MHOr0 YecTH (MOKE J1a 3acerHar rmoseyue ot 1 Ha
10 mymu), BKIFOYBAT:

o HOBHUIICHO KPHBHO HAJSATaHE,
o YYBCTBO Ha U3TPBIIBAHE MM MpaBy4KaHe B PBIIETE WIN KpaKara,
o HamaJieH Opoll KpbBHH KIIETKH, BKIFOUUTEITHO O€JIi KPhbBHH KJIETKH, KOUTO TIoMaraT B bopbaTa

npoTyB HHpeKuruTe (ToBa MOKeE J1a ObJie MPUAPYKEHO OT MOBHUILIEHA TEMIIEPATypa), KaKTO U
KJIETKUTE, KOUTO ITOANIOMAaraT ChCUPBaHETO Ha KPHBTA,

. OTITaTHAIIOCT U JIUTICA HA EHEePTHs,
. yMmopa,
° Jiapus, rajicHe, MOBPBIaHe U KopeMHa OoJKa.

TeKKH HeXeJTaHW PEeakIluy, KOUTO MoxXe Ja Obaar yecTH (Mosxe 1a 3acerrar a0 1 go 10 mymm),
BKJIIOYBAT:

o nepdopaius Ha 4YepBo,

° KbPBEHE, BKIIIOYUTEIHO KbPBEHE OT ONIUTe IPpOOOBE IIPH MAI[MSHTH C HEPEOHOKIEThUCH
KapIMHOM Ha Genute 1poboBe,

3aIyIiBaHe Ha apTEPUUTE OT KPbBEH ChCUPEK,

3aIyIiBaHe Ha BEHUTE OT KPbBEH ChCHPEK,

3arymiBaHe Ha KPhbBOHOCHUTE ChIOBE Ha OennTe Ipo0OBe OT KPhBEH ChCUPEK,
3amyIiBaHe Ha BEHUTE Ha KpaKaTa OT KPhBEH ChCHUPEK,

ChpJICYHA HEJOCTATHYHOCT,

po0JIEMH ChC 3a3/paBsIBaHe HA PAaHUTE CJIE] Olepalus,

3auepBsiBaHe, JIOIICHE, 00JIE3HEHOCT, O0JIKa WM MOsiBa HA MEXYPH 110 MIPBCTUTE HA PBHIETE WK
Kpakara,

HamaJIeH Opoii Ha YEPBEHHUTE KPbBHH KIICTKH,

JIUTICA HA CHEePIHUs,

CTOMAIITHO ¥ YPEBHO HapyIIECHHUE,

MYCKYJIHa U CTaBHa 00JIKa, MyCKYJIHA CJIa0oCT,
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. CyXOTa B ycTaTa, KOMOMHHUpPAHA C JKaX/1a W/WIH HaMalleHUe Ha KOJIMYECTBOTO HA YpUHATA HITU
MOTHMHSIBAHETO H,

o Bb3IMaJICHHE Ha JIMTaBUIIATa Ha yCTaTa ¥ YepBara, OenuTe ApoO0Be M AMXATSITHUTE IbTHIIA,
PETPOIyKTUBHUTE OPTaHU U MMKOYHHUTE IbTHIIIA,
o PaHMYKH B yCTaTa M XpaHONpoBo/a (Tpr0ara oT ycrara 0 CTOMaxa), KOUTO MOXe Ja ca

0O0JIe3HEHH U JIa TIPUYUHSIT 3aTPYTHEHO MPErIbIaHe,

00JKa, BKIFOUUTEIIHO TIIaBo0oHe, O0JKa B rbpOa 1 0OJIKa B Ta3a U 00JIaCTTa Ha aHyca,

JIOKaJIM3UpaHo chOWpaHe Ha THOH,

UH(EKIHS ¥ MO-CIISIMATHO MH(PEKIIMS Ha KPBbBTA WM IUKOYHUS MEXYD,

HaMaJIeHO KPhBOCHAO/ISIBaHE HA MO3bKa WITH WHCYIIT,

CHHJIBOCT,

KbPBEHE OT HOCA,

YCKOpsIBaHE Ha ChPJICYHUS PUTHM (ITyJica),

3alylIBaHe Ha YepBara,

OTKJIOHEHHS B U3CJICIBAHETO HA yprHaTa (OENTHK B ypuHaTa),

3a4yX WJIN HUCKHU CTOMHOCTH Ha KHCJIOpOA B KPBBTA,

WHQEKIMY Ha KOXKaTa WIN TBIOOKUTE CIOSBE MOJ| KOXKATa,

ductyna: maTonorndHa Tprbo000pa3Ha Bpb3Ka MEXKIY BETPEIIHA OPraHy U KOXKAaTa, WIH APYTH

ThbKaHU, KOUTO HOPMAJIHO HE Ca CBbP3aHHU, BKIIIOUMUTECIIHO BPB3KU MCKAY BJIarajivuiieTo u

qycpBara, [pyu NagueHTU € paKk Ha MaToO4YHaTa HII/II\/'IKa,

o aJIepPTUYHU peakiuu (MPU3HAIMTE MOXKE J1a BKIIIOYBAT 3aTPYIHEHO IUINAHE, 3aUepBsIBaHE Ha
JIUIIETO, OOPUB, HUCKO KPHBHO HAJISITAHE WJIM BUCOKO KPHBHO HAISTAHE, MAJIKO KOJIUYECTBO
KHCITIOPOJ] B KPBBTA, OOJIKa B THPINTE, WK TaJIeHe/TIOBPBILAHE ),

TeKKH HEeXeJTaHW PeakIiy, KOUTO MOXe 1a Obaat peaku (Moxe ma 3acersar g0 1 va 1 000 mymn),
BKJIFOYBAT.

. BHE3aITHA TEXKKA AIEPrUIHA PEAKIUsl ChC 3aTPyIHEHO JUIIAHe, OTOK, CBETOBBPTEXK, YCKOPCHA

ChpJeYHa JIEHHOCT, M3MOTSABaHE U 3ary0a Ha ch3HaHUE (aHAPWIAKTHYCH IIOK).

TexKu HeXKEITaHU pCaKknyu ¢ HEM3BECTHA YECTOTA (OT HaJIMYHUTEC JaHHH HC MOXKE aa 6’]:[{6 HarpaBC€Ha
O]_IeHKa), BKJIFOYBAT :

o CepHO3HU MH(QEKINH Ha KOXKaTa HITH MO-TBIOOKUTE CIIOEBE M0 KOXKaTa, 0COOCHO aKo uMare
OTBOPHY B YpEBHATA CTE€HA WM MPOOJIeMH, CBbP3aHH ChC 3apPACTBAHETO HA PAHUTE,

o otpurareneH eheKkT BppXy CIIOCOOHOCTTA Ha KEHUTE J]a UMAaT Jiela (BIDKTE I0-JI0Ty CITUCHKA C
HEXeJIaHU PEaKIUK 3a JIObJIHUTEIHU PETOPHKH ),

o CBHCTOSTHUE Ha MO3bKa ChC CHMITTOMH, BKITIOYBAIIY T'bpUoBe (TIPUTIAIBIIN), TIIABOOOIHE,
00BpKBaHE U MMPOMEHH B 3pEHUETO (CHHIPOM Ha MOCTEpUOPHA oOpaTuMa eHilehaaonaTHs UK
CIIOE),

o CUMIITOMH, KOUTO MPEJIOoJIaraT IpoOMEeHH B HOpMaJIHaTa MO3b4Ha (yHKITH (TJ1aBoOoIIHe,
MIPOMEHH B 3pEHUETO, OOBbPKBaHE WM I'bPUOBE) U BUCOKO KPHBHO HaJISTaHE,

o pasimpsBaHe U OTCIa0BaHE Ha CTeHAa HA KPBbBOHOCEH ChJI UM pa3KbCBaHE HA CTEHA Ha
KPbBOHOCEH ChJI (AHEBPU3MHU M apTEPHAIHH IHCCKAIIUH),

. 3aryIiBaHe Ha MHOTO MallbK(K1) KpbBOHOCEH(HHU) Ch(0BE) B ObOpenure,

o HEOOMYaHO BUCOKO KPBBHO HAJSITaHE B KPHBOHOCHUTE ChJIOBE Ha OeNTUTE APOOOBE, KOETO
npaBu paboTara Ha JIICHATa CTPaHa Ha ChPIETO MO-TPYAHA OT HOPMATHOTO,

o OTBOP B XpYIISITHATA CTEHA, KOSTO pa3/iess HO3JPUTE Ha HOCA,

o OTBOP B CTOMaxa WJIM YepBara,

o OTBOPEHA paHa WJIM OTBOP B JIMraBUIlaTa Ha CTOMAaxXa WM ThHKOTO Y€PBO (CUMIITOMUTE MOXKE

Jia BKJIIOYBAT KOpeMHa 00JIKa, YyBCTBO 32 IIOAYyBaHE Ha KOpeMa, KaTpaHEeHO YepHH
M3MPaXHEHUS WM KPBB B M3NPaKHEHUATA ((PEKATMUTE) UM KPBB B IOBbPHATHTE MAaTEPHH),
. KbPBEHE OT JOJHUTE OTJIENIH Ha 1e0eJI0TO YepBo,
. JIe3UH Ha BEHILIUTE C OT0JIBAHE HA YEJIFOCTHATA KOCT, KOUTO HE 3apacTBaT U MOXKeE Ja ca
CBBbp3aHU ¢ 00JIKa ¥ Bh3MAJIEHHE Ha OKOJHATA ThKaH (BIJKTE MO-I0JIy CIIUCHKA C HEXXEIaH!
pEaxIuy 3a JOMBIHATEIHN PEMOPBKN),
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L OTBOP B XKXJIBYHUA MCXYD (CI/IMHTOMI/ITC 1 IPU3HALUTC MOXKC J1a BKIIFOUBAT KOPEMHaA 6OJ'IK8.,
MOBUIICHA TCMIICPpATypa U T azLeHe/ HOBp’I)H.[aHe).

TpsioBa BetHara Aa NOTbpPcUTE NOMOLL, AKO MOJIYYHUTE HAKOS OT IOCOYEHHUTE M0-10J1y HeKeJIAHU
peakumu.

MHoro yectn (MOXe 1a 3acerHar nmosede ot 1 Ha 10 xyIim) HeKeTaHW PEaKIuK, KOUTO HE Ca TEKKH,
BKJIFOYBAT:

3arex,

3ary0a Ha areTur,

TTOBHIIIEHA TEMIIEPATypa,

MPOOJIEMH ¢ OYUTE (BKJIFOUUTEITHO MTOBUIIICHO OTIIEIISIHE HA ChJI3H),

MIPOMEHHU B peyTa,

MIPOMEHH BbB BKYCOBOTO YCEIIaHE,

xpema,

CyXOTa Ha KOXKaTa, JIFOIIEHE W Bh3MaJeHne Ha KOXKaTa, IpOMsIHa B [IBETa Ha KOXKara,
3ary0a Ha TeJIeCHO Tero,

o KBpPBEHE OT HOCA.

Yecru (Moxe na 3acersar 1o 1 Ha 10 gymin) HexxenaHu peakiii, KOUTO HE ca TeKKHU, BKIFOYBAT:
o MIPOMEHHU B IJIaca U MPECHUITHAIIOCT.

[ManeHTHTE HA BB3PACT HAJ 65 TOJMHU Ca C MOBUIICH PUCK OT TOSABA HA CICIHUTE HEXKEIaHH

peakiuu:

° o0Opa3yBaHe Ha KPBBHU ChCHPEIH B apTEPUHTE, KOETO MOXKE JIa JIOBEJIE 10 WHCYIIT WK HHPAPKT
Ha MHOKap/a,

° HaMaJeHUe Ha Oposi Ha OeMTe KPhBHU KIICTKH, KAKTO M Ha KIIETKUTE, KOUTO MOAMOMArat

ChCHPBAHETO Ha KPBBTa,

Juapus,

rajexe,

rj1aBo0OJIHE,

yMmopa,

BHCOKO KPBhBHO HAJIATaHE.

Aybintio Mosxe chIII0 1a peIn3BUKA IPOMEHH U B JTAOOPATOPHUTE U3CIICIBAHMUS, HA3HAUYCHH OT
Banmst niekap. Te BkirouBaT HamasieH Opoii Ha OenuTe KphBHU KIETKH, 0COOSCHO Ha HEYTPO(UIIUTE B
KpBBTa (B O€IM KPBBHU KJIETKH, KOUTO MOATIOMAraT 3aIluTaTa Cperry HHPEKINH ); HaTuIne Ha
OeNTHK B ypHHATa; HAMAJEHH KOHLCHTPAIIMY Ha KaJlui, HAaTpui WK Gpocdop (MUHEpAN) B KPBBTA;
MOBHIIIEHA KPbBHA 3aXap; MOBUIIICHH CTOWHOCTHU Ha ajkanHara gocdarasa (€H3MM) B KPbBTA;
HOBUIICH CEPYMEH KpeaTHHUH (IIPOTEenH, U3MEPBaH ¢ KPbBHU TECTOBE, 3a J1a Ce IPOBEPH JCHHOCTTa
Ha OpOpenute Bu); HamaeH XeMOrJIOOMH (HaMupa ce B YepBEHUTE KPBBHU KIIETKH, KOUTO TIPEHACST
KHCJIOPO[), KOUTO MOTaT Ja Ob/1aT TeXKKH.

Bonka B ycrara, 350UTe W/WIK YEIIOCTTA, TIOJ{yBaHE WIM PaHU B YCTaTa, U3TPHIIBaHE WK 9yBCTBO Ha
TEXKECT B YEJFOCTTa MJIHM pasKiiaiaHe Ha 360. ToBa Moxke j1a ObaT MPU3HALM U CUMIITOMH Ha
YBpEKIaHE Ha KOCTTa Ha YeIocTTa (OCTeOHEeKpo3a). Kaxxere He3abaBHO Ha Bamms nekap wim
3b00IIeKap, aKO MOJTYYHTE HIKOH OT TAX.

JKenwnre B mpenqMenonay3a (>keHU, KOUTO UMAT MEHCTpPYaIlUs) MOTaT Jia 3a0eJiekar, e
MEHCTpyalusiTa UM cTaBa HEPeJOBHA MJIM JIMIICBA M MOTaT /1a TIoJIyyaT yBpeXaaHe Ha hepTuinTera.
AKo Bb3HaMepsBaTe Ja UMare Jiela, TpsioBa ga oOchauTe ToBa ¢ Bamus gekap npenu Jia 3armovHeTe
JIEUCHHUE.
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Aybintio e paspaboren 3a jJeueHre Ha PaK MOCPENCTBOM HHIKEKTHPAHETO My B KPBbBTa. IIpOIYKTHT HE
€ MpeHa3HAYCH 3a HHKEKTUPaHe B OKOTO. [Topaau TOBa He € pa3pelieHo Ja e U3I0JI3Ba 10 TO3U
HauuH. [Ipu mupexTHO MHKekTupane Ha Aybintio B okoto (HeogoOpeHa ymorpebda), MoraT aa
BB3HUKHAT CJICIHUTE HEXKETaHH PEaKIHH:

° WH(EKIYS WIK Bh3MAJICHUE Ha OYHATA sIOBJIKa,

. 3a4epBSIBAHE HA OKOTO, MAJIKK TOYHUITM WM METHHIIA B 3pUTEITHOTO MMOJIe (TUIABAIIN YaCTHIH ),
0o0/Ka B OKOTO,

. BIKJIaHE Ha MPOOJISCHIU CBETIIMHA C TUIABAIM YaCTHIU, IPOTPECUPAII0 J0 YaCTUYHA 3ary0a Ha
3peHuero Bu,

. MTOBHUITICHO BETPEOYHO HAJIATAHE,

° KPBHBOU3IIUB B OKOTO.

Cpo0maBaHe HA HeKeJIAHH PeaKIHH

AKXO NOoJTyuHTe HAKAKBU HEXKEIIAHU JICKAPCTBEHH PeaKlny, yBenoMeTe Bamms exap, GpapmaieBT nim
MeIUIUHCKa cecTpa. ToBa BKIIIOYBAa BCHYKH Bb3MOYKHI HEOITMCAHH B Ta3W JIMCTOBKA HEXKEIAHH
peakuu. MoxeTe ChIIO J1a ChOOIINTE HEXKENaH! PeaKlny TUPEKTHO Ype3 HAallMOHATHATA CHCTEMa 32
cboOIIaBane, mocoueHa B [lpunokenue V. Kato cpobiaBare HexXeIaH! peakiii, MOKETE Ja JajieTe
CBOSI IPUHOC 3a NOJTyYaBaHe Ha MOBeYe HHPOPMAINs OTHOCHO 0€301acHOCTTa Ha TOBA JICKAPCTBO.

5. Kak na chxpansiBate Aybintio
Jla ce cbxpaHsBa Ha MSCTO, HEJOCTBITHO 32 JIela.

He n3non3BaiiTe TOBa JIEKapCTBO CIIE CPOKA HA TOTHOCT, OTOEIISI3aH BEPXY KapTOHEHATa OIIaKOBKA 1
BBPXY e€THKeTa Ha (hiakoHa, cboTBeTHO ciex “I'onen no:” u ,,EXP”. CpokbT Ha TOZHOCT OTTOBaps Ha
HOCJIIHYS IeH OT IIOCOUSHHUS MEeCell.

Ia ce coxpanssa B xmaquiauk (2°C — 8°C). [la He ce 3ampassiBa.
CoxpansBaiiTe (1akoHa B KapTOHEHATa OMAKOBKa, 3a JIa Ce MPEJINa3u OT CBETIINHA.

HeotBopenusT dnakon TpsiOBa ia ce cbxpaHsBa Ipu TeMiepaTypu, HeHaapumasamu 30°C o 35 auu.
®nakoHBT TPOBa J1a ce U3XBHPIIH, aKO HE C€ M3IO0JI3BA B paMKUTE Ha 35 THH Clie]] M3BaXKJaHE OT
XJIaIUITHAKA, TOPY | 1a € BbPHAT B XJIAMIIHHAKA I1PE3 TO3H MEPUOI.

Nudy3noHHUTE pa3TBOpH TPsOBA J1a ce M3IOJI3BAT BeHAra Clie]] pa3pekaaHe. AKO HE ce M3M0I3BaT
Be/(HAra, BpeMeTO Ha M3II0JI3BaHe M YCIOBHATA Ha ChbXpaHEHHE MPEIH yIoTpeda ca OTTOBOPHOCT Ha
notpebuTeNns U OOMKHOBEHO He TpsiOBa ja HaaxBbpisT 24 yaca nipu 2°C 1o 8°C, ocBeH ako
pa3pekIaHeTO He € U3BBPILICHO MTPU KOHTPOJIIMPAHU M BATUIUPAHH aceNTHYHH ycinoBus. Korato
paspexIaHeTo € M3BBPINEHO B CTepritHA cpea, Aybintio e cradbuien mo 45 auu npu 2°C mo 8°C muroc
JOIBIIHUTENHY 72 yaca npu Temieparypu, HeHaasumasaiu 30°C.

He uznonsBaiite Aybintio, ako 3a0esexxnTe HIKAKBU BUAMMHU YACTHITNA WM IPOMSIHA Ha I[BETA TIPEIN
yroTpeoa.

He u3xBbprsiite nekapcTBaTa B KaHAIU3aLUATa WIM B KOHTEMHEpa 3a JOMAIIHU OTIAbIIH.
Ilonmraiite Bammsa apmaneBT Kak Jja M3XBHPIIATE JIEKapCcTBaTa, KOUTO Beue HE M3noisBare. Tesu
MEpPKH LI CIIOMOTHAT 3a OIIa3BaHE HA OKOJIHATA CPeaa.

6. ChabpkaHHe HA ONIAKOBKATA M JONbJIHUTETHA HHpopManus

Kakso cbabpaxa Aybintio

o AKTHBHOTO BeIecTBO ¢ OeBanu3zymad. Beexkn ml ot koHIeHTpaTta chabpxa 25 mg
Oepanuzymao.
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Bceku ¢makon ot 4 ml ceappika 100 mg 6eBaruzymad, choTBeTcTBamm Ha 1,4 mg/ml xoraro e
paspeneH crope/ IpernopbKUTe.
Bceexku ¢akon ot 16 ml ceappika 400 mg GeBanm3yma0, choTBeTcTBamM Ha 16,5 mg/ml
KOTaTo € pa3peieH CIopes NpenopbKUTE.

o Jpyrute CbCTaBKH ca: Tpexano3a JUXUIPAT, HATPUEB alleTaT TPUXUAPAT, OLleTHA KHCEeNrHa,
mosrcopOar 20 1 BoJa 3a HHKEKIUH (BIDKTE TOUKA 2).

Kax m3riexxaa Aybintio  kakBo chAbpika OnaKOBKAaTa

Aybintio e xonnenTpar 3a nH}py3roHeH pa3TBop. KoHIeHTpaThT € Ouctpa, Oe31uBeTHA 10
cBeTIIoKa()siBa TEYHOCT B CTHKIIEH (DJIaKOH C TyMeHa 3amymanka. Beekn diakon cpabpika 100 mg
OeBar3ymad B 4 ml pastop mwim 400 mg 6eBar3ymad B 16 ml pazrBop. Besika onmakoBka Aybintio
ChIbpXKa euH (IIaKOH.

IpuTexaTes HA pa3pelIeHNETO 32 yNoTpeda

Samsung Bioepis NL B.V.

Olof Palmestraat 10

2616 LR Delft

Hunepnannus
bioepis.mi@medinformation.co.uk

IIpousBoauren
Samsung Bioepis NL B.V.
Olof Palmestraat 10

2616 LR Delft
Hunepnannus

3a nonbJIHUTETHA HHPOPMAIIHMS OTHOCHO TOBA JIGKApPCTBO, MOJIS, CBBPIKETE CE C MECTHHS
NpPEICTaBUTEN Ha MPUTEKATENsI Ha Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Nederland/Pays-Bas/Niederlande
bioepis.mi@medinformation.co.uk

Buarapus

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Hunepnannus
bioepis.mi@medinformation.co.uk

Ceska republika

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Nizozemsko
bioepis.mi@medinformation.co.uk

Danmark

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Holland
bioepis.mi@medinformation.co.uk

Lietuva

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Nyderlandai
bioepis.mi@medinformation.co.uk

Luxembourg/Luxemburg
Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Holland/Niederlande
bioepis.mi@medinformation.co.uk

Magyarorszag

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Hollandia
bioepis.mi@medinformation.co.uk

Malta

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Olanda
bioepis.mi@medinformation.co.uk



mailto:bioepis.mi@medinformation.co.uk
mailto:bioepis.mi@medinformation.co.uk
mailto:bioepis.mi@medinformation.co.uk
mailto:bioepis.mi@medinformation.co.uk
mailto:bioepis.mi@medinformation.co.uk
mailto:bioepis.mi@medinformation.co.uk
mailto:bioepis.mi@medinformation.co.uk
mailto:bioepis.mi@medinformation.co.uk
mailto:bioepis.mi@medinformation.co.uk

Deutschland
Organon Healthcare GmbH

Tel: 0800 3384 726 (+49 (0) 89 2040022 10)

dpoc.germany@organon.com

Eesti

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Holland
bioepis.mi@medinformation.co.uk

EALGoa

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
OX\avdio
bioepis.mi@medinformation.co.uk

Espafia
Organon Salud, S.L.
Tel: +34 91591 12 79

France
Organon France
Tél: +33(0) 157 77 32 00

Hrvatska

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Nizozemska
bioepis.mi@medinformation.co.uk

Ireland

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Netherlands
bioepis.mi@medinformation.co.uk

Island

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Holland
bioepis.mi@medinformation.co.uk

Italia
Organon Italia S.r.l.
Tel: +39 06 90259059
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Nederland

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Nederland
bioepis.mi@medinformation.co.uk

Norge

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Nederland
bioepis.mi@medinformation.co.uk

0 sterreich

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Niederlande
bioepis.mi@medinformation.co.uk

Polska

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Holandia
bioepis.mi@medinformation.co.uk

Portugal

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Patses Baixos
bioepis.mi@medinformation.co.uk

Romania

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Olanda
bioepis.mi@medinformation.co.uk

Slovenija

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Nizozemska
bioepis.mi@medinformation.co.uk

Slovenska republika

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Holandsko
bioepis.mi@medinformation.co.uk

Suomi/Finland

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Alankomaat/Nederlanderna
bioepis.mi@medinformation.co.uk
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Kvbmpog

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
OAhowvoio.
bioepis.mi@medinformation.co.uk

Sverige

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Nederlanderna
bioepis.mi@medinformation.co.uk

Latvija

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Niderlande
bioepis.mi@medinformation.co.uk

JdaTa Ha moc/eHO mpepasriexiaaHe Ha JUCTOBKATA
JApyru u3To4yHUIM HA HHPOpMALUA

[Monpo6Ha nH(OpMaIKs 3a TOBA JIEKAPCTBO € IMpeAoCTaBeHa Ha yeOcaiita Ha EBporneiickaTta areHnus
1o JiekapcTBata: http://www.ema.europa.eu.

Tazu nmucToBka € HanmyHa Ha Bcuuky e3unn Ha EC/ENII Ha yebcaiita Ha EBporneiickaTta areHust mo
JIeKapcTBara.
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