IMPHUJIOKEHHUE I
KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



vTo3H JIEKapCTBEH MPOIYKT MOJIJICKH Ha JOITBIHUTEIIHO Hab o meHre. ToBa 1ie mo3Boiu 0bp30TO
YCTAaHOBSIBAaHE Ha HOBAa MH(OPMAITHI OTHOCHO O6e30macHoCcTTa. OT METUITMHCKHATE CITCITAATUCTH CE
W3KCKBa JIa ChOOIIaBaT BCAKaA MMO03UPaHa HeKellaHa peakius. 3a HaYMHa Ha ChOoOIaBaHe Ha
HEXEJIaHU PEaKlMU BIXKTE Touka 4.8.

1. HNME HA JIEKAPCTBEHUA ITPOAYKT

Alymsys 25 mg/ml xoHIIeHTpaT 32 HH(PY3HUOHEH Pa3TBOP.

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceku ml ot koHIIeHTpaTa chabpKa 25 mg 6eBaunzymabd (bevacizumab)*.
Bceku duakon ot 4 ml chabpika 100 mg OeBannzymao.

Bceku duakon ot 16 ml ceappixa 400 mg GeBanusymao.

3a paspexaane u APYrH MPEnopbKy 3a paboTa BIXKTE Touka 6.0.

*Bbepann3yMad ¢ peKOMOMHAHTHO XyMaHU3WPAHO MOHOKJIOHAJIHO aHTHUTIO, MmojiyueHo upe3 JTHK
TEXHOJIOTHSI B KIIEThYHU JINHUU OT SIMUHUK HA KUTAIICKU XaMCTep.

3a IBJIHUA CIIUCHK HA IIOMOIIHUTE BEIlECTBA BIHKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Konnentpar 3a nH(py3r0HEH pa3TBOp (CTEpUIICH KOHIICHTPAT).

BesnpeTHa 10 KBATCHUKAaBA WU KaQ)eHUKaBa ONAJISCIIUpaIia TEYHOCT.

4. KJIHUWHWUYHU JAHHUAN
4.1 TepaneBTUYHU MOKA3ZAHUS

Alymsys B KOMOWHAIIMS C XUMHOTEpanus Ha 0a3ata Ha (DJIyOpONMPUMUINHY € TIOKa3aH 3a JICUCHHE
P BB3PACTHH MAIUEHTH C METACTa3uPajl KapIWHOM Ha 1e0eT0TO YepBO WIIH PEKTyMa.

Alymsys B KOMOMHAIIMS C MAKJIUTAKCEN € TIOKa3aH 3a JICUCHUE OT IIbPBa JIMHUS MPH Bb3PACTHU
MAIMEeHTH ¢ METAaCTa3upall paK Ha MIIEYHATa XKJie3a. 3a JOIBIHUTEIHA HHPOPMAIIUS OTHOCHO cTaTyca
Ha YOBEIIKUS PEIENTOp Ha enmuaepMaitHus pacTexker (akxrop tun 2 (HER2), mosst, BikTe Touka 5.1.

Alymsys B KOMOMHAIIMS C KaleUTAOKH € TIOKa3aH 3a JICUCHUE OT ITbPBa JIMHHUS MTPH Bh3PaCTHU
MAIEeHTH C METAacTa3upal pak Ha I'bpJaTa, IpU KOUTO JISYCHUETO C APYTH BUIOBE XUMHUOTEPAIIHS,
BKITFOUUTEITHO TaKCAaHU WM aHTPALMKINHH, HE Ce cYnTa moaxoasmo. [larmenTy, mony4yaBanu cxeMu
Ha JICUCHHE, ChIbPXKAIIW TAKCAH U aHTPAIUKIIMH, KaTO aJIF0BAHTHO JICYCHUE TIPE3 MTOCIICTHUTE

12 mecena, TpsiOBa J1a ce M3KIIIOYAT OT JiedeHHe ¢ Alymsys B KOMOMHALIMS C KarenuTaOuH. 3a
JnonbiIHATETHA nHpopMmalust oTHocHo HER2 craTtyca, Mo, BuxTe Touka 5.1,

Alymsys, ,Z[063,B€H KbM XUMHUOTCpAIIA Ha Oazata Ha IJIaTHHA, € IMOKa34aH 34 JICUCHUC OT I'bPBa JIMHUA
ITpU BE3paCTHU MalUCHTH C HeonepaGI/meH aBaHCHpaJl, ME€TacTasupall NI peuuIuBUpaIL
He[[pe6HOKJ'IeT’L‘l€H paK Ha Oemnus ,Z[p06 C pa3jindHa OT npeo6nanaBaLua CKBaAMO3HOKJICTbYHAa
XHUCTOJIOTHUA.

Alymsys, B KOMOHHAITUS C EpIIOTHHUO, € MOKa3aH 3a JICYeHNe OT ITbPBa JIMHUS MPH BH3PACTHH
MAUEHTH ¢ HeoepaOuieH HalpeIHall, MeTacTa3upajl WK peuIuBUpall HECKBAMO3CH



HePeOHOKIIEThYCH paKk Ha OesHst Apo0 ¢ aKTUBUPAIIX MYTAIMU HA PELIENITOPA Ha SMUACPMATHHS
pactexen daktop (EGFR) (Bxk. Touka 5.1).

Alymsys B koMOnHanus ¢ uHTEpQepoH anda-2a e mokasaH 3a JeUCHUE OT IbPBa JMHUS IPH
BB3PACTHH NALMEHTH C HANPEHAI W/HWIH MeTacTa3supail ObOpeUyHOKICThYEH KapIHOM.

Alymsys B koMOnHauus ¢ KapOOIIaTHH U MAaKJIUTAKCEN € M0Ka3aH 3a IbpBa JIMHUS Ha JICYCHUE Ha
BB3pacTHU nanuenTku ¢ Hanpennan (craguu 11 B, 111 C u IV mHa Mexaynapoanara dheaepars mo
akymepcTBo 1 ruaekosnorus (FIGO) enurenen KapiiuHOM Ha SIHYHUITUTE, (aJIOMTUEBUTE TPHOU TN
I'bPBUYEH NIEPUTOHEANICH KapLUHOM (BXK. Touka 5.1).

Alymsys, B KOMOUHAIIUS ¢ KapOOIUTATHH U TeMIIMTA0WH WM B KOMOMHAITUS ¢ KapOOTUTaTHH U
MaKJIUTaKCe, € TIOKa3aH 3a JICYCHNE Ha Bb3PACTHU MALMEHTKU C IbPBU PELUIUB HA CTIUTENICH PaK Ha
SIAYHALUTE, (PaOIMEBUTE TPHOU WM IbPBUYEH NIEPUTOHEANICH PAaK, YyBCTBUTEJICH HA JICYCHHUE C
TUIaTHHA, KOUTO HE ca MOoJyyaBajM MpeIIIecTBalla Tepanus ¢ 0eBanuzymal win Apyru HHXUOUTOPH
Ha VEGF nmu VEGF penenrop-npuiieianu areHTy.

Alymsys, B KOMOMHAITUS C MAKJIUTAKCEJl, TONOTEKAH WK METUIMPaH JUI030MaJIeH JT0KCOPYOHUIInH, ©
IMOKa3aH 3a JICUCHNE Ha Bb3PpaCTHU MalUCHTKU C IbPBUYHO-PE3UCTCHTCH pCIMAUBUPAIll CTIMTCIICH paK
Ha SHYHUIHUTE, (aTONMUeBUTE TPHOH WIH ITBPBUYCH MEPUTOHEATICH PaK, KOUTO ca MOJyYaBaiu He
MOBEYEe OT JIBa PEXKKMMa HA ITbPBHUYHA XMMHUOTEPAITUS ¥ KOUTO HE Ca MOJTyYaBalii Mpe/IecTBaIa
Tepanus ¢ OeBann3ymad wim Apyru uaxuouropu Ha VEGF, wiu cpenctsa, npulie/iBaiy ce BbB
VEGF-peuenropa (Bx. Touka 5.1).

Alymsys, B KOMOUHAIIUS ¢ TAKJIMTaKCeN U [IUCTUIATHH, MM alITEPHATHBHO MAKIUTAKCEN M TOTOTEKaH
MIpU MAIMeHTKH, KOUTO He MOTaT Ja MoJyyaBaT Tepanus ¢ IIaTHHa, € TIOKa3aH 3a JeueHue Ha
BB3PACTHU NALMEHTKH C MIEPCUCTHPALL, PEUUANBUPALL WM METACTa3Upall KAPLHUHOM Ha MAaTOYHATA
mmitka (BK. Touka 5.1).

4.2 Jlo3UpOBKA M HAYUH HA NPUJIOKEHHE

He pasknamaiite ¢aakoHna.

Alymsys Tpsi0Ba z1a ce mpuiiara nog HaOJIroeHHe Ha JeKap C ONUT B JICYCHUETO C AaHTUHEOIUIACTHYHH
JIEKapCTBEHU MPOAYKTH.

AOBI/I[ZOBKa

Memacma3zupan kapyurom Ha 0eberomo uyepso unu pekmyma (MKIYP)

[penopbuutennata q03a Alymsys, npunoxen noj popMara Ha HHTpaBeHO3HA HHPY3Us, € 5 mg/kg
w10 mg/kg TeaecHo Terio, MPUIOKEHN BEAHBXK Ha Bceku 2 ceamunu, wid 7,5 mg/kg unu 15 mg/kg
TEJICCHO TETJIO, MPUIIOKCHU BEIHBK Ha BCEKH 3 CEIMHIIH.

[IpenopbuBa ce JeueHNeTo 1a MPOABIKHI 10 MPOTPEcHs Ha OCHOBHOTO 3a00JIsIBaHe UITH JI0
HENPHUEMIIMBA TOKCUYHOCT.

Memacmazupan pax na maeunama scneza (MPMIK)

[Ipenopbuutennara noza Alymsys e 10 mg/kg TenecHo Terio, nmpuiaraHu BeJHbX Ha BCEKU
2 cemmury, win 15 mg/kg TenecHo Terio, npuiiarai BEAHBXK Ha BCEKH 3 CeMUIIM 0] hopMaTa Ha
WHTpaBeHO3HA MHY3HUS.

HpenoquBa CC JICUCHHUCTO J1a NPOABIJDKU 10 MPOrpeCrud Ha OCHOBHOTO 3a00JIIBaHEe WU a0
HCMpUeMJIMBa TOKCUYHOCT.



Heopebnoxnemvuen pak na benus opoo (HIKPE/)

Ivpsa aunus na aevenue na Heckeamoszen H/[KPBJ] 6 kombunayus ¢ xumuomepanus Ha 6a3ama Ha
niamuHa

Alymsys ce npuiara, kato ce 100aBsi KbM XUMHOTepanus Ha 0a3ara Ha IIIATHHA B TPOABIDKCHHE Ha
Jo0 6 IMKbJIa Ha JICYCHHE, TIOCIEeIBAaHN OT MOHOTepanus ¢ Alymsys 10 nporpecus Ha 3a00JIIBaHETO.

[Ipenopbuntennara noza Alymsys e 7,5 mg/kg unu 15 mg/kg TenecHo Tero, npuiaraHa BEAHbXK Ha
3 ceIMHUIM KaTO HHTPABCHO3HA HHPY3HS.

Knuanynara nmonsa npu nanuent ¢ HAKPB/ e nokazana u npu agere no3u — ot 7,5 mg/kg u
15 mg/kg (Bx. Touka 5.1).

HpenoquBa CC JICUCHHETO J1a NPOABJIKU 10 ITPOrpeCcrusd Ha OCHOBHOTO 3a00JIIBaHEe WIIN a0
HEIpUueMJIMBa TOKCUIHOCT.

Ivpea nunus na nevwenue na neckeamosen H/IKPB/] c EGFR akmusupawu mymayuu 8 KOMOUHAyusi ¢
epromunud

IIpenu 3armouBane Ha nedenue ¢ Alymsys B KOMOMHAIUS ¢ €pIIOTHHUO TPsIOBA J1a ce U3BHPIIN
uscnensane 3a EGFR myraruu. BaxkHo e na ce u3depe 1o0pe BauaMpaH U HaJIexkIeH METO/I, 3a Ja Ce

n30ersaT (I)aJ'HJ_IPIBPI OTpHULIATCIIHU NI q)aJ'IH_II/IBI/I MOJIOXXUTCIIHU PE3yJITATH.

[Mpenopbunrtennata n03a Alymsys, Korato ce U3mon3Ba B JIOIBJIHEHHE KbM epioTHHUO, € 15 mg/kg
TEJIECHO TETJI0, TIPUJIaraHa BeJHBX Ha BCEKH 3 CEIMUIIM KAaTO MHTPaBEHO3HA HHDY3HSI.

IpenopbUUTENHO € JeYeHHeTo ¢ Alymsys B JOIMBJIHEHHE KbM PIOTHHHO Ja IPOIBIDKH JI0 IPOTPECHs
Ha 3a00JIIBaHETO.

OTHOCHO [103MPOBKATa U HAYMHA Ha MIPUIOKEHUE HA €pIOTUHUO, MOJIS, BUKTE KpaTKaTa
XapaKTepUCTHUKA Ha ePIOTHHUO.

Hanpeonan w/unu memacmazupan 6vopeunoxniemvyer kapyurnom (MBKK)

[Ipenopbuntennara qo3a Ha Alymsys € 10 mg/kg TeecHO Terjio BeAHbK Ha BCEKU 2 CEAMMIIU 10T
(hopmara Ha UHTpaBeHO3HA HH(DY3WSI.

[IpenopbuBa ce JIeYeHUETO Ja MPOABIDKH JIO TIPOTPECHs HA OCHOBHOTO 3a00JIIBaHE WITH 10
HEMPUEMIIBA TOKCUYHOCT.

Enumenen xapyunom na auunuyume, d)aﬂonueeume mpb6u U nvpeuveH nepunmonealieH KapyuuHom

H’bp@(l JIUHUA HA Jle4eHue

Alymsys ce npuiara KaTo JOITbJIHEHHE KbM KapOOIUIATHH U IMAKIUTaKCeN J0 6 IIUKbJIa Ha JICUCHNUE,
MOCIIEIBAHH OT MPOABIDKUTEIHA YyIIOTpeOa Ha Alymsys KaTo MOHOTepanus 10 MPOrpecus Ha
3a00JIIBaHETO WJIM MaKCHUMYM 3a 15 Mecella Wi 10 HeNprueMJIBa TOKCHYHOCT, KOSTO OT JIBETE
HACTBITH TIO-PaHO.

[Ipenopbuurennata nqo3a Ha Alymsys e 15 mg/kg TenecHo Teryio BeAHBX Ha BCEKH 3 CEIMHILH 1101
(opmara Ha UHTpaBeHO3HA UHPY3HSI.

Jleuenue na wyecmeumenHo Ha RAAMUHA PeYUOUBUPAUO 3a001a6aHe

Alymsys ce npuiara B KOMOMHAIMS ¢ KapOOIUIaTHH U TeMIIUTA0WH B IPOIBIDKESHUE Ha 6 IUKBJIA U JI0
10 1uKbIIa, WM B KOMOWHAIHS ¢ KapOOTUIaTHH U TTAKJIUTAKCET B MPOIbIDKEHHE Ha 6 IIUKBIIA U IO



8 UKBIIa, TOCTIEABAHO OT MPOABIKUTEIIHA yIoTpeOa Ha Alymsys KaTo MOHOTEpan¥sl 10 TPOTpecus
Ha 3a0osiBaHeTo. [Ipenoprunteanara 103a Ha Alymsys e 15 mg/kg TeraecHo Terio BeIHBXK Ha BCCKU
3 ceqmuim moJ hoopMaTa Ha UHTPABECHO3HA HH(Y3HSL.

Jleuenue na naamura-pe3uCnenniHo peuudueupawo zabonssane

Alymsys ce npunara B KOMOMHAIMS C €JHO OT CIETHUTE CPENICTBA — MAKIUTAKCENl, TOIOTEKaH
(TmpuaraH ceMUYHO) WIIM IETWINPAaH JIMI030MajeH JokcopyornuH. [IpenoppunTennaTa 103a Ha
Alymsys e 10 mg/kg TejecHo TerJio BeJJHbX Ha BCEKH 2 CeIMUIIM 1o (hopMaTa Ha MHTPaBEHO3HA
uHdy3us. Koraro Alymsys ce npuiara B KoMOMHauus ¢ TonoTekad (mpuiarad B IeH 1 — 5, Ha Bceku
3 ceaMuuM), MpenopbuUTeIHaTa 1032 Ha Alymsys e 15 mg/kg TenecHo Terno, npuiiarad Ha BCEKU

3 cepmuny oy popMaTa Ha MHTpaBeHO3Ha HH(Y3HA. [IpenopbuBa ce JeUYeHUETO J1a POIBIDKH JI0
nporpecus Ha 60JieCTTa UK A0 HEIIPUEMIIMBA TOKCHYHOCT (BX. Touka 5.1, mpoyuBane M022224).

Pax na mamoynama wiuiixa

Alymsys CC IpuJjiara B KOM6I/IHaLII/I$I C €Ha OT CIICAHUTC XUMUOTCPAIICBTUYHHN CXCMU: MMAKIUTAKCCIT U
MUCIINIaTHH HUJIH ITaKJIUTAKCCJI U TOIIOTCKAaH.

[Ipenopbuurennata no3a Ha Alymsys e 15 mg/kg TenecHo Teryio BeAHHX Ha BCEKH 3 CEIMHILH 110]T
(dopmara Ha UHTpaBeHO3HA UHPY3HSI.

[IpenopbuBa ce JeUeHNETOo 1a MPOABIKH JIO IPOTPECHs Ha MOISKAOTO 3a00IIIBaHE WU JI0
HENPUEMIIHBA TOKCUYHOCT (BXK. Touka 5.1).

Cneuuaﬂyu nonyaauuu

Cmapuecka év3pacm
He ce m3uckBa xopurupaHe Ha J103aTa IpU MAIUEHTH HA Bh3pacT > 65 roauHu.
bvopeuno yspeacoane

BezomacHoctTa 1 ehrkacHOCTTa MPU MAIIMEHTU ¢ OBOPEYHO yBpEXKIaHE HE ca U3CIIEIBAaHU (BK.
TO4YKa 5.2).

Yeproodpobno yspedcoane

Be3omacHocTTa 1 e(hUKACHOCTTA TIPH MAIIMEHTH C YePHOAPOOHO YBPEKIaHE HE ca U3CIEABaHN (BK.
TOYKa 5.2).

Heduampulma nonyiaauus

BesomacHoctTa 1 ehukacHOCTTa Ha OeBarM3ymad IpH Jielia Ha Bb3pacT moj 18 roauHu He ca
yCTaHOBEHHU. HalmyHUTE IOHACTOSIIEM TAHHU ca ONMMCaHU B TOUKH 4.8, 5.1 1 5.2, HO IpenopbKHy 3a
JIO3MPOBKATa HE MOTaT Jia ObJIaT JaJICHH.

Hsma croTBeTHa yrorpeba Ha OeBanm3ymal B meAMaTpUYHATA MOMyIalys B TIOKA3aHUATA 32 JICUCHHE
Ha pak Ha 1e0eI0To 4epBo, PeKTyMa, I'bpAaTa, Oenure qpodoBe, pak Ha SHYHHIHTE, (HaTOHEBUTE

TpBOH, IEPUTOHEYMA, IINIKaTa Ha MaTKaTa U ObOpeuuTe.

HauuH Ha npuiioxxeHue

Alymsys e 3a uHTpaBeHO3HO NpuiIokeHne. HauanHara no3a TpsOBa 11a ce mpriara B IpoAbKEHUE Ha
90 munyTH TO7 popMaTa Ha MHTpaBeHO3HA MH(PY3Us. AKO MhpBaTa UHQY3Ms ce TIOHACS JT00pe,
BTOpaTa MHQY3Us MOXKE J1a ce MPHIOKHU 3a 60 MuHYTH. AK0 60-MUHyTHaTa MH(Y3HUA ce MoHacs 100pe,
BCUYKH CIIeABAIIN HHPY3UH MOXKeE Jia ce mpuiarat 3a 30 MUHYTH.



He Tpsa6Ba ma ce mpuiara KaTo HHTPaBeHO3HA MHXKEKIUS WX OOIyC.

He ce npenopbuBa HamansBaHe Ha J03aTa MPU HEXKEITAHU Peakiui. AKO € TIOKa3aHo, TepanusTa
TpsiOBa Ja ce MPEeYyCTaHOBH OKOHYATEIHO MJIH BPEMEHHO Ja e IPEKbCHE, KAKTO € OIIMCAHO B
Touka 4.4.

Ilpeonasnuu mepxu, kKoumo mpabea 0a ce gzemam npeou paboma ¢ J1eKapCmeeHusi nPOOVKM, Uil
NDUOHCEHUECTIO MY

3a yKa3aHUs OTHOCHO Pa3pexIaHeTO Ha JCKapCTBESHUS MPOIYKT MPEAH MPUIOKEHHUE BIKTE TOUKA 6.6.
Hudys3nonnnte pazrBopu Ha Alymsys He TpssOBa Ja ce cMecBaT ¢ pa3TBOPH Ha IIFOK03a. Toii He
TpsI0Ba J]a ce CMecBa ¢ APYTH JIEKAPCTBCHH MPOAYKTHU, C U3KIIFOUEHUE Ha TIOCOUYCHUTE B TOUKa 6.6.

4.3 IIpoTuBOMOKA3aAHUA

L] CBp’bX‘IyBCTBI/ITeHHOCT KbM aKTHBHOTO BCUICCTBO HJIM KBM HAKOC OT IIOMOIIHHUTC BCIICCTBA,
n30poeHu B Touka 6.1.
o CBpBXUyBCTBUTEITHOCT KbM KJIETHUHH MPOJYKTH OT OBAPUATHHU KJICTKH HA KHTAWCKH XaMCTep

(CHO) unu npyru peKkOMOWHAHTHY YOBEIIKHU MM XyMaHU3UpaHU aHTUTeNa.
. Bpemennoct (Bxk. Touka 4.6).

4.4 Croenuananu npeaynpeskaeHus! U NpeANa3sHi MepKH IPU ynorpeda

IIpocnenumoct

3a fa ce moo0pu MPOCIETUMOCTTa Ha OHOJIOTMYHUTE JICKAPCTBEHH MPOYKTH, UMETO U MAPTHTHUAT
HOMEp Ha MPIJIOKEHUS MPOIYKT TPSIOBA SICHO J1a CE 3arMCBaT.

Ilepdoparmu Ha ctomarHo-upeBaus (CY) tpakrt u puctynu (Bx. Touka 4.8)

Hsxown mammeHTn MoKe 1a ca M3JI0KEHH Ha MOBHUILCH PUCK OT pa3BUTHE Ha nepdoparys Ha
CTOMAIITHO-YPEBHUS TPAKT U MepQopanusl Ha MUKOYHUS MEXyp IpH JieueHue ¢ OeBannzymao.
WnTpaabaomuHaieH Bb3NAIUTENEH IPOLEC MOXKE J1a ObJie pUCKOB (akTop 3a nepdopaunu Ha
CTOMAIIIHO-YPEBHHS TPAKT IPH MAIMEHTH ¢ METACTAa3Mpall paK Ha 1e0eI0TO YepBO WM PEKTyMa,
HopaJy KoeTo TpsiOBa 1a ce BHMMaBa IIpH JICUeHUETOo Ha Te3u nanuenty. Ilpeamecrsaimara
mpyetepanus € puckoB akrop 3a CU nepdopauus npu naueHTH, JeKyBaHu ¢ OeBannzymad 3a
MIEPCUCTHUPAIL], PEIIMIUBUPAIL UM METACTa3upajl pak Ha MaTOYHATA IITUIKA, M BCHYKH MMAallMEeHTH ChC
CY nepdopanys IMaT aHaMHE3a 32 TIpeJIlecTaiia ipuereparnus. JleuenneTo TpsiOBa OKOHYATEITHO JIa
Cce MPEeyCTaHOBHU NPH MALUEHTH, KOUTO Pa3BUAT NepopaLis Ha CTOMAIIHO-UYPEBHUS TPAKT.

CUY Barunanuu ¢pucryau B npoyusane GOG-0240

[ManuenTure, TekyBaHu ¢ OeBalu3yMad 3a MepCUCTUpAIL, PEIUAUBHPAIL WIA METacTa3upall pak Ha
MaTo4YHaTa MIMHKA, ca C MOBUIIEH PUCK OT MOsIBA HA (PUCTYIIM MEXTy BIAraIHIIETO U KOSATO U Ja €
gacT oT cromanrHo-upeBHus (CH) TpakT (cTOMAanTHO-uYpeBHU BaruHaHA (huctynm). [IpenmecTramara
JThUETEPAIUs € OCHOBEH PUCKOB (akTop 3a paspurreto Ha CY BarmHaIHHA (DUCTYIN U BCUYKU
narnueHT cb¢ CY BarnHamHu GUCTYIIM MMAT aHAMHE3a 3a MPEJIIIeCTBAIIA ThYeTEePaITusl.
PeupauBupaneTo Ha paka B 00J1acTTa Ha MPE/IIICCTRAIIATA JIbYETEPAIHUs € TOIbIHUTEICH BaXKEH
puckoB ¢akTop 3a pazputueTo Ha CY BaruHaHA QUCTYIIH.

Ducrymn n3BpH CY TpakT (BkK. TOuka 4.8)

Koraro ce nexyBat ¢ 6eBanu3yma0, MalMueHTUTE MOXKE Aa ca M3JI0KEH! Ha TIOBUILIEH PUCK OT
pasButHue Ha Qpuctyau. JleueHuero ¢ Alymsys mpu nanueHtu ¢ Tpaxeoesodareanta (TE) dhucryna uiu
BCsIKaKBa Jpyra ¢ucrtyina ot creneH 4 [Haunonanen onkonorunder uucTutyT Ha CAILL — O01mum
TepMuHONOTHYHU Kputepun 3a Hexkenanu cb0uThs (NCI-CTCAE v.3)] TpsiOBa okoHYaTENHO Aa ce



npeycraHoBu. MHpopMaIusITa OTHOCHO TPOJIBIDKATEITHO TIPUIIOKEHHE Ha OeBalln3yMal mpu
MAIUEHTH C IPYTH QUCTYIH € OrpaHHYCHA.

B cnyuaii Ha BhTpenHa (hUCTyIa U3BBH CTOMAITHO-YPEBHHS TPAKT TPSAOBA @ ce 0OMUCIIH
npeycTaHoBsBaHe Ha Alymsys.

VYcoxXHeHus Opy 3apacTBaHe Ha paHu (BXkK. Touka 4.8)

beBannzymab Mosxe aa moBnusie HeOIaronpusATHO IpoIieca Ha 3apacTBaHe Ha paHuTe. JloxitagBanu ca
CEPUO3HU YCIOKHECHHUS MIPH 3apacTBaHe HAa pPaHH, BKIFOYUTEITHO YCIOKHEHUS Ha MSCTOTO Ha
aHaCTOMO3a, C JIeTaJIeH Kpaiil. He TpsiOBa na ce 3amouBa jJedeHue moHe 28 JHU CIIe]T TOJISIMa OTepalius
WM 710 TIBJTHO 3apacTBaHE Ha olepaTuBHATA paHa. [Ipu manueHTrTe, MOMyqIHUiIN YCIOKHEHUS TIPU
3a3/paBsBaHE Ha paHUTE MO BPeMe Ha JICUCHHE, JICICHUETO TPsIOBa Jja ce MpeKpaTH J0 MIbJIHO
3apacTBaHe Ha paHuTe. JleueHHeTo TpsAOBa 1a Ce MPEKbhCHE MPU TUTAHOBA OTepaIlusl.

Psinko ce choO1iiaBa 3a HekpoTusupail GhaciyuT, BKIYATSIHO (aTaaHu Caydau, IpU NalMeHTH,
neKyBaHH ¢ OeBanu3yMad. ToBa cbcTOSIHUE OOMKHOBEHO € CIIEICTBHE OT YCIOXKHEHHUS IPU
3apacTBaHETO HA paHHUTE, CTOMAIITHO-YPEBHA Tiepdopanus uin oopasyBane Ha ductyna. [Ipu
NaIMEHTHTE, KOUTO Pa3BUAT HEKpoTH3nupan aciuurt, repanusta ¢ Alymsys TpsOBa na ce
npeycTaHOBU M He3a0aBHO /1a ce 3all0YHe MOAXO0SIIO0 JCUCHHE.

Xuneproaud (BxK. Touka 4.8)

[Tpu manmenTwH, nexyBanu ¢ OeBanu3yma0, € HaOJroJaBaHa [TOBUINICHA YECTOTa Ha XUIIEPTOHUSI.
KnuanyanTe nanam 3a 6€30MaCHOCT MOKA3BaT, Y€ MMa BEPOSTHOCT YECTOTATa HA XUIIEPTOHUATA Ja
ObJIe 3aBUCHMa OT J03aTa. [Ipeau 3anouBaHe Ha jieueHue ¢ Alymsys TpsOBa ageKBaTHO Ja ce
KOHTPOJIMpa MpeiiecTBamnia xunepronus. Hsama nagopmanus 3a edexra Ha 6eBanmuzymad mpu
MAIMCHTH C HEKOHTPOJIMPaHa XUIIEPTOHUS 110 BPEMETO Ha 3all0YBaHe Ha JICUCHUETO.

Ilo MPUHIMAII CC MPCIIOPBHYBA Ha6J'IIO,Z[CHI/IC Ha apTCPUATTHOTO HAJIATAHE 11O BpEMC Ha JICUHCHUC.

B noBeuero ciayuyan XUIEPTOHUATA C€ KOHTPOJIMPA aJCKBATHO, KATO CE Mpuiiara CTaHIapTHO
AHTUXUIEPTEH3UBHO JICYCHHUE, ITOAXO/IAII0 38 KOHKPETHOTO ChCTOSIHUE HA 3acerHarus namueHt. He ce
MpernopbrYBa ynorpedaTa Ha AMYPETUIH 32 JISUCHNE Ha XUTIEPTOHUS TPY NMAIIMeHTH, KOUTO MOTydaBaT
XUMHOTEPAIIEBTUYHA CXeMa Ha 0a3aTta Ha IucIuiaThH. Alymsys TpssOBa OKOHYATEIIHO J1a Ce
MPEYCTAaHOBH, aKO KJIMHMYHO 3HAYMMAaTa XMIIEPTOHUS HE MOJXKE J1a C€ KOHTPOJIMpa aIcKBaTHO C
AHTUXWUTIEPTOHUYHO JICUSHNE WM aKO MAllMeHThT Pa3BUe XUNIEPTOHNYHA KpY3a WIH XUIIEPTOHUYHA
eHIredaronarus.

CunapoM Ha nocrepuopHa obparnma enuedanonarus (CITOE) (Bx. Touka 4.8)

Wma penku cboOLIEHUS 3a NALIUEHTH, JIEKyBaHU ¢ OeBalu3yMal, pa3BUBalM IPU3HALM U CUMIITOMH,
kouto cboTBeTcTBaT Ha CIIOE — psiiko HEBPOJIOIMYHO HApyILIEHHE, KOETO, OCBEH C JIPYTo, MOXeE Ja ce
NPOSIBH ChC CICAHNUTE MPU3HALM U CUMIITOMH: TbPUOBE, TIaBOOOIINE, TPOMEHEHO IICUXUIECKO
CBCTOSIHUE, 3pUTEIIHU HAapYIIECHHUs WM KOPOBa CJIEIIOTA, ChC WU 0€3 CBbP3aHa XUIIEPTOHMUS.
Juarnoszata Ha CIIOE e HeoOxoa1Mo 1a Ob/ic MOTBBPACHA Ype3 00pa3HO HU3C/IeABaHE HA MO3bKa, 3a
npeArnoYnTane siapeHo-maruuteH pezonanc (AMP). [Ipu nanuenTu, passuBamu CIIOE, ce
NpenopbyBa JeUeHne Ha CIeU(PUYHITE CHMITOMH, BKIIOUBAIIO KOHTPOJIMPAHE Ha XUIIEPTOHUSATA,
3aeJiHO ¢ nmpekparsBaHe Ha Alymsys. be3onacHocTTa npy MOHOBSIBaHE HA TepanusiTa ¢ OeBanu3ymad
npu nanuenTty, noryuuau CIIOE npenu ToBa, He € N3BECTHA.

IIporennypus (Bx. Touka 4.8)

[ManuenTn ¢ aHaMHE3a 32 XUIEPTOHUS MOXE J1a Ca U3JIOKEHHU Ha TIOBUIIICH PUCK OT Pa3BUTHC Ha
MIPOTEUHYPHS TIPH JiedeHue ¢ OeBarm3yMad. Mima mokasaTencTsa, KOUTO MPEAIOJIarar, 4¢ BCHIKH
crenienn (NCI-CTCAE v.3) npotenHypus Morar fa Ob1aT CBBp3aHH ¢ mo3ata. IIpermoprusa ce
MOHHTOpPHPAHE Ha MPOTSHHYPHUATA C aHATIN3 Ha YPUHATA YPE3 TeCT-JICHTUYKH MTPEIU HAYaI0TO U 110



BpeMe Ha seueHrneTo. HabmonaBana e npotenHypus cteneH 4 (HegpoTudeH cuaapom) mpu 10 1,4 %
OT MAIMeHTHUTe, JIeKyBaHU ¢ OeBann3ymad. JleueHnero TpsiOBa OKOHYATETHO 1A CE PEYCTaHOBH IPH
nanueHTH, kouto pa3Busit HedppotuueH curapom (NCI-CTCAE v.3).

Aprepuaiied TpoM00eM00I13bM (BXK. TOUKa 4.8)

[Ipu KIMHUYHY U3MUTBAHUS YECTOTATa HA apTePUATHUTE TPOMOOSMOOIIMYHH PEAKIINH, BKIIOUYUTEITHO
MO3buHO-ChaA0BY HHIHACHTH (MCH), npexonuu ncxemudru npuctbi (ITNUIT) u undapkT Ha
Muokapaa (M), e Ouia mo-BHCOKa MIPH IMAIIMECHTH, TTOJTy9IaBaliy OeBarn3ymMad B KOMOMHAITHS C
XUMHOTEPAITUs, B CPABHEHHE C T€3HU, KOUTO Ca IMOIYYHIN CaMO XUMHOTEPAITusl.

IIpn manmenTH, TeKyBaHU ¢ OeBau3yMal IUTI0C XMMHUOTEpaIusl, C aHAMHE3a 33 apTepuajieH
TpoMO0eMO0IN3bM, J1a0eT UK Ha BB3PacT Haj 65 roAMHHU, UMa MOBULIECH PUCK OT pa3BUTHE HA
apTepuayHu TPOMOOEMOOIMYHN peakLUK [0 BpeMe Ha JiedueHHeTo. TpsOBa aa ce BHUMaBa npu
JieueHHE Ha Te3M MarueHT ¢ Alymsys.

JleuenneTo TpsOBa OKOHYATEIHO /1a CE€ MPEYCTAaHOBH MPU NAMEHTH, KOUTO Pa3BUAT apTepHATHU
TPOMOOEMOOINYHYU peakLnH.

Benosen tpom0boeM00m3bM (Bxk. Touka 4.8)

[Tpu neyenune ¢ 6eBaru3yMad MAIMEHTHTE MOKE JIa ca M3JI0KEHH Ha PUCK OT Pa3BUTHE HA BEHO3HH
TPOMOOEMOOIMYHYU PEAKIINH, BKIIFOUUTEITHO U OII0IPOOCH eMOOIU3BM.

[TanmenTrTe, TIEKyBaHH 32 MEPCUCTHPAIL, PEIIUANBUPAIL JIM METacTa3upall pak Ha MaTOYHATA IIHHKa
¢ OeBan3ymab B KOMOMHAIIMS C MTAKIUTAKCEN U IUCIUIATHH, MOKE JIa ca C TMOBUIICH PUCK OT MMOsBa Ha
BEHO3HHU TPOMOOEMOOINYHU CHOUTHSL.

Alymsys TpsiOBa Jia ce IpeyCTaHOBH MPH MALMEHTH ¢ )KMBOTO3acTpalaBamiy (crerneH 4)
TPOMOOEMOOIMYHYU peakny, BKIIFOUNTENHO OenoapodeH emOoonu3zbM (NCI-CTCAE v.3). [TanuenTu ¢
TPOMOEMOOIIMYHN peakIuu< cTerneH 3 TpsaoBa BHUMaTenHo fa ce Habmogaat (NCI-CTCAE v.3).

KpbBousnus

[MarnuenTw, iekyBaHu ¢ GeBannu3yma0, ca H3JI0KEHN Ha TIOBUIIICH PUCK OT KPHBOU3IHUBHU, OCOOCHO
TaKWBa, CBbp3aHH ¢ TyMopa. Alymsys TpsiOBa jia ce cripe OKOHYATEIHO MPH MAIUEHTH, KOUTO TOITydaT
KbpBeHe crerneH 3 wiu 4 1o Bpeme Ha siedenue ¢ OeBaruzymad (NCI-CTCAE v.3) (Bx. Touka 4.8).

ITammmenTtn ¢ HenekyBanu MeTacTasu B [IHC pyTHHHO ca M3KIIIOYBAHH OT KJIMHUIHATE U3ITUTBAHIS C
OeBarr3yMad Bb3 OCHOBA Ha 00pa3Ha AMArHOCTUKA WK MPU3HAIM B cuMITOMU. [lopamu ToBa pUCKbT
oT kpbBousnus B [IHC mpu TakuBa nanueHTH HE € OLEHSIBAH MPOCIEKTUBHO B PaHIOMHU3UPAHU
KJIMHUYHU U3nuTBaHus (Bxk. Touka 4.8). [Taruenture TpsOBa 1a ce HaOJ0AaBaT 3a MPU3HALM U
cumnromu Ha kbpBeHe B [IHC, kato nedenuero ¢ Alymsys TpsiOBa Ja ce IpeyCTaHOBH B CIIy4au Ha
BBTPEUEPEIIHO KbPBEHE.

Hsima nadopmanust oTHOCHO npoduia Ha 6e30macHOCT Ha OeBanu3yMad Tpy MalueHTH ¢ BpoIeHa
XEeMOparnyHa nuaresa, IpuIo0uTa KoaryJIonaTus HiIK PH HalUeHTH, ITOJyYaBalli ITbJIHA 1032
AQHTUKOATYJIAHTH 32 JICYCHUE Ha TPOMOOEMOOIN3bM TPEIH HAYaIo0To Ha JieueHue ¢ OeBanu3ymal, Thid
KaTO TaKuBa IIAaITMCHTHU Ca U3KJIKOYBAHU OT KIIMHUYHHUTEC U3IITUTBAHUA. HOpa,Z[I/I TOBa TpH6Ba Ja ce
BHMMaBa MpeJIu 3aoYBaHe Ha JeYSHHE NPU TaKKBa MalueHTH. [TalueHTH, KOUTO ca pa3BH/IM BEHO3HA
TpoM003a 1Mo BpeMe Ha JieueHre 00ade, 3rIIekK /1a HAMAT MMOBHIIIEHA YeCTOTa Ha KbPBEHE OT CTENEH 3
WJIH TI0- BUCOKA, KOTaTo Ce JICKYBAT ¢JIHOBPEMEHHO C ITbJiHA J103a BapdapuH u 6eBannzymad (NCI-
CTCAE v.3).



Benompoben KD’LBOI/I3JII/IB/XGMOHTI/I33

[ManuenTH ¢ HeIPeOHOKIIETHYCH PaK Ha Oenus Ipo0, TeKyBaHH ¢ OeBanu3yMab, MOXKe J1a ca U3JI0KEHU
Ha PUCK OT CEPHO3CH, a B HIKOU CIy4au JeTalicH O0enoapoOeH KphBOU3IHB/XeMonTu3a. [lanuenTy,
IpeKapair HacKopo OenoapoOeH KpbBou3IMB/XxeMonTu3a (> 2,5 ml sicHa KpbB) He TpsAOBa 1a ObAaT
JeKyBaHH ¢ Alymsys.

AHCB[}I/BMI/I " apTEPpUATHU JTUCCKAITUN

Wznon3Baneto Ha nHXxuOUTOpY Ha TS HA VEGF mpu narnuenty cbe nim 6€3 XUnepToHus. MOXKe Ja
MOJIMTOMOTHE 00pa3yBaHeTO HA aHEBPU3MU W/WIIH apTepuaiHu qucekarun. [Ipenu 3amouBanero Ha
nedenue ¢ Alymsys TpssOBa BHUMATENHO Ja ce MpeleH: TO3U PUCK IIPH MAIEHTH C PUCKOBH (pakTopH
KaTO XUICPTOHUS WK aHaMHE3a 3a aHEeBpU3Ma.

3acroiiga coepaeuyna HempoctarpbyHocT (3CH) (Bx. Touka 4.8)

ITo BpeMe Ha KIMHUYHUTE U3MHUTBAHUS Ce CHOOIIaBa 3a peakiuu, orropapsm Ha 3CH. Haxoxakure
Bapupar OT aCHMITOMHO HaMaJIeHHE Ha JIeBOKaMepHaTa (pakius Ha u3miackBane 7o u3sisena 3CH,
HaJaraia JIeueHre Win xocnuranuzanus. Heobxoaumo e BHIMaHKe, KOTaTO MAIMeHTH ¢ KIMHUYHO
3HAYUMO CHPJICYHO-CHA0BO 3a00JIIBaHe, HAIP. MIPEIIIeCTBAIAa HCXEMIYHA OOJIECT Ha ChPIETO WIIH

3aCTOIHA Chp/ICYHA HEIOCTATHYHOCT, CE JIeKyBat ¢ Alymsys.

[loBeuero manuenTty, kouto ca nosyumin 3CH, ca uManu MetacTa3upai pak Ha MIIEHHATA XKJI€3a U ca
ce JIEKyBaJIM IPeAX TOBA C aHTPALUKIIMHY, C TPeALIecTBAILA IbUeTepanus Ha JisgBaTa cTeHa Ha
TPBAHUS KOUI WIIM Ca UMaJ APYTH prckoBu dakropu 3a 3CH.

IIpn manmenture B AVF3694g, kouTO Cca mosrydaBajiy WK HE ca MOJTydaBadl aHTPALUKINHY NIPEnn
TOBa, HE € HaOJI0AaBaHa yBellMueHa yecToTa Ha Bcuuku crenend 3CH B rpynara ¢

AHTPANMKINH + OeBanu3yMad B CpaBHEHHUE C JICICHUETO caMo ¢ aHTpanukinHu. Peaknuute Ha 3CH
CTETIeH 3 WM MO-BUCOKA ca OMJIM [0 U3BECTHA CTEIEH I10-YECTH MPH NAlMEHTHUTE, OTydaBaIu
OeBanu3ymMad B KOMOMHALIUS C XMMHOTEPANHs, B CPABHEHHUE C TTALIMEHTUTE, JIEKYBaHU CaMO C
xumuoTepanusi. ToBa ChOTBETCTBA Ha PE3yJITaTUTE MPU MAIIMEHTUTE B IPYTH MIPOyUBaHUS HA
MeTacTa3upal pak Ha I'bp/iaTa, KOUTO HE ca M0JIy4aBail €THOBPEMEHHO JIEYEHHE C aHTPAIMKINHU
(NCI-CTCAE v.3) (Bx. Touka 4.8).

Heyrponenus u nadexnun (Bx. Touka 4.8

[ToBumieHa yecToTa Ha TeXKA HEYTPONCHHS, (heOpHITHA HEYTPOTICHUS MK HH(EKIUS ChC W 0e3
TeXKa HEYTPONeHH (BKIIOUUTEIHO C JIETaJIEH U3XO0/1) ca HAaOI0JaBaH! MPH MAalUEHTH, JIEKYBaHH C
HSIKOU MHEJIOTOKCUYHHU CXEMU Ha XUMHOTEparus itoc 6eBanu3ymad, B CpaBHEHUE ChC
CaMOCTOSTEITHO MPUIOKEHHUE HA XUMUoTepanus. ToBa € Ha0Jr1aBaHO MIPEIUMHO B KOMOHMHAITUS C
Tepanus Ha 0aszara Ha IJIaTHHA WK Takcanu npu jgeueHue Ha HJIKPBJI, MPMXK u B komMOuHaIus ¢
MaKJIUTAKCEJI U TOIMMOTEKAH ITPU MEPCUCTHUPAL, pEUAMBUPAII WIX METACTa3pajl paK Ha MaTOYHATa
miika.

Peakiyy Ha CBPbXYYBCTBUTEIHOCT (GKIIOUUMENHO AHADUAAKMUYEH WOK)/PEaKIIni KbM HHDY3UATA
(Bk. Touka 4.8)

[ManuenTrTe MOXE /1a ca U3JI0KEHU HA PUCK OT Pa3BUTHE HA PEaKIMH KbM HHY3HATA/pEeaKiH Ha
CBPBXYYBCTBUTEITHOCT (BKJIFOUUTEITHO aHa(DUIaKTHYEH 1I0K). [IpenmopruBa ce BHUMATEITHO
HAOJIO/ICHNE HA TIAIMEHTA 110 BpEME U CIIe/I TPIIIOKEHUETO Ha OeBalim3yMal, KaKTo Ce 04aKBa IMpu
BCsKa MH(Y3US Ha TEPANEBTUYHO XyMAaHU3UPAHO MOHOKJIOHAIHO aHTUTSUIO. [Ipy Bb3HUKBaHE Ha
peaxius nH(py3uATa TPAOBA /1a CE MPEYCTAHOBHU M JIa CE 3aII0YHE TOXO/SII0 MEAUKAMEHTO3HO
neyenue. He ce Hanara cuctemMHa npeMeIuKaIus.



Ocreonekposa Ha yemarocrTa (OHY) (Bx. Touka 4.8)

CroOmmaBar ce cirydan Ha ocTeoHekpo3a Ha yenmoctra (OHY) npu nanmeHTy ¢ pak, JIeKyBaHH ¢
OeBaru3yMa0, MOBEYETO OT KOUTO Ca IMOJTyYaBaJii MPEAISCTBAIO WK SJHOBPEMEHHO HHTPABEHO3HO
nedenue ¢ oudochonaru, nmpu koero OHY e nunentuduimpan puck. Heo6xoauMo e moBHIIIEHO
BHUMaHHE, korato Alymsys u 0udochoHaTi HHTPABEHO3HO CE MPHUJIAaraT ¢AHOBPEMEHHO KM
MOCIIEIOBATEITHO.

MHBa3MBHHUTE CTOMATOJOTHYHH MPOLEIYPH ChIIO ca uacHTH(UIMpaH puckoB daktop. [Ipeau
HAYaJoTO Ha JiedueHue ¢ Alymsys TpsiOBa J1a ce 0OMUCIIH CTOMATOJIOTUYEH TIPETJIE]] U MOIXO IS0
po(UIAKTHYHO 3b00eueHre. AKO € Bb3MOXHO, IIPH MAIIMEHTH, KOUTO MPEJIU ca JIEKYBaHH WIH C&
JieKyBaT ¢ oudochoHaTH HHTPABEHO3HO, TPSOBA Ja ce N30SATBaT HHBA3UBHU CTOMATOJIOTHUHU
HpPOLEIYPH.

HMHTpaBuTpEeaHo MPMIIOKEHUE

Alymsys He e pa3paboTeH 3a HHTPaBUTPEATHO NPHIIOKECHHUE.

Hapymennsa ga ounrte

NwMa cpoO1IeHus 3a HHIUBUIYAIHU CITydad Ha CEPHO3HU OYHH HEXEIIAHU PEaKIuy IMPH HEOT00pEHO
HHTPABUTPEATHO IPUIOKEHHUE Ha OeBalin3ymal oT ¢IaKoHHU, 0J00PEHHU 3a HHTPABEHO3HO
MIPHUJIOKEHUE TIPH MAIUEHTH C pak. Te3u peaknu BKIFOYBAT HHPEKIINO03eH SHI0()TaIMHUT, BBTPEOYHO
BB3MAJICHUE KaTO CTEPUJICH SHAO(TAIMUT, YBEUT M BUTPEHT, OTIICTIBAHE HA PETUHATA, pa3KbCBaHE HA
NUTMEHTHUS €MTUTEN Ha PETUHATA, YBEIIMYCHO BhTPEOYHO HANATaHEe, BhTPEOUCH KPHBOUIIUB KaTO
KPBbBOM3JIMB B CTBKJIIOBUAHOTO TAJIO WX PETHUHATA, KPbBOU3JIMB B KOHIOHKTUBATA. Hsaxou ot Te3un
peaKkuuu ca JOBEIH JI0 pa3inyHa CTETeH Ha 3ary0a Ha 3peHHETO, BKIIFOUNTEITHO TPaiiHa CIICOoTa.

CucreMHHI ed)eKTI/I CJICA UHTPABUTPCAJTHO IPUITOKCHUC

Joxa3zaHo e HamMalleHHe Ha KOHUEHTpausaTa Ha uupkynupaums VEGF cien uHTpaBuUTpeaaHo aHTU
VEGF neuyenne. Mima choOIICHUS 38 CHCTEMHHU HE)KEIaHN PEAKIIUU, BKIOYUTEITHO HEOUHU
KPBHBOM3INBU M apTepUATHN TPOMOOEMOOTINYHN PEAKIINY CJIe]] HHTPABUTPEATHO MPIIIOKEHUE Ha
VEGF unxuburopu.

OBapuraJiHa HEIOCTATHLYHOCT/PEPTUIIUTET

BeBanuzymab mMoxke na yBpeau GepTuiInTeTa npH xeHu (Bx. Touku 4.6 u 4.8). Ilopaau ToBa
CTpaTernmTe 3a 3ama3BaHe Ha QepTHInuTeTa TpsaOBa 1a ObaaT 0OCHICHH C )KEHUTE C ACTEPOCH
NOTEHIXAN IPEAN 3all0YBaHe Ha JIedeHue ¢ OeBau3ymad.

ITomontHm BemecTBa

To3u 1ekapcTBEH MPOAYKT ChABPXKA Mo-Manko oT 1 mmol Hatpwmii (23 mg) B enuH ¢iakoH, T.e.
IPaKTUUECKU HE ChIbprKa HATPUil.

4.5 Bs3amMmopeiicTBHe ¢ IPYTH JeKAPCTBEHH NPOAYKTH M APYTrH (JOPMH Ha B3auMoelicTBHe

Ed)eI(T HA aHTHHEOIUIACTUYHHTE IPOIYKTH BbPXY (hapMaKOKMHETHKATA Ha OeBaru3ymad

B®3 ocHOBa Ha pe3yiTaTHTE OT MOMYJIAMOHHH (PapMaKOKHHETHYHH aHAJIN3H HE € HaOIro1aBaHo
KJIMHAYHO 3HAYMMO B3aUMO/ICHCTBUE HA €THOBPEMEHHO MPHUIIOKECHA XUMHUOTEPAIUS BEPXY
(hapMakokuHeTHKaTa Ha OeBaru3yMad. He ca HaOnmro1aBaHu HUTO CTATHCTUYECKU 3HAYMMU, HUTO
KJIMHAYHO 3HAaYMMH Pa3IMKH B KIMpBHCA Ha OeBann3ymald MpH NalMeHTH, JIEKyBaHH C MOHOTEPAITHUS C
OeBanm3ymal, B CpaBHEHHUE C ALMEHTH, MOJTyYaBaiy OeBaun3ymad B KOMOWHALMS C HHTEPPEpOH
anda-2a, epnoruan6d win xumuotepanus (IFL, 5-FU/LV, kapOoraTuH/makInTakcen, KarneuTaouH,
JIOKCOPYOUITVH WM UCIUIATHH/TEMITUTa0WH ).
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Ed)eI(T Ha OeBanu3yMad BbpXY d)aDMaKOKI/IHeTI/IKaTa Ha APYIr'd aHTHUHCOIIJIACTHYHHU IMMPOAYKTH

He e nabnronaBan KTMHUYHO 3HaYMM e(eKT Ha OeBann3ymad BbpXY (papMaKOKHHETHKATa Ha
STHOBPEMEHHO Tpriiarad uHTepdepoH anda-2a, epiaoTuHuO (1 HeroBus akTuBeH MeTadboaut OSI-420)
WM XMMHOTEPAIUs ¢ UPUHOTEKaH (M HEeroBHs akTHBeH MeTaboiut SN38), kanenuraduH,
OKCaJIMITIaTUH (OTpe/elicH Ype3 3MepBaHe Ha cBoOoIHaTa 1 o0mmarta ppakiys Ha IIaTHHATA), U
nuciiatiH. He Morat Jja ce HanpaBsT 3aKIIIOYEHUS] OTHOCHO BIIMSIHAETO Ha OeBalu3yMald BbpXy
(hapMaKkOKMHETHKATa Ha TEMITUTAOHH.

Kom0Ounanus Ha OeBarm3yMad ¥ CYHUTHHUO MasiaT

B 1Be KMMHUYHM U3NUTBAHUS [IPU MeTacTa3upai ObOpeYHOKIEThUEH KapIIMHOM Ce ChOoOIaBa 3a
MHUKpOAHTHONaTu4Ha XeMonutuaHa anemus (MAXA) nipu 7 ot 19 nauueHTy, 1eKyBaHU ¢
koMOuHanus ot 0epanuzymMad (10 mg/kg npe3 aBe ceamuin) ¥ CyHUTHHUO Majat (50 mg THEBHO).

MAXA e XeMONUTHYHO HapyLIEHHE, KOETO MOKE J]a ce MPOsIBU C (hparMeHTHUpaHE HA YEPBEHHUTE
KPBBHU KJIETKH, aHeMHusl ¥ TpomOonuTonerus. OCBEeH TOBa MPHU HIKOW OT TE3H IMAIUCHTH Ce
HaOJF0/1aBa XUTIEPTOHHS (BKJIFOUMTEITHO XUIIEPTOHUYHN KPU3H), TOBUIICH KPEATHHUH U
HEBPOJIOTHYHHN CUMIITOMHU. BCHYKM Te3n HaX0AKH ca 00paTUMH Clie]] IPEeyCTaHOBSABAHE HA JICUEHUETO
¢ OeBanu3ymal 1 CyHUTHHUO ManaT (BxX. Xunepmonus, [lpomeunypus, CIIOE B Touka 4.4).

Kom0Ounanms ¢ Tepanust Ha 0a3ara Ha IUIATHHA WIK TakcaH! (BXK. Touku 4.4 u 4.8)

[NoBuIeHa YeCcTOTa Ha TEXKKA HEYTpOIeHsI, (eOpHITHA HEYTPOTICHHsI WK MHDEKITUS ChC WiH 0e3
TeXKa HEYTPONeHH (BKIIOYUTEITHO HIKOW JIETATHH CIydan) € HaOJIo1aBaHa MPeAUMHO TTPH
MIAIMCHTH, JIEKYBAaHU C Teparus Ha 0a3aTa Ha IUTATHHA WU TaKCaHU, 10 BpeMe Ha JICUCHUE Ha
HIAKPB/l u MPMK.

JIbuerepanus

be3onacHocTTa U e(hMKACHOCTTA HA CHITHTCTBAINO MPUIIOKEHUE Ha JTbUeTepanus u OeBanu3ymad He ca
YCTaHOBEHH.

EGFR MOHOKJIOHAJIHY aHTUTENA B KOMOMHALMS C XUMHUOTEPAIIEBTHYHHN PEXKUMHU ¢ OeBarm3yMad

He ca npoBexxaanu npoyuBanus 3a 3aumoeiicteusta. EGFR MoHOkIIoHamHM aHTHTENA HE TpsiOBa Aa
ce npuiarat 3a gedenue Ha MK/IUP B komMOuHanus ¢ XUMHOTepanusi, Chabpikaiia OeBanusymad.
Pesynrarute ot pangommsupanute daza Il m3nureanus, PACCE u CAIRO-2, mpu namueHTH ¢
MKIYP npennonarar, ye ynorpedata Ha anTH-EGFR MoHOKIOHaMHNTE aHTHTENa MTAHUTYMyMab U
HETYKCUMa0, CbOTBETHO B KOMOMHAIM ¢ OeBani3yMad II0C XUMHOTEpaIus, e CBbp3Ba ¢ MOHIKEHa
npexupseMoct 6e3 nporpecust (ITBIT) w/unu o6mma npeskussemoct (OIT), 1 MoBUIIIEHA TOKCHYHOCT B
CpaBHEHHE caMo ¢ OeBan3yMad TUTFOC XUMHUOTEPATTHS.

4.6 ®epTUAUTET, OPEMEHHOCT U KbpMeHe

KeHnu ¢ gerepoacH HOTCH]_II/IEIJ'I/ Konrpanenmus

JKenu ¢ netepoeH noTeHmyan TpsAOBa qa U3MOI3BAT ePEKTHBHA KOHTPALICILIMS 10 BpeMe Ha (U 110
6 Meceria ciief) ICUCHHETO.

BpemenHocT

HsMa naHHY OT KITMHWUYHYU M3MMTBAHUS OTHOCHO yroTpebara Ha OeBaru3ymald npu OpeMEeHHH JKECHU.
[Ipoy4uBaHusTa IPH )KMBOTHH MOKA3BAT PEIPOAYKTHBHA TOKCHYHOCT, BKITFOUUTEITHO MaJ(popMaIliu
(Bx. Touka 5.3). M3BectHO €, e mmyHornmooynuauTe G (IgG) mpemuHaBaT mpe3 IIareHTaTa 1 ce
ouakBa OeBaI3ymal J1a IOTUCHE aHTHOTreHe3ara Ha (peTyca, KaTo Taka ce Mpearnoara, 4e Moxe J1a
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NPUYHHYU TEKKH Ma(opMany Ha HOBOPOJICHOTO, KOTaToO ce Mpuiiara o BpeMe Ha OpemeHHocT. [1pu
MOCTMapKETHHTOBAaTa yroTpeda ca HaOltoaBaHu clyvyan Ha (eTaTHi aHOMAJIHH TIPH JKEHH, JICKYBaHN
¢ OeBanu3yMabd caMOCTOSITETHO WM B KOMOMHAIUS C U3BECTHU €MOPHOTOKCHYHU
XUMHOTEPANIEBTUYHU CpeCTBa (BXK. Touka 4.8). Alymsys e mpoTHBOIIOKa3aH 1Mo BpeMe Ha OpeMEHHOCT
(Bx. TOouka 4.3).

Kopmene

He e uzBecTHO manm GeBamm3ymad ce eKckpetrupa B KbpMara. Thit kato maitunaute IgG ce
EKCKpPETHPAT B KbpMaTa H OeBalim3yMad MOXKe Jla YBPEIU pacTekKa U Pa3BUTHUETO Ha JIETETO (BK.
ToUKa 5.3), ®KEHHUTE TPAOBA J1a MPEYCTAHOBAT KbPMEHETO 110 BpeMe Ha JICYCHUE U J]a HE KbPMST MTOHE
IIECT Mecera ciie IMOCIeTHOTO MPUIIoKEeHNE Ha OeBarm3ymad.

DepTUnuTeT

[TpoyuBaHmATa 32 TOKCHYHOCT MPU MHOTOKPATHO NPHIOKEHHUE TIPH KUBOTHH 00ade ca MOKa3aly, 4e
OeBanm3ymMad MoKe J1a UMa HexellaH eeKT BpXy (epTHINTeTa Ha KeHCKHUTE (BX. Touka 5.3). B
€1HO KJIMHWYHO m3nuTBaHe (asa Il ¢ aaroBaHTHO JIeueHNe Ha MTAIIMEHTH ¢ paK Ha 1e0eI0To YepBO
IPOYYBAHETO HA MOATPYIa )KCHU B IIPEAMEHOIAY3a MOKa3Ba MO-BUCOKA YECTOTa HA HOBH CIIydaH Ha
OBapHajiHa HEIOCTaThYHOCT B rpynara ¢ OeBauu3ymMad B CpaBHEHHE C KOHTpOJIHATa rpymna. Cien
npeycTaHOBSBaHE Ha JICUCHUETO ¢ OeBann3ymMad oBapuaiHaTa (GyHKIHUS ce Bb3CTaHOBSBA MPH
MOBEYETO MAIMEHTKH. J[BIrocpodHuTe eeKTH OT JieueHreTo ¢ OeBanm3ymad BbpXy hepTuinrera He
ca U3BECTHH.

4.7 EdexTu BbpXy ciocodHOCTTA 32 mioupaHe U padoTa ¢ MAIIUHA

BeBanu3ymal He MOBNIMSBA WM OBJIHSBA MPeHEOPEKUMO crtocoOHOCTTa 3a modupane u pabdora ¢
mamuHa. Cpob1aBa ce odave 3a ChHIMBOCT M CHHKOII IPH yrnoTpeda Ha 6eBanu3ymad (Bx. Tabnuna 1
B TouKa 4.8). AKO ManueHTUTe NOoIydaT CUMITOMH, KOUTO 3acATaT 3pEHUETO, KOHIIEHTpalusITa UM
WIN CIIOCOOHOCTTA UM 3a pearupane, Te TpsOBa Aa ObAaT MOCHhBETBAHM Aa HEe MIOGHUPAT WIH PaObOTIT €
MAaIllMHH J0 OT3By4YaBaHE Ha CUMIITOMUTE.

4.8 Hexenanu JexkapcTBeHH peaKINU

Pesrome Ha mpoduiia Ha 6€30MacHOCT

OO0muAT mpodut Ha 6e30macHOCT Ha OeBanu3ymMab ce OCHOBaBa Ha AaHHU OT Hax 5 700 manueHTH ¢
Pa3IUYHU 370KaYSCTBCHH 3a00JIIBaHUs, JICKYBaHH MTPEIUMHO ¢ OeBann3ymMad B KOMOMHAITUS C
XUMHUOTEPAITHS 110 BpeMe Ha KIIMHUYHUTE U3ITUTBAHUS.

Haﬁ—CepHOBHHTe HCXKCJIaHU pCaKl U Ca:

o [lepdopanum Ha cTOMaIHO-UPEBHUS TPAKT (BX. Touka 4.4).

o KpbBou3uB, BKIIOUUTETHO 0e0aApoOeH KPbBOM3INB/XEMONTH3a, KOUTO ce HalIo1aBar mno-
YECTO MPH MAIMEHTH ¢ HeAPCOHOKICThYCH pak Ha Oenus Apo0 (BK. Touka 4.4).

. AprepuaneH TpoMO00eMO0IH3bM (BXK. Touka 4.4).

Haii-uecto Ha6JHOI[aBaHI/ITe HCXKCJIaHU p€aKIMU OT KIIMHUYHU U3NHUTBaHUA IIPU TalUCHTH,
NoJy4aBajin OeBalu3ymal, ca XUIIEPTOHHUS, yMOpa UK aCTeHHUs, TUapusl 1 KopeMHa 0oJTKa.

AHanusute Ha KIMHUYHHUTE JaHHH 3a 0€30MacHOCT MMOKAa3Bar, Y€ MMa BEPOSTHOCT MOsIBaTa Ha
XUIEPTOHUS ¥ IPOTEUHYPHS NIPH JieueHue ¢ Oepanu3ymad /1a e 3aBUcUMa OT J103aTa.

TabauyeH CIKUCHK HA HEXKCITAHUTE PCAKIINN

HesxenanuTe peakinu, W30pOCHHU B Ta3H TOYKA, CIIAaT KbM CIICHUTE KaTerOPUH Ha YeCTOTa: MHOTO
yectn (>1/10); wectu (>1/100 no <1/10); vewectu (=1/1 000 mo <1/100); penku (>1/10 000 mo
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<1/1 000); muoro peaku (<1/10 000); ¢ Hen3BecTHa YyecTOTa (OT HATMYHUTE JAHHU HE MOXeE Ja ObJie
HallpaBeHa OIICHKA).

B Tabxuum 1 u 2 no cucremo-opranen knac mo MedDRA ca npeactaBeHr HexXelaHUTE PEaKIny,
CBBp3aHH ¢ ynoTpebara Ha OeBanu3ymMald B KOMOMHAINS C PA3INYHU CXEMH Ha XUMHUOTEpAIHs IpH
MHOXECTBO [IOKa3aHUS.

Tabnuna 1 npencTaBs BCHUKK HEXKENAaHU PEaKIIUU 110 YeCTOTa, 32 KOUTO € YCTAHOBEHO, Y€ UMAT
MIPUYUHHO-CIIEZICTBEHA BPb3Ka ¢ OeBaru3ymao, upes:

o CPaBHHTEIHA YECTOTA MEX/Ly TPYIUTE Ha JIEYCHNE B KIIMHUYHUTE U3MUTBAHUS (C Hall-MaJKo
10 % pa3nuka B CpaBHEHHE C KOHTPOJIHATA rpyna 3a peakuuure oT crened 1-5 cnopen NCI-
CTCAE wnnn Hail-Manko 2 % pa3zinka B CpaBHEHHE ¢ KOHTPOJIHATA TpyTIa 3a PeaKUUTE OT
crened 3-5 cnopen NCI-CTCAE),

MOCTMapKETHHIOBH IIPOYYBaHUS 32 6€30MaCHOCT,

CIIOHTAHHH CHOOIICHHS,

eNHJIEMHOJIOTUYHY MTPOYYBaHNUs / HEMHTEPBEHIIMOHATHH WIIM 00CEpPBAIIMOHHU NPOYYBAHHUS
WM 9pe3 OlleHKa Ha MHIUBHUIyaTHUTE ChOOIICHHS.

Tabnmuua 2 npezcTaBst 4eCTOTaTa Ha TEXKKUTE HEXKENIAaHN peakuny. TeXKNUTe peakiuu ce OnpeaersT
KaTO HeXEJIaHU peaKluy ¢ Hail-manko 2 % pasiiika B CpaBHEHUE ¢ KOHTPOJIHATA IPyTIa B KIMHUYHUTE
W3NUTBaHus 3a peakuuute ot crened 3-5 cnopen NCI-CTCAE. Tabnuua 2 BKIIOYBa CHIO U
HEXKEJIaH! PeakliH, KOUTO ce cuuTat oT [1PY 3a KIMHIYHO 3HAYNMH WITH TEKKH.

[TocTMapKeTHHIOBUTE HEXEIaHH PEaKIMK ca BKIHOUYCHU B Tabmumu 1 v 2, KbACTO € IPUI0KUMO.
[Monpo6Ha nH(MOpMAaIKS 32 TE3W MOCTMAPKETHHTOBH peakilny € najaeHa B Tabmmma 3.

Hexenanute peakiuu ca npe/iCTaBeHH B ChOTBETHATA KATETOPHUS 110 YeCTOTa B TAOJIUIMTE MO-0TY
criope1 Hai-BUCOKAaTa YeCcTOTa, HaOJII01aBaHa IPH BCSIKO ITOKa3aHHe.

BB BCska KaTeropus 1o 4€CTOTAa HCKCIIAHUTC PCaKIUU CC I/I36pO$lBaT B HU3XOAAI pea MO OTHOIICHUC
Ha TdXHaTa CCPUO3HOCT.

Hskou OT HeXKETaHUTE PEaKIMK ca PEaKIni, KOUTO ce HaOJI0AaBaT YecTo 1Mo BpeMe Ha
XUMHOTepanus; 0epanuzymMad odadye Moxke Ja 000CTpH TE€3H PEaKIuK, KOraTo ce KOMOUHUPA ¢
XUMHOTEpaneBTuIl. [IpuMepuTe BKIIIOYBAT CHHAPOM Ha IaJIMapHO-TIAHTApHA €PUTPOIU3ECTE3US C
METWJIMPAH JIMTIO30MEH JIOKCOPYOHITUH WK KanennTaOuH, eprudepHa CeH30pHA HEBPOTATHS C
MAKJIUTAKCEIT MM OKCATUITIATHH, HAPYIICHNS Ha HOKTUTE WIIH aJIOTICIHs C MAKIUTAKCEN U MapOHUXHSI
C EpIIOTUHHO.

Taéanna 1. Hexxenann peakuuy mo 4ecTora

Cucremo- Msmuoro Yectn Heue Penxn Mmuoro C
OpraHeH KJjac qyecTH CTH peaku HEH3BECTHA
YecToTa
Nudexuuu un Cercuc, Hexpotuzup
uHpecTauuu Abcnec®, amr pacruuT
Henymnur, 2
Wudexuus,
Wndexnus Ha
MUKOYHUTE
IIBTHUIIA

13



Cucremo- MHuoro Yectu Heue Peaxn MHuoro C
OopraHeH KJjac YecTH CTH peaku Heu3BeCTHA
4ecToTa
Hapymenus na | @ebpunna AHeMmus,
KPbBTa U HeyTponenus |Jlumdonenns
aumdHara ,
cucreMa JleBKomeHus,
HeyTponenus
63
TpomboruTo
TIEHUS
Hapymenus Ha CBpBXIYBCTBUT AHaduaakT
HMYHHATa €JTHOCT, WYEH 10K
cucreMa peakuu
KbM HHQY3HITA
a,0,r
Hapymenus Ha | Anopekcus, |Jlexumparammst
MeTa00an3mMa u | XUrnoMarHes
XpaHeHeTo nemus,
XunoHarpue
MHUsl
Hapymenus na |I[lepudepna | Mo3zbuHo- Cungpom Ha | XunepreH3
HepBHaTa CEH30pHa CHIIOB MOCTEPHOPH | MBHA
cucTremMa HEBPONATHsA®, | HHIMJIEHT, a oOpatuMa | eHIedaor
Huzaptpus, |Cunkor, eHredanona |aTus®
I'maBo6onue, | COMHOJICHTHOC 0"
Hucrey3us T
Hapymenus na | O4go
ouunte HapylIICHNUE,
YBennyeHo
CHII300TIEINS
HE
Cobpaeunn 3acToiiHa
HApylUIeHUs ChpIedHa
HEZO0CTaThYHOC
T6,r’
CytmpaBeHTpHUKY
JapHa
TaxuKap s
CbaoBu Xuneprouus® | TpomGoemMGom bropeuna
HApylUIeHUs ! 3bM TPOMOOTHYHA
TpomGoem6o | (apTepuancH)®" MUKPOAHTHOII
JIN3bM , KppBousnus®”, atus®,
(Beno3en)*" | Innboka AHEBpU3MHU U
BEHO3HA apTepuaHu
TpoMO03a JIUCEKAITUHI
PecnimpaTopum, | J{ucnues, Bemonpoben Bemonpobna
TPBAHU U Punut, Enuct | kpbBou3aus/ XUIEPTOHUS?,
MeUACTUHAJH | aKCHUC, XemonTn3za®", ITepdoparmms
u Hapymenus | Kanumna Bemonpoben Ha HOCHATa
eMOOITN3bM, mperpazga’
XUIoxcus,
Huchonns®
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Cucremo- MHuoro Yectn Heue Peaxn MmHuoro C

OopraHeH KJjac YecTH CTH peaku Heu3BeCTHA
4ecToTa
CromaniHo- Pexranen CromanrHo- CromarrHo-
YpeBHU KPBBOM3IINB, |4YpEeBHA YpeBHa 53Ba*
HapyUIeHUsA Cromarwur, neppopanus®,
3arex, UpesHa
Huapwus, nephopanus,
l'anene, Nneyc, UpeHa
[ToBpniiane, |0OCTPYyKIMS,
Kopemna Pekro-
OoJka BaruHaJIHU
¢buctymun,
CromanrHo-
YpEBHO
HapyIIeHHE,
[Ipokranrus
XenaToouauap [epdoparus
HM HapylIeHHs Ha JKITbYHUS
mexyp™°
Hapymennst Ha | Ycnoxsaenus | CuHApOM Ha
KOKaTa u npu MaJMapHO-
MO/IKOKHATA 3apacTBaHe |IUTaHTapHa
ThKaH Ha panute®’, |epurpomusecTe’

Excdonuarus | us
eH JIPMaTHUT,

Cyxora Ha

KOXara,

[IpomsiHa B

IBE€Ta HA

KOoXara
Hapywenus na | Aprpanrus, | ®ucryna’, OcTeoHekpo3
MYCKYJIHO- Muanrust MyckynHa a Ha
cKeJIeTHATa cmabocrt, bonka genrocTTa®,
CHCTeMA H B I'bp0a OcTeoHekpo3
ChEeTUHUTETHAT a, KOsITO HE
a TbKaH 3acsra

JtoJTHATa
yenrcT™*

Hapymenus na | [Iporeunypus
O0nOpeunte | °F
MUKOYHHUTE
MHTHIIA
Hapymenus na | Opapunanaa | bonka B Taza
BB3NPOU3BOAMT | HEIOCTATHUH
eJIHATA ocTo®r
cucTeMa
rbpaara
Bponenu, Dertannu
pamuann n aHomanuu®®
reHeTHYHH
HApYUIeHHUs
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Cucremo- Msmuoro Yectn Heue Peaxn Msmuoro C
OpraHeH KJjac YyecTH CTH peaxu HeHU3BeCTHA
4ecToTa
Oomm Acrenus, Jletaprus
HapyleHusi 1 | YMopa,
edexTHn Ha ITupexcus,
MSACTOTO HA bonxka,
NMPWIOKEHUe Bn3nanenue
Ha
JINTABUIIUTE
H3caenanus | HamaneHo
TETJI0

Koraro crOuTHsiTa ca 0TOEINA3aHN €THOBPEMEHHO KaTO HEXKEIaH! JIEKAPCTBEHH PEAKIIMY OT BCHYKU CTEIICHH U
OT CTeTeH 3-5 B KNIMHUYHUTE W3ITUTBAHMSA, CE ChOOIIaBa Hali-BHCOKAaTa 9Y€CTOTA, HAOMIOJaBaHA TIPH ITAllUSHTHTE.
JlaHHNTE HE Ca KOPUTHPAHU CTIOPE]] pa3IMdHaTa IPOIBIDKUTEITHOCT Ha JICUSHHETO.

23a NOMBJIHUTETHA HH(pOpMaIs, MoJisi, BIkTe Tabnuma 3 ,,Hexxenanu peakiuu, CboOIIEHN TIPH
MOCTMapKETHHIOBaTa yrnorpeda‘.

5TepMuUHHUTE TIPEICTABIIABAT TPYIIA CHOUTHS, KOUTO ONKCBAT MO-CKOPO MEIMIIMHCKOTO MOHSTHE, @ HE OTAEIHOTO
CBCTOSIHUE I npennoyutad TepmuH 1o MedDRA (MenuiimHCKH peYHHK 33 PEeryJIaTOPHUTE JSHHOCTH —
Medical Dictionary for Regulatory Activites). Ta3u rpyna MeTMIMHCKH TEPMUHHE MOXeE J1a UMa €JIHA U ChIIa
o yIeKaIia matoGpu3noorus (Hamp. apTepruaIHi TPOMOOSMOOIUYHHU PEaKIUK BKIFOYBAT MO3bYHO-ChHIIOB
WHIUJICHT, UHPAPKT HA MUOKAP/Ia, MPEXOICH UCXEMUYEH MPUCTHI U APYTH apTePUATHH TPOMOOSMOOIIMYHI
peaxmuun).

*Bb3 0cHOBa Ha MpoyuBaHe Ha moArpymna ot 295 manuentu B NSABP C-08

"3a TOMBJIHUTEIHA HHPOPMAITUS BUXKTE ITO-I0JTy B TOUKa ,,OTIFICaHne Ha N30paHu CEPUO3HU HEXKETaH!
peakuu‘.

"PekTo-BarnHaIHUTE (HHUCTYNIN ca Hail-decTuTe GUCTyau B Kateropusta CH BarmHaTHE QUCTYIIH.
°HabmogaBanu caMo Mpu eANaTPUIHATA MTOITYJIAIUS.

Taoauna 2. Te:KKn HeKeJIaHU PCAKIIMHA 110 YE€CTOTa

Cuctemo- | MHoro yectn YecTn Heuect Penxn MmHor C
opraHeH u 0 HEU3BECTHA
KJ1ac peak YyecToTa
U
Nnadexnn Cencuc, Henynur, Hexpotusup
HH Abcuec®®, ami pacuuuT
uHpecTan Nudexums, Uudexn
un WSl Ha TUKOYHUTE
THTHINA
Hapymen | ®ebpumHa AHemus,
Hsl Ha HeyTporenus, | Jlumdormnenus
KpbBTa U | JIeBKOTICHUS,
Jumnara | Heyrponenus®,
cucreMa | TpomOomwmromneH
ust

Hapymen CBpBXUYBCTBUTEIH Anadpunaktiy
usl HA OCT, PEaKInu KbM €H LIOK
HMYyHHATA uHQpy3HATaO
cucremMa
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Hapymenn Hexunpararus,
sl Ha XunoHaTpueMus
MeTa00sIn3
Ma |
XpaHeHeTo
Hapymenn |Ilepudepna Mo03b4HO-CBHI0B CunzpoM Ha
sl HA CCH30pHA uHIMAeHT, CHHKOI, MOCTEpUOPHA
HepBHAaTa |HeBpomnarus’ CbHIHUBOCT, obpaTnma
cucremMa I'maBoGonme enuedanonatus®®®,
XunepTeH3uBHA
eHIeamonarus®
Cobpaeynn 3acToifHa chpacYHa
HApylUIeHUs HEOCTATBYHOCT™,
Hanxamepna
TaxuKapIus
CbaoBu Xuneprouus™® | Aprepuanen bropeuna
HapyUIeHUsA TpoMO0EeMOOTN3BM™ TpOMOOTHYHA
° KpbBousnus™, MUKpOaHTHOnaThs ™
TpomboeMboIN3BEM , AHEBpU3MH H
(Beno3eH)>® apTepHaTHU
Jbn0oka BeHO3HA JCEKAUH
TpoMOO03a
Pecnimpato benoapoben benoapo6na
pHH, KPHBOU3IIHB/ XHUIEPTOHUS",
IPbAHU U Xemontuza*®, [epdhopanms Ha
MeINuacCTHH Benoapoben HOCHaTa mperpana®
aJTHH eMOOJIN3bM,
HAPYIIEeHHS Enucrakcuc,
JucnHes, XUnokcus
Cromamnno- | Inapws, UperHa CromantHo-4peBHA
YpeBHH T'anene, [ToBps | mepdoparus, neppopanus®®,
HapymeHus | mane, Kopemna | Uneyc, UpesHa CromamHo-4peBHa
Oonka obcTpykuus, Pekro- sa3Ba”, Pexranen
BarMHAIHU KPBHBOM3IINB
¢uctrynmn™,
CTroMaIHo-4peBHO
HapylIIeHuE,
Cromarur,
[Ipokranrus
XenmaTooun.a [epdhopanms Ha
HApHH JKITBUHUS MeXyp®®
HAPYIIEHHS
Hapymenn YcnoxHeHus npu
i1 HA 3apacTBaHe Ha
KO0KaTa H panuTe®S, CunapOM
NMOIKOKHAT Ha TaJIMapHO-
a TbKaH IIaHTapHa
EPUTPOINIECTEIHS
Hapymenu ductyna®’, OcteoHekpo3a Ha
sl HA Muanrus, yenocTTa’?
MYCKYJIHO- ApTtpanrus,
cKeJIeTHATa MyckynHa cnabocr,
cucremMa Bonxka B repba
CheIMHUTEJI
HATA ThKaH
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Hapymenn [Mporennypus®®
s Ha
0BLOpenuTe
u
NHKOYHHUTE
I'bTHILA

Hapymenn Bonka B Taza OBapuanna

sl HA HEA0CTaThYHOCT
Bb3IIPOU3BO
JAUTEJHATA
CHCTEeMA H
IrbpaaTa

a,0

Bponenu, ®deTtanHu
pamuiann n aHoMaJIu™®
reHeTHYHH
HApYLIEHUs

Oomum ActeHus, bonka, Jletaprus,
HApylmieHus | YMopa Br3nanenue Ha

U epekTH JUTaBULIATE

Ha MACTOTO
Ha
NPHJI0KEHU
e

Tabnuma 2 mpeacTaBs 4eCTOTaTa Ha TEKKUTE HEXKEIAHU PEaKIHHU. TEXKHUTE PEeakIliui ce ONMpPeIesT KaTo
HE)XeJIaH! PeakIiy ¢ Hai-Maiko 2 % pa3inKa B CpPaBHEHHE C KOHTPOJIHATA TPYTIa B KIIMHUYHUTE MIPOYUBAHHS 32
peakuute ot cteneH 3-5 cnopex NCI-CTCAE.

Tabnuna 2 BKJIFOYBA CHIIO U HEXEJAHU PEaKIUU, KOUTO ce cuntat oT [IPY 3a KIMHIUYHO 3HAYMMU HITH TEKKH.
Te3u KIMHUYHO 3HAYAMU HEXKEJIAaHU PEAKIIUU Ca ChOOIICHH B KJIMHUYHUATE U3MUTBAHKS, HO PEAKIIUUTE OT
CTereH 3-5 He OTroBapsT Ha Mpara OT Hall-Majko 2 % pas3iuka B CpaBHEHHE ¢ KOHTpOJIHATa rpyna. Tabnuia 2
BKJTIOYBA U KIIMHUYHO 3HAYMMH HEXKCEIAHU PCAKIHH, KOUTO ca HAOJI0JaBaHH CaMO TPU MIOCTMAPKETHHIOBATa
ynotpeba, mopamu koeto yectorata u crenenra copes NCI-CTCAE He ca u3Becthu. [lopaau ToBa Te3u
KJIMHUYHO 3HAYUMHU PEAKIIMU ca BKItoYeHU B Tabmuiia 2 B KOloHAaTa, o3ariaBeHa ,,C HeM3BECTHA YecTOTa™.
*TepMHUHHUTE TPEACTaBISIBAT TPYyTa CHOUTHS, KOUTO OIMMUCBAT MTO-CKOPO MEAUIIMHCKOTO MOHATHE, @ HE OTIACITHOTO
CBCTOSIHHE WUIH TIpennodnTad TepMuH 10 MedDRA (MenuiiHCKH peYHHK 32 PETYIaTOPHUTE AEHHOCTH —
Medical Dictionary for Regulatory Activites). Tasu rpya MeJUIIMHCKH TEPMHUHN MOXKE 1a UMa €IJHa ¥ ChINa

o iyIexania naToGU3noIorus (HaIp. apTepruaTHi TPOMOOEMOOIMIHY peakii BKIFOYBAT MO3BUYHO-CHJIOB
WHIUICHT, HHPAPKT Ha MHOKap/Ia, MPEX0IeH NCXEMUYEH IPUCTHI U APYTH apTepHaTHH TPOMOOSMOOIIIHI
peaxIun).

53a monbiHKTENHA HMH(OPMALUS BUKTE I10-J0Iy B Touka ,,ONHCaHie Ha M30PaHH CEPHO3HU HEKeIaHH
peakuuu®.

*3a mombiIHUTENHA HHpOpMAIHs, MoJst, BrkTe Tadnuna 3 ,,Hexenanu peakuuu, ChOOIMCHH MPH
MOCTMapKETUHIOBaTa yrnorpeda.

"Pekro-BarnHanHUTEe PUCTYIH ca Hali-uecTuTe QPucTynu B kKareropusta CHU BaruHamau GUCTYIIH.

Onucanue Ha I/I36DaHI/I CECPHO3HH HCKEIAHN PCAKITNHI

Iepdopayuu na cmomawno-upesuusa (CH) mpaxm u pucmynu (BX. To4ka 4.4)

BeBauH3yMa6 CC CBBpP3Ba ChC CCPUO3HU CIIydau Ha r[epq)opauml Ha CTOMAIIHO-YPCBHUSA TPAKT.

Crobmaga ce 3a nepdoparpin Ha CY TpakT 1o BpeMe Ha KIMHUYHHUTE W3MHUTBAHUA ¢ yecToTa nox 1 %
[IpH NALMEHTH C HECKBaMO3€eH HeApeOHOKIEThYEH pak Ha Oenust apo0, 1o 1,3 % npu nanueHTu ¢
MeTacTa3upan pak Ha MJeyHaTa xjesa, A0 2,0 % mpu mauueHTu ¢ MeTacTazupan ObOpeUHOKIEThYCH
paK W MpH NAIUEHTKH ¢ paK Ha sigHunuTe U 10 2,7 % (BKIFOYUTETHO CTOMAIIHO-YpeBHA QUCTYIIa
u abcriec) npu NaMeHTH ¢ MeTacTa3upai KapiuHOM Ha 1e0esioTo 4epBo U pekryma. OT KIMHUYHO
W3IUTBAaHE NPH NALUEHTH C IIEPCUCTHPAIL, PEIUANBHAPAL UM METacTa3upall pak Ha MaTo4HaTa
mmiika (mpoyuBane GOG-0240), CU nepdoparmy (BCHUKH CTENeHH) ca choOienu npu 3,2 % ot
MAIMEeHTUTE, KaTO BCHUKH ca MMaJld aHaMHe3a 3a peaXx0sKaalla JIbYeTepanys Ha Tasa.
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UectoTara Ha T€3u CHOUTHS Bapupa MO BUJ U TEKECT OT HaOIII01aBaHe Ha CBOOO/IEH Ta3 MPH HaTUBHA
peHTreHorpadus Ha Kopema, KOeTo € IpeMuHaIo Oe3 JieueHue, 10 nepdopalus Ha yepBata ¢
aboMUHAJIEH a0CIieC U JIeTAJIeH U3X0. B HAKOU cllydan € Majo ChITbTCTBAIO WHTPaa0JOMUHAITHO
Bh3MAJICHHE OT SI3BE€HA OOJIECT HA CTOMAaXa, TYMOPHA HEKPO3a, TUBEPTUKYIIHUT WITH KOJIUT, CBbP3aH C
XUMHOTEPAIusITA.

Jleranen u3xoJl € O ChOOIIEH MPU MPUOIU3UTENHO €IHA TPETA OT CEPHO3HUTE CIIyYan Ha
CTOMAIITHO-YPEBHH nepdoparuu, koeto npeacrasisiza Mexay 0,2 %-1 % oT BCHUKHU MalUeHTH,
JIEKyBaHU ¢ OeBau3yMao.

[Tpu KIMHUYHUTE U3MUTBAHUS ¢ OeBallM3yMad CTOMAIITHO-YPEBHU QUCTYH (BCUUKH CTENICHN) ca
cboOIIaBaHu ¢ yecToTa 10 2 % MpH NaMeHTH ¢ METacTa3upaj KaplMHOM Ha 1e0esIoTo YepBo U

PCKTyMa U paK Ha Hﬁ‘IHHKa, HO Ca C"LO6H_IaBaHI/I MO-psAAKO IPU NMALTUCHTHU C APYT'Y BUAOBEC paK.

CY sacunannu pucmyau 6 npoyusane GOG-0240

B usnuTBaHe npu NaryeHTy ¢ TePCUCTHPAILl, PEIUAMBAPAL WM METACTa3upall pak Ha MaTOYHATA
mwiika yectotara Ha CY BaruHaau uctymu € 8,3 % npu manueHTuTe, JIEKyBaHu ¢ OeBarmu3ymal, u
0,9 % mpu KOHTpOJIHATA TPYIIa MAIIMEHTH, KATO BCUYKU Ca MMAaJld aHaMHe3a 3a IpeAIIecTBaIna
mpueTepanus Ha Taza. Yecrorara Ha CY BarmHaiaHM (DUCTYIH B rpyIaTa, JIeKyBaHa ¢ OeBaru3ymad +
XMUMHUOTEPAITHS, € TI0-BUCOKA MPU MAIMEHTH C PEUINB B 00JIaCTTa Ha TPEIIeCTBAIIA TbYeTePAITUs
(16,7 %) B cpaBHEHHE C TAMEHTH O€3 MPE/IIIISCTRAIIA IbYeTepanus 1/ uin 0e3 peluanB B 001acTTa
Ha mpeAmecTBama Jrpuerepanus (3,6 %). ChOTBETHUTE YeCTOTH IIPU KOHTPOJTHATA TpyTIa,
MoJTydJaBaliia caMo XuMHOTepanusi, ca cboTBeTHO 1,1 % copsimo 0,8 %. [lanmentuTe, KOUTO pa3BUBAT
CY BaruHaiHu QUCTYIH, MOXKE CHIIO JIa UMAT YpeBHA OOCTPYKIIMS U C€ HYKJAsT OT XUPyprudHa
WHTEPBEHITUS, KAKTO U OT OTKJIOHSBAIIH OCTOMUHU.

Ducmynu uzevr C4 mpaxm (Bxk. Touka 4.4)

Ynorpebara Ha OeBaru3yMad € CBhp3aHa ChC CEPUO3HHU CIIyYan Ha (PUCTYIIH, BKIFOYUTEITHO PEaKIUH,
3aBBPIIMIN ChC CMBPT.

OT KIMHUYHO U3MUTBAHE MPH MAIUSHTH C TIEPCUCTUPAIL, PESIIUAUBHUPAII] WIIK METACTa3Upall paK Ha
maTtoyHara muiika (GOG-240) ce cpobmaBa, ge 1,8 % ot manuenTure, JeKyBaHu ¢ 6eBann3ymad, u
1,4 % OT KOHTpOJIHATA TPYIa MAIMEHTH ca UMaIX (HUCTYIN U3BBH CTOMAIIHO-YPEBHUS TPAKT —
BarvHAJTHYU, HA TTMKOYHUS MEXYP WU Ha ®KEHCKaTa MOJIOBa CUCTEMA.

Heuecro (> 0,1 % 10 < 1 %) ce choOIiaBa 3a GPUCTYJINM, KOUTO 3acsraT 00JacTH B OpraHu3Ma U3BbH
CTOMAILTHO-YPEBHUS TPAKT (HaIp. OPOHXOMIEBPAIHU U OUIHapHU UCTYIIHN), HAOMIOAaBaHU MIPH
pasnuyHy nokazanus. Cro0masa ce 3a GUCTyIM U OT MOCTMApKETHHIOBHUS OIHT.

Peakimum ce CTJO6IIIaBaT 110 pa3JIM4YHO BPEME Ha JICUCHUETO, Bapypalllo OT €/1Ha CCAMHUIIA 10 HAQ
1 roguHa ciien Ha4aja0TO Ha MMPUJIOKCHUCTO Ha 6€Baun3yMa6, KaTO IMMOBCUYCTO PCAKINU Bb3HUKBAT

npe3 MbpBUTE 6 Mecela OT Tepanusira.

3apacmeane na panu (BXK. Touka 4.4)

Tpit kaTO OeBanu3yMald MOXKe Ja IOBJIMsAE HEOIArONPHUATHO Ha 3apacTBaHETO Ha paHUTE, NAILIUCHTH,
IpU KOWUTO € TPOBEICHA TrojsiMa ONepalys pe3 NociaegHuTe 28 AHU, ca OWIK U3KITIOYEHH OT y4acTHe
B KJIMHUYHUTE U3NUTBaHMs OT ¢a3za 11

[To BpeMe Ha KIMHUYHUTE U3MUTBAHUS HA METACTA3UPAJl paK Ha J1e0eI0TO YePBO MU PEKTyMa He €
HaOII0/JaBaH MOBUIIICH PUCK OT IMOCTONEPATUBHO KHPBEHE MIIHM YCIIOKHEHUS TPU 3apacTBaHE Ha
paHaTa Ipu MalueHTH, KOUTO ca OWIIM TIOJUIOKEHU Ha TojisMa oneparus 28-60 q1Hu mpeny HadaioTo
Ha mpuiarade Ha 6eBann3ymab. [loBuieHa yecToTa Ha IOCTONIEPATHBHO KBPBEHE MIIN YCIOXKHEHHE
MIPH 3apacTBaHE HAa paHaTa, KOUTO ca ce MposBMIn 10 60 THU clie roiasaMa onepais, ¢ HabmroaaBana,
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aKo TAIMEHTHT € OMII JIEKyBaH ¢ OeBarm3yMad KbM BpeMETO Ha orepanusara. Yecrorara e Bapupaa
mexay 10 % (4/40) u 20 % (3/15).

I[OKJIa,I[BaHI/I Ca CCPUO3HU YCIIOXKHCHUS MTPU 3apaCTBAHCTO HA PAHU, BKIIFOUYHUTCIHO U YCIIOXKHCHUSA Ha
AaHAaCTOMO3H, HAKOM OT KOUTO Ca 3aBbPUININ (1)aTaJIHO.

[Ipu u3nUTBaHMS IPH JIOKAITHO PELUANBUPALI U METacTa3upal paKk Ha MJeyHaTa JKjIes3a ca
HaOJII0aBaHu YCIOKHEHHUS TIPH 3apacTBaHe Ha paHu oT creneH 3-5 npu g0 1,1 % ot manuenture,
nosTydaBaiu GeBaru3ymal, B cpaBHenue ¢ 10 0,9 % ot manmentute B KoHTponHUTE rpymnu (NCI-
CTCAE v.3).

[Tpu KIMHUYHUTE U3MTUTBAHUS NP KAPIMHOM Ha SHYHHUIIUTE ca HAOIOaBaH! YCIOKHEHUS TIPH
3apacTBaHe Ha paHH OT creneH 3-5 npu 10 1,8 % oT nauueHTKuTe B rpynara ¢ 6eBanusymad cupsmo

0,1 % B xouTponHara rpyna (NCI-CTCAE v.3).

Xunepmonus (BX. Touka 4.4)

B xmHWYHATE M3NUTBaHUS, ¢ H3KITIOUeHUE Ha mpoyuBaHe JO25567, obmara yecToTa Ha XUTIEPTOHUS
(Bcuukwu crenenn) goctura 1o 42,1 % B rpymnuTe, JeKyBaHu ¢ OeBanu3ymal, B cpaBHeHHe ¢ 10 14 %
npu KoHTponHuTe rpynu. Obmara yectora Ha xuneptonus crened 3 u 4 no NCI-CTC npu
NalKueHTHTe, JeKyBaHu ¢ OeBanmzyma0, Bapupa ot 0,4 % 1o 17,9 %. Xunepronus crenen 4
(xumepToHnYHa KpH3a) € HabmonaBana npu a0 1,0 % ot manuentute, 1eKyBanu ¢ 6eBannzymad u
XUMHUOTepanus, B cpaBHeHue ¢ A0 0,2 % OT manueHTHTe, JeKyBaHH ChC ChIaTa XUMHOTEPAIus
CaMOCTOSITEITHO.

B npoyusane JO25567 xunepToHus OT BCUYKHU CTEIIEHH € HaOJoqaBaHa mpu 77,3 % OT malueHTure,
nojiy4aBajin OeBanu3yMad B KOMOMHALIUS C EpIOTHHUO KaTo JISYEHUE OT IIbpBa JIMHUS Ha
HeckBamo3eH H/IKPB/[ ¢ EGFR axtuBupamm mytanuy, B cpaBHeHHE ¢ 14,3 % OT manueHTHTe,
JICKYBaHH C €PJIOTHHUO CaMOCTOSITeTHO. XUIIEPTOHUS CTereH 3 ¢ HabmonaBana npu 60,0 % ot
NalUeHTHTE, JEKyBaHH ¢ OeBann3ymald B KOMOMHAIMA C epiloTUHHO, B cpaBHeHUE ¢ 11,7 % mpu
NalUeHTHTE, JEKYBaHH ¢ eplIoTUHUO camocTosTenHo. He ca HabmronaBaHu cirydan Ha XUIEPTOHUS
creneH 4 unu 5.

XunepToHusTa 0OOMKHOBEHO € OrJjla aJeKBaTHO KOHTPOJIUPAaHa C MePOPATTHU aHTUXHUITEPTEH3UBHH
CPEJIICTBA KaTO MHXUOUTOPY Ha aHTMOTEH3WH-KOHBEPTHPAIIUS €H3UM, TUYPETHUIIA U KAJIIUEBU
aHTaroHUCTH. B peaku ciayvau T4 e 1oBema JJ0 NpeyCTaHOBIBaHE Ha JICYCHUETO ¢ OeBallu3yMad Win
XOCITUTAIIA3AIIS.

HMma MHOTO peaAKn CBO6HI€HI/I$I 3a ClIy4au Ha XUIICPTOHUYHA GHHC(I)aIIOHaTI/IH, HSKOHM OT KOUTO ca Omn
C JICTAJICH U3XO0.

PuckbT OT XUMepTOHMSI, CBhp3aHa ¢ OeBaln3ymMal, He € KOpeaupas ¢ U3XOJHUTE XapaKTePUCTHKH Ha
MaIMEeHTHUTE, C OCHOBHOTO 3a00JIsIBAHE WIIH CHITBTCTBAIIOTO JICUCHHE.

Cunopom na nocmepuopua oopamuma enyedaronamus (BxK. Touka 4.4)

[Ipu manmenTwH, teKkyBanu ¢ OeBaru3ymal, IMa PeJIKA ChOOIECHUS 3a pa3BUTHE HA MIPU3HAIM U
cumntomu, cbotBercTBalm Ha CIIOE, psanko HeBposoruyHo HapyuieHue. [IposBure Moxe na
BKJIFOYBAT T'bPUOBE, TIIABOOOIIHE, POMEHEH IICUXWYCH CTATYC, 3pUTESITHA HAPYIICHHUS I KOPOBa
CJIeTIOTa, ChC WK 0e3 ChirbTcTBama xunepronus. Kinuananurte nposisu Ha CIIOE vecro ca
HecnenuuyHU 1 opaau ToBa 3a quarHoctuiupane Ha CIIOE e HeoOxommuMo MOTBBPIKICHUE Upe3
o0pasHa MuarHocThka Ha MO3bKa, 3a MPEANIOYUTAHE TIOCPEACTBOM SIIPEHO-MAarHUTEH PE30HAHC
(SIMP).

[Ipu naunenty, pazsusamu CIIOE ce npenopbuBa paHHO pa3no3HaBaHEe HA CHMITOMHTE ¢ He3a0aBHO
JieueHHe Ha CeNU(UIHUTE CUMIITOMH, BKITFOYUTEITHO KOHTPOJI Ha XUIIEPTOHUATA (aKO 3a00JIIBaHETO

€ CBBP3aHO C TCKKAa HCKOHTPOJIMPpAaHa XI/IHepTOHI/ISI), KaKTO U IIPCYCTaHOBABAHC Ha TCpanurAaTa C
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OeBanmzymad. CuMIIToMuTe OOMKHOBEHO OT3BYUYaBAT WM CE IMTOAOOPSBAT 0 JHU CJISH CIIUpaHe Ha
JICUCHHUETO, BHITPEKH Y€ HIKOW OT MAIUCHTUTE Ca MMaJT HEBPOJIOTUYHU MOCTE/ICTBHA. be3omacHocTTa
TIpH MTOTHOBSIBAHE Ha TepanusTa ¢ 6epanuzymad rpu naruentd, nonydwiu CIIOE npenu ToBa, He €
W3BECTHA.

ITo Bpeme Ha KIIMHUYHATE U3MATBAaHMS ca choOmenu 8 cimydas Ha CIIOE. B nBa ot ocemte cimyuas
HsIMA PaJHOJIOTHYHO MTOTBBPXKIEHUE mocpeacTBoM SIMP.

Ilpomeunypus (Bx. Touka 4.4)

ITo BpeMe Ha KIMHUYHUTE U3MUTBAHUS Ce CHOOIaBa 3a MpoTeuHypus B rpanuiute Ha 0,7 % 1o
54,7 % ot nmanpenTuTe, MoyJaBaiiy oeBau3ymao.

[IpoTennypusita e Bapupaia mo TEKECT OT KIMHUYHO OE3CHMITOMHA, IPEXOIHA, CIIEAN OT
HNPOTEHHYPHs 10 HeYPOTHIEH CHHIPOM, KaTo B FOJIIMOTO MHO3MHCTBO OT CIIy4auTe € Onmna
npotennypus crene 1 (NCI-CTCAE v.3). [Iporennypust crenen 3 ce crobmasa mpu 10,9 % ot
neKyBaHuTe nauueHTu. [IpoTennypus creneH 4 (HeppoTuieH cuHAPOM) € HaOmonaBana npu 110 1,4 %
OT JIKyBaHHUTE NanueHTH. [IpernopbuBa ce u3ciaeaBane 3a MPOTEHHYPHUs, IPEIN J1a Ce 3al0THE
neuenue ¢ Alymsys. [Ipy moBeueTo KIMHUYHYU U3MTUTBAHUS HUBA HA IPOTEHUH B ypHUHATA OT

> 2g/24 yaca ca gOBeNU 10 3abpKaHe Ha MPUIIOKEHUETO Ha OeBanu3yMad 10 Bb3CTaHOBSIBAHE 10

< 2g/24 yaca.

Kpveousznue (Bx. Touka 4.4)

[To BpeMe Ha KITMHUYHUTE U3MUTBAHUS [TPH BCUYKH TIOKa3aHUs 00I[aTa 4ecTOTa Ha PeakIuUTe C
kbpBeHe crened 3-5 ciopen NCI-CTCAE v.3 ca Bapupanu ot 0,4 % mo 6,9 % npu nanuentute,
JeKyBaHU ¢ OeBanmu3yMad, B cpaBHEHUE ¢ 710 4,5 % OT ManMeHTUTe ¢ XUMUOTEpaIus B KOHTPOJIHATA

rpyma.

OT KIMHUYHO U3MUTBAHE MPH MAIUEHTH C TIEPCUCTUPAIL, PEIUAUBHUPAIIl WIIA METACTA3Upall PaK Ha
MmarouHaTa muiika (mpoyusane GOG-0240), peakiuu ¢ KbpBEHE CTENEH 3-5 ce choOIIaBaT NpH He
noeeue ot 8,3 % OT MalueHTHTE, JIEKYBaHHU ¢ OeBalM3yMad B KOMOMHAIINS C TAKJIUTAKCEN U
TONIOTEKAH, B CpaBHEHHE ¢ He TIoBede 4,6 % OT MaIMeHTHuTe, JICKyBaHH! C MAKINTAKCENT U TOTIOTEKAH.

XeMoparnyHUTe peaxiiy, KOUTO ca HaOJII0JaBaHH 110 BpeMe Ha KIMHUYHUTE U3MUTBAaHUS, ca OMin
MPEeIUMHO KPHBOU3IUBH, CBEP3aHH ¢ TyMOpa (BX. O-A0TY), U MAJIKH KOXKHO-JINTABHYHU

KPBBOU3NIMBY (HAIp. EMUCTAKCHUC).

Kpvsousnus, cevpsan ¢ mymopa (Bx. Touka 4.4)

Tlonsm umu MacuBeH 0e1oIPOOCH KPHBOU3IMB/XEMOITH3a € HA0II0/[aBaH MPEAUMHO IIPH
M3MHATBAHUATA IPU TAITUEHTH C HeApeOHOKIIeThYeH pak Ha Oemms npob (HAKPB/I). BeaMmoxxauTe
PHUCKOBH (DaKTOPH BKIIFOUBAT CKBAMO3HOKJICThYHA XHUCTOJIOIHS, JICUCHHE C
AHTUPEBMATHYHU/TTPOTHBOBB3MATUTEIIHHN BEIIESCTBA, JICUCHUE C aHTUKOATYJIaHTH, PEAIISCTBAINA
TBUETepanus, Tepanus ¢ OeBaru3yMad, aHaMHe3a 3a aTepOCKIIepo3a, EHTpaTHa JIOKaTHU3aIrs Ha
TyMOpa ¥ KaBUTAIMsI HA TYMOPHUTE TIPEIN WK 110 BpeMe Ha JIeUeHUEeTO. ENMHCTBEHHUTE ITOKa3aTelH,
KOUTO TIOKa3BaT CTATUCTHYECKU 3HAYMMa KOpeJalus ¢ KbPBEHETO, ca TepanusTa ¢ OeBaruzymad u
ckBaMo3HOKJIeThuHaTa xuctoyiorus. [lanmentu ¢ HAKPB/] ¢ n3BecTHa CKBaMO3HOKJIEThYHA
XUCTOJIOTHSI WJTH ChC CMECEH KIIETHUCH THII C TIpeodIraiaBaiia CKBaMO3HOKJIETEIHA XUCTOJIOTHSI Ca
W3KIIIOUEHH OT MOCIICABAIMTE M3NUTBAaHUS BBB ¢a3za I, a ca BKIFOUBaHM NAIMEHTH C HEN3BECTHA
TyMOpPHA XMCTOJIOTHSI.

[Tpu manmentn ¢ HIKPB/I, npu kouTo ¢ u3kiIro4eHa npeodiiaiaBalia CKBaMO3HOKIEThYHA
XHCTOJIOTHS, ca HAaOMI0JaBaH! PEeaKLUH OT BCHUKU CTEIEeHHU C YyecToTa 10 9,3 % mnpu JieueHue ¢
OeBanu3yMal III0C XMMHOTEpaNHs B CpaBHEHHUE € A0 5 % MpH NalMeHTUTE, JIEKyBaHU CaMo €
xumuoTepanus. HabnronaBanu ca peakiiuu oT crerneH 3-5 npu a0 2,3 % OT MalueHTuTe, JISKyBaHH ¢
OeBanm3yMal IIroc XUMHOTepanus, B cpaBHeHue ¢ < 1 % mpu Te3u camo ¢ xumuorepanus (NCI-
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CTCAE v.3). I'oyiaM nnu MacHBeH 0eJ1oApoOEH KPbBOM3IIMB/XEMOITH3a MOKE J1a Bb3HUKHE BHE3AITHO,
KaTo JI0 JIBE TPETU OT CEPHO3HUTE OEIOAPOOHN KPHBOU3IUBH Ca 3aBBPIIUIIN JIETATHO.

NwMa cpoO1eHus 3a KphbBOU3JIMBH OT CTOMAIITHO-YPEBHUS TPAKT, BKJIIFOUUTEIHO KBPBEHE OT PEKTyMa U
MeJIeHa, TIPY TAleHTH ¢ KapIIHOM Ha Je0eI0To YepBO U PEKTyMa, KaTo Te ca OLEHEHH KaTo
KPBHBOM3IINBYU, CBbP3aHU C HATMYUETO Ha TyMOD.

KpbBou3znus, cBbp3aH ¢ TyMOpa, € OWJI PSJIKO HAOII0AaBaH U NIPH JIPYTH BUJIOBE TYMOPH U
JIOKaJIM3alllH, BKIFOUMTEITHO U CIIy4ad Ha KbpBeHE B eHTpanHara HepBHa cuctema (LIHC) mpu
nanueHTy ¢ metactasu B LIHC (Bxk. Touka 4.4).

Yecrorara Ha kbpBeHe B [IHC npu narmenTn ¢ HenekyBanu metactasu B [IHC, monygyaBamntu
OeBaru3ymMa0, He € OlleHsBaHa IMPOCIEKTUBHO B PAHIOMHU3UPAaHU KIIMHUYHH u3nuTBaHus. [Ipu equn
eKCIIOPaTOPEH PETPOCIIEKTUBEH aHAIHN3 Ha JaHHM OT 13 3aBBpIIeHN paHAOMU3UPAHU U3MTUTBAHHS
MIPU MAIMEeHTH ¢ paznudeH Bua Tymopu 3 ot 91 mamuentu (3,3 %) ¢ MeTacTa3u B MO3bKa ca MOTyUHIH
kbpBeHe B [{HC (Bcuukure ctenen 4) npu neuenne ¢ 6eBannzymad B cpaBHeHHUE ¢ | cimydait

(ctemien 5) ot 96 manmenTu (1 %), KOUTO HE ca eKCIIOHMpPaHU Ha OeBar3yMal. B ne
TOCTIEAOBATENIHN U3NUTBaHUA (KOUTO BKIIOUBAT 0KoJio 800 manueHTH) Ipy NalueHTH ¢ JeKyBaHU
MeTacTa3d B MO3bKa 10 BpeMe Ha MEXIWHHHS aHaIu3 Ha 0e30ImacHOCTTa ce choOmIaBa 3a 1 ciyvait
nipu naruenT ¢ Kpbousiue B LIHC crenen 2 ot o6mo 83 nwia, nekyBanu ¢ 6eBarm3ymad (1,2 %)
(NCI-CTCAE v.3).

BbB BcHuky KIMHAYHU U3MUTBAHUS KOKHO-TUTaBUYHHA KPHBOM3IIMBY ca HaOmomaBaHu mpu 110 50 %
OT MAIUeHTHTE, JIEKyBaHU ¢ OeBanm3yMad. Te ca Owmm Hali-uecto enmucTtakcuc crener 1 copen NCI-
CTCAE v.3, KOHTO € IPOIBJIKUII TTO-MAJIKO OT 5 MUHYTH, OT3BYy4YaJl ¢ O3 JIekapcKa Hameca U He ©
W3KCKBAJl IPOMCHHM B CXeMaTa Ha JieueHHue ¢ OeBarn3ymMal. KiimHuuHUTE MaHHM 32 0€30MacHOCT
ITOKa3BaT, Y€ YeCTOTaTa Ha MAIKUTE KOXKHO-TUTABHYHN KPHBOM3JIHUBH (HATIP. ETHCTAKCHUC) MOXKE /1a
ObJ€e 3aBHCHMa OT J03aTa.

HabmronaBanu ca v o-peAKH peakLuy Ha MalIKH KOXKHO-IUTaBUYHH KPBBOM3IIUBH C IPYTa
JIOKaJIu3auus, KaTo KbPBEHE OT BEHIUTE WM BarMHAIHO KbPBEHE.

Tpomboemboauzvm (BK. Touka 4.4)

Apmepuanen mpomboembonu3vm

HabnronaBana € moBHIlIeHa YECTOTA HA apTEPUATHU TPOMOOESMOOIUYHYN PEaKIIUU MPH MAIUCHTH,
JIeKyBaHU ¢ OeBanmu3yMab Impu MOoKa3aHusl, BKIFOYBAIIN MO3bYHO-CHIOBU UHIIHICHTH, HHPAPKT HA
MHUOKapJia, MPEXOHN UCXEMUYHH MPHUCTHIN U IPYTH apTePHATHA TPOMOOEMOOIMYHH PEAKIINH.

[lo BpeMe Ha KIMHUYHUTE U3MUTBAHUS 00LIaTa YECTOTA Ha apTEPUATHUTE TPOMOOEeMOOTNIHI
peakmuu Bapupa 1o 3,8 % npu rpynure, JekyBaHu ¢ OeBannzyma0, B cpaBHeHHe ¢ 70 2,1 % B
KOHTPOJIHUTE TPYIIH, MOJTydaBain XuMuoTepanus. MiMa cpobmenus 3a netanes m3xon npu 0,8 % ot
NalnyueHTHTe, JeKyBaHu ¢ OeBannzymal, B cpaBHeHHE ¢ 0,5 % 0T maumeHTuTe, NoIydaBain
CaMOCTOSITETTHO XUMHOTEpaIus. MO3bYHO-CHIOBH MHIUACHTH (BKIFOUUTEITHO TPEXOTHI HCXEMUYHH
NPUCTBITN) ce ChoOMmaBar npu 1o 2,7 % OT NalueHTHTe, JISKYBaH! ¢ OeBann3ymMad B KOMOWHAIINS C
XUMHUOTEpaIusi, B cpaBHeHue ¢ 10 0,5 % OT manueHTuTe, nojayJyaBaad XUMAOTEPAIHs CAMOCTOSTENHO.
Undapkr Ha Muokapaa ce crobmana npu 10 1,4 % oT nanueHTure, JeKyBaHu ¢ 6eBanu3yMad B
KOMOUWHAIIUS ¢ XUMUOTepanws, B cpaBaerue ¢ 10 0,7 % oT nanueHTuTe, NoTy4aBaid XuMHOTEPAITHs
CaMOCTOSITEITHO.

B paMkuTe Ha eTHO KIMHUYHO U3MHUTBaHE, OICHIBAIO OeBaln3ymMad B KOMOMHAIUS C 5-
(hayopoypari/dponuHoBa kucenuna, AVF2192g, ca BKIIFOUEHU MAalMEHTH ¢ METacTa3upall KaplMHOM
Ha 1e0eJI0TO YepBO M PEeKTyMa, KOUTO He ca OMIM KaHHU/ATH 3a JICYCHUE ¢ MPHHOTEeKaH. B ToBa
M3NUTBaHE ca HaOM0JaBaHu apTeprainu TpomOboemOonuunu peakuuu npu 11 % (11/100) ot
NalueHTHuTe, B cpaBHeHue ¢ 5,8 % (6/104) B KOHTpOIHATA IPyTa C XUMUAOTEPAITHSL.
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Benoszen mpomboembonuzom

YecroTara Ha BEHO3HU TPOMOOEMOOIUYHY PEaKINY PU KIMHUYHUTE U3IUTBAHUS € M0I00HA TIPH
MAIUCHTUTE, ITOJTy4aBaIiy OeBanu3ymMad B KOMOWHAIMS C XMMUOTEpaI¥s, B CPABHEHUE C TEC3H B
KOHTPOJIHATA TPYMa, IEKYBaHH CaMO C XUMHUOTepamnus. BeHo3HHuTe TpoMOOEMOOIMYHN peaKIiu
BKJIFOYBAT TPOMOO3a Ha ABJIOOKUTE BEHH, OeonpoOeH eMOOIU3bM U TpoMOodIeOuT.

[To BpeMe Ha KIMHUYHUTE U3MUTBAHUS [TPH TIOKAa3aHUATA 00IIIaTa YeCTOTa Ha BEHO3ZHH
TpOMOOEMOOIMYHY peakinu € Bapupaia ot 2,8 % mo 17,3 % npu manueHTHTe, ISKyBaH! C
OeBanm3zymal, B cpaBHeHue ¢ 3,2 % 10 15,6 % npu KOHTPOJIHUTE paMeHa.

MMa cpoOieHus 3a BeHO3HN TpoMOoemOonnyan peakiuu ot crerneH 3-5 (NCI-CTCAE v.3) npu 1o
7,8 % oT maumeHTuTe, JIEKyBaHU C XMMUOTEpanusl Ioc 6eBanu3ymad, B cpaBaenue ¢ 10 4,9 % ot
NalUEHTHTE, JEKYBaHH CaMO C XUMHUOTEpanus (3a BCHUKH MOKa3aHus, ¢ U3KIIOYCHNE Ha
TIEPCUCTHUPAIL], PEIIUIUBUPAIL] U METAacTa3upaj pak Ha MaTOYHaTa LINIKA).

OT KIMHUYHO M3NUTBAHE NPU MALUEHTH C IEPCUCTUPALL, PELUIMBUPAIL HIIM METacTa3upai pak Ha
MaToyHara mmwiika (mpoyuBane GOG-0240) BeHO3HU TPOMOOEMOOTMYHHN peakliy OT CTereH 3-5 ce
ChOOIIABAT TIPU HE TIOBeYe OT 15,6 % OT manueHTuTe, IeKyBaHu ¢ OeBaln3ymMad B KOMOUHAIIUS C
NaKJIWTaKCell U MUCIUIATHH, B CpaBHEHUE ¢ He nosede oT 7,0 % OT mauueHTure, JIEKyBaHH C
NaKJIUTAKCEN U HUCIUIATHH.

HaLIPIeHTI/I, KOHMTO Ca MOJIyYHJIM BCHO3HA TpOM606M6OJ’II/I‘lHa peakuus, MOXKE 1a ca U3JI0KECHU Ha I10-
BHUCOK pHCK OT pCIMJAUB, aKO IIOJIy4daBaT 6eBauI/13yMa6 B KOM6HHaLIPI$I C XUMHUOTEPAINA B CPABHEHUE

CBHC CaMOCTOATCIIHOTO MMPUIIOKCHUC HAa XUMUOTECPAIIUA.

3acmouina copoeuna nedocmamvynocm (3CH)

B knuHMYHKTE H3NUTBaHUA ¢ OeBann3yMad e HaOJtoJaBaHa 3acTOMHA ChpleuHa HEAOCTaTbUHOCT
(3CH) npu BcuuKH NOKa3aHUsI € pak, U3CIeIBaHH JOCEra, HO € Bb3HUKBAJIa MPEANMHO IPH MAUCHTH
C MeTacTa3upaj paKk Ha MjeuHara >xje3a. B uetupu nsnursanus dasa Il (AVF2119g, E2100,
BO17708 u AVF3694g) npu nmanueHT! ¢ MeTacTa3upall pak Ha MiIedHaTa JkJje3a ce oroensizpa 3CH
crenied 3 (NCI-CTCAE v.3) wnu no-ronsama nipu A0 3,5 % oT manueHTure, JIeKyBaHu ¢ 6eBanu3ymMal B
KOMOMHaNus ¢ XUMuoTepanus B cpaBHeHue ¢ 10 0,9 % B konTpoaHuTe rpynd. [Ipu nanueHTuTe OT
npoyuBane AVF3694g, nony4yaBany aHTpayKJIMHN €IHOBPEMEHHO ¢ 6eBann3ymab, yectorara Ha
3CH crermnen 3 wim mo-BUCOKa CHOTBETHO B paMeHaTa ¢ OeBanu3ymMad M KOHTPOIHUTE paMeHa €
noJo0Ha Ha Ta3u B APYTUTe NPOyYBaHUs [IPU MeTacTasupall pak Ha reprata: 2,9 % B paMoTo ¢
aHTpauuKiIuH + 6eBanu3ymad u 0 % B paMoTo ¢ aHTpauuKIvH + miane6o. OCBeH TOBa B IPOyYBaHe
AVF3694¢g uectorara Ha 3CH OT BcHYKH CTereHH € I0J00Ha B paMeHaTa C aHTPAIUKIUH +
6eBanmsymab (6,2 %) u antpanukiuH + mianedo (6,0 %).

[ToBeuero ot manmenTHuTe, kouto pazpusar 3CH mo Bpeme Ha KTMHHUHUTE U3nUTBaHuA 32 MPMIK, ca
MIOKAa3aJii [oJ00OpeH e Ha CUMIITOMUTE W/WIIN Ha JIeBOKaMepHaTa QyHKIHS CJIe/T OAXO0ISIIa
MEANKaMEHTO3Ha Tepamnusl.

[Ipu noBeveTo KIMHUYHA U3MUTBaHU ¢ OeBau3yMad nanuenTure ¢ npeamecrpama 3CH mo NYHA
(New York Heart Association) II — IV ca 6unu uskmrouenu. Ilopagu Toa HsiMa HHGOpPMAIHST OTHOCHO
pucka ot 3CH nipu Tazu nomynanus.

BB3M0oskHO € mpeiecTBamio JieueHHe ¢ aHTPALUKINHYI W/WIK TPeIIIecTBalo 00JIbUBaHE HA CTEHATA
Ha IPBAHUS KOII Jia ca pUCKOBH (pakTopH 3a pa3sutue Ha 3CH.

B knmuHUYHO M3MUTBaHE TPH MAKEHTH ¢ Audy3eH B-eapoxnerbueH muMpomM e HabIoaaBaHa
nosuieHa yectora Ha 3CH, korarto e moirydaBan 6eBannzymMad ¢ KyMyJlaThBHA /1032 JJOKCOPYOHIINH,
no-rossiMa ot 300 mg/m?. ®asa 111 Ha TOBa KJIMHUYHO U3MUTBAHE CPABHABA
putykcuMad/mukinodochamua/noxkcopyoutiun/suakpuctun/mpeaan3od (R-CHOP) mitoc
oeBanmzymabd ¢ R-CHOP 6e3 6eBaunzymal. Benpeku ue yecrorata Ha 3CH B nBere rpymnu e no-
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BHCOKa OT Ha0JII0/JaBaHaTa MIPE/IM TOBA TIPU TEPAITHsl C JIOKCOPYOHITUH, YeCTOTaTa € MO-BUCOKA B
rpymnara R-CHOP mumroc 6eBaruzymab. Te3u pe3ynTatu mpeanosaraT BHUMATEeTHO HaOMIOACHUE |
npenr3Ha OleHKa Ha ChPACYHUS CTaTyC Ha MAalMEeHTH ¢ KyMYJIaTHBHHU J03U JOKCOPYOHUIIMH HaJ
300 mg/m?, korato € KOMOUHHUpPaH ¢ GeBaU3yMas.

Pearxyuu na cepvxuyscmeumennocm (6xaouumento anapuiaKmuyer wok)/peakyuu KoM ungysusma
(Bk. Touka 4.4 u [locmmapkemuncos onum 1M0-101Y)

[pu HsIKOW KIMHUYHYU M3MUTBAHUS aHA(DMITAKTUYHU PEaKIMU 1 PEaKInU OT aHA(QHUIAKTOUICH TUII Ce
CHOOIIABAT MO-YECTO MPH MAIUCHTH, TOTyJaBaiy OeBanu3ymMad B KOMOMHAIUS C XUMHOTEpaIus,
OTKOJIKOTO TPY CAMOCTOSTEIHO MPUJIaraHe Ha XUMUuoTepanus. Te3u peakiiuu Mpu HIKOU KITMHHYHU
W3NMUTBaHUs Ha OeBar3ymad ca yectH (10 5 % mpu NanueHTuTe, JIEKyBaH! ¢ OeBaln3ymao).

Ungpexyuu

OT KIMHUYHO M3MUATBAHE NIPH MAIUEHTH C TIEPCUCTUPAIIL, PEIMIUBUPAIIl HIIH METacTa3upai pak Ha
MarouHaTa muiika (nmpoyusane GOG-0240), nadexnuu crenex 3-5 ce cho0IaBaT Npy HE TIOBEYE OT
24 % ot manMeHTuTe, JeKyBaHu ¢ OeBannzymad B KOMOWHAIUS C MTAKIUTAKCeNl U TONOTEKaH, B
CpaBHEHHE C He TIoBeue OT 13 % OT manueHTHTe, JISKYBaHH C MTAKIUTAKCEN M TOTIOTEKaH.

Osapuanna neoocmamuvyrnocm/pepmurumem (BxK. TOUku 4.4 1 4.6)

B NSABP C-08, knuanuHo m3nutBade dasa Il na OeBanmzymal npH agroBaHTHO JICYCHUE HA
MalMeHTH C paK Ha Ae0eJI0TO YepBO, YeCTOTaTa Ha HOBH CIIy4ad Ha OBapHUAIHA HEAOCTaThUHOCT,
ompezesicHa KaTo aMeHOpes C MPOIbIDKUTEIHOCT 3 Wik noBeue Mecena, HuBo Ha FSH > 30 mIU/ml u
OoTpHUIIaTeNIeH TeCcT 3a OpemeHHocT mpu m3MepBane Ha B-HCG B cepyma, e oreHssBana mpu 295 KeH! B
npeameHonaysa. HoBu ciyvan Ha oBapraiHa HEIOCTaTBUYHOCT ce choOIaBat npu 2,6 % ot
nanueHTkute B mFOLFOX-6 rpynara, B cpaBHenue ¢ 39 % B rpynata mFOLFOX-6 + GeBanusymad.
Crenn mpeycTaHOBsSIBaHE Ha JIeUeHHETO ¢ OeBaln3ymMal oBapuaiHaTa PYHKIHS Ce € Bb3CTaHOBHJIA ITPH
86,2 % OT Te3u OUeHsIBaHM XeHH. [IbArocpouHuTe eeKTH OT JICUEHUETO ¢ OeBanu3ymMad BbpXy
(depTminTeTa HE Ca U3BECTHU.

ﬂa6opamopyu OMKIOHEHUA

TepanmsaTa ¢ 6eBanm3ymMad MOXKE J1a Ce CBBbpPIKE C HAaMaJIeHHe Ha Opost Ha HeyTpouinTe, HaMaJIeH
Opoii Ha OenuTe KPHBHU KIETKH W HaJM4YKMe HAa TPOTEHH B ypUHATA.

B knmuHMYHKTE M3NUTBaHUS NPH MALUEHTHUTE, JIEKYBaHHU ¢ OeBaln3yMal, ca HACTBIIWIN CIICAHUTE
naboparopuu otkioneHus ot crerneH 3 u 4 (NCI-CTCAE v.3) ¢ Hait-manko 2 % pasnuka B CpaBHEHHE
CbC CHOTBETHUTE KOHTPOIHH I'PYTU: XUIEPTIUKEMUS], TOHMKEH XEMOTTIO0HH,

XHUIMOKAIMEMHS, XUTTOHATPUEMUS1, HaMalleH Opoii Ha OenuTe KPbBHU KJIETKH, TOBUIICHO
MeXXIyHapoIHO HopManm3upaHo croTHomeHne (INR).

KnnHndHNTE M3NUTBAHKSA Ca MOKA3ally, 4e MPEXOAHNTE MOBUIIEHNS HAa CEPYMHUS KPEAaTHHUH
(Bapupamu Mexnay 1,5 u 1,9 mbTi Hax U3XOAHOTO HUBO), ChC WK 6€3 MPOTENHYPHSI, Ca CBBP3aHU C
ynorpebara Ha 6eBar3ymad. HabmronaBaHOTO OBHIIIEHHE HA CEPYMHHUS KPEaTHHUH HE € CBBP3aHo ¢
NO-BUCOKAaTa YeCTOTa Ha KIMHUYHHUTE NPOSBU Ha ObOpEedHO yBpeKJaHe IPH MALUEHTHTE, JICKYBaHH C
OeBau3ymad.

I[DVFI/I ClicaJIH{ MONyJalinun

Hayuenmu 6 cmapuecka 8vb3pacm

[Ipu pangoMu3upany KIMHAYHYE U3MATBAHUS Bh3pacTTa > 65 rouHu ¢ Omiia CBbp3aHa C MOBHUIICH
PHCK OT pa3BUTHE HA apTEPUATHA TPOMOOESMOOIIMYHH PEAKIIUH, BKIIFOUUTEITHO MO3bUHO-ChHJIOBU
uniuaeHtd (MCH), npexonuu ucxemuunu npuctbiu (ITAIT) u uadapkr Ha Muokapaa (UM). Ipyru
peakuuu, HabJIo1aBaHU C MO-BUCOKA YECTOTA TP MalUeHTH HaJ 65, ca OWin JIeBKOIICHUs CTereH 3-4
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u tpomOonmronienus (NCI-CTCAE v.3); 1 BcUuku CTENeHU HEYTPOTICHHS, THAPsI, TafcHe,
rJ1aBOOOJHE U YMOpA, B CPaBHEHHE C BB3pPACTHUTE < 65 TOAMHH, IeKyBaHH ¢ OeBarm3yMad (BxK.

Touku 4.4 u 4.8 nipu Tpomboemboauzvm). B eMHO KITMHUYHO U3NUTBAHE YECTOTATa HA XUIIEPTOHHS
CTereH > 3 e 1Ba IIbTH [I0-BUCOKA NPH MALMEHTUTE Ha BB3PacT > 65 rOIUHH, OTKOJIKOTO B MO-MJIagaTa
BB3pacToBa rpymna (< 65 roguan). B eqHo npoydBane npy NAIMEHTKH C PE3UCTEHTEH Ha TUTaTHHA
pEeIIMBUpAIl paK Ha SIHYHUIIUTE C€ ChOOIaBa ChIIO U 32 aJIoNeNus, Bb3NaJeHHe Ha JINTaBUIINTE,
nepudepHa ceH30pHa HEBPOIIATHS, MPOTEUHYPHUS U XUIIEPTOHUS, KOUTO Bb3HUKBAT C YECTOTA Haii-
Maltko ¢ 5 % Mo-BHCOKa B TpyIaTa ¢ XUMHOTepanus + OeBanu3ymad mpH MarueHTKUTE, JISKYBaHH C
OeBaru3yMa0, Ha Bb3pacT > 65 roJluHy, B CPaBHEHUE C OOJIHUTE, JIEKYBaHHU ¢ OeBali3ymal, Ha
BB3pacT < 65 roANHM.

He e HaOro1aBaHO MOBUIIICHUE B YECTOTaTa HA APYTH PEaKIIMH, BKIIIOUUTEIIHO repdoparus Ha
CTOMAITHO-YPEBHUS TPAKT, YCIOKHEHUS TPH 3a3/[paBsSBaHe HA paHUTE, 3aCTOWHA ChpAeYHA
HEJOCTATHYHOCT M KPHBOM3IIUB MPHY MAIIMEHTH B CTapyecka Bh3pact (> 65 roguHu), HodydaBalily
OcBalu3yMa0, B CpaBHCHHE C MMALIMEHTUTE Ha BB3PacT < 65 TOJUHH, JICKYBaHHU ¢ OeBaIu3yma.

Heduamputma nonyaayus

be3onacHocTTa 1 eukacHOCTTa Ha OeBaM3yMab mpH Jena moja 18-roamiiHa Bb3pacT He ca
YCTaHOBEHH.

B npoyusane BO25041 na 6eBanu3yma0, KOHMTO € 100aBeH KbM IHocTonepaTuBHa ibderepanus (JIT)
CBITBTCTBAILIO C aI0BAHTHO MIPUIIOKEHUE HA TEMO30JIOMHU/I TIPH NEAUATPUUHH MALIUEHTH C
HOBOJMArHOCTUIIMPAH CyNpaTeHTOpHalieH, HH(paTeHTOpualeH, epedenapeH Wi neAyHKyIapeH
BHUCOKOCTETICHEH TJIMOM, IPO(HITBT Ha 0E30IIACHOCT € CPAaBHUM C TO3H, HAOIFO/IaBaH NPU JAPYTH
BUJIOBE TYMODPH IIPH BB3PACTHH, JIEKyBaHH ¢ OeBanu3yMao.

B npoyusane BO20924 na GeBanu3ymad ¢ HaCTOSIIOTO CTAHAAPTHO JICUEHHE IPU METacTaTHYCH
pabOoMHOCapKOM U CapKOM Ha MEKHUTE ThKaHH, Pa3lIMueH OT PabIOMHOCAPKOM, MPOGUITBT Ha
0e30macHOCT TpH Jiella, JIEKyBaHHU ¢ OeBalu3yMad, € CpaBHUM ¢ poduia, HaOI0gaBaH Ipu
BB3PACTHH, JIEKyBaHU C OeBalu3ymal.

Alymsys He e 0100peH 3a yrnoTpeda npH MarMeHTH Ha Bh3pacT noj 18 roguan. B myOnukyBanu

JTUTEepaTypHH ChOOIICHHUS ca HaOII01aBaH! CITydad Ha OCTEOHEKPO03a, KOATO HE 3acsra JIoJTHATa
YEJIOCT, TIPY TAIIMEHTH Ha Bh3pacT o 18 roauHu, JeKyBaHu ¢ OeBanu3ymao.
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ITocTMapKETHHTOB OIUT

Tadauua 3. HexkelaHu peakuum, CbOOIIeHN IPU NOCTMAPKETHHIOBATA yNIOTpPeda

Cl/ICTeMO-OpFaHeH

Peakuuu (uecTtoTa®)

kiaac (COK)
Undexnnu n Hexkpotusupani aciiuut, 0OMKHOBEHO KaTO BTOPUYHA MIPOsBa HA
uHpecTannu YCIIO)KHEHUS TIPY 3a3]IpaBsBaHETO HA PaHH, CTOMAIIHO-YpeBHA niepdopanus

nu oOpa3yBaHe Ha GucTyna (peakn) (BxK. ChIno Touka 4.4)

Hapymennus Ha
HMYHHATAa CUCTEeMAa

Peakiuu Ha CBPBXUYBCTBUTEITHOCT U PEAKIIMU KbM HHPY3UATA (YECTH) ChC
CJICTHUTE Bh3MOXKHH CHITHTCTBAIIU MPOSBU: IUCITHES/3aTPYAHCHO JTUIIIAHE,
3adyepBsiBaHe/YepBEHIHA/O0PUB, XUIIOTOHUS WIIM XUTICPTOHHS, KUCIOPOIHA
necatypanusi, 00JKa B TbPJIUTE, TPHIIKU U T'aJieHe/TTIOBPBIIaHe (BXK. ChIIO
Touka 4.4 u Peaxyuu Ha cépvxuyecmeumesHocm/peakuiuu KbM HH)y3UsiTa
Mo-rope)

AHadrrakTHdeH MoK (peaku) (BX. ChINO Touka 4.4).

Hapymenus Ha
HEPBHATA CUCTEMA

XureprorndHa eHIedanonatus (MHOTO peIkn) (BXK. ChIT0 TOUKa 4.4
\Xunepmonus B T0UKa 4.8)

Cunznpom Ha nioctepropHa obparuma ennedanonarus (CIIOE), (penkn) (Bx.
CBITO TOUKa 4.4).

CbaoBu HapyleHust

brOpeuHa TPOMOOTHYHA MUKPOAHTHONIATHS, KOSTO MOXKE KIIMHUYHO J1a C&
MPOSIBYA KAaTO MPOTEUHYPHS (C HEM3BECTHA YECTOTA) ChC WK 0e3
CBITBTCTBAIIO MTPHIOKEHUE HA CYHUTHHHO. 32 JOIBIHUTETHA HHPOPMAITUS
3a MpOTeHHYpHUATa BIKTE ToUKa 4.4 u [Ipomeunypus B Touka 4.8.

CKeJIeTHaATa CuCTeMa
H Cb¢AHUHHUTE/IHATA
TbKaH

Pecniupartophu, [Nepdhopanusa Ha Ha3aMHATA Tperpana (C HeM3BECTHA YECTOTA)

TPBAHU U benoapoOHa xurepToHus (C HEM3BECTHA YECTOTA)

MeIHaCTHHATHH Jlucdonus (uecTH)

HapYLUIEHMS

CromamHo-ypeBHM |CTOMaIIHO-YpEBHA 5A3Ba (C HEM3BECTHA YECTOTA)

HapYLUIEHMSI

XenaTtoouauapHu [epdoparus Ha KIBUHUSA MEXYP (C HEU3BECTHA YECTOTA)

HapyLIeHHUst

Hapymennst Ha CpoO1maBar ce ciy4an Ha ocTeoHeKpo3a Ha yenmtoctta (OHY) mpu nauuenTw,
MYCKYJIHO- leKyBaHU ¢ OeBalU3yMal, IOBEUETO OT KOUTO Ca Bb3HUKHAJIM [IPU HallUEHTH

c npeHTHUINpaH puckoBH (akTopu 32 OHY, mo-criermuanHo eKCIIo3uIHs
Ha UHTPaBEHO3HU OndochoHaTH W/IIK aHaMHe3a 3a 3a00JsBaHe Ha 30HTE,
HaJIaranio MHBa3MBHU CTOMATOJIOTHYHU NPOLEAYPH (BXK. ChII0 ToUKa 4.4)

HabmomaBanu ca ciry4and Ha OCTEOHEKPO3a, KOSTO HE 3acsra J0JIHaTa
HEIOCT, PY EANATPUIHY IMAIIMCHTH, JICKyBaHU ¢ OeBanu3ymab (BxK.
rouka 4.8, IlenuaTpuyHa nomynamnus).

Bponenu, pamuiann n
reHeTHYHH
HApPYIICHHS

HaGroaBanu ca cirydyan Ha (eTaaTHi aHOMAJIUH TPH KEHU, JICKYBaHH C
OeBalM3yMad caMOCTOSATEIIHO WIIH B KOMOMHAIIUSA C U3BECTHU

eMOPHOTOKCHYHH XMMHUOTEPANIeBTHYHM CpeACTBa (BXK. Touka 4.6)

* akoe omnpeacjacHa 4eCTtoTara, T4 € MOJy4YCHa OT JaHHU OT KIIMHUYHUTC U3IMUTBAHUAA.

Cpo0111aBaHe Ha MOA03UPAHN HEXKETAHN PEAKITHH

Cro0IIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHU PEaKIIUU CIIe]] pa3peliaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BaykHO. TOBa IM03BOJIABA Ja MPOIB/KHM HAOIIOICHUETO Ha ChOTHOIICHUETO 0JI3a/PUCK 32

JICKApCTBCHUSA NPOAYKT.

Or MCIUIIMHCKUTC CIICHUAJINCTH CC U3MCKBA Ja C"bO6H_IaBaT BCsKa

ImoA03MpaHa HCXKCJIaHa pCaKud Ype3 HAllMOHAJIHATa CUCTEMaA 3a C’bO6IJ.IaBaHC, IIOCOYCHA B

Ilpunoxenue V.

4.9 Ilpeno3upane

[IpunoskeHneTo Ha Hali-BUCOKATA /1034, U3MUTBaHA BHPXY xopa (20 mg/kg TenecHo Tero,
WHTPABEHO3HO IPe3 2 CEIMUIN ), € OUI0 CBBP3aHO C TEKKA MUTPEHA TPU HIKOJIKO IMAIUCHTH.
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5. DAPMAKOJIOTUYHHU CBOUCTBA

5.1 ®apmakoaMHAMUYHU CBOWCTBA

®dapmakoTepaneBTUUHA I'pyHa: aHTUHEOIIACTUYHA Y UMYHOMOYJIMPAILld CPENCTBA,
AHTUHCOINIACTUYHU CPEACTBA, MOHOKJIOHAJTHHA aHTHUTEIA U aHTHUTAJIO JICKAPCTBEHN KOHIOTATH, ATC

xox: LOIFGO1

Alymsys ¢ OHOJIOTHYHO TIOA00EH JieKapCTBeH MpoaykT. [loapoOHa nHdopMaIus e mpeIocTaBeHa Ha
yeOcaiita Ha EBponeiickaTa areHIus 1o jekapcrpaTa http:/www.ema.europa.eu.

MexaHU3bM Ha IEWCTBUE

Bbepannszymab ce CBbp3Ba ChC ChAOBUS eHIOTeNeH pacTexkeH Gaktop (VEGF), ocHOBEH cTUMYy1aTop
Ha BaCKyJIOTE€He3aTa M aHTMOTeHe3aTa U 10 TO3W HauMH MHXHOupa cBbp3BaHeTo Ha VEGF ¢ HeroBute
pentenitopu — Flt-1 (VEGFR-1) u KDR (VEGFR-2), namupamu ce Ha TOBEPXHOCTTA Ha CHIOTEITHUTE
kietku. Heyrpanusupanero Ha OmnosornunaTta aktuBHOCT Ha VEGF Bomu no perpecus Ha
BaCKyJIapu3alusaTa Ha TYMOPUTE, HOPMAIM3KUPa OCTAaHATUTE TYMOPHH KPHBOHOCHH CHJIOBE H
MHXUOUpa 00pa3yBaHETO HA HOBU CHJIOBE B TyMOpPa, KaTo MO TO3W HAYWH MHXUOWUPA TyMOPHHUS
pacrex.

(DaDMaKO JUHAMWYHNU Cd)CKTI/I

[MpunoxenneTo Ha OeBan3yMad WK CPOJHOTO My MHUIIIE aHTUTSIIO HA KCEHOTPAHCIUIAHTHPAHU
MOJIEJIH Ha paK IIPH TOJIM MHUIIKH € JIOBEJIO JJO EKCTEH3WBHA aHTUTYMOPHA aKTUBHOCT TIPU PaK MPH
YOBEKa, BKIIFOUUTEITHO Ha JIe0SIIOTO YepBO, MIICUHATA JKJIe3a, ITaHKpeaca u mpocTarara. [Iporpecusra
Ha METACTa3HpaIOTOo 3a00JsIBaHe € Omia MOTHCHATA U MUKPOBACKYJIAPHHSIT ITEpMEaOIIATET € Om
HaMalleH.

KinnuunyHa ehukacHOCT ¥ 0€30IacHOCT

Memacmazupan kapyunom Ha oebenomo yepso uiu pekmyma (MKIYP)

Bbe3zomacHocTTa 1 ehKacHOCTTa Ha IIPeNopbhUMTENHAaTa 103a (5 mg/kg TejaecHo Tero npes

JIBE CEIIMHUITN) TIPU METAcTa3upas KapIiiMHOM Ha Je0eI0TO YepBO U PEKTyMa ca MPOyYBaHH B TPH
PaHIOMHU3HUPAHH, AKTUBHO KOHTPOJUPAHY KIHHAYHN U3MUTBAHUS B KOMOWHAIHS C ITbPBA JIMHUS
XUMHOTEpAITHsl, OCHOBaHa Ha (hryopornupuMuanHu. beaiu3ymab e Oni KOMOMHHUPAH ¢ IBE CXeMH Ha
XHUMUOTEPAITHS:

. AVF2107g: Cxema Ha ceIMUYHO MPUIIOKEHNE HA HPUHOTEKaH/0oyc 5-
hayopoypar/onunosa kucenuna (IFL) B npoabimkeHue Ha 001110 4 CEIMUIIU OT BCEKHU 6-
CeaIMUYeH MUK (cxema Ha Saltz).

o AVF0780g: B xomOuHarus ¢ 6oyc S-hiayopoypauui/donuHosa kuceianna (5-FU/FA) B
MPOABIDKEHHE Ha 00110 6 CeIMUIIM OT BCEKH 8-ceMuueH MUK (cxema Ha Roswell Park).

° AVF2192¢g: B xombunamus ¢ 6onyc 5-FU/FA B npoabsmkeHne Ha 00110 6 CEMUITU OT BCEKH 8-
ceAMHYEH UKBI (cxema Ha Roswell Park) mpu naryieHTH, KOUTO HE ca OWJIM ONITUMATHUTE
KaHJUJATH 3a IIbpPBa JIMHUS HA JICUCHUE C UPUHOTEKAH.

[IpoBenenu ca Tpu HOMBIHUTEIHY IIPOyYBaHus ¢ OeBaru3ymad npu naruentu ¢ MK/IUP: nmppBa
maus (NO16966), BTOpa nmuHus 6e3 npeiecTamio Jeuenue ¢ 6eanusymad (E3200) u Bropa nmuaus
C MpeaIIecTBALO JIeYeHne ¢ OeBau3yMad ciel mporpecus Ha 3a00JIIBaHETO NPU IbPBa JIMHUS
(ML18147). I1pu Te3u npoy4Banus, 6beBanu3yMad e mpujiarad B CI€AHUTE CXEMHU B KOMOUHAIIHS C
FOLFOX-4 (5FU/LV/okcanumnatun), XELOX (kanenurabuH/OKcaluIUIaTHH) |
(hIIyOpONMPUMUINH/UPUHOTEKAH U (hTyOPOITUPUMHUIAH/OKCATUTLIATHH:
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. NO16966: bepanuzymab 7,5 mg/kg TenecHo Terio Ha BCEKH 3 CEMUIU B KOMOUHAIIHS C
KareuuTaOuH MepopaHO B OKcaUIuIaTiH HHTpaBeHo3HO (XELOX) nnu 6epanm3ymad 5 mg/kg
Ha BCECKH 2 CEAMUITH B KOMOMHAIMSI ¢ JIEBKOBOPHH TUTIOC S-GiIyopoypanui 601yc, TOCIeIBaHO
ot uH}py3us Ha 5-Guyopoypaluni U okcanumiaTil uaTpaseHo3Ho (FOLFOX-4).

. E3200: bepannzyma6 10 mg/kg TenecHo Terio Ha BCeKH 2 CEAMHIIM B KOMOMHAIIUA C
JIEBKOBOPUH U 5-Guryopoypauui 60iyc, HocieABaHo oT HH(y3us Ha 5-Guryopoypauui 1
okcanuiuiatiH uHTpaBeHo3Ho (FOLFOX-4) mpu manueHTH, KOUTO HE ca JIEKYBaHH C
OeBanmzymao.

o ML18147: beparuzymab 5,0 mg/kg TenecHo Teryio Ha BCeKH 2 ceIMUIM WK OeBarnzymad
7,5 mg/kg TenecHo Terio Ha BCEKH 3 CeIMUIIM B KOMOMHAIHS C
(bITyOpOnMPUMUIMH/UPUHOTEKAH WK (ITYOPONTUPUMUIMH/OKCATUITIATAH MIPH NAIUEHTH C
Iporpecus Ha 3a00JIIBAHETO CJIE]] TbPBa JUHMS Ha JIedeHHe ¢ OeBaln3ymad. YrnoTpebara Ha
cxeMma, ChIbpKallla MPUHOTEKaH WK OKCAIUIUIATHH, € CMEHEHA B 3aBUCUMOCT OT M3IOJI3BAHETO
Ha OKCAJIMIIATHH WM UPUHOTEKAH MPH IbpPBa JIMHUS Ha JICYCHHUE.

AVF2107g

ToBa e paHIOMHU3UPAHO, TBOWHOCIISINO, AaKTHBHO KOHTPOJIMPAHO KIMHUYHO u3nuTBaHe daza 11 3a
oIleHKa Ha 6eBann3ymMabd B komOuHanus ¢ [FL xaTo mbpBa nuHus JIedeHne Ha MeTacTa3upai
KapLHXHOM Ha Ae0enoTo 4epBo U pekTyMa. OCEeMCTOTHH U TPUHAAECET MAMEHTH ca OMITN
pannomusupanu na nomydasar [FL + mnane6o (rpyma 1) umu IFL + 6eBanuzyma6 (5 mg/kg npes

2 cepmuny, Tpyna 2). Tpera rpyna ot 110 nanuentu e nonyvasana 6omyc 5-FU/FA + GeBaunzymad
(rpymna 3). HabupaHeTo Ha manueHTH B rpyna 3 € OMIIo MpeyCTaHOBEHO, KaKTO € OWIIO MPEABHUICHO,
cien kato e Onja ycTaHOBeHa 0€30TacHOCTTa Ha cxemara Ha JieueHne ¢ OeBaruzymad u IFL u a1 e
Ouia mpeleHeHa KaTo nprueMirBa. JleueHneTo BbB BCUUKH IPYIH € MPOABJIKABAJIO 10 IPOTrpecus Ha
3abomsBaneTo. O0ImaTa cpeaHa Bb3pacT e Ouna 59,4 rogunu; 56,6 % OT malMeHTUTE ca UMaJU CTaTyC
o ECOG 0, 43 % ca nmanu ctotinoct 1, a 0,4 % ca nmanu croitrocT 2. 15,5 % ca momyumnnm
MIpeJIBapUTEITHO JIbdeTepanus, a 28,4 % ca JeKkyBaHU Ipeau TOBa C XMMHOTEpaIHsl.

[TepBUYHMAT OKa3aTeN 32 €YUKACHOCT Ha KIMHUYHOTO W3MHUTBAHE € 00IIaTa MPeXUBIEeMOCT.
JlobaBsineTo Ha OeBainu3zymad kbM IFL e noBenno 1o craTUCTUYECKU 3HAUMMO MTOBHUINICHUE HA 001aTa
MPEKUBIEMOCT, IIPEKUBSIEMOCT Oe3 mporpecus 1 o0Ia cTerneH Ha noBiuaBaHe (Bxk. Tabnuna 4).
Knnandaa nonsa, m3mMepeHa upe3 o0ImaTa mpekuBsieMoCT, € Ouila Ha0JIro1aBaHa BbB BCHUKH
HPEBAPUTEITHO CTICHU(UIMPAHI HOATPYIH MAIUEHTH, BKIIOYUTEITHO TE3H, ONMPEIEICHH IO Bh3PacCT,
10J1, CTaTyc, JIOKaTu3alus Ha MbPBUYHUS TyMOp, Opoi Ha 3acerHaTUTE OPTraHy U MPOABIKUTETHOCT
Ha METacTaTHYHOTO 3a00JIsBaHe.

Pesynratute 3a epuKacHOCT OT MPUIIOKEHUETO Ha OeBaru3ymad B komOuHarwms ¢ [FL xumuoTepanus
ca nokasanu Ha TaOmnuma 4.
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Tabauua 4. Pe3yaraTu 3a epuKacHOCT B KIMHUYHO u3nuTBane AVF2107g

AVF2107g
I'pyna 1 IFL + naaue6o I'pyna 2 IFL + 6eBanu3ymaé®

Bpoii manmenTn 411 402
O0611a MPeKUBIEMOCT

Menuana Ha BPEMETO 15,6 20,3

(Mecenn)

95 % CI 14,29-16,99 18,46-24,18
Koeduuuent Ha puck® 0,660

(p-croitrocT = 0,00004)

[IpexxuBsieMocT 0€3 mporpecus

Menuana Ha BpeMETO 6,2 10,6
(mecenn)

KoeduiueHT Ha puck 0,54
(p-ctoitroct < 0,0001)

O6ma CTCIICH Ha IIOBJIMABAHC

Crene (%) 34,8 | 44.8

(p-ctorinoct = 0,0036)

25 mg/kg rpe3 2 ceaMuIIn.
°[To oTHOLIEHHE HA KOHTPOJIHATA IPYIIA.

IIpu 110-te naruentu, pangomusupanu B rpyna 3 (5-FU/FA + O6eBauuzymad) npeau
MPEYCTaHOBSBaHE HAa y9aCTHUETO HA Ta3U IPyIia, MelaHaTa Ha 00IaTa MpexXuBIeMOCT ¢ Oria
18,3 Meceria u MeIMaHaTa Ha IPEKUBSIEMOCTTa Oe3 TIporpecusi Ha 3a00JsBaHeTo ¢ Ouna 8,8 Mecena.

AVF2192¢g

ToBa e paHIOMH3HUPAHO, TBOMHOCIISIO, aKTUBHO KOHTPOJIMPAHO KIMHIUYHO M3nuTBaHe ¢aza Il 3a
OIICHKa Ha e(uKacHOCTTa M Oe30macHoCTTa Ha OeBaru3yMad B komOuHanus ¢ 5S-FU/FA kato jeueHue
OT I'bPBa JIMHUS Ha METACTa3upall KapLHHOM Ha J1e0eI0TO YepBO U PEKTyMa TPH MALMEHTH, KOUTO HE
ca OWJIM ONTHMAJTHU KaHJIMJIATH 3a JIeYeHHEe OT ITbPBa JIMHUS ¢ UpuHOTeKaH. CTO M NeT MAaIUeHTH ca
Oowmn pangoMusupanu B rpynara ¢ 5-FU/FA + mnane6o u 104 manuentu B rpynara ¢ 5-FU/FA +
oeBanm3ymab (5 mg/kg npes 2 ceamunm). JleueHneTo BbB BCUUKH I'PYIIN € MPOIBIDKABAJIO 10
nporpecusi Ha 3abonsBaHeTo. JlodaBsHeTo Ha OeBanm3ymad 5 mg/kg npes ase cenmuuu kbM S-FU/FA
€ JIOBEJIO JIO 10- BUCOKA CTETNICH Ha OOEKTUBHO MOBJIUSABAHE, 3HAYUMO TO-TIPOABIDKUTETHA
npexuBsieMocT 0e3 mporpecus Ha 3a00JIBAaHETO U TEHIICHIIHS KbM MO-TPOIBIKHTEITHA
NPEXHUBIEMOCT B cpaBHeHHE ¢ xumuotepamnus ¢ 5-FU/FA, npuioskeHa caMOCTOSITEIHO.

AVF0780g

ToBa e paHIOMHU3UPAHO, AKTUBHO KOHTPOJINPAHO, OTBOPEHO KIMHUYHO M3nuTBaHe ¢a3za Il 3a ouenka
Ha OeBann3yma0 B komOuHaius ¢ 5-FU/FA kato JiedeHre oT ibpBa JIMHUS Ha METacTa3upal
KapLXHOM Ha Ae0eoTo 4YepBo U pekTyMa. Menuanata Ha Bb3pactra € Ouna 64 rogunu. 19 % ot
NalMEHTUTE ca TOIyYWId IIpein ToBa XUMuoTepamnus, a 14 % ca 6unu ¢ npenmecTaiia
apuetepanusi. CeneMIeceT U eIUH MalMeHTH ca OWTK paHJI0MHU3UpaHu Aa nojydasaT ooiyc 5-FU/FA
win 5-FU/FA + 6eBanu3yma6 (5 mg/kg npes 2 ceamunn). Tpera rpymna ot 33 nmanueHTH ca
nonydaBanu 6omyc 5-FU/FA + 6esammmzymad (10 mg/kg npes 2 ceamunn). [lanmenture ca Onnn
JIeKyBaHH JI0 Iporpecus Ha 3a0omnsBaneTo. [IbpBUUHHATE KpaltHH TOYKHM HA KIMHUYHOTO M3MHUTBAHE Ca
OWIIM cTereHTa Ha OOEKTUBHO MOBIUSBAHE U MPEKUBAEMOCTTa O€3 porpecus Ha 3a00JIsIBaHETO.
Hob6aBsHeTo Ha OeBanmzymad 5 mg/kg npes nBe cenmuim kpM 5-FU/FA e noBemno a0 mo-Bucoka
CTETeH Ha O0CKTHBHO MOBJIMSBAHE, IO-IPOIBJIKUTENHA IPEKUBIEMOCT O€3 Iporpecus Ha
3a00JSIBaHETO U TEHACHIMS KbM MO-NPOIBIDKUTEIIHA MIPEKUBIEMOCT B CPABHEHUE C XUMHOTEpaNusiTa
¢ 5-FU/FA camocrosrenso (Bx. Tabmuma 5). Te3n qaHaM 32 €pUKACHOCT OTTOBAPSIT HA PE3yNTATUTE
oT KIMHUYHOTO Mm3nuTBane AVF2107g.
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Jannute 3a edpukacHocTTa OT KimHUYHUTE M3nuTBanus AVF0780g u AVF2192g, u3cnenpamm
OeBaru3yMad B komOuHarus ¢ xumuorepanus ¢ 5S-FU/FA, ca 0000mienu B Tabiuiia 5.

Ta6anna S. Pesyaratn 3a epukxacHoct B kiinanday m3nuteanust AVF0780g u AVF2192¢g

AVF0780g AVF2192g
5- 5-FU/FA 5-FU/FA 5-FU/FA 5-FU/FA
FU/FA | + 6eBanusymaé® | + 6eBanusymad’ | + miane6o | + 6eBauusymad

Bbpoit marmenTn 36 35 33 105 104
O011a MPeKUBIEMOCT

Menuana Ha 13,6 17,7 15,2 12,9 16,6

BPEMETO

(Mecenn)

95 % 10,35-16,95 13,63 - 19,32
CIl

Koeduruent - 0,52 1,01 0,79

Ha pUCK®

p-CTOWHOCT 0,073 0,978 0,16
[IpexxuBsieMocT 0€3 mporpecus

MenuaHna Ha 52 9,0 7,2 5.5 9,2

BpPEMETO

(Mecenn)

Koeduruent 0,44 0,69 0,5

Ha PUCK

P-CTOMHOCT - 0,0049 0,217 0,0002
OO0m1a cTereH Ha MOBJIHsIBAHE

Crenien 16,7 40,0 242 15,2 26

(mpoueHT)

95 % CI 7,0 - 33,5 24,4 - 57,8 11,7-42,6 9,2-239 18,1 - 35,6

p-CTOWHOCT 0,029 0,43 0,055
[IpoaBbIKUTEIHOCT Ha MOBJIUSIBAHE

Menuana Ha HJI 9,3 5,0 6,8 9,2

BPEMETO

(Mecenn)

25-75 5,5-HA 6,1 -HI 3,8-7,8 5,59-9,17 5,88 - 13,01

MIEPCEHTHIIA

(Mecenn)

25 mg/kg mpes 2 ceamuny.
510 mg/kg npe3 2 ceaMuUIH.
*Tlo oTHOLICHHE HA KOHTPOJIHATA IPpyIIa.

HJI = ne e nocturnaro.

NO16966

Toga e ¢aza I, pannomMuzupano, ABOHHOCIAMO (IO OTHOLICHHE Ha OeBallU3yMal) KIMHUIHO
M3MUTBaHe, U3MUTBALIO0 OeBanu3yMad 7,5 mg/kg B koMOMHauus ¢ KanenuTabuH nepopaiHo U
oKkcanmuIuIaTiH nHTpaBeHo3HOo (XELOX), mpuiarano no 3-cenMuyHa cxeMa; uiu Oeparusymad

5 mg/kg B kOMOMHAIUS C JICBKOBOPHUH ¢ S-hiyopoypariui 00I1yc, MocieABaHo oT S-hayopoypaiui B
uHQYy3us ¢ okcanumiatuH naTpaBeHo3Ho (FOLFOX-4), npunaraHo no 2-ceMUYHA CXEMa.
M3nuTBaHeTo ce ChCTOM OT JBE YACTH: HadallHa OTBOpPEHa JacT ¢ 2 rpyn# (dacrt ), mpu xosito
MAIMEeHTUTE ca PaHIOMH3UPaHH B ABe Tpynu ¢ pasznuuHo jJeueHue (XELOX u FOLFOX-4) u
nocieBamia yact ¢ 4 rpymy, 2 x 2 ¢gaxropaina, (dact II), npu KosSTO mMaueHTuTe ca paHJOMU3UPAHH
B ueTHpH rpynu Ha jedenue (XELOX + mnane6o, FOLFOX-4 + mmane6o, XELOX + 6eBanu3yma0,
FOLFOX-4 + 6eBanzyma0). B yacr Il Ha3HaveHMeTo Ha JiedeHHeTo € OWII0 JBOWHOCIIATIIO IO
OTHOIIICHHE Ha OeBaI3ymao.

30




IIpubmm3uTenno 350 manueHTy ca paHIOMHU3HPAHU BBB BCAKA OT 4-Te¢ M3NMHUTBaHU rpynH B dacT Il Ha
U3MUTBAHETO.

Tadauua 6. Cxemu Ha JiedueHHe B KIMHUYHO u3nuTeane NO16966 (MK/IYP)

Jleyenue Hauajna n03a Cxema
FOLFOX-4 |OxkcanumiaTuH 85 mg/m? unTpaBeHo3Ho | OKcaluIUIaTHH B JieH |
Wi 24
FOLFOX-4 |JleBkoBOpHH 200 mg/m? JleBkoBOpuH B 11eH 1 u 2
+ WHTPABEHO3HO 2 4
OeBanuszymab | 5-puayopoyparmn | 400 mg/m? Goryc 5-¢pnyopoypauunn 6omyc/uHpy3us
MHTPaBEHO3HO, MHTPaBEHO3HO, BCSAKA B JieH 1 1 2
600 mg/m?>
MHTPaBEHO3HO 22 4
[Tnane6o nim 5 mg/kg untpaBenoszno | [en 1, npean FOLFOX-4, Ha Bceku
OeBarzyMad 30-90 mMuH. 2 CeIMHIIH
XELOX nmn | OxcanuIuiaTiH 130 mg/m? OkcaymriaTiH B JIeH 1
XELOX + UHTPAaBEHO3HO 2 4
6eBann3ymab | Kanenurabun 1000 mg/m?2 nbTH Kamnenuradbun nepopaino 2 mbTH
JTHEBHO TIEPOPATHO JTHEBHO 3a 2 cenMuIy (ITOCIeaBAHO OT
1 cenmuia 6e3 JIeUCHNHE)
[Tnane6o nim 7,5 mg/kg untpaBeHosHo |/eH 1, mpeaun XELOX, npe3
OeBanm3yMal 30-90 muH. 3 ceqMuIH

S5-¢uryopoypanni: HUHTpaBeHO3HA 00JTyC WHXKEKITHSI BEJHATA CJIC/ JICBKOBOPUH

[IspBUYHUAT MTOKa3aTeN 32 €(PUKACHOCT B U3MUTBAHETO € MPOIBIKUTEITHOCTTA Ha TIPEKUBIEMOCTTA
0e3 nporpecus. [Ipu ToBa M3NMTBaHE ca MOCTaBEHU JIBE OCHOBHU IIEIH: J1a ce Jokaxke, ue XELOX e
He no-maiko edukacHa cxema or FOLFOX-4 u na ce gokaxe, ye OeBaiuzymald B KOMOMHAIIHS C
xumuoTepanus ¢ FOLFOX-4 mm XELOX e no-edukacHa cxema 0T XUMHOTEPAITHAS CAMOCTOSITSITHO.
U nBeTe OCHOBHU LIEIU €A TOCTUTHATH:

. [Ipu o61moTO cpaBHEHHE € ToKa3aHa He Mo-Majka edukacHocT B rpynure ¢ XELOX B
cpaBHenue ¢ rpynute ¢ FOLFOX-4 no oTHOIICHNE Ha PEXKUBAEMOCTTa O€3 IporpecHst U Ha
o011aTta MpexuBsieMOCT B MOITYJIALUATA CIIOPE IPOTOKOJIA, OTrOBapsIla Ha KPUTEPUUTE 32
BKJIFOUBAHE.

o ITpu 001I0TO CpaBHEHHME € TOKA3aHa 0-100pa epUKaCHOCT B rpynuTe ¢ OeBanu3ymad B
CpaBHEHHE C TPYMUTE CaMO C XMMHUOTEPAITHUS IO OTHOIIICHUE HA TIPEKUBAEMOCTTa Oe3
nporpecus B ITT nonynauusta (Tabnuma 7).

Bropuunure ananu3u Ha npexussieMoct 6e3 nporpecus (I1BI1) Ha 3a001s1BaHETO, B3 OCHOBA HA
OLICHKA Ha OTTOBOPUTE ,,[TPH JICYCHHUE", ITIOTBBPIKIABAT 3HAYUMO IO-TOJISIMATa KIMHUYHA 110J13a ITPU
NalMUeHTHTE, JeKyBaHu ¢ OeBanmn3ymal (aHanu3uTe ca nokasanu B Tabnuma 7), KOETO ChOTBETCTBA Ha
CTaTHCTUYECKH [10-3HaYMMaTa 0J3a, HaOJroJaBaHa mpyu COOPHHS aHANIU3.
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Ta6auna 7. OcCHOBHM pe3yJTATH 32 e()MKACHOCT MPH aHAJIN3A 32 JOKa3BaHe HA Mo-100pa
epuxacuoct (ITT nmonmyaauus, u3nureane NO16966)

Kpaiinn Touku (Mecenn) FOLFOX-4 nim FOLFOX-4 nim XELOX p-
XELOX + miane6o + 0eBanu3ymao CTOMHOCT
(n=701) (n =699)
[IspBHuHa KpaiiHa TOUYKA
Menuana ua I[TBIT** 8,0 | 9.4 0,0023
KoeduiueHT Ha puck 0,83 (0,72 - 0,95)

(97,5 % CI)*

Bropuunn kpaliHu TOUKH

Menunana Ha [1BI1 (mpu 7,9 10,4 <0,0001
nedeHue)**

KoeduiueHT Ha puck 0,63 (0,52 - 0,75)
(97,5 % CI)

OO11a cTeneH Ha 49,2 % 46,5 %
MOBJIHMABaHE (OIICHKA Ha
n3cienoBares)™*

Menuana Ha o0Ia 19,9 21,2 0,0769
npexuBsieMocT *

KoeduiueHT Ha puck 0,89 (0,76 - 1,03)
(97,5 % CI)

* AHanm3 Ha o0IIaTa MPEeKUBAEMOCT TIPH JIaTa Ha 3aKJII0oYBaHe Ha KIMHWIHUTE Janau 31 sayapu 2007 T.
**[IppBUUCH aHAIM3 ITPH JaTa Ha 3aKII0YBaHE Ha KITMHWIHKUTE AaHHu 31 ssHyapu 2006 T.
2 [To oTHOILIEHHE HA KOHTPOJIHATA TPYTIa.

B noarpynara cbe cxema Ha nedenne FOLFOX meauanara na [1BI1 e 8,6 Mecemna mpu mamne6o u
9,4 Meceria Ipu MalMEHTHTE, JICKyBaHH ¢ OeBanm3ymad, HR = 0,89; 97,5 % CI =[0,73; 1,08]; p-
croiiHocT = 0,1871, choTBETHUTE pe3ynTaTH B NOATpymnaTa cke cxema Ha neueHne XELOX ca 7,4
crpsimo 9,3 mecerra, HR = 0,77; 97,5 % CI = [0,63; 0,94]; p-croitroct = 0,0026.

Menuanara Ha o6mra npexxusseMoct e 20,3 Mecena npu 1uiane6o u 21,2 Mecela npu manueHTUTe,
JeKyBaHu ¢ OeBanu3yMad, B moarpymnara cke cxema Ha jedenue FOLFOX, HR = 0,94; 97,5 %
CI=10,75; 1,16]; p-croitnoct = 0,4937, CbOTBETHHUTE PE3yJITATH B MIOATPYIIATa ChC CXEMa Ha JICUCHUE
XELOX ca 19,2 cnpsamo 21,4 meceua, HR = 0,84; 97,5 % CI = [0,68; 1,04]; p-croiinoct = 0,0698.

ECOG E3200

ToBa e paHIOMHU3MPaHO, AKTUBHO KOHTPOJIMPAHO, OTBOPEHO KIMHUYHO H3nuTBane ¢asa 111,
u3nuTBaIlo o0epanuzymad 10 mg/kg B koMOMHAIMS C JIEBKOBOPHH ¢ S-(hiiyopoypanui 00JIycC U ciies
ToBa UHPY3Us ¢ S-ryopoypanmni, ¢ okcanumaTiul uHTpaBeHo3Ho (FOLFOX-4), npunaranu mo 2-
CeIMUYHA CXeMa IpH Beye JIEKYBaHH MAlMEeHTH (BTOpa JIMHKA) C HalpeIHaAI KapLUHOM Ha 1e0eI0To
4yepBo U pekTyma. B rpynute ¢ xumuorepanus B cxemara ¢ FOLFOX-4 ca n3non3BaHy ChIINTE 103U
U cXeMma, mokazana B TaOmuia 6 3a kimuaudHO u3nuTBane NO16966.

[IppBUYHUAT MTOKa3aTeN 32 €PUKACHOCT B U3MUTBAHETO € 001aTa IPEKUBIEMOCT, OIIPEesieHa KaTo
BPEMETO OT paHIOMHU3UPAHE JI0O CMBPT MOPaIH BCsKakBa MpuinHa. OCEeMCTOTHH JBaJICCET U JICBET
nanueHTH ca pangomusupanu (292 FOLFOX-4, 293 6eBanuzymab + FOLFOX-4 u 244 6eBannzymad
MoHoTepamnus). [lobaBsHeTO Ha OeBarm3ymad kpM FOLFOX-4 Bonu 10 CTaTUCTHYECKH 3HAYNMO
yIBIDKaBaHE Ha NpexuBsieMocTTa. HabmogaBanu ca v CTaTUCTUYECKH 3HAYMMO TOAOOpEeHNE Ha
NpEeKUBIEMOCTTa 0€3 MPOTrpecHs 1 Ha CTETNeHTa Ha 0OCKTUBHO NoBIHsABaHe (Bk. Tabmuna 8).

32



Tadauua 8. PesyaraTu 3a epukacHoCT B KIMHUYHO u3nuTBane E3200

E3200
FOLFOX-4 FOLFOX-4 + 6eBanu3ymad®
Bpoii manmenTn 292 293
O0611a MPeKUBIEMOCT
MenunaHa (Mecern) 10,8 13,0
95 % CI 10,12 - 11,86 12,09 - 14,03
Koeuiment Ha puck® 0,751

(p-croitHocT = 0,0012)

IIpexuBsemMocT 6€3 mporpecus
Menunana (Mecern) 4,5 | 7,5
Koeduuuent na puck 0,518

(p-croitHocT < 0,0001)

YecToTa Ha 00EKTHUBEH OTTOBOP
CrereH 8.6 % | 22.2 %
(p-ctotiHocT < 0,0001)

210 mg/kg nipe3 2 ceMHUIIN.
5Tlo oTHOIIEHHE HA KOHTPOIHATA TPYIIA.

He e naOnronaBaHa 3HauMMa pasidka B IPOABIDKUTEIHOCTTA HA 00LaTa IPEXUBIEMOCT MEX Ty
NalueHTHTe, MoTyYaBaln MOHOTepanus ¢ OeBanu3ymal, B CpaBHEHHE C MMALUEHTHUTE, JIEKYBaHH C
FOLFOX-4. IIpexxuBsiemocTTa 0€3 Iporpecus U CTeNeHTa Ha 0OEKTUBHO MOBIHMSIBaHE ca OMUJIH MO-
HUCKH B TpyIiaTa ¢ MOHOTepamus ¢ OeBaiu3ymad B cpaBHeHue ¢ rpynata ¢ FOLFOX-4.

MLI18147

ToBa e paHIOMHU3UPAHO, KOHTPOJIMPAHO OTBOPEHO KIMHUYHO n3nuTBane ¢asa II1, n3cnensaimio
npuiIokeHueTo Ha OeBaumzymad 5,0 mg/kg Ha Bceku 2 cenmuum wim 7,5 mg/kg Ha Bceku 3 ceqmunu B
KOMOWHAIUS ¢ XUMUOTepanws, 0a3upaHa Ha (IyOpOIUPUMHUINH CIIPSIMO CAMOCTOSITETHOTO
NPUIOKEHUE Ha XUMHUOTEepanusl, 6a3upana Ha (ryoponupuMuInH npy naiuentd ¢ MKJIUP, kouto ca
NpOrpecupay Ipy IIbpBa JIMHKUS Ha JICUEHHE ChC CXeMa, ChAbprKalla OeBanuzymao.

[TanmenTure ¢ xuctonoruuxo nmorebpaeH MKJIUP u mporpecus Ha 3a0075BaHETO ca paHIOMHU3UpPAHU
1:1 no 3 Mecera ciies1 IpeycTaHOBSIBAHE Ha ITbpBATa JMHUS Ha JIe4eHHe ¢ OeBalu3yMad 3a 1oydaBaHe
Ha XUMHUOTepamus, 6a3upana Ha (IIyOpONUPUMHINH/OKCATUIIATUH HITH
(hyoponMpUMHIUH/UPUHOTEKAH (CMSHATA Ha XUMHOTEpAIusITa € B 3aBUCUMOCT OT ITbpBaTa JIMHUS Ha
XUMHOTEpamus) cbe win 6e3 6eBaru3ymad. JleueHneTo e npuiaraHo 10 nporpecus Ha 3a00IIBaHETO
WIN 10 HENPUEeMJIMBa TOKCHYHOCT. [IbpBUYHUAT MOKa3aTen 3a u3xoja € o011ara mpexuBsieMocT,
oIpezeseHa KaTo BpEMETO OT PaHIOMM3AlMATa 10 HACTBIIBAHETO HA CMBPT IO KaKBaTo M J1a €
MIPUYMHA.

Panpomusupanu ca o0mo 820 nanuentu. JJoGaBsHeTo Ha GeBann3ymMad KbM XUMHOTepanus, 0azupaHa
Ha (pIIyoponMpUMHUINH, BOJIU IO CTATUCTUYECKU 3HAUUMO YAbDKaBaHe Ha MPEKUBIEMOCTTa MPU
nanuentu ¢ MKJIUP, kouto ca mporpecupainu npu mbpsa JUHUAA Ha JIEYEHUE ChC CXEMa, ChIbpKalla
oesaruzymab (ITT = 819) (k. Tabmuma 9).
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Tadauua 9. Pesyaratu 3a epuxacnoct npu npoyuBane ML18147 (ITT nomynamust)

ML18147
@uyoponnnpuMUANH/MPHHOTeKaH | DayoponuMpuMHINH/ MPAHOTEKAH
Wi Wi
@ryoponMpUMHUANH/OKCATUILIATHH | PJIyOpPONMPUMHINH/OKCATUIIIATHH
0azupaHa XuMHOTepanus 0azupaHa xummoTepanus +

Oepanmu3ymad®

Bbpoit marmenTn 410 409

O011a MpeXKUBIEMOCT
Menuana 9,8 11,2
(Mecenn)
KoeduiueHrt Ha 0,81 (0,69, 0,94)
puck (95 % (p-ctoitoct = 0,0062)
JOBEpHUTEJICH
MHTEpBa)

IIpexuBsemoct 6e3

mporpecust
Menanana 4,1 5,7
(Mecenn)
KoeduiueHr Ha 0,68 (0,59, 0,78)
puck (95 % (p-ctoitrocT < 0,0001)
JOBEpHUTEJICH
WHTEPBaI)

CrerneH Ha

00EKTHUBHO

nosnussane (COII)

TTaruenTn, 406 404
BKJIIOYEHHU B
aHaJIn3a
CreneH 39% 5,4 %
(p-croiinoct = 0,3113)

25,0 mg/kg Ha Bceku 2 cenmuun win 7,5 mg/kg Ha Bcekn 3 ceqMHuIIH.

Hab6momaBaHo € CBHIO CTATUCTUIECKH 3HAYUMO IMOA00OPEHIE Ha MIPSKUBAEMOCTTa 0€3 MpOorpecus.
CreneHTa Ha OOSKTUBHO IOBJIMSBAHE € HUCKA U B JIBETE TPYIU Ha JICUCHUE U Pa3InKaTa He € 3HaUYuMa.

[Ipoyusane E3200 u3nos3Ba eKBUBajJCHTHA 103a OeBaiu3ymMad ot 5 mg/kg ceAMUYHO IIPU MAIMEHTH,
HeJleKyBaHU ¢ OeBauu3ymad, gokaTto npoyusaHe ML 18147 u3nomn3sa eKBUBaJCHTHA 1032
OeBanm3ymab ot 2,5 mg/kg ceAMUYIHO MPH NMALMEHTH, JIEKYBaHH MPeI ToBa ¢ OeBanuzymao.
Kpbcrocanoto cpaBHeHHE Ha JaHHUTE 32 e(PUKACHOCT U 0€30MacHOCT Ha M3MMTBAHUATA € OTPAaHHUYCHO
NOpaJiy pa3uKUTe MEXIy Te3H NPOYy4BaHUs, Hail-Beue 10 OTHOIICHUE Ha MOIMyJIallunuTe MalueHTH,
npeecTBalla eKCIo3uiys Ha OeBann3ymMmad 1 XMMHOTepaneBTHUHUTE cxeMu. U nBete
EKBHBAJICHTHH J103M OeBalm3yMabd — 5 mg/kg cenMuyHo u 2,5 mg/kg ceIMUIHO, BOAST 10
CTaTHCTUYECKH 3HauuMa noisa mo otHomenre Ha OIT (HR 0,751 mpu npoyusane E3200; HR 0,81 mpu
npoyusane ML18147) u IIBIT (HR 0,518 npu npoyusane E3200; HR 0,68 npu npoyusane ML18147).
[lo otHOWmIEHNE HA Oe30macHOCTTa ce HAOJI0AaBa O-BUCOKa 00I11a 4YeCTOTa Ha HEeXKEJIaH! PeaKkUy OT
crenieH 3-5 npu npoyuBane E3200 B cpaBHenue ¢ npoyuBane ML18147.

Memacmazupan pax na maeunama scneza (MPMIK)

JlBe roieMu KJIMHUYHHE H3nuTBaHus ¢asza Il ca npeqHasHaveHu 1a U3cienBar epeKTa OT JCUSHUETO C
OeBaru3yMa0 B KOMOUHAIIHS C TPU OTACITHU XUMUOTEPAIIEBTUYHH CPEJICTBA, U3MEPEH Upe3 IIbPBUYHA
kpaiina Touka — [1BI1. Knmuangano u cratuctudecku 3nagumo rnogoopenue Ha [1bI1 e HabaronaBano B
JIBETEe KIIMHUYHA U3TUTBAHMSL.
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ITo-momny ca 0606menu pesynrarute ot [1BI1 3a oTmeTHITE XUMHUOTEPATICBTHITH, BKIIFOUCHH B
MOKa3aHUETO:

. IIpoyuBane E2100 (maxmuTakcen)
. yBennuaBaHe Ha meauanaTa Ha [1BI1 ot 5,6 mecenia, HR 0,421 (p < 0,0001; 95 % CI
0,343, 0,516)

o IIpoyuBane AVF3694g (xanenuradbun)
. yBenmuaBaHe Ha Menuanarta Ha [1BII ot 2,9 mecema, HR 0,69 (p = 0,0002; 95 % CI 0,56;
0,84)

JIOT'BITHUTENHY TOAPOOHOCTH 32 BCSKO MPOYYBAHE U PE3YITATUTE Ca JaJICHH TO-JI0MY.
ECOG E2100

MsnurBanero E2100 € oTBOpeHO, paHAOMU3NPAHO, AKTHBHO-KOHTPOJIMPAHO MHOTOLIEHTPOBO
KIIMHUYHO M3IHUTBaHE, OISHIBAIIO MPUIOKEHUETO Ha OeBaru3ymMad B KOMOWHAIIMS C TTAaKIIUTaKCeT
TIPH JIOKAJTHO PEeLMIUBUPAI] WM METacTa3upal paK Ha MJeuHaTa JJie3a IIpH MalueHTH, KOUTO He ca
MOJTy4aBaIl XMMHOTEpAIus MPeAr TOBA 3a JIOKAJTHO PELUIUBUPAIIO U METACTa3nupajio 3a00JsBaHE.
[TanueHTUTE ca PaHJIOMHM3UPAHH 3a JIEYEHHE C MAKIUTAKCEI caMocToATeaHo (90 mg/m? HHTPaBEHO3HO
B IPOABIDKEHNE Ha | 4ac BEIHBXK CEAMHYHO 33 TPU OT YETHPH CEAMHUIIN) FIIM B KOMOWHAITHS C
oeparu3yma0 (10 mg/kg uaTpaBeHO3Ha HHOY3HUS MPE3 ABE CEAMHUIIM). Pa3pelieHo ¢ npeauIHo
XOPMOHAJTHO JICYCHHE Ha METACTa3upajaoTo 3a00isBaHe. ATIOBaHTHA TEpAINHs C TAKCaH € pa3pelicHa
caMo aKo € 3aBbpIInia Hali-Maliko 12 Mecela mpen yJ4acTHeTO B KIIMHUYHOTO u3nuTBaHe. [loBeueTto
oT 722 manueHTH B n3nutBaneTo ca 0w HER2-otpumarensnu (90 %), kato mampk Opoit 6omau (8 %)
ca Ouiu ¢ Hen3BecTeH craTyc wiun gokazano HER2-nonoxurennau (2 %), KouTo mpeau ToBa ca omim
JIEKyBaHY WJIM Ca TPEIEHeHN KaTO HEOIXO/ISIIH 3a JIeYeHHe ¢ TpacTy3ymab. OcBeH ToBa 65 % ot
MAIAEHTUTE Ca TOIYYHIIH alf0BaHTHA XUMHUOTEPAIHS, BKIIFOUUTEITHO MPEIIISCTBAIIO JICUSHHUE C
takcanu npu 19 % u ¢ anTpanukiman pu 49 %. [laruenTnre ¢ MeTacTasu B ICHTPAJIHATA HEPBHA
CHCTEMA, BKIIFOUUTEIHO C MPEILUIECTBAIIO JCUCHUE WIH C PE3EKIU HA MO3bUYHUTE JIE3UH, Ca
W3KJTIOYEHH OT U3MHUTBAHETO.

B knmuanynoTO M3nuTBane E2100 naunenTuTe ca neKyBaHu 40 nporpecus Ha 3abonsBanero. Koraro e
0110 HEOOXOAMMO PaHHO MPEYCTAaHOBSABAHE HA XMMUOTEPAIHITA, JICYUEHUETO ¢ OeBann3ymad
CaMOCTOSITEIHO € IIPOBbJIXKABAJI0 10 IIporpecus Ha 3a00JI1BaHETO. XapaKTepUCTUKUTE Ha MallUEHTUTE
B pa3IMYHUTE TPynH ca mogooHu. [IbpBryHaTa KpaifHa TOUKa Ha TOBA U3MHUTBAHE € MPEKUBIEMOCT
6e3 mporpecus (I1BI1), Bb3 0OCHOBa Ha OLIEHKAaTa Ha U3CJICAOBATEINTE HA U3MUTBAHETO OTHOCHO
nporpecusiTa Ha 3a00isiBaHneTo. OCBEH TOBA € M3BBPILICH U HE3aBUCUM TIPEriie/l Ha MbpBUYHATA
KpaifHa Touka. Pe3ynraTure oT ToBa M3NUTBaHe ca npejactaBeny B Tabmuma 10.
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Tabauua 10. Pe3yaraTu 3a epuKkacHOCT 0T KJIMHUYHO u3nuTBaHe E2100

[IpexxuBsieMocT 0€3 mporpecus

OreHka Ha u3cienoBarens™ IRF onenka
ITakauTakcen ITaxnuraxceir/ ITakauTakcen ITaxnurakcen/
OeBaru3ymMad Oepan3ymMao
(n=354) (n=368) (n=354) (n=368)
Menuana ua I1BI1 5,8 11,4 5,8 11,3
(Mecenn)
HR (95 % CI) 0,421 0,483
(0,343; 0,516) (0,385; 0,607)
p-CTOMHOCT <0,0001 <0,0001
CrerneH Ha MOBJIMsBaHE (32 MAIMCHTH C M3MEpUMO 3a00JIsBaHe)
OrieHKa Ha U3CJIeN0BaTEIIS IRF omenka
ITakaurakcen ITaknurakcesn/ IMaxaurakcen IMaxauraxcen/
OcBar3ymad Oeparu3ymabd
(n=273) (n=252) (n=243) (n=229)
% TaIMeHTH ¢ 00EKTUBEH 23,4 48,0 22,2 49,8
OTTOBOD
p-CTOMHOCT <0,0001 <0,0001
*  TIppBUYEH aHAIN3
006112 MPeXKUBIEMOCT
ITaknmurakcen [MaknuTakcen/ 6epanu3yMad
(n=354) (n=368)
Menuana Ha OII (Meceun) 24,8 26,5
HR (95 % CI) 0,869
(0,722; 1,046)
p-CTOWHOCT 0,1374

Knuanyna nomnsa ot neyenuero ¢ 6eBanusymad, nusmepena upes [1BI1, e HaO1ronaBaHna BbB BCUUKH
U3CIIe/IBaHH, IIPEABAPUTEIHO ONPEAEICHH NOATPYNH (BKIIOYUTEIIHO HHTEpBa 0e3 3a0omsiBaHe, Opoii
Ha MECTaTa ¢ MeTacTa3|, IPEABAPUTEIHO MOTyYaBaHe HA aJI0BAHTHA XUMHOTEPAIUs UM CTaTyC Ha

ectporennure peuentopu (ER).

AVF3694g

[IpoyuBane AVF3694g ¢ MHOrOLIeHTpOBO, PaHAOMHU3UPAHO, IJ1a11e00-KOHTPOIUPAHO KIMHUYHO
n3nutBane Qaza Ill, npegHasHadyeHo 3a oneHKa Ha eUKacHOCTTa U O€30MacHOCTTa Ha OeBaru3yMal B
KOMOMHALHUS C XUMHOTEpaNys B CpPaBHEHUE C XMMHUOTEpaNHs IUTIOC T1ae0o KaTo mMbpBa JIMHUS Ha
neuenne Ha naureHTn ¢ HER2-orpunarenen Metacta3upai Wil JOKaITHO PEUUANBUPALI PaK Ha

repaara.

XumuoTepanusiTa € u30paHa o yCMOTpEHHE Ha U3CIIe0BaTeNs IpeIy paHIOMU3UPAHETO B
chOoTHOIIEHHE 2:1 3a mojy4aBaHe XMMHUOTEPAITHU IUTFOC OeBallM3yMad WM XUMHOTEPAIHS TUTIOC
wiane6o. M300pbT Ha XUMHUOTEpAITUs BKJIIOYBA KarlelUTaOWH, TakcaH (IIPOTEHH-CBhP3aH
MAKIINTAKCEll, TOIIeTaKceN), CpeAcTBa Ha 06a3ara Ha aHTPaUKINHY (JToKcopyOutnH/ ukinodochamus,
enmupyounuH/ ukinodochamun, S-giryopoypain/ qokcopyounuH / ukinodochamu, S-
(hayopoypariui / enupyourus/ ukiaodochamu), npuiaranu npes tpu ceamunu (q3w). bepanuzymad
WM 1anebo e mpuiaraH B 03a ot 15 mg/kg npes Tpu ceamunu.

ToBa npoyuBaHe BKITIOUBa (a3za Ha 3acCIICNICHO JICUCHNE, He3abJDKUTEIHA OTKpHTa (asa ciex
nporpecus u ¢aza Ha IpocieasBaHe Ha mpexuBseMocTTa. [1o Bpeme Ha (a3ara Ha 3aclICNICHO JICUeHHE
NalMEHTUTE MOJTyYaBaT XUMHUOTEpanus U U3NUTBAHUS JIEKAPCTBEH MPOAYKT (6eBaru3yMad win
iane6o) npe3 3 ceIMUIH 10 HACTBIIBaHE Ha MPOrpecusl Ha 3a00JIIBaHETO, TOKCUYHOCT,
OrpaHUuaBaIla JICYEHUETO, WU cMBPT. Cliesl TOKyMEHTHpaHa Mporpecus Ha 3a00JIIBaHETO
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MAIMEHTHTE, KOUTO CE BKIIIOYBAT B HE3aIbJDKUTEITHATA OTKpHTA (a3a, MOXKe Ja TOIy4aBaT OTKPUTO
OeBarnm3yMal 3aeqHo ¢ IMTUPOKa ramMa Tepallii OT BTOpa JINHUA.

CTaTUCTHYECKUTE aHAJIM3U Ca U3BHPIICHU HE3aBUCHMO 32 1) ManueHTH, MoyJYaBaiy KareuTaOuH B
KOMOMHaLKUsA ¢ OeBaru3ymMad uid 1iaieo; 2) manueHTH, oJyJaBall XMMHOTepaIus Ha 0a3aTa Ha
TaKCaH WM aHTPAMKINH B KoMOMHAIMs ¢ OeBann3yMad wim miane6o. [IppBrudHaTa kpaifHa Touka Ha
knuHngHOTO M3nutBane € [1BI1 ciopen onenkara Ha uscienosatens. OCBeH TOBa MbpBUYHATA KpaiiHa
TOYKA € OIIEHsSBaHA CHIO U OT He3aBucuMa Haa3opHa komucus (IRC).

Pesynrarute B TOBa KIIMHUYHO M3MUTBAHE OT KpaWHUTE aHAJIM3H, OTIPE/ICIICHH B TIPOTOKOJIA 32
MPEeKUBsIEMOCTTa O0€3 MPOrpecus U CTENEeHTa Ha IMOBIHABaHE TP HE3aBUCHUMAa KOXOPTa ¢
kaneruTabuH ot npoyuBane AVF3694g, ca npencrasenu B Tabiumna 11. Pesynrature ot
W3CIIeIOBATENICKUS aHAIIM3 Ha 00IIaTa MPEXKUBIEMOCT, KOUTO BKITFOYBAT JIOITBIHUTEHN 7 Mecella Ha
npociensBane (MpuOIu3uTeTHO 46 % OT MAIlMeHTUTE ca TIOYMHAIN) CHINO Ca MIPECTABCHH.
[IpoueHTHT NMAIMEHTH, TIOTy4aBaau OeBaiu3ymad B oTkpuTara ¢asa, ¢ 62,1 % B rpynara ¢
karenuTabuH + mianedo u 49,9 % B rpynara kaneruradut + oepanu3ymao.

Ta6anna 11 Pe3yaraTu 3a epuxacHoct npu npoyuBane AVF3694g: — kaneuutadun® u
o0eBanu3ymad/mianedoo (Cap + 6eBanusymad/Pl)

IpexuBseMocT 63 nporpecus’
O1leHKa Ha U3CIEI0BATENS IRC omenka
Cap + PI Cap Cap + PI Cap
+ Oeparu3zymab + Oeparu3zymab
(n=206) (n=409) (n=206) (n=409)
Menuana Ha [1BI1 (Mecenn) 5,7 8,6 6,2 9,8
Koeduuuent Ha puck cpemry 0,69 (0,56; 0,84) 0,68 (0,54; 0,86)
rpynara ¢ mwianebo (95 % CI)
p-CTOWHOCT 0,0002 0,0011
CreneH Ha NoBIMsiBaHe (IPH MALMEHTH C U3MEpUMO 3aboisiBane) °
Cap + PI Cap + 6eBarnuzymad
(n=161) (n=325)
% TAIMEHTH C OOCKTHBEH OTTOBOP 23,6 35,4
p-CTOMHOCT 0,0097
O611a IPEKMBAEMOCT®
HR (95 % CI) 0,88 (0,69; 1,13)
p-CTOMHOCT (€KCIUIOpaTOpHA) 0,33

31000 mg/m? nepopasiHo JiBa MLTH JHEBHO B MPOLIDKEHME Ha 14 HU, MpUiaraHy npe3 3 ceMuIu
SCTparu(uuupanusT aHaIU3 BKIIKOYBA BCHYKH CHOMTHS Ha POTPECHUS U CMBPT C U3KIIFOUEHHE HA TE3H, TIPU
KOWTO € 3all0YHaTa Tepanus n3BbH nporokosa (TUII) npean nokyMeHTHpaHe HA IPOTPECHUATA; JaHHUTE OT TE3U
MALUEHTH Ca U3BAJICHU NPEU MOCIeJHATa OLEHKA Ha TyMopa npeau Hayanoto Ha TUIL.

Uzpwpmien e nectpatudunmpan aHanu3 Ha [1BI1 (oeHeHa oT u3cnenoBaresns), KOMTO He B3eMa
IpeaBU U3BBHIIPOTOKOJIHATA TEpaIlus NIPey IporpecusiTa Ha 3a0o0isiBaHeTo. Pesynrature ot te3u

aHaJIM3¥U ca MHOT'O MOJOOHM Ha MbpBUUHUTE pe3ynratu 3a [IBIL.

Heopebnoxnemvuen pak na benus opoo (HIKPE/)

Ivpsa aunus na aevenue na Heckeamoszen H/[KPBJ] 6 kombunayus ¢ xumuomepanus Ha 6a3zama Ha
naamuHa.

BesomacHoctTa 1 ehrkacHOCTTa Ha OeBaIM3ymao, 100aBeH KbM XUMHOTEpaIis Ha Oa3aTa Ha
TUTATHHA, TIPH JISYCHUE OT ITbPBA JIMHUS MPU MAIUSHTH ¢ HECKBaMO3¢H HEeJPeOHOKIICThUEH paK Ha
oemmst mpo6 (HAKPB/L), ca n3cnensanu B m3nurBanus E4599 u BO17704. UznurBane E4599 ¢ mo3a
ot 15 mg/kg OGepannzymad mmpe3 3 ceIMUIM MOKa3Ba [oJi3a M0 OTHOIICHHE Ha 001aTa MPeKUBIEMOCT.
WznurBane BO17704 nokasBa, 4e MpUIOKEHUETO U HA JIBETE 03U OeBanmn3yMad — 7,5 mg/kg npes
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3 cenqmuim 1 15 mg/kg npe3 3 ceaAMHuIIN, BOIHU 10 YBEIMYCHHUE HA IPEKUBICMOCTTa O3 IPOrpecHs u
Ha CTETICHTA Ha MOBJIUSBAHE.

E4599

E4599 e orBOpeHO, paHAOMU3UPAHO, AKTUBHO KOHTPOJIUPAHO, MHOTOLIEHTPOBO KIIMHUYHO U3NUTBAaHE,
KOETO olleHsABa OeBanu3ymal KaTo JiedeHHe OT IIbpBa JIMHUS [IPH NALUEHTH C JIOKAJTHO HANPEAHAT
(ctammii I11IB cbe 370KaueCcTBeH IUIEBpajieH N3NUB), MeTacTasupan win peauausupant H/AKPB/I, c
pasiIMyHa OT Mpeo0iaiaBalla CKBAMO3HOKIEThYHA XUCTOJIOTHSI.

[NanuenTuTe ca paHAOMHU3MPAHHU 32 JIEYEHUE C XUMHOTepanus Ha 6a3ara Ha IaThHA (MaKJINTaKcel
200 mg/m? n kap6omatua AUC = 6,0, npuIaraHy U IBETE 9pe3 HHTPABEHO3HA MH(Y3Hs
(nmaknurakcen/kapbomnatud-11K) Ha 1-Bu feH Ha Bcekn 3-ceIMHUUYEH LUKBI B IPOABIDKECHUE HA 10

6 nukbaa uin ¢ [IK B komOunanus ¢ 6eBanu3ymab B 1o3a ot 15 mg/kg unrpaBeno3na undysus Ha 1-
BU JICH OT BCEKHU 3-ceIMHYCH IMKBI. Clell 3aBbpIIBaHe HA MIECT [IUKbIa XUMUOTEPAITHS C
KapOOIIaTHH-TIAKITMTAKCEI HITH CIIE]] TPEXICBPEMEHHO MPEYCTAHOBSIBAHE HA XUMHOTEPAITHATA
NalUeHTHUTE OT rpymnata ¢ OeBanu3ymad + KapOOIUIATHH-TIAKIUTAKCEN ca MPOABIIKIIIM J1a TIOJTyYaBat
OeBarM3yMab KaTO MOHOTEpaIus Mpe3 3 CEAMUIIM 10 MPorpecus Ha 3a00is1BaHeTo. 878 maleHTu ca
PaHJOMU3UPAHH B JBETE TPYIIH.

ITo Bpeme Ha m3nurBaneTo 32,2 % (136/422) ot nauneHTUTe, yyacTBaIly B HETO, Ca MOJIy4uIn 7-
12 mpTH GeBanu3ymao, a 21,1 % (89/422) ot nauueHTHTE Cca MONMYyYMId 13 WK OBeYe TBTH

OeBar3ymao.

[IspBrYHaTa KpaliHa TOYKA € IPOABDKATSIIHOCTTA Ha IIPEKUBIEMOCTTa. Pe3ynraTure ca npeacTaBeHu
B Tabiuua 12.

Tadauua 12. PesyaraTu 3a epuxacHoct B usnureane E4599

I'pyna 1 I'pyna 2
Kapo6omiaTun/ Kapoomiatun/ Ilakanrakcen +
IMakauTakces OeBanu3ymao
15 mg/kg npe3 3 cenMuIu
Bpoii nanuentu 444 434
001112 TPeKUBIEMOCT
Mezauana (Mecery) 10,3 | 12,3
KoedurueHr Ha 0,80 (p =10,003)
pHCK 95 % CI (0,69; 0,93)
[IpexxuBsieMocT 0e3 mporpecus
Menuana (Mecenn) 4,8 | 6,4
Koeduruenrt Ha 0,65 (p <0,0001)
pHCK 95 % CI (0,56; 0,76)
Q01112 CTETICH Ha MOBJIHSIBAHE
CrenieH (IpoLEHT) | 12,9 | 29,0 (p <0,0001)

[pu excrutopaTopeH aHaIM3 CTENIEHTA HA TIOJI3aTa OT OeBanu3ymad 3a o0Iiara npeXKUBsIeMOCT € T10-
cmabo u3paseHa B MOJrpynara MmaueHTH 0e3 XUCTOIOTHS Ha aICHOKAPIIHHOM.

BO17704

UznutBane BO17704 e pangomusupano, qeoiiHocano uanureane ¢asa 1l na 6eBanusymad, nodaBeH
KbM [UCIUIATHH ¥ TeMIIUTa0H, B CPaBHEHHE C IJI1ane0o0, MUCIIATHH U TeMIIUTA0MH TIPH MAI[MEeHTH C
nokanHo HanpeaHan (craaui 116 ¢ MeracTa3u B cynpakiaBUKyJIapeH JTUMQEH Bb3ell HITH
3JI0KaueCTBEH IJIEBpAJICH WX TEpUKapANaIeH 3JIMB), METaCTa3upall Wil PeUrANBUPALl
HeckBamo3eH HIIKPB/I, kouTo npeau ToBa He ca nojdydaBaiu XUMHoTepanus. [IspBuyHaTa kpaitHa
TOYKa € OWJIa MPeXHUBsIeMOCT 0e3 porpecusi, BTOPUYHHUTE KpalHU TOYKH HA M3IUTBAHETO BKIFOYBAT
NPOIBIDKUTEIHOCT Ha 00IIA MPEKUBIEMOCT.
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IManueHTHTE ca PaHZOMHU3UPAHK 3a XMMHOTEpanus Ha 6a3aTa Ha IIaTHHA, Huciatke 80 mg/m?
MHTPaBEHO3HA UH(Y3us Ha JeH 1-Bu u remuuTabud 1250 mg/m?uuTpaBenosHa uudysus Ha JeH 1-Bu
U 8-MH OT IUKBJIA TIPe3 3 CeAMHUIIY B IPOABIDKEHUE Ha 10 6 IuKbia (ucriatul/remiutadus-1{1) ¢
mwrane6o mu LI ¢ 6eBannzymad B 103a ot 7,5 min 15 mg/kg nHTpaBeHo3Ha MH(Y3Us Ha 1eH 1-BU OT
IIUKBJIA TIpe3 3 ceamuIti. B rpynure ¢ OeBann3yMad mareHTHTe ca MmojrydaBaiy 0eBanu3ymad
CaMOCTOSTEITHO TIpe3 3 CeMUIIM JI0 TPOTPECHs Ha 3a00IIBAHETO WIIM JI0 TI0SBaTa HA HEMPUEMITHBA
TOKCHYHOCT. Pe3yiTaTute OT H3MUTBAHETO MOKa3Bart, ue 94 % (277 / 296) ot nanueHTUTE, KOUTO Ca
MOJIeKAJM Ha BKITIOYBAHE, Ca MPOIBIDKWIIN JIa TI0JTyYaBaT OeBalu3yMad caMOCTOSTEITHO B KB 7.

lomsam npoueHT 0oT nauueHTuTe (MPUOIM3UTENHO 62 %) ca MPOABIDKIIN Ja MONy4YaBaT pa3InyHu
BUJIOBE ITPOTUBOPAKOBA TE€palHts, HEBKIOUYEHA B IIPOTOKOJIA HA U3IIMUTBAHETO, KOETO MOXKE 1 €
HOBJIMSJIO aHAJIM3a Ha 0011aTa NpeXuBsIeMOCT.

Pesynratute no oTHOLICHHE HA epUKACHOCTTA ca npeacTaBeHu B Tabmuua 13.

Ta6auuna 13. PesynraTu 3a epukacHoct B uanursane BO17704

Mucnnarun/reMmuntad | Hucniaarun/remuurad | ucmiaTus/reMunTad
HH HH HH
+ niiauedo + 0eBanu3ymao + OeBanmu3zymad
7,5 mg/kg npe3 15 mg/kg npe3
3 cenMuIU 3 cenMuUIH
Bpoit marmenTn 347 345 351
[pexussiemoct 6e3
porpecust
Menuana 6,1 6,7 6.5
(mecenn) (p =0,0026) (p =0,0301)
Koeduune 0,75 0,82
HT Ha PUCK [0,62; 0,91] [0,68; 0,98]
Haii-mobpa ctenied Ha 20,1 % 34,1 % 30,4 %
001110 TOBIHsIBaHE" (p <0,0001) (p =0,0023)
*MaIMeHTH C U3MEPUMO 3a00JIIBaHE HA U3XOTHO HUBO
OO611a MPeKUBIEMOCT
Menunana (Mecern) 13,1 13,6 13,4
(p =0,4203) (p=0,7613)
Koeduuuent nHa puck 0,93 1,03
[0,78; 1,11] [0,86; 1,23]

TTvpsa aunus na aevenue va neckeamoszen HIIKPBJ] ¢ EGFR akxmueupawu mymayuu 8 KomMOurnayus ¢
epromunu6

JO25567

[poyusane JO25567 e pangoMu3npaHo, OTKPUTO, MHOTOIIEHTPOBO NipoyuBaHe ¢aza II, mposeieHo B
SInonws 3a OlleHKa Ha e(PUKACHOCTTa 1 Oe30TMacHOCTTa Ha OeBaru3yma0, mpuiarad B JIOIbIHEHUE KbM
epnotuHnO nipu manueHTH ¢ HeckBamozeH HIIKPB/] ¢ EGFR aktuBupamu myranuu (genemnys B

ek30H 19 mnu myTamms B ek3oH 21 L8S8R), konto He ca mosrydaBain npeay TOBa CUCTEMHA Tepamus
3a cramuit [IIB/IV wim penumuBmpaiio 3a00siBaHe.

[IspBuuHaTa KpaiiHa Touka e npexuBsiemoct 0e3 nporpecus (I1BI1) Bb3 ocHOBa Ha OIIEHKA MTPH
HE3aBHUCHUM IIperiie/l Ha JaHHUTe. BropuyHHuTe KpaiiHU TOYKM BKJIIOYBAT 00Ia MPSKUBIEMOCT, CTEIICH
Ha TIOBJIMSBaHE, CTEIICH HAa KOHTPOJI Ha 3a00JIsIBAHETO, TPOIBJKUTEIHOCT Ha MOBJIMABAHE U
0€30I1aCHOCT.

EGFR MyTalmoHHUSAT cTaTyC € ONpeesieH 3a BCEKH MaIMeHT MpeIu CKpUHUHTa U 154 manuenTu ca
PaHIOMU3UPAHH Ja [oJy4yaBaT eploTHHUO + O6eBanu3ymad (epnotuHuO 150 mg nepopaiiHo AHEBHO +
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oeBaru3yma0 [ 15 mg/kg HHTpaBEHO3HO Ha BCEKH 3 CEIMMUIIM|) HJIM MOHOTEPAIHUS C €PIOTHHUO

(150 mg nmepopaitHO THEBHO) 10 TIporpecus Ha 3abomsBadeTo (I13) mim HemprueMINBa TOKCUIHOCT.
Ipu nunca Ha I13 npeycTaHOBABAHETO HA CTUH OT KOMITOHEHTHTE HA U3MUTBAHOTO JICYCHUE B IpynaTa
Ha eploTHHUO + GeBanm3ymMab He ¢ JOBEJO JI0 MPEyCTAHOBABAHE HA IPYTUsl KOMIIOHEHT OT
W3MUTBAHOTO JICUCHHE, KAKTO € ONPEJIENICHO B MPOTOKOJIA Ha U3MUTBAHETO.

Pesynrarure 3a epuxacHOCT Ha MPOYYBaHETO ca NpeAcTaBeHu B Tabmuma 14.

Tadoauua 14. Pe3yaraTu 3a epukacHocT npu npoyusane JO25567

Epnornnné Epnornnné + 6eBanusymad
N=77 N =75
TIBIT" (mecern)
Menuana 9,7 16,0
HR (95 % CI) 0,54 (0,36; 0,79)
p-CTOWHOCT 0,0015
OO6ma cTeneH Ha MOBIHIBAHE
Cremnen (6poii) 63,6 % (49) 69,3 % (52)
p-CTOMHOCT 0,4951
O01ma npexuBsieMocT™*
(Mecenn)
Meauana 47,4 47,0
HR (95 % CI) 0,81 (0,53; 1,23)
p-CTOMHOCT 0,3267

#Panomusupanu ca 06mio 154 nauuentn (ECOG dynkumonanen craryc 0 um 1). J[BamMa OT paHI0MU3UPaHUTE
MalUEeHTH ca MPEKPaTUIIN yJacTHe B U3MUTBAHETO, MIPEIU A MOTy4aT U3MUTBAHOTO JICUCHHUE.

~3aciierieH He3aBUCHM Iperde]] (OnpeielieH 10 IPOTOKOJI ITbPBHYEH aHaIH3).

*ExcIuiopaTopeH aHanu3: okoHuaresneH aHanus Ha Ol npu nata Ha 3akiIrouBaHEe HA KIMHUYHATE JaHHU

31 oxromepu 2017 ., npubamsurenHo 59 % OT manueHTHTe ca HOYHHAIH.

CI, noepurenen nnrepsair; HR, koedunuent Ha puck ot Hectpatuduipan Cox perpecroneH aHanus; HJI, ve
€ JI0CTUTHATO.

Hanpeonan u/unu memacmasupan 6vopeunoxknemvyer kapyunom (MBKK)

besayusymad 6 kombunayus ¢ unmepgepon anga-2a 3a nevenue om novpea IUHUL HA HANPEOHAL U/Uiu
Mmemacmaszupan 6vopeunokiemvuen kapyurnom (BOI17705)

ToBa e pangoMHU3UpaHo, IBOHHOCINO U3nuTBane ¢asa Ill, mpoBeaeHo ¢ Len oneHKa Ha
e(ukacHOCTTa M O€30IacHOCTTa Ha OeBaru3ymad B komOuHalws ¢ uatepdepon (IFN) anda-2a B
cpasraenue ¢ IFN anda-2a camocrositenHo, kaTo mbpBa JnHus Ha nedenne npu MBKK. 649-te
paHIOMHU3MpaHy ManueHTy (641 nekyBaHM) ca UMaiu cTaTyc Ha npeacrassHe mo Karmnofsky (KPS)
> 70 %, nunica Ha Metactasu B LIHC u anekBatHa QyHK1Ms Ha opranute. Ha nanmenture e
U3BBpIICHA He(HPEKTOMHS TIPU MFPBUYCH KaplMHOM Ha OBOpeunuTe kietku. bepanusymad 10 mg/kg
e OuJ gaBaH Ha BCEKH 2 ceAMUIM 10 Tporpecust Ha 3a0omsBaneto. IFN anda-2a e naBan 1o

52 ceaMuUIM WM A0 MPOrpecHs Ha 3a00JsIBAHETO B MPENOPBhUUTENHA HavaiHa 1o3a oT 9 MIU tpu
IBTU CEJIMUYHO, KOETO TI03BOJIABA HaMalleHHe Ha jo3ata 10 3 MIU Tpu IbTH CEIMUYHO B 2 CTHIIKH.
[lanuenTure ca ctpaTudUIMpaHy O CTPaHU U CKOp Ha Motzer, KaTo rpynuTe 3a JeYeHue ca
OanancupaHu JoOpe MO OTHOLICHUE HA MPOTHOCTHYHHUTE (PaKTOPH.

[IspBuuHaTa KpaifHa To4Ka € o0IIaTa IPeXUBIEMOCT C BTOPUYHH KpaifHH TOUKH HA U3IUTBAHETO,
KOUTO BKITIOYBAT MpeXUBIeMOcT 0e3 nporpecus. Jlob6aBsHeTo Ha 6eBann3ymad kbM [FN-anda-
2a3nauntendo nosuiiasa [1bI1 1 ctenenTa Ha 0OEKTUBHO TYMOPHO TIOBNMSIBaHE. Te3u pe3yaTaTH ce
NOTBBPKIIABAT OT HE3ABUCUM PEHTIeHOrpad)CKU Tperie]]. Y IbhKaBaHeTo Ha 001aTa MPeKUBIEMOCT
KaTo IMMbPBUYHA KpaifHa TOYKa ¢ 2 Mecela obaue He e craructudecku 3HaunMo (HR= 0,91). 'omsm
MPOLIEHT OT manueHTuTe (mpubmausutenno 63 % IFN/mrane6o; 55 % OeBanuzymad/IFN) ca momyumnnm
pa3nuyHy Hecnieu()UIHN BUIOBE IPOTUBOTYMOPHO JICUCHHUE CIIe] M3ITUTBAHETO, BKIFOUUTECITHO
AHTHHEOIUIACTHYHH CPEACTBA, KOUTO MOJXKE /1A Ca Ce OTPa3M/IM Ha aHalIKu3a Ha 00I11aTa MpeXHuBsIEMOCT.
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Pesynratute mo oTHOILICHHE HA ePUKACHOCTTA ca IpeAcTaBeHd B Tabmuma 15.

Tab6anna 15. PesynraTu 3a epukacHoct B usnursane BO17705

BO17705
Ilnaue6o+ IFN® | BV® + IFN®
Bpoii manmenTn 322 327
IIpexuBsemMocT 6€3 mporpecus
MennaHa (Mecern) 5,4 10,2
Koedunuent Ha puck 95 % CI 0,63
0,52; 0,75

(p-croitroct < 0,0001)

Crenen Ha 00exkTBHO noBnusABaHe (%) MU MAIUEHTH C
M3MepuMO 3a00JsIBaHe
n 289 306
YecToTa Ha OTrOBOP 12,8 % 31,4%
(p-croitroct < 0,0001)

Uurepdepon anda-2a 9 MIU 3 mbTH ceIMUAIHO.
Sbepanmsymab 10 mg/kg mpes 2 ceqMuny.

001112 IpeKUBIEMOCT
Meauana (Mecery) 21,3 | 233
Koedumument Ha puck 95 % CI 0,91
0,76; 1,10

(p-ctotinoct 0,3360)

Excrutoparopen mHoroBapuanTeH Cox perpecHoHeH MOJIell, KOWTO M3M0JI3Ba 00paTHa CeNeKITus,
MOKa3Ba, Y€ CIICTHUTE U3XOAHH MTPOTHOCTUYHHU (PAKTOPH Ca CHITHO CBBP3aHU C IIPEKUBSIEMOCTTA,
HE3aBUCUMO OT JICYCHUETO: TI0JI, Opoii Ha OeNTu KPhBHU KJIETKH, TPOMOOIIUTH, 3ary0a Ha TEerjo mpe3
6-Te Mecella TIpe/id BKIFOYBAHETO B U3MHUTBAHETO, OpOii Ha MecTaTa ¢ METacTa3H, cCymMara Ha Haii-
rOJIEMUTE JUaMETPH Ha TapreTHUTE Jie3uu, ckop Ha Motzer. KopurupaneTto criopen Te3u U3X0AHH
(hakTopu Boau A0 KoeuIMEHT Ha puck oT nedenueto ot 0,78 (95 % CI [0,63; 0,96], p=0,0219),
moka3sBall HamajeHue ¢ 22 % Ha pucka OT CMBPT MPH MALMEHTUTE B Ipynara ¢ Oeparu3ymatd + IFN
anda-2a B cpaBHenue ¢ rpynara ¢ IFN anda-2a.

Hesetnecet u cenem (97) naunentu B rpynara ¢ IFN anda-2a u 131 nauuenrtu B rpynara ¢
OeBaru3yMat ca Hamanmiu qo3ara Ha IFN anda-2a ot 9 MIU no 6 wiu 3 MIU Tpu 'bTH CEAMHYHO,
KaKTO IIPEIBAPUTEIHO € YTOUYHEHO B mpoTokona. Hamanssaneto Ha no3ata Ha IFN anda-2a usrnexaa
HE ce 0Tpa3sBa Ha epUKACHOCTTa OT KoMOMHauusATa Ha GeBaunzymad u IFN anda-2a criopen
yecrorata Ha [1BI1 6e3 chOUTHS BHB BpEeMETO, KaKTO € JOKa3aHO MPY aHaIHu3 Ha moarpynuTe. 131
narnueHTH B rpynara ¢ 6epanu3ymad + [FN anda-2a, kouto ca HaMaNWIM U MOTBPIKAIIN J103aTa Ha
IFN anda-2a na 6 niu 3 MIU mo Bpeme Ha H3MUTBAaHETO, ca MOKa3anu Ha 6, 12 u 18 mMecena crenex Ha
I1BI1 6e3 crOuTHs OT chOTBETHO 73, 52 1 21 % B cpaBHeHue ¢ 61, 43 u 17 % B ob1aTa nomyJars
NaIueHTy, nony4dapamny Oesanuzymad + [FN anda-2a.

AVF2938

ToBa e paHIOMH3UPAHO, TBOWHOCISINO KIMHHYHO H3nuTBaHe ¢a3za I, nscneapamo Oepanuzymad

10 mg/kg B 2-cenMrU9HAa cXeMa, ChC ChINaTa /103a OeBaru3ymad B KoMOUHaIms ¢ epaoTuHUO 150 mg
JTHEBHO TIPH MAI[UCHTHU ¢ MeTacTa3upai ceeriokieTbueH BKK. O6mo 104 manuenTn ca
paHIOMHU3MpPAHU 3a JICUCHHE B TOBA U3MUTBaHe, 53 ¢ OeBanm3ymab 10 mg/kg Ha Bceku 2 cemmunu
wtroc manebo u 51 ¢ 6eBarm3ymad 10 mg/kg Ha Bceku 2 cenmunu mmoc epaotuaud 150 mg qHEBHO.
AHanM3bT Ha IBPBUYHATA KpaifHa TOUKa HE MOKa3Ba pa3iiuKa MeXIy rpymnaTa ¢ OeBanuzymad +
riaie6o u rpymnata OeBaru3ymab + epiaotunub (Menuana Ha [1BI1 8,5 cripsimo 9,9 mecenia). [o cenem
MAIMEHTH BB BCAKA TPyIIa ca Mau OOCKTHBHO MoBnusBaHe. J[00aBsiHETO Ha ePIOTHHUO KbM
OeBaru3ymab He e gpoBeno 1o mogodbpenue Ha Ol (HR = 1,764; p = 0,1789), npoapKUTETHOCTTA HA
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00exTHBHO MoBNUsABaHe (6,7 cpemry 9,1 mMecena) wim BpeMeTo 10 porpecupane Ha cumnromute (HR
=1,172; p=0,5076).

AVF0890

ToBa e paHgOMHU3KMpaHO KIMHUYHO u3nuTBaHe (asa II, mpoBeaeHo 3a cpaBHsABaHEe Ha e()UKACHOCTTA U
Oe3onacHocTTa Ha OeBanm3ymad ¢ miane6o. O6mo 116 nanuenTH ca paHIOMU3KMPaHH [ MOTyYyaBat
oeBaru3yma6 3 mg/kg npes 2 ceamunu (n = 39), 10 mg/kg npe3 2 ceamunu (n = 37) unu mianebo

(n =40). MexXIMHHUAT aHAIM3 € TI0Ka3aJl, 9€ UMa 3HAYMMO yIbIDKaBaHE Ha BPEMETO JI0 MMPOTpecus Ha
3abomsBaneTo B rpynara ¢ 10 mg/kg B cpaBHeHue ¢ rpynara ¢ mianedo (koeuuenT Ha puck 2,55; p
<0,001). Uma maika pa3nuka ¢ TpaHUYHA CTATUCTHYECKA 3HAYUMOCT MEXKITy BPEMETO J0 POrpecHs
Ha 3a00JIsIBaHETO B rpynaTa ¢ 3 mg/kg u npu rpymnata ¢ miane6o (koeduuueHT Ha puck 1,26; p =
0,053). YetnprMa nanueHTH ca UMaid 00EKTUBHO (1aCTUYHO) MTOBJIASBAHE U BCHUKHU TeE ca
noiyvasaiu OeBanu3ymad B 1o3a oT 10 mg/kg; cTenenTa Ha 00EKTHBHO MOBJIMSBAHE 32 103aTa OT

10 mg/kg e 10 %.

Enumenen Kapyurnom Ha }zﬁlmuuume, d)aﬂonueeume mpb6u U nNbpeU4YEeH nepumoHealeH KapyuuHom

prea JIUHUA HA ledeHue Ha KAPpYUHOM HA ﬂﬁlmuuume

BesomacHoctTa 1 ehrkacHOCTTA Ha OeBaIM3yMal KaTo IIbpBa JIMHUS Ha JICYCHUE HA MAIUCHTH C
eNUTENIeH KapIIUHOM Ha SITYHUIUTE, (allONUeBUTE TPHOH WM TEPBUYCH MEPUTOHEATICH KaPIIMHOM ca
W3CJIe/IBaHU B JiBe KIMHUYHYU n3nutBanus ot (aza Il (GOG-0218 u BO17707), kouTo orieHsBaT
e(exra Ha oOaBssHETO HA OeBalM3yMad KbM KapOOIUIATHH U TAKIMTAKCEI B CPAaBHEHHE ChC
CaMOCTOSITeITHA XHMHOTEPAIIeBTUIHA CXEMa.

GOG-0218

Kmmanaaoto npoyusane GOG-0218 e dasza Il MHOTOIIEHTPOBO, paHJOMU3UPAHO, TBOWHOCIISIIO,
1a1e00-KOHTPOIMPAHO MIPOYUBAHE C TPU TPYIH, OLEHSIBALIO eeKTa Ha 1oOaBsHe Ha OeBau3yMad
KBM 07100peHaTa XMMUOTEPANleBTUYHA cXeMa (KapOOIUIaTUH U MaKIUTaKCeN) MPY MalUeHTKHU C
HanpenHan (craguu [1IB, IIIC u IV, ciopen Bepcusta 3a cragupane no FIGO ot 1988 r.) enurtenen
KapIrHOM Ha SSHYHUINTE, (HATOTHEBUTE TPHOU WU IbPBUYCH MEPUTOHEANICH KAPIIMHOM.

[NanuenTHTe, KOUTO Ca MOTy4aBaIX MpEANIeCTBAIA Teparus ¢ OeBalu3yMad WK NpeliecTBaIna
CHCTEMHa IIPOTHUBOPAKOBA TEPAINHs 332 KapIIMHOM Ha SHYHULIUTE (HAIIP. XUMUOTEPAIHsI, TEPaItus C
MOHOKJIOHAJIHU aHTUTENa, Tepanusi ¢ HHXMOUTOPH Ha TUPO3UH KHHA3aTa WM XOPMOHATHA TEPaTIHs)
WM IIPEIIeCTBAIO JIbYEIICUEHNE Ha KOPEMa WIIH Ta3a, ca U3KIIIOYEHH OT IPOYUYBAHETO.

O6mo 1 873 manmeHTku ca paHAOMHU3UPAHU B €THAKBO CHOTHOIICHNE KbM CIEIHUTE TPHU TPYITH:

° CPP rpymna: Ilet mukbiia ¢ miane6o (3armodBanii OT HAKBI 2) B KOMOMHANINS C KapOOTIaTHH
(AUC 6) u naknurakcen (175 mg/m?) B npoabkeHne Ha 6 MUKEIA, TOCIEIBAHN OT
MIPIIOKEHUE caMo Ha Tutare0o, o01o 1o 15 Mecera Tepanus

. CPBI15 rpyna: Iler nuknia ¢ 6eBanuzymad (15 mg/kg Ha 3 ceamuiiy, 3a0YHAIN OT LIUKBI 2) B
xomOuHanus ¢ kapoomnarud (AUC 6) u maknurakcesn (175 mg/m?), B poab/KEHKE Ha
6 MUKBIIA, TTOCIICIBAHA OT MPHIIOKEHHE caMo Ha 1riare6o, oomro g0 15 Mecena Tepanus

o CPB15+ rpyna: Iler uukbna c 6eBaunzymad (15 mg/kg Ha 3 ceaMuny, 3an04HaNN OT IUKBA 2)
B KoMOuHanus ¢ kapoomnarun (AUC 6) u nakmurakcen (175 mg/m?), B npoabiokeHue Ha
6 IUKbBIIa, TOCIEBAHN OT NPOABIDKUTENHA ynoTpeOa Ha 6eBanu3ymad (15 mg/kg na
3 ceamuIM), KaTO MOHOTEpanwsi, 0010 10 15 Mecena.

[loBeueTo OT manMeHTHTE, BKIIOYESHU B IPOYYBAHETO, ca OT Osy1ata paca (87 % u B TpUTE TPYIIN);
cpenHata Be3pacT € 60 ronunu B CPP u CPB15 rpynure u 59 ronunu B CPB15+ rpynara, a 29 % ot
narmenTute B CPP wm CPB15 u 26 % B CPB15+rpymnara ca Hax 65-rogumniHa Bp3pact. Q0110
npubamurenHo 50 % ot marmentkute uMat 0 Touku o GOG PS ma m3xoaH0 HUBO, 43 % uMmar 1
touka 1o GOG PS u 7 % umar 2 touku no GOG PS. Iloseuero nauuentu umat EOC (82 % npu CPP
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u CPB15, 85 % npu CPB15+), cnensano ot PPC (16 % npu CPP, 15 % npu CPB15, 13 % mpu
CPB15+) u FTC (1 % npu CPP, 3 % mpu CPB15, 2 % npu CPB15+). [loBedeTo oT manueHTuTe ca
MMalli CepPO3eH XUCTOJOrHYeH ThIl aneHokapuuHoM (85 % mpu CPP u CPB1S5, 86 % npu CPB15+).
O6mo npubnusurento 34 % ot nanmenture ca FIGO craauii 111, c ontumanen perpec u
MaKpOCKOIICKH € OCTaThYHO 3a0oJsiBane, 40 % ca B craauii [l cbe cybonTuMaeH perpec u 26 % ca

MamueHTy B craguii IV.

II'spBruHaTa kpaitna Touka € I1bII, Bb3 OCHOBa Ha OLlEHKAaTa Ha U3CIIEA0BATENS 3a IPOrPeCHs],
OCHOBaBAIIla C€ Ha Pe3yJITaTUTE OT CKeHepa win HuBaTa Ha CA-125, nnm Ha CHMITTOMATHYIHO
BJIOIIIABaHE I10 MPOTOKOJA. B TOMbIHEHHE € MPOBEIEH MPEABAPUTEIHO CIISITUPUIIMPAH aHATN3 HA
nanHuTe, oneHsBamm CA-125 nporpecusita Ha CbOUTHITA, KaKTO U He3aBucuM nperien Ha 1611,
ompeiesicHa OT pe3yJTaTUTe OT CKeHepa.

WsnurBaneTo moctura mbpBuYHata cu men — nogoopenue Ha [1BI1. B cpaBHeHue ¢ manueHTure,
JIEKYBaHH CaMO C XUMHUOTeparus (KapOoIIaTHH U MAKIMTAKCEN) KaTo IIbpBa JTWHUS Ha JICUCHUE,

OosHuTe, OTy4yaBaiu OeBaiu3ymad B f03a 15 mg/kg Ha 3 cenqMuim, B KOMOMHAIUS ¢ XUMHOTEPAITUs

Y IPOIBIDKUIIN J1a TosTyyaBat camo OeBanmuzymad (CPB15+), uMaT KIMHUYIHO H3pa3eHo U
CTaTHCTUYECKH 3HaYuMO nogoopenue Ha [1BI1.

[Ipu manmeHTKUTE, KOUTO Ca MMOJIy9aBail caMo OeBar3yMad B KOMOWHAIIHS ¢ XUMHUOTEpaINws U He ca
MPOABIDKHIY JieueHne camo ¢ OeBaru3ymad (CPB15), He e HaOmo1aBaHa KIIMHUYHO M3pa3eHa moiza

no otHoueHue Ha [1BI1.

Pesynrarute oT TOBa poyuBane ca 06o6mienn B Tabnmma 16.

Tabauua 16. PesyaraTu 3a epuxacunoct ot npoyuBsane GOG-0218

I[IpexusseMocT 63 nporpecus’
CPP CPBI15 CPB15+
(n=625) (n=625) (n=623)
Menuana Ha I1BI1 10,6 11,6 14,7
(Mecenn)
KoeduiueHT Ha puck 0,89 0,70
(95 % CI)? (0,78, 1,02) (0,61, 0,81)
p-croinoct>* 0,0437 <0,0001
YecToTa Ha JICHCTBUTENICH OTTOBOP
CPP CPBI15 CPB15+
(n=396) (n=393) (n=403)
% TIaIIUEHTKH C 63,4 66,2 66,0
00EKTHUBEH
OTTOBOD
p-CTOWHOCT 0,2341 0,2041
O611a mpeXUBAEMOCTS
CPP CPBI5 CPB15+
(n=625) (n=625) (n=623)
Menauana na OIT 40,6 38,8 43,8
(Mecenn)
KoeduruenT Ha puck 1,07 (0,91, 1,25) 0,88 (0,75, 1,04)
(95 % CI)?
p-cTOMHOCT? 0,2197 0,0641

' AHanus Ha oneHenaTa ot uscnenosarens I1BI1, cnenudunupan B GOG npotokona (6e3 nposepka 3a CA-125
nporpecust, HuTo 3a TUII npeau nporpecus Ha 3a00JIIBaHETO) ¢ KpaiiHa JaTa 3a ChOMpaHe Ha JTaHHUTE

25 despyapu 2010 T.

‘crpatuduimpan KOEQUIMEHT Ha PUCK, OTHACHII CE 33 KOHTPOJIHATA TPYTIA.
SEnnoctpanna log-rank p-cToiiHocT.
“TIpu rpanuua Ha p-croiinocrra ot 0,0116.
STlauMeHTKY ¢ U3MEPUMO 3a00NIABAHE HA U3XOIHO HUBO.
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SOkoHuaTeNeH aHanu3 Ha 00IaTa PEXMBIEMOCT, IIPOBEIEH NPU CMBPTTA Ha 46,9 % OT NalMEHTKHUTE.

IIpoBenenu ca npeasaputenHo crenuduupann ananm3u Ha [1bI1, Bcnukure ¢ kpaitHa narta 3a
cpOupane Ha nanaute 29 centemBpu 2009 r. Pesynratute OT Te3u MpeaBapuTeIHO criequpUIUpaH
AHAJIN3M Ca KaKTO CIIE/IBA:

. Ananu3bt Ha [1BI1, criopes orieHKaTa Ha U3CJIeA0BaTENs, CISHU(PUIMPaH B TPOTOKOIa (0e3
npoBepka 3a CA-125 nporpecus wim 3a Tepanust u3BbH nporokoina [ TUIT]), moka3ea
ctpatudumpan koedumueHT Ha pruck ot 0,71 (95 % CI: 0,61-0,83, eqHocTpanHa log-rank p-
croiinoct < 0,0001), korato CPB15+ ce cpasusiBa ¢ CPP, ¢ menuana na I1bI1 10,4 mecena B
CPP rpynara u 14,1 mecena B8 CPB15+ rpymnara.

. IIspBuunmsaT anamm3 Ha [1BI1, ciopes orlenkara Ha uzcnenosarens (cien mposepka 3a CA-125
nporpecust u TUII), nokassa ctpatudumpan koepuureHt Ha puck ot 0,62 (95 % CI: 0,52-
0,75, ennoctpanHa log-rank p-croitroct < 0,0001), korato CPB15+ ce cpasnsiBa ¢ CPP, ¢
meaunana Ha [IBII 12,0 mecenia B CPP rpymnata u 18,2 mecernia B CPB15+ rpymnara.

. Ananmuset Ha [1BI1, nenen ot He3aBucUMa Haa30pHA KoMucHs (mpoBepka 3a TUII), mokaszsa
cTpatudumpan koepuuneHt Ha puck ot 0,62 (95 % CI: 0,50-0,77, eqnoctpanna log-rank p-
croiiroct < 0,0001), korato CPB15+ ce cpasusia ¢ CPP, ¢ menuana na I1bI1 13,1 8 CPP
rpynara u 19,1 mecenia 8 CPB15+ rpynara.

Ionrpynosure ananu3u Ha [1BI1 o craamii Ha 3a00IsIBAHETO U CHCTOSTHHE Ha perpec ca 00001eHH B
Tabmuia 17. Te3u pe3ynraTu Moka3BaT HEUYBCTBUTEIHOCT Ha MeTo/a Ha aHaiu3 Ha [IBI1, kakTo e
nokazano B Ta0muia 16.

Ta6auua 17. Pesyararu 3a IIBII! no craguii Ha 3200/19BaHETO U CHCTOSIHME HA perpec oT
npoyuBane GOG-0218

Pangomusupany nanuenty craauii 111 3aonsBane ¢ onTUMaleH perpec Ha 3a0osBaHeTo >°
CPP CPB15 CPB15+
(n=219) (n=204) (n=216)
Menuana ua I1BI1 12,4 14,3 17,5
(Mecenn)
KoeduiueHT Ha puck 0,81 0,66
(95 % CI)* (0,62, 1,05) (0,50, 0,86)
PanjioMu3ipany nanuenTy cbe craauii 111 3a6osBane cbe cyboNTHMAIEH perpec’
CPP CPBI15 CPB15+
(n=253) (n=256) (n=242)
Menaunana Ha I1BI1 10,1 10,9 13,9
(Mecenn)
Koeduuuent Ha puck 0,93 0,78
(95 % CI)* (0,77, 1,14) (0,63, 0,96)
PannoMusupanu nanueHTH B ctaauii IV 3a0ossBaHe
CPP CPBI15 CPB15+
(n=153) (n=165) (n=165)
Menaunana Ha I1BI1 9,5 10,4 12,8
(Mecenn)
KoeduruenT Ha puck 0,90 0,64
(95 % C1)* (0,70, 1,16) (0,49, 0,82)

! Ananus Ha oneHeHara ot uscieosarens 11611, cnenuduuupan 8 GOG nporokona (6e3 nposepka 3a CA-125

nporpecust, Huto 3a TUII npenu nporpecus Ha 3a00JsBaHETO) ¢ KpaiiHa 1ara 3a ChbOMpaHe Ha JJaHHUTE

25 despyapu 2010 r.

2C 0CTaTHhYHO 3a00JIs1BaHE MAaKpPOCKOIICKH.

33,7 % oT 00IIaTa paHIOMU3MpaHa HOMyJIalKs IaHeHTH ca MMaiu craauii I1IB 3abonssane.
“OtHacs1 ce 3a KOHTPOJIHATA TPyTIA.
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BO17707 (ICON7)

BO17707 e muorouentposo (aza IIl, pangomMusupano, KOHTPOIUPAHO, OTKPUTO KIMHUIHO
NpOyYBaHe C JBE IPYyIH, CPaBHABAIIO eekTa oT JoOaBsHEe Ha OeBau3yMad KbM KapOOIUIaTHH IUTIOC
HaKIJIUTAKCeN IIPU MAIUEHTH CJIe]] OTIepalys Ha eMUTEeNIeH KapLIUHOM Ha SiYHHAITE, (HaoHeBUTE
TpBHOM Wiu bpBHYEH NepuToHeaneH kapuuaoM FIGO craawmii [ wmm IIA (crenen 3 wim camo ducra
kaerbuHa xucronorus; n = 142) umu FIGO craguii 1IB - IV (Bcuuku cTeneHn U BCUYKH
xuctonornguu tumnose, n = 1386) (NCI-CTCAE v.3). B ToBa u3nuTBaHe € U3M0JI3BaHa BEPCHITA 32
craaupane o FIGO ot 1988 r.

[lanuenTuTe, KOUTO ca NOIy4aBaIX HpeALIecTBaILA Tepalus ¢ OeBauu3yMad WK NpeALIecTBaILa
CHCTEMHa IIPOTHUBOPAKOBA TEPAINKs 332 KapIIMHOM Ha SHYHULIUTE (HAIP. XUMHUOTEPAIHsI, TePaItus C
MOHOKJIOHAJTHU aHTUTENa, Tepanus ¢ HHXMOUTOPH Ha TUPO3UH KHHA3aTa WM XOPMOHATHA TEPaTIHs)
WY IPEIIECTBAILO JIbYEIICUEHUE HAa KOPEMa U Ta3a, Ca U3KIOYEHHU OT IIPOYYBAHETO.

O6m10 1528 manueHTKy ca paHAOMU3UPAHNA HA PABHU YaCTH KbM CJIICIHUTE JBE TPYIIH:

o CP rpyna: Kap6oruatun (AUC 6) u nakimurakcen (175 mg/m?) B npobinkeHre Ha 6 IUKbIIA ¢
HPOJBIDKUTEIHOCT OT 3 CeIMHIN
. CPB7,5+ rpyna: Kap6omnarun (AUC 6) u naknurakcen (175 mg/m?) B IpoabIDKEHHE HA

6 nuKbaIa OT 3 ceaMuIy miroc Oesaruzymad (7,5 mg/kg Ha 3 cemmuiu) 0 12 mecena
(npunoxenneTo Ha 6eBanu3yMab 3armo4Ba B MUKBI 2 OT XUMHOTEPAIUATA, aKO JICYCHUETO ©
3armo4Hasno 70 4 CeJAMHIIM OT OTICPAIHATA, WU B IIUKBI 1, aKO JICUSHUETO € 3aI0YHAI0 TTOBEUYE
OT 4 CeAMUITH CIIe] OTIepaIusiITa).

[loBeueTo OT MalMEHTKUTE, BKJIIOYEHH B MPOYYBAHETO, ca Ouin ot Osinata paca (96 %), cpenHara
BB3pacT € 57 roJIMHYU B JIBETE TPYIU Ha JieueHue, 25 % oT O0IHUTE BBB BCSAKA TpyIa Ha JIeueHHE ca Ha
BB3pACT 65 TOAWHU WK MToBede U npuomm3uTeHo 50 % ot manuentkure ca umann ECOG PS — 1;

7 % OT MaLlMEeHTKUTE BBB BCsAKA rpyna Ha edeHne ca uMan ECOG PS — 2. [ToBedeTo oT nanueHTUTe
ca umanu EOC (87,7 %), cnensano ot PPC (6,9 %) u FTC (3,7 %) min koMOUHAIMS OT TPUTE

(1,7 %). IloBeueto nmanuentu ca omnu FIGO cranuii 111 (u nBete 68 %), cnensanu ot FIGO cramuii [V
(13 % u 14 %), FIGO crammii II (10 % u 11 %) u FIGO craguii I (9 % u 7 %). bommmHaCTBOTO
NalUeHTH BbB BCsAKa rpyna Ha jedenue (74 % u 71 %) ca nmanu Ha U3X0IHO HUBO cabo
mudepeHnupanu (crerneH 3) MbpBUYHE TyMOpH. YecToTara Ha Bceku xucroiorunder noarun EOC e
nmojo0Ha B TpynuTe Ha jJedeHue; 69 % oT marMeHTUTe BHB BCSKA IPyIia Ha JICUCHUE Ca HMAIId CEPO3CH
XHMCTOJIOTHUYEH THII aI€HOKAPIIMHOM.

[IspBuunHata kpaitna Touka € [1bI1, onienena ot uzcnenosatens ¢ momoiira Ha RECIST.
WsnurBaHeTo moctura mbpBuYHarta cu 1en — nogoopenue Ha [1BI1. B cpaBHeHue ¢ manueHTure,
JIEKYBaHH CaMO C XUMHUOTepanus (KapOoIIaTHH U MAKINTAKCEN) KaTo IIbpBa JIMHUS Ha JICUCHUE,
MAIMEHTHTE, KOUTO ca ToTyvyaBanu OeBann3ymad B f03a ot 7,5 mg/kg Ha 3 ceqmuny B KOMOMHAITUS C
XUMHOTEPAITNs 1 ca MPOABDKIIN Ja ToIy4aBat 6eBannzymad mo 18 mukbiia, ca umanu

CTaTUCTHYECKH 3HAaUnMO niogoopenue Ha [1BI1.

Pesynrarute oT TOBa poyuBaHe ca 00o6mieny B Tabnmma 18.
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Tabauua 18. PesyaraTu 3a egpuxacHoct npu npoyusane BO17707 (ICON7)

[IpexxuBsieMocT 0€3 mporpecus

CP CPB7.5+
(n="764) (n="764)
Mepuana I1BI1 (Mecenm)? 16,9 19,3
Koepuument nHa puck [95 % CIJ? 0,86 [0,75; 0,98]

(p-ctotinoct = 0,0185)

Yecrora Ha ,I[eﬁCTBPITeJ'ICH OTl"OBOpl

Cp CPB7.5+
(n=277) (n=272)
UYecToTa HA OTTOBOP 54,9 % 64,7 %

(p-ctotinoct = 0,0188)

O611a MpeKUBIEMOCT

CP CPB7.5+
(n=764) (n=764)
Menuana (Mecenn) 58,0 574
Koedunument Ha puck [95 % CI] 0,99 [0,85; 1,15]

(p-ctorinoct = 0,8910)

'Tlpyu manuenTH ¢ H3MEPUMO 3a00NIABaHE HA H3XOIHO HHUBO.

2Ananus Ha ITBI1 ciope st OLleHKaTa Ha M3CIen0BaTels ¢ KpaifHa 1aTa 3a chOMpaHe Ha JaHHuTe 30 HOeMBpHU
2010 .

3OKOHYATETHUAT aHAJIU3 HA 00IIATA IPEKUBIEMOCT € HalpaBeH, Korato 46,7 % OT NalMeHTHTE ca MOYHHAIIH, C
KpaliHa jara 3a choupane Ha manauTe 31 MapT 2013 .

IIspeuunusaT ananu3 Ha [1BI1, ciopen oleHkaTa Ha M3CIeA0BATEIIs C KpaiiHa JAara 3a ChbOupaHe Ha
nmauauTe 28 despyapu 2010 r., mokaszsa HecTpaTudumpan koedunreHt Ha puck ot 0,79 (95 % CI:
0,68-0,91, nByctpanna log-rank p-crotinoct 0,0010) ¢ meauana Ha [1BI1 ot 16,0 mecenia B CP rpymnara
u 18,3 meceua B CPB7,5+ rpynara.

[onrpynosure ananusu Ha [1B11 o cranuii Ha 3a0075BaHETO U CHCTOSHUE Ha perpec ca 00001IeH: B

Tabmuma 19. Te3u pesynratu moka3Bat HeUyBCTBUTETHOCT HA METO/a Ha MbpBUYHMS aHanu3 Ha [1BI1,
KaKTo € Imoka3zano B Ta0imma 18.
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Ta6auua 19. Pesyararu 3a IIBIT! ciopen cragus Ha 3260J19BAHETO H CHCTOSIHUETO HA Perpec oT
KJIMHUYHO mpoyuBane BO17707 (ICON7)

Pannomusupanu manmenTu craauii 111 3abosiBane ¢ onTuMalieH perpec Ha 3a00JIIBaHETO 2,3
CP CPB7.5+
(n=368) (n=383)
Menuana Ha [1BI1 (Mecenn) 17,7 19,3
Koedwumment nHa puck (95 % CI 4 0,89
0 prac (95 % C1) (0,74, 1,07)
Pannomusupanu manuenTu cbe craauii 111 3a0omnsBane che cyOonTUMAICH perpec3
CP CPB7.5+
(n=154) (n=140)
Menuana Ha [1BI1 (Mecenn) 10,1 16,9
Koedunment na puck (95 % CI 4 0,67
0 puck (95 % CI) (0,52, 0.87)
PannoMusupanu nanyeHTH B ctaauii IV 3a0ossBaHe
CP CPB7.5+
(mn=97) (n=104)
Menwnana Ha I1BI1 (mecenn) 10,1 13,5
Koedwumment nHa puck (95 % CI 4 0,74
0 prac (95 % CI) (0,55, 1,01)

' Ananus Ha I1BI1 ciopet oLleHKaTa Ha U3CIIeI0BaTels ¢ KpaiiHa J1aTa 3a ChOMpaHe Ha JaHHUTe 30 HOeMBpH
2010 .

2C nnm 6€3 0CTaThuHO 3a00NABaHE MAKPOCKOTICKH.

35,8 % ot 001IaTa paHIOMU3HpaHa MoMyJIalys MalMenTH ca umanu craauii [11B 3a6onssane.

4Ornacsu ce 3a KOHTPOJIHATA TPYTIA.

Peyuousupawy xapyurom na siiunuyume

EdukacHoctTa 1 6e30macHOCTTa Ha OeBau3ymMal NpH JICUCHHE Ha PEIUANBHPAILl CIIUTEICH
KapLUHOM Ha SHYHHAIMTE, (HaTONHEBUTE TPHOU M IbPBUYEH NIEPUTOHEANICH KapLHOM, Ca H3CIICABAHH
B TpH KimHNYHY n3nutBanus ¢aza I (AVF4095g, M022224 u GOG-0213) mpu paznuyHu
TIOITYJIAIMY TTAIUCHTH B CXEMH Ha XUMHUOTEPAITHSL.

o AVF4095¢ onensiBa eukacHOCTTa U 0€30M1aCHOCTTA HA OeBalM3yMad B KOMOMHAIIUS C
KapOOIJIaTHH U TEMIMTAONH, MOCIESIBAHO OT OeBan3ymMab caMOCTOSTEIHO NP MAIHSHTH C
YYBCTBHUTEJICH HA TUIATHHA PEIMIUBHPAIL] CIUTEIICH KAPIIMHOM Ha SHYHUIMTE, DATONMEBUTE
TPBOM WIIH IEPBUYEH TIEPUTOHEATIEH KaPITHHOM.

o GOG-0213 ouensBa erukacHOCTTa 1 Oe30MaCHOCTTa HA OeBau3yMad B KOMOHHAIINS C
KapOOIJIATHH U MAKIUTAKCEN, TIOCICABAHO OT OEBAIU3yMad CaMOCTOSTEITHO MPH MAIUEHTH C
YYBCTBHUTEJICH HA TUIATHHA PEIMIUBHPAIL] CIUTEIICH KAPIIMHOM Ha SHYHUIMTE, (ATONHEeBUTE
TPBOM WIIH TEPBUYEH TIEPUTOHEATIEH KaPITHHOM.

° MO22224 onensiBa eprikacHOCTTa U O6e30MacHOCTTa Ha OeBann3ymMad B KOMOMHAIUS C
MaKJIMTaKCeNT, TOMOTEKAH WK METHIIMPAH JINI030MaJIeH JOKCOPYOHIIMH ITPH TAIUEHTH C
TUTATHHA-PE3UCTEHTEH PEIUINBUPAIIL SITUTENCH KApIMHOM Ha SHIHUAIUTE, (aONHEeBUTE TPHOU
WIN TbPBUYCH MEPUTOHEATICH KAPIIUHOM.

AVF4095g

be3onacHocTTa 1 eukacHOCTTa Ha GeBalM3yMad NpH JIedeHNe Ha MAUEHTKH C PeLUIUBUPALI
enuTeNeH KapIIUHOM Ha SIMYHUIUTE, (PaONMEeBUTE TPHOU WM IbPBUUCH MIEPUTOHEANICH KapIIMHOM,
YYBCTBHUTEJICH KbM JICUCHHE C IUIaTHHA, KOUTO HE ca MOy4YaBajy MIPEeIr TOBa XUMHOTEpanus 3a
peLuIuBHpPALIO 3a00IABaHe WM JIe4eHHe ¢ OeBalu3yMal, ca U3CIeBaHu B €THO PaHIOMU3UPAHO,
JIBOMHOCIISTIO M1alie00-KOHTPOIMpaHo KIMHYHO m3nuTBane ¢a3za Il (AVF4095g). Kinuanunoro
M3IIMTBaHE CpaBHABA edeKTa Ha J00aBsHe Ha OeBann3ymMad KbM XUMHAOTepansl ¢ KapOOIUIaTHH U
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reMuTabWH U POJIbIKaBaHe Ha OeBann3ymMad KaTo MOHOTEPAITUS JI0 IPOTPECHS ChC CAMOCTOSTEITHO
MIPIIOKEHUE Ha KapOOIUTATHH U TeMIIUTA0WH.

B KJIMHUYHOTO M3NMUTBaHE ca BKIOYBAHM CaMO MAIlUEHTKH C XHUCTOJOTUYHO T0Ka3aH KaplMHOM Ha
SHYHULUTE, TBPBHYCH MIEPUTOHEATIEH KAPIMHOM WM KapIUHOM Ha (haJIONUeBUTE TPHOH,
peunauBHpai > 6 Mecela ciiel XUMUOTEpalys Ha OCHOBAaTa Ha IUIATHHA, KOUTO HE ca M0JIydaBaju
XUMHUOTEPAITUS 38 PEUUANBUPAIIOTO 3a00IBaHE U HE ca MOTy4yaBajy MPEIISCTBAIIA TEPAIHUs C
oepanmzyma0, apyru naxuouropu Ha VEGF nnm npyru VEGF penienrrop-npuiienan areHTy.

006110 484 MauMeHTKN C U3MEPUMO 3a00IIsABaHe ca paHIOMHU3UPAaHU B choTHOIIeHUe 1:1 3a

IMOJIYy4aBaHC Ha:

. Kap6omnatun (AUC 4, nen 1) u remuuradun (1000 mg/m? B quu 1 1 8) 1 eJHOBPEMEHHO
marne6o Ha BCEKH 3 CEIMMIIN B IPOIBIDKEHHE HAa 6 1 10 10 muKbIIa, MOCIIeIBaHN OT IIIAIe00
CaMOCTOSTETHO (Ha BCEKH 3 CEJMMUIIN) JIO MPOTPecs Ha 3a00JIIBAaHETO WM HEMTPUEMITHBA

TOKCHUYHOCT.

o Kap6ormnarun (AUC 4, nen 1) u remuura6un (1000 mg/m? B qau 1 u 8) u eTHOBpEMEHHO
oeBaru3yma0 (15 mg/kg nen 1) Ha Bceku 3 ceaMuIM B IpoAb/uKeHre Ha 6 1 10 10 1uKbia,
nocieaBanu ot oearu3yMad (15 mg/kg Ha Bceku 3 CeMUIIM) CAaMOCTOSTEIHO JI0 MPOrpecus Ha
3a00JI5IBAHETO WJIM HEMTPUEMITUBA TOKCHYHOCT.

[IppBUYHATa KpaiiHa TOYKa € IIPEeXHUBSIEMOCT 0€3 IPOrpecys Bb3 OCHOBA Ha IIPELICHKATa Ha
u3cnenosatens ¢ nomourra Ha Mmoguduuupad RECIST 1.0. JonbaHuTenHUTE KpatHU TOYKH
BKJIIOYBAT O0EKTHBEH OTTOBOP, MPOABIKUTEITHOCT Ha OTTOBOPA, 001112 NPEXXUBAEMOCT U O€30IacHOCT.
W3BBpIIIeH e ChII0 M HE3aBUCHUM IPEeTJie]] Ha MbpBUYHATA KpailHa TOUYKa.

Pesynrarute ot ToBa poyuBaHe ca 0600menu B Tabmuua 20.

Tabauua 20. Pe3yaraTu 3a epukacHocT oT npoyuBane AVF4095g

[IpexxuBsieMocT 0€3 mporpecus

OrneHka Ha U3cIenoBaTeNs IRC omenka
ITnane6o + | bepaumzymad + C/G| Ilnanebo + | bepaumnzymad + C/G
C/G (n=242) C/G (n=242)
(n=242) (n=242)
bes nposepka 3a THUIT
Menuana Ha 8,4 12,4 8,0 12,3
MBI (mecenwm)

Koedwuruent na
puck (95 % CI)

0,524 10,425, 0,645]

0,48010,377, 0,613]

p-CTOMHOCT

<0,0001

<0,0001

C nposepxa 3a TUII

Menuana Ha
TIBIT (Mecern)

8,4

12,4

8,6

12,3

KoeduiueHr Ha
puck (95 % CI)

0,484 10,388, 0,605]

0,451 [0,351, 0,580]

p-CTOMHOCT <0,0001 <0,0001
YecTtoTa Ha 00EKTHUBEH OTTOBOP
OlLleHKa Ha H3CIeA0BaTENs IRC onenka
ITnane6o + | bepaumzymad + C/G| Ilnanebo + |bepaumzymad + C/G
C/G (n=242) C/G (n=1242)
(n=242) (n=242)
% TaIUeHTH C 57,4 % 78,5 % 53,7 % 74,8 %
00EKTHBEH
OTTOBOP
p-CTOWHOCT <0,0001 <0,0001

O0611a MPeXKUBIEMOCT
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[Tnane6o + C/G Bepammzymab + C/G
(n=242) (n=242)
Menauana Ha OIT 32,9 33,6
(Mecenn)
Koedwuruent na 0,952 10,771, 1,176]
puck (95 % CI)
p-CTOHHOCT 0,6479

[oarpynosure ananusu Ha [1BI1 B 3aBHCHMOCT OT pEIMIAUBUPAHETO CJIE]T TIOCICIHATA TEPAITHS C
IUIaTHHA ca 00001eny B Tabmuma 21.

Tab6anna 21. Ilpe:xknBsieMocT 0e3 mMporpecusi cnopex BpeMeTo 0T MOcJdeIHATA Tepanusi ¢
IUIATHHA 10 pelUANBHPAHETO

Ouenka Ha u3cje10BaTes
Bpeme ot nocijienHaTa Tepanus ¢ IiIaTHHA Ilnamedo + Besamusymad + C/G
J10 PenAUBHPAHETO C/G(n =242) (n =242)

6 — 12 mecerna (n=202)
Meanana 8,0 11,9
Koeduuuent Ha puck (95 % CI) 0,41 (0,29-0,58)

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

GOG-0213

GOG-0213 e panmoMHu3upaHO, KOHTPOIHUPAHO, OTKPUTO KIMHUYHO u3nuTBane ¢asa I, koero
u3cieBa 0e30MacHOCTTa U ePUKACHOCTTa Ha OeBann3ymMal MpH JeUeHrE Ha TAlUeHTH C
PELUINBHPAL eIUTEICH KapIIMHOM Ha SHYHULUTE, (paronnueBuTe TphOU WK IbPBUYCH
TIEPUTOHEAJICH KapIIMHOM, YyBCTBHTEJIEH KbM JICUEHHE C TUTaTHHA, KOUTO HE ca MOJTy4YaBald Mpeau
TOBa XMMHUOTEpANHs 32 PEUUIUBHpAILo 3a0oisiBane. [IpeauiHa aHTHaHTHOTeHHA TEepaIlus He €
u3KItouBall kpurepuid. [Ipoyusanero orensiBa eekra Ha 100aBsHE Ha OeBaru3ymMad KbM
KapOOIUTaTHH + MaKJIMTaKCEN U MPOIBIDKABAHETO Ha OeBaI[M3yMal CaMOCTOSATEHO JI0 MPOrpecus Ha
3a00JIsIBAHETO WJIM HEMIPUEMITUBA TOKCHYHOCT, B CPABHEHHUE CHC CAMOCTOSTETHOTO MPHIIOKEHUE Ha
KapOOTUTaTHH + IMaKIINTaKCEll.

006110 673 MaMeHTy ca paHAOMU3HPAHN B €THAKBO CHOTHOIIICHUE KbM CICTHUTE JIBE TPYITH Ha
JIEYEHHE:

o CP rpyna: Kap6oratun (AUCS5) u nakiurakcen (175 mg/m? HHTpaBEHO3HO) Ha BCEKU
3 cenMuIH B MPOIBIDKCHIE HA 6 U 10 8 ITUKBIIA.
o CPB rpyna: Kap6omiarun (AUCS5) u naknurakcen (175 mg/m? HHTpaBEHO3HO) U

eaHoBpeMeHHO OeBaru3ymab (15 mg/kg) Ha Bceku 3 ceMHIIM B IPOABKEHUE Ha 6 U 70
8 uKbIa, nocneaBano ot 6eBanu3ymad (15 mg/kg Ha Bceku 3 ceAMHUIN) CAMOCTOSTENHO JI0
nporpecus Ha 3a00JIIBaHETO WK HETIPHEMIIMBA TOKCUYHOCT.

IToseuero manuentu B CP rpynara (80,4 %) u CPB rpynara (78,9 %) ca ot Osinata paca. Menuanata
Ha Bb3pactTa € 60,0 roquan B CP rpynara u 59,0 ronunu B CPB rpynara. Ilo-ronsmMara gact ot
nanmentute (CP: 64,6%; CPB: 68,8%) ca BbB BB3pacToBaTa Kateropus < 65 roguan. Ha n3xomaHo
HUBO TIOBEYETO MAITUEHTH B BeTe rpymnu Ha euenue ca mmamm GOG PS 0 (CP: 82,4 %: CPB; 80,7 %)
wm 1 (CP: 16,7 %: CPB; 18,1 %). ®ysknuonanen craryc 2 mo GOG Ha U3X0HO HUBO € ChOOIIEH
mpu 0,9 % ot mauuenture B CP rpynara u 1,2 % ot nmanmenture B CPB rpynara.

[IppBHuHaTa KpaifHa Touka 3a epuxacHoCcT e obmaTa npexxussemoct (OII). OcHoBHaTa BTOpHYHA

KpaifHa Touka 3a eukacHoCT e npexxuBseMocT 6e3 nporpecus (ITBIT). Pesynrarute ca npencTaBeHu B
Tabnuna 22.
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Ta6auna 22. Pesyarartu 3a epukacnocr’? or npoyusane GOG-0213

[IspBHUHa KpaiiHa TOUYKA
O61ma npexussiemoct (OIT) Cp CPB
(n=336) (n=337)
Menuana Ha OI1 (Mecenm) 37,3 42,6
Koedumment na puck (95 % CI) (eCRF)* 0,823 [CI: 0,680, 0,996]
p-CTOMHOCT 0,0447
Koeduuuent Ha puck (95 % CI)(dpopmysip 3a 0,838 [CI: 0,693, 1,014]
peructpanys)®
p-CTOWHOCT 0,0683
Bropuuna kpaiina Touka
[pexussiemoct 6e3 nporpecus (I1bIT) CP CPB
(n=336) (n=337)
Mennana Ha I1BI1 (mecenn) 10,2 13,8
Koeduruent Ha puck (95 % CI) 0,613 [CI: 0,521, 0,721]
p-CTOMHOCT <0,0001

'Oxonuatenen ananus

2TyMOpPHHTE OLIEHKH U OLIEHKMTE Ha OTFOBOPA Ca ONPEIENIEHH OT U3CiIenoBaTenuTe ¢ nomonrra Ha GOG
kputepunte Ha RECIST (Ilpepaboreno prroBoactBo Ha RECIST (Bepcus 1.1) Eur J Cancer. 2009;45:228Y247).
2KoeduMeHThT Ha PUCK € N3YMCIICH OT MPONOPLIMOHATHN MOJIeNIM Ha pucka o Cox, cTpaTu(UIpaHu 1o
HPOJBDKUTENTHOCT Ha MHTEpBana Oe3 JedeHue ¢ IIaTHHA IpeJu BKIIOYBAHETO B TOBa NpoyuBaHe, cnopex eCRF
(enexTpoHHA KJIMHMYHA KapTa) U CTAaTyC 10 OTHOLIEHUE Ha BTOpUYHA XupypruyHa nutopeaykuus la/He ([la =
PaHIOMH3UPAHU Ja MPETHPIT IUTOPEIYKINS WK PaHIOMHU3HPAHHU Jla He MPeThPIT uTopenykius; He = He e
KaHIWUAAT WIM HE JaBa ChIJIaCHe 3a MOJJIaraHe Ha IUTOPESIYKIINS).

SCrparuduunupany no MpOABIKUTENHOCT HA MHTEPBANA 6€3 JIEYEHHE TPEIN BKIIOYBAHETO B TOBA MPOYYBAHE
CBITIacHO (HOPMYJIIpa 3a PErUCTpaLysl U CTaTyca I10 OTHOLIEHHE HAa BTOPUYHA XUPYPrHYHA UTOPELY KLU
Ja/He.

KnmHMYHOTO M3MHUTBaHE € MIOCTUTHAJIO CBOSITAa OCHOBHA 1IelT 3a mogoopseane Ha OIl. Jleuenunero ¢
oeBar3yma0 ¢ qo3a 15 mg/kg Ha Bceku 3 ceMUI B KOMOMHAINS C XUMHUOTEpaIus (KapOOoIIaTHH U
MAKJIUTAKCEl) B MPOIBIDKCHUE Ha 6 U JI0 8 MHUKbIa, TOCIEABAHO OT OeBanu3yMad J0 porpecus Ha
3a00JISIBAHETO WIIM HEMIPUEMITUBA TOKCHYHOCT NP JIaHHH, mosrydeHn ot eCRF, Boan 10 KITHHAYHO
3HAYMMO U CTATUCTUYECKH 3HaYnMO rooopenue B Ol B cpaBHEHHE C JICUSHHETO C KapOOIIIaTHH H
MAKIUTAKCENl CAMOCTOSTEIHO.

MO22224

[IpoyuBanero M022224 ouensiBa epukacHOCTTa 1 Oe30IacHOCTTa Ha OeBanu3ymMad B KOMOWHAIINSA C
XUMHUOTEPAITUS TIPH PE3UCTEHTEH Ha IUIATHHA PEIUANBUPAI STUTEICH KaplIUHOM Ha SIHYHHLINTE,
(anonueBuTe TPHOU WU IHPBUYCH IIEPUTOHEANICH KapIiMHOM. ToBa Mpoy4YBaHe € IIaHUPaHO KaTo
OTBOpEHO, pannoMusupano ¢asa Il ¢ gBe rpynu 3a orenka Ha GeBanK3yMad MIIFOC XUMUOTEPAITUS
(CT + BV) copsamo xumuotepanus camocrositrenHo (CT).

O6H.[O 361 ManrueHTH Ca BKIIFOYCHU B TOBA U3IMUTBAHEC U Ca NOJYUYUIIN XUMHUOTCPpAIIUA (HaKJ’II/ITaKCGJ'I,
TONOTCKAH WX NETHUIIMPAH JTUIIO30MCH ,I[OKCOpy6I/ILII/IH (PLD) CaMOCTOATCIIHO UJIU B KOM6I/IHaLII/I$I C

OeBaru3ymao:

CT rpyna (XumuoTepanus CaMmOCTOSITEIHO):

. IMakmurakcen 80 mg/m? kato 1-yacosa uHTpaBeHo3Ha MH(Y3us B 1uu 1, 8, 15, 1 22 Ha Beeku
4 ceamuuy.
. Tonorekan 4 mg/m?* karo 30-MUHyTHA UHTPaBEHO3HA UHQY3us B 10K 1, 8, 1 15 Ha Bceku

4 cenmuiy. AITEpHATHBHO MOKE JIa Ce TIPUIIOKH 1032 OoT 1,25 mg/m? B IPOAbIKEHHE HA
30 MUHYTH B 1HU 1—5 Ha BCEKH 3 CEIMMIIN.

. PLD 40 mg/m? kato uHTpaBeHo3Ha HHPY3Hs ChC CKOpOCcT 1 mg/min camo B 1eH 1 Ha Bceku 4
ceamunuy. Cren MK 1 JIEKapCTBOTO MOXKE J1a ¢e Ipujiara Kato 1-uyacoBa HH(Y3HsL.
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CT + BV rpyna (xumuoTepanus Iioc 6eBaru3ymad):

J W3bpanara xumuoTtepanus e komOuHupana ¢ Oesanusymad 10 mg/kg MHTpaBEeHO3HO Ha BCEKU
2 ceamuiu (win 0epanm3ymMad 15 mg/kg Ha BCEKH 3 CEIMHUIIH, aKO CE U3I0JI3Ba B KOMOHHALIHS
¢ Tonortekan 1,25 mg/m? B iau 1-5 Ha BCeKH 3 CeMUILIK).

[MoaxonsmuTe 3a BKJIIOYBAHE MALMEHTH Ca UMM SITUTENIEH KapIUHOM Ha SIYHHIUTE, (haONHEeBUTE
TpBOU WIN IbPBUYEH NIEPUTOHEATIEH KapLIMHOM, KOITO € Iporpecupall B paMKHUTe Ha < 6 Mecela oT
npeecTBalla Tepanus ¢ IIaTHHA, ChCTOSIIA Ce 0T Hal-Majiko 4 UKbBJIa Ha Tepanus ¢ IIaTHHA.
[ManmenTtkute TpsiOBa a ca UIMaIN OYaKBaHA MPOABILKUTETIHOCT Ha KUBOT OT > 12 cexmMunu 1 1a He
ca TIOJTyJaBaJId TIPEIN TOBA JIbUETepanus Ha Taza u kopema. [loBeueTo manuentku ca 6mmm ¢ FIGO
craguit lIIC umm cranuii IV. [ToBewyero ot 6omuuTe B ABete rpynu ca umanun ECOG ¢yHkumnonanexn
craryc (PS) 0 (CT: 56,4 % cpemry CT + BV: 61,2 %). [IpouentsT Ha narnuentkure ¢ ECOG PS ot 1
w > 2 e 38,7 % u 5,0 % B rpynara ¢ CT u 29,8 % u 9,0 % B rpynara ¢ CT + BV. Nma undopmarms
3a pacoBara NPUHAICKHOCT Ha 29,3 % OT MauueHTKHUTE, KaTO OYTH BCHYKU OOJIHU ca OMIIH OT
OstmaTa paca. MenuaHnarta Ha Bb3pacTra Ha nauueHTkute e 61,0 (rpannna: 25-84) roquan. O61mo

16 maunentku (4,4 %) ca Ha Bb3pacT > 75 roguuu. O6ImaTa yecToTa Ha MIPEyCTaHOBSABaHE TOpaan
Hexenanu crouTus € 8,8 % B rpymara ¢ CT u 43,6 % B rpymara ¢ CT + BV (mpeaumao mopanu
HE)KEeJIaHU ChbOUTHS cTeneH 2—-3), a MeiMaHaTta Ha BpeMeTo 0 IpeycTaHoBsBane B rpynara ¢ CT + BV
e 5,2 mecena B cpaBHeHue ¢ 2,4 mecena B rpynara ¢ CT. YecroraTta Ha mpeycTaHOBSBaHE MOpaIn
HEe)XeJlaHU ChOUTHUS B TIOATPYIIaTa MallMeHTKH Ha Bb3pacT > 65 roaunu e 8,8 % B rpynara ¢ CT u
50,0 % B rpynara c CT + BV. HR 3a [1bIl e 0,47 (95 % CI: 0,35, 0,62) u 0,45 (95 % CI: 0,31, 0,67) B
noarpynure < 65 u > 65 CbOTBETHO.

H’BpBI/ILIHaTa KpaﬁHa TOYKa € MPECKUBIACMOCT 0e3 nporpecus, ¢ BTOpUiIHA KpaﬁHH TOYKH, BKIIFOUBAIIIH
CTeleH Ha 00EKTHUBHO MOBIIHSIBAHE U o6ma MMPEKUBACMOCT. PeSynTaTI/ITe Ca MpeACTaBCHU B

Tabmmna 23.

Tadauua 23. PesysaraTu 3a epukacHocT ot npoyusane M022224

ITepBUYHa KpaliHa TOYKA

[IpexuBseMocT 6e3 mporpecust™

CT CT + BV
(n=182) (n=179)
Menunana (Mecenm) 3.4 6.7
Koedumuent na puck
(95 % CI) 0,379 [0,296, 0,485]
p-CTOMHOCT <0,0001

BropuuHu kpaliHU TOUKH

CreneH Ha 0O0EKTUBHO MMOBIUsIBaHE™* *

CT CT+BV
(n=144) (n=142)
% manueHTu ¢ 00EKTUBHO 18 (12,5 %) 40 (28.2%)
HOBJIMSIBAHE
p-CTOMHOCT 0,0007
O6u1a npexxuBgeMoCT (OKOHUATEICH aHalu3)™ **
CT CT+BV
(n=182) (n=179)
Menunana Ha OIl (Mecenm) 13,3 16,6
Koeduuuent Ha puck
(95 % CI) 0,870 [0,678, 1,116]
p-CTOMHOCT 0,2711

Bceuuku aHanusm, npeCTaBeHH B Ta3u TAOJHIA, Ca CTPATU(PUIIMPAHN aHATIH3H.

*[IspBUYHHAT aHATHM3 € U3BBPIICH ¢ KpaiiHa naTta 3a chOupane Ha ganauTe 14 HoemBpu 2011 T.
**PaHIOMU3MpaHU TAIIMEHTH C U3MEPUMO 3a00JIIBaHe HA U3XOHO HHUBO.

***OKOHUYATEIHUAT aHAIN3 Ha 00IaTa MPEXKUBIIEMOCT € U3BBPIIEH NMPH HAOII0JaBaHeTO HA 266 CMBPTHH
CITydau, KOeTo TpeacTaBisiBa 73,7 % OT BKIIIOYCHHTE TTAITUCHTH.
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M3nuTBaHETO MOCTUTA ITEPBUYHATA CH TIe] — mogoopenue Ha [1BI1. B cpaBHEeHME ¢ TAIMEHTHTE C
peIIMBUpAIll, pE3UCTEHTEH Ha IJIaTHHA KapIIMHOM, JIEKyBaHH ¢ XUMUOTepanus (TTaKIUTaKCe,
tonorekad win PLD) camocTosiTenHo, nauueHTruTe, KOUTO ca MolydyaBain OeBaun3zymal B 032

10 mg/kg Ha Bceku 2 ceamunu (wn 15 mg/kg Ha Bceku 3 ceIMUIIM, aKo € U3M0I3BaH B KOMOWHALIHS C
1,25 mg/m? TonoTekaH B oM 1—5 Ha BCeKM 3 ceIMHUIM) B KOMOMHALIUS C XUMHOTEPAIIHS U
MPOABIDKABAT Ja MMoydaBaT OeBarinzymad g0 mporpecus Ha 3a00IsIBAHETO WIIH HETTPHEMITBA
TOKCHYHOCT, Ca UMaJli cTaTucTHYecku 3HaunMo nogoopenue Ha [1bI1. ExcrimoparopHute ananusu Ha
I1BIT u OI1 ciopen xuMUOTEpaneBTHYHATa KOX0pTa (MakiuTaKcel, Tonorekan u PLD) ca 00001ieHu B
Tabnuna 24.

Tabanna 24. Excrtoparopan anaausu Ha IIBII n OII copen xumMuoTepaneBTHYHATA KOXOPTA

CT | CT + BV
MMakanTakces n=115
Menanana Ha I1BI1 (mecerm) 3,9 | 9,2
Koedumument Ha prck (95 % CI) 0,4710,31, 0,72]
Menuana sa Ol (Mecern) 13,2 | 224
Koeduruent Ha puck (95 % CI) 0,64 10,41, 0,99]
Tonorekan n=120
Menanana Ha I1BI1 (mecerm) 2,1 | 6,2
Koedumument Ha prck (95 % CI) 0,28 [0,18, 0,44]
Menuana sa Ol (Mecern) 13,3 | 13,8
Koedwuruent Ha puck (95 % CI) 1,07 [0,70, 1,63]
PLD n=126
Mennana Ha [1BI1 (mecern) 3,5 | 5,1
Koedwumument Ha prck (95 % CI) 0,53 10,36, 0,77]
Menunana Ha OI1 (Mecenm) 14,1 | 13,7
Koedwuruent Ha puck (95 % CI) 0,91 [0,61, 1,35]

Pax na mamounama wutixa

GOG-0240

EdukacHoctra 1 6e30macHOCTTa Ha OeBalu3ymMald B KOMOMHAIMS ¢ XMMHOTepanus (MakIuTaKces 1
LUCIIATHH WK NAKJIUTaKces U TONOTeKaH) IpH JeueHHEe Ha MAlMeHTH C IePCUCTHpalll,
peUMONBHpAI WM MeTacTa3nupall KapIMHOM Ha MaToyHaTta Inuiika e oleHeHa B npoyuBane GOG-
0240, paHIOMH3MpPaHO, OTKPUTO, MHOTOIIEHTPOBO KIMHUYHO n3nuTBane ¢asa Il ¢ yernpu pamena.

O6H_IO 452 NManyveHTU Ca paHJOMU3UPAHU Jid TOJy4YaBaT €1Ha OT CJICAHUTC CXCMMU:

. [Makmurakcen 135 mg/m? uaTpaBeHo3HO 3a 24 yaca Ha jieH | u nucwiatud 50 mg/m?
WHTPABEHO3HO HA JIeH 2, BCEKH 3 ceaAMUIH (q3W); WIu
[Makmurakcen 175 mg/m? uHTpaBeHO3HO 3a 24 yaca Ha jieH | u nucmwiatud 50 mg/m?
WHTPABEHO3HO HA JIeH 2, BCEKH 3 ceaAMUIH (q3W); WIu
IMakmurakcen 175 mg/m?uaTpaBeno3Ho 3a 3 yaca Ha aeH | u nucriatue 50 mg/m?
WHTPaBEHO3HO Ha JieH 1 (q3w)

. [Maxmurakcen 135 mg/m? uHTpaBeHO3HO 32 24 yaca Ha jieH | u nucwiatud 50 mg/m?
HMHTPABEHO3HO Ha JieH 2 1umoc OeBarm3yMad 15 mg/kg naTpaBeHo3HO Ha jneH 2 (q3w); uin
ITaxnuraxcen 175 mg/rn2 HMHTPaBEHO3HO 3a 3 yaca Ha JieH 1 u nucriatux 50 mg/rn2
MHTPaBEHO3HO Ha AeH 2 mmoc OeBanmsymad 15 mg/kg natpaBeHo3Ho Ha feH 2 (q3w); Win
IMakmurakcen 175 mg/m? uaTpaBeHo3HO 3a 3 yaca Ha AeH 1 n mucmaTun 50 mg/m?
HHTPaBEHO3HO Ha JieH | umoc OeBaru3ymad 15 mg/kg naTpaBeHo3Ho Ha aeH 1 (q3w)

. [Maxmurakcen 175 mg/m? uHTpaBeHO3HO 32 3 yaca Ha jieH | u Tonorekan 0,75 mg/m?
UHTpaBeHO3HO 3a 30 MuHyTH Ha AaU 1-3 (q3W)
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. [Makmurakcen 175 mg/m? uHTpaBeHO3HO 32a 3 yaca Ha jieH | u Tonorekan 0,75 mg/m?
MHTpaBeHO3HO 3a 30 MUHYTH Ha AHM 1-3 miroc OeBann3ymad 15 mg/kg uHTpaBeHO3HO Ha JcH |

(q3w)

[Nonxoasmure 3a BKJIOYBAaHE MAMEHTH ca UMM IIEPCUCTUPAILl, PELIMIUBUPAL UM METacTa3upall
CKBaMO3HOKJIEThUYEH KapLIMHOM, aJIeHOCKBAMO3€H KapLIMHOM WU aJICHOKapLIMHOM Ha MaTOyHaTa
MIMHKa, KOUTO HE Ca CE MOBIHUIIM OT XUPYPTUYHO JCUSHNE W/UJIH TbYeTepanus U KOUTO He ca
NOJTyYaBajy pealecTsaia repanus ¢ oepanuzymad wim apyru VEGF uaxuburopu, uinu cpectsa ¢
mumeHa VEGF-peneriropa.

Menunanara Ha Bb3pactta € 46,0 roquau (rpanunu: 20-83) B rpynara caMo Ha XUMHOTEpAnus 1

48,0 rogunau (rpanunm: 22—85) B rpymnaTta Ha XuMUoTepanus + 6eanu3ymad; kato 9,3 % ot
MAlUeHTHTE B Ipymara caMo Ha XuMuoTtepanus u 7,5 % OT manueHTHTe B rpynara Ha XuMuoTepanus +
OeBanu3yMab ca Ha Bb3pacT HaJ 65 roauHu.

Ot 452 nanuedTH, paHIOMU3HPAaHN HA U3XO0THO HUBO, MTO-TOJISIMATa 4acT ca oT Osutarta paca (80,0 % B
rpymnara caMo Ha xumuortepanus u 75,3 % B rpynara Ha xumuoTepanus + OeBanuzymal), umar
CKBaMO3HOKJIEThYEH KapiuHoM (67,1 % B rpymara camo Ha xumuoTepamnus u 69,6 % B rpynara Ha
XUMHOTEpaIus + 0eBanu3ymad), IMaT IepCUCTHpAIo/peluauBupaiio 3adonssane (83,6 % B rpynara
camo Ha xumuoTepanus u 82,8 % B rpynara Ha Xxumuorepanus + GeBaunzymald), UIMaT MeTacTasu Ha
1-2 mecra (72,0 % B rpynara camo Ha xuMuorepanus u 76,2 % B rpynara Ha XUMHOTepanus +
OeBanu3ymal), UMaT 3acsarane Ha tumHuTe BB3IH (50,2 % B rpynara caMo Ha XUMHOTEpAnus 1

56,4 % B rpynaTa Ha XuMuoTepanus + 6eBanu3yMad) 1 UMaT UHTEpBaj Oe3 JeueHHe C IaTuHa >

6 mecena (72,5 % B rpynaTta camo Ha xumuoTtepanus u 64,4 % B rpynara Ha XuMHOTepanus +
OeBaru3ymao).

[IspBuuHaTa KpaiiHa TOYKa 32 e(hUKACHOCT € 00IIaTa MpexXUBSIeMOCT. BTopuyHNTE KpaifHN TOYKH 32
e(pUKaCHOCT BKJIFOUBAT MTPEKHUBSIEMOCT Oe3 POrpecHsi U cTeNeH Ha 0OEKTUBHO MOBIIMSBAHE.
Pesynraturte oT MbpBUYHUS aHAIN3 U IPOCIIEASBALINS aHATIN3 ca TPEICTABEHHU CIIOPE]] JIEYEHUETO C
OeBaru3yMa0 ¥ Criopes1 JeUeHHEeTO B H3MUTBAHETO, ChOTBETHO B Tabnwma 25 u Tabmuma 26.

Tabauua 25. PesyaraTu 3a epukacHoct ot npoyuBane GOG-0240 cnopen JieueHneTO ¢
OeBanu3ymaod

Xumuorepanusa | XumuoTepanus + 6eBanuzymad
(n =225) (n=227)
[IppBHYHa KpaliHa TOYKA
O61a npeskusieMoct — [IbpBrdeH ananuz®
Menuana (mecenn)' 12,9 | 16,8
Koedunument Ha puck [95 % CI] 0,74 10,58, 0,94]
(p-croiinoct’ = 0,0132)
O61ua npeskusieMoct — [pocinensBai ananus’
Menuana (Mecenn)! 13,3 | 16,8
Koedunument Ha puck [95 % CI] 0,76 [0,62, 0,94]
(p-croitroct>® = 0,0126)

Bropuunu kpaliHu TOUKH
Ipexusiemoct 6e3 mporpecus — [IbpBryen ananuz®
Menaumana IBIT (Mecenn)!
Koedumument Ha puck [95 % CI]

6,0 | 8.3
0,66 [0,54, 0,81]
(p-croitnoct’<0,0001)

Haii-no6po o610 nosnusiBane — [IbpBuueH anamus®
Pecnionsiepu (crenen Ha nosiusisane)’ | 76 (33,8 %)

103 (45,4 %)

95 % CI 3a cTeneHn Ha TIOBIHSABAHE®

[27,6 %, 40,4 %]

[38,8 %, 52,1 %]

Paznuka B cTeneHnTe Ha MOBIUSBAHE

11,60 %
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noBmusBane”

95 % CI 3a pa3nukaTa B CTEIICHUTE Ha

[2,4 %, 20,8 %]

p-cTOoMHOCT (XH-KBaJpaT TECT)

0,0117

'Onenku o Kaplan-Meier.

’TTanMeHTy ¥ IIPOLEHT Ha MAlUEHTHTE ¢ Hail-100po 0610 nosnusBane ¢ notebpaeH CR wmm PR mponeHT,
HM3YHUCIICH 110 OTHOIIICHUE Ha MAMEHTHUTE C U3MEPUMO 3200 sIBAaHE HA N3XOTHO HHBO.

395 % CI 3a exna GuHoMUHATHA TPo6a ¢ U3MOJI3BaHe Ha MeToaa Ha Pearson-Clopper.

‘Tpubnusurenen 95 % CI 3a paznukara OT JJBE CTOMHOCTH ¢ U3M0JI3BaHe Ha MeToa Ha Hauck-Anderson.
SJlorapuTMUYHO NPeoOpa3yBaH PAHKOB TECT (CTpaTUUIUPAH).
STTbpBUYHMAT aHANN3 € U3BBPIIEH NPU KpaiiHa naTa 3a chOupane Ha nanHute 12 nekemppu 2012 1. u ce cuura 3a

OKOHYAaTCJICH aHaJIu3

TpocneasBauaAT aHaIU3 € U3BbPILEH NPU KpaliHa aara 3a croupane Ha ganuure 07 mapt 2014 r.
8p-CTOIMHOCTTA € TTOKa3aHa CamMo C OTIMCATENHA TIEJ.

Tadauua 26. PesyaraTu 3a 001a npe:xkusieMoct oT npoyuBaHe GOG-0240 cnopes j1euyeHueTo B

HU3NMUTBAHETO

CpaBHsiBaHe Ha JIeYeHHETO

Apyr ¢akrop

O0ma npexuBsIeMOCT

— IIbpBUYeH aHaIU3!

Koedunuent Ha puck
95 % CI)

O01ma npexxuBsIeMOCT
— IIpociensBain
ananus’
KoepunueHnt Ha puck
95 % C)

berarmmmzymab cripsimo bes
OeBanm3ymad

IMucrmatun +
TTakmurakcen

0,72 (0,51, 1,02)
(17,5 cipsimo 14,3
Mecena; p = 0,0609)

0,75 (0,55, 1,01)
(17,5 cripsimo 15,0
Mmecena; p = 0,0584)

Tomorekan +

0,76 (0,55, 1,06)

0,79 (0,59, 1,07)

crpsimo ucnnatun +
ITaknurakcen

ITaknurakcen (14,9 cripssmo 11,9 (16,2 cripsimo 12,0
Mecena; p = 0,1061) Mecena; p = 0,1342)
Tonorekan + ITaknurakcen Beparuzymatd 1,15 (0,82, 1,61) 1,15 (0,85, 1,56)

(14,9 cnpsimo 17,5
Mecena; p = 0,4146)

(16,2 cpsimo 17,5
Mecena; p = 0,3769)

be3 6eBarmuzymab

1,13 (0,81, 1,57)
(11,9 copsimo 14,3
Mecerna; p = 0,4825)

1,08 (0,80, 1,45)
(12,0 cipsimo 15,0
Mecena; p = 0,6267)

TIbpBUUHMAT aHAIM3 € U3BBPILEH TIPH KpaliHa jarta 3a choupane Ha nanuute 12 nexemspu 2012 T. 1 ce cuuTa 3a

OKOHYAaTCJICH aHaJIu3

TpocneasBaiyusT aHaIn3 € M3BLPLIEH IPHU Kpaiina nara 3a choupane Ha nanuute 07 mapt 2014 r.; Beuukw p-
CTOMHOCTH Ca MOKa3aHH CaMo C OIHCATeHa M.

Heduamputma nonyaayus

EBporeiickaTa areHiys o ekapcTBaTa 0CBOOOK1aBa OT 3aIbJDKEHHETO 3a MPEIOCTaBIHE Ha
pe3yaTaTtuTe OT NpoyYBaHHUATA ¢ OeBalnM3yMad BB BCHUKH MOATPYIH HA TIEAUATPUYHATA MTOITYJIALHS
3a 000OpeHHTe NMOKa3aHKs IIPH PaK Ha I'bPAATA, aJCHOKAPIUHOM Ha 1e0eI0TO YepBO U PEKTyMa,
KapIUHOM Ha Oenute 1poboBe (ApeOHOKIEThYEH U HEAPEOHOKIECThUCH KapLIMHOM), KApIIMHOM Ha
0b0peka u OpOpeuHOTO Jerenye (C U3KIYEeHHE Ha HeBpobIacToM, HedpobiacTtomaTosa,
CBETJIOKJIETHYEH CapKOM, Me3001acTeH HepoM, ObOpeueH MenynapeH KapLuHOM U pabJouaeH TyMOp
Ha ObOpeka), KapIMHOM Ha SHYHUINTE (C H3KIIIOYCHHE HA pabJJOMUOCAPKOM 1
repMHUHATUBHOKJIETHYHHN TYMOPH), KAPLIUHOM Ha (ajonueBuTe TpbOu (C N3KII0UEHHE Ha
pabaoMuocapKkoM U TepMUHATUBHOKIETHYHU TYMOPH), IEPUTOHEAICH KAPLMHOM (C U3KIIOYEHHE Ha
0JIaCTOM U CapKOM), KapIIMHOM Ha MIMHKaTa Ha MaTKaTa U KapIIMHOM Ha MaTKaTa.

Bucoxocmenenen cnuom

He e nabmrogaBana aHTUTYMOpPHA aKTHBHOCT B JIBE TTO-paHHU MpoyuBaHus mpu obmro 30 mera Ha
BB3pacT > 3 TOJIMHU C PEIUIUBUPAIL] UIH MMPOTPECUBEH BUCOKOCTETICHEH TIIHOM, JIEKYBaHH C
oeBarm3ymab u npuaotekad (CPT 11). Hama noctarsuno nHpOpManus, 3a 1a ce onpeend
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Oe3omacHOCTTa ¥ e()UKACHOCTTA Ha OeBal[M3yMal MpH Jelia ¢ HOBOAHArHOCTHIIMPAH BUCOKOCTEIICHEH
TJIMOM.

. B enno xmuamdHO TipoyuBaHe ¢ exHa rpyna (PBTC-022) 18 mena ¢ penuauBuparnt uin
MIPOTPECUBEH BIUCOKOCTEIICHEH TJIHOM M3BBH BAPOIUCBUS MOCT (BKIIFOUMTEITHO § € TIIMO0IaCTOM
[C30 cremnen 1V], 9 ¢ amammactuder actporutoM [cterneH 111 u 1 ¢ anamiacTideH
omuroneHaporaviom [crener I11]) ca nekyBanu ¢ 6eBanmzymad (10 mg/kg) npe3 nBe ceqmuny u
cien ToBa ¢ 6eBanuzymab B komOunanus ¢ CPT-11 (125-350 mg/m?) BeiHbK Ha JBE CEAMMIIM
1o mporpecust. Hima 00eKTHBEH (4aCTHUCH WIIN IIBJICH) PAIHOJIOTHYCH OTTOBOD (KPUTEpHUH Ha
MacDonald). TokCHYHOCTTa U HEXKEJTAaHUTE PEaKI[MH BKIFOUBAT apTepPUaIHa XUIIEPTOHUS U
yMopa, kakTo u ucxemust Ha [ITHC ¢ ocTbp HeBposorudeH ae]uiur.

o B perpocniekTuBHa cepus B €qHO JieueOHO 3aBeeHne 12 mocieqoBaTeTHO HOCTHIIIIH el
(2005 r. mo 2008 T.) ¢ peruAMBHpAII WIK IPOTPecCHBEH BUCOKocTeneHeH rimoM (3 cse C30
crenieH 1V, 9 cwe crenen I1I) ca nekyBanu ¢ 6eBaunzymab (10 mg/kg) n upuHoTeKaH
(125 mg/m?) npe3 2 cexmuny. Hima bJIHU OTTOBOPH, KaTO MMa 2 YaCTUYHH OTrOBOPA
(xputepun Ha MacDonald).

B enno parmommsupano npoyusane ¢asa I (BO25041) o6mro 121 manueHTH Ha BB3pacT > 3 TOAUHU
70 < 18 TOJIMHU ¢ HOBOJIMATHOCTHUIIMPAH CYNPAaTeHTOPHAJICH WM HH(PAaTEHTOpUAIIEH IiepedenapeH
WK NeAYHKYJIapeH BucokocreneHeH rmoM (high-grade glioma, HGG) ca nekyBaHM 1OCTOIIEPATHBHO
c mpuerepanus (JIT) u agroBanter Temosonomus (T) cbe nnm 6e3 6eBanmzymad: 10 mg/kg npes

2 ceIMUI HHTPABEHO3HO.

[IpoyuBaHeTo He MmocTUra MbPBUYHATA CU KpaiiHa TOYKA 3a JOKa3BaHEe HA 3HAYMMO MoJ00peHue Ha
npexusemoctta 6e3 croutus (I16C) (omnenka Ha lleHTpanHaTa KOMUCHS 3a TIpETJea Ha
pentrenorpadckute aanau (Central Radiology Review Committee, CRRC) cien no6apsine Ha
oeBaru3ymabd kpM pamoto ¢ JIT/T B cpaBuenue ¢ pamoro camo ¢ JIT/T (HR = 1,44; 95 % CI: 0,90,
2,30). Tes3u pe3yaTaTH CHOTBETCTBAT Ha PE3YATATUTE OT Pa3lIWYHU aHAJIU3H HA YyBCTBUTEIHOCTTA U
Ha CbOTBETHHUTE KIMHUYHH MOATpyNH. PesynraTtute oT Bcnuku BTopuuHU Kpaitau Touku (I16C,
oneneHa ot uscnenonarens, 1 COII u OIl) He moka3Bar nogo0peHre, CBbP3aHo ¢ T100aBsHETO Ha
6eBanmzymabd kM pamoto ¢ JIT/T B cpaBHeHue ¢ pamoto camo c JIT/T.

JHobassineTo Ha 6eBanmzymad kbM JIT/T He mokas3pa KIMHWYHA 10132 B poyuBane BO25041 npu
60 manueHTy — Jena, MOAXO/IAIIN 32 OLCHKA, C HOBOAMATHOCTUIIMPAH CYTPATEHTOPHAIICH HITH
uH(ppaTeHTOpHANIeH IiepedenapeH Wi neayHKynapeH BucokocrenereH rimom (HGG) (Bx. Touka 4.2
3a MH(OpMAaII OTHOCHO yroTpeda B MeAUaTpHsITa).

CapKOM HA MeKume mvKAaHu

B enno pangomuzupano npoyusane daza I1 (BO20924) o6mo 154 nanuenTy Ha Bb3pacT > 6 Mecena
710 < 18 TOJMHU ¢ HOBOJIMATHOCTHIIMPAH METAaCTa3upal pabJOMUOCAPKOM U CAPKOM Ha MEKUTE
ThKaHH, Pa3IMYCH OT pabJIOMUOCAPKOM, ca JIEKYBaHH ChC CTAHIAAPTHO JICUCHUE (MHTYKIHS
IVADO/IV A+/- nokanHa Tepamnusi, MocieIBaHO OT MOAbpIKallla Tepanus ¢ BHHOPEJIOWH H
ukinodochamun) cbe wim 6e3 oesaruszymad (2,5 mg/kg/ceamuiia) ¢ 00Ia MPOBIHKUTESITHOCT HA
nedeHneTo npubnm3uTenHo 18 mecena. KbM MOMEHTA Ha OKOHYATEITHUS ITbPBUYCH aHAIN3
I’bpBUYHATA KpaiiHa Touka npexussiemoct 0e3 croutue (I16C), orieHeHa npy HE3aBUCHM IIEHTPAJICH
MIpEerJie]l, He TOKa3Ba CTATUCTHUSCKY 3HAUMMa Pa3Jinka MEXKy JIBETe paMeHa Ha Jiedenue, HR 0,93
(95 % CI: 0,61, 1,41; p-croitroct = 0,72). Paznukara B COII mexay nBeTe paMeHa Ha Jie4eHne TIpu
MAJIKOTO MAIUCHTH, KOUTO Ca MMM H3MEPHUM TYMOP Ha M3XOJTHO HHBO M TIOTBBPJICH OTTOBOP MPEIH
MoJTyYaBaHe Ha KaKBAaTO U JIa € JIOKAJTHA Teparus, OIICHEH MPU He3aBUCUM LIEHTpaJICH mperien, ¢ 18 %
(CI: 0,6 %, 35,3 %): 27/75 nammentu (36,0 %, 95 % CI: 25,2 %, 47,9 %) B rpynara Ha XUMHOTEPaITHs
u 34/63 manuenTn (54,0 %, 95 % CI: 40,9 %, 66,6 %) B rpynata ¢ BV + xumunorepanwsi.
OKoOHYATETHNUTE aHATU3HU Ha oOmata npexxuBseMocT (OIT) He moka3BaT 3HAUMMa KJIMHUYHA 110133 OT
J00aBsiHETO Ha OeBalM3yMad KbM XUMHOTEPAIHUs TPH Ta3H MOTYJIAIHS MAI[HeHTH.

55



B ximamaHo mnutBane BO20924 nobassHeTo Ha OeBann3yMad KbM CTaHAAPTHOTO JICUCHHE HE €
MOKa3aJio KJIMHUYHA T10J13a TIPH MOJUIeXAaNiTe Ha orleHKa 71 manueHTH jena (Ha Bb3pacT oT 6 Mecena
Jo o1 18-ronuiHa Br3pact) ¢ MeTacTa3upai pabIoOMHOCAPKOM M CAPKOM Ha MEKUTE ThKaHH,
pasnudeH ot pabgoMuocapkoM (Bxk. Touka 4.2 3a mH(QOpMAaIUs OTHOCHO yroTpe0a B IeIuaTpusTa).

YecToTaTa Ha HEXKEJIAHU CHOUTHS, BKIIOYUTEIHO HEXXEIaHH ChOUTHUS CTEIICH > 3 M CEPHO3HU
HEXEaHU ChOUTHS, € CXOIHA MEX/Ty JIBETE paMeHa Ha jeucHue. [ B IBeTe paMeHa Ha JieueHHe He ca
HACTBIINIIN HEXKCIIaHU C’b6I/ITI/I$I, BOJACIIHN 10 CMBPT, BCUYKU CMBPTHHU ClIydau C€ OTAaBaT Ha
nporpecus Ha 3a0ossiBaHeTo. JJo0aBsHeTo Ha Oe3ann3ymMad KbM Pa3IMUHUTE BH3MOYKHOCTH 3a
CTaHIAPTHO JICUCHHE U3TIICKAA CE MOHACS JOOpE B Ta3H MEANATPUIHA TTOMYJIAIlHSI.

5.2 ®apmakokMHETUYHH CBOWCTBA

dapMakOKMHETUYHUTE JaHHHU Ha OeBann3ymMad ca MOIy4YeHH! OT AeceT KIMHUYHY U3IMUTBAHUS TIPU
ManueHTU CbC COJIMIAHN TYMOPH. HpI/I BCHUYKH KJIMHUYHHU U3IIUTBAHUSA 6€BaHI/I3YMa6 € IpuJjiarad 4pe3
UHTpaBeHO3Ha HHPY3usi. CKOPOCTTa Ha UHPY3USAITA € 3aBHCENa OT TIOHOCHMOCTTA, KaToO
MPOABIDKUTETHOCTTA Ha HadaHaTa nHpy3us e Omta 90 muryTH. GapMakOKHHETHKATA Ha
OeBaru3yMa0 € JMHeWHa 1py 1034, Bapupaim oT 1 10 10 mg/kg.

PasnpeneneHue

OO6uyaitHaTa CTOHHOCT 32 0OeMa Ha pasnpeie/ieHre B IIeHTpaHus KoMmrapTuMeHT (V) € 2,73 1 u
3,28 | chOTBETHO 3a MBIKE U KEHH, KOSTO € B TPAHUIIUTE, onrcanu 3a IgG u qpyru MOHOKJIOHATHU
anTutena. O0uyaiiHaTa cToWHOCT 3a epudepHust ooeM Ha pasnpenenenue (Vp)e 1,69 1u 2,351
CHOTBETHO 32 MBXE U JKEHH, KOraTo OeBanu3ymad ce Ipuiiara eIHOBpeMEHHO C aHTHHEOIUTACTHYHH
cpenctBa. Cres; KOpUTHPaHe CIOpe.] TEIECHOTO TEryIo MBbKeTe ca nMaid mo-rojsim Ve (+20 %) B
CPaBHEHUE C KEHUTE.

BuorpancdhopMmarus

Ornenkata Ha MeTabomnM3Ma Ha OeBaru3ymal Tpy 3alI| cie/l eHOKpaTHa HHTPABEHO3HA /1032 OT
1251-6eBanmm3ymab e mokasasa, 4e MeTaOOIUTHHUAT My TTPO( T € TOT00CH Ha TO3H, OYaKBaH MPHU
HatuBHaTta IgG Monekyia, kosaTo He cBbp3Ba VEGF. MeTtabomm3mMbT B eTUMUHUPAHETO Ha
OeBaru3ymMa0 ca moo0HU Ha TIPOIECUTEe NpH eHAoreHHus IgG, T.e. MpeIuMHO Ype3 MPOTEOTUTHYCH
KaTaboJM3bM B OPraHU3Ma, BKIIOUUTEIHO B EHIOTETHUTE KIIETKH, KATO HE CE Pa3uuTa MpeJMMHO Ha
eMMUHUpPaHe npe3 0bOperuTe u yepHus Apod. Cbp3BaHeTo Ha [gG ¢ FcRn penentop Boau 10
MpeI0TBpaTsIBaHe HA KICTHYHHUS METAaO0IU3bM U JI0 MO-TIPOIBIDKUTENICH TEPMHUHAICH MOTY>KUBOT.

Enumunupane

CroitHOCTTa Ha KIHMpbhHCa € paBHA cpeaHo Ha 0,188 u 0,220 | fHEBHO CHLOTBETHO 32 MBXKE U )KCHU.
Crnen KopuTHpaHe CIOpe.] TENECHOTO TETJI0 MBKETe NMAaT MO-BUCOK KIMPBHC Ha OeBaruzymad

(+ 17 %) B cpaBHeHue ¢ xxeHute. Cropea JByKOMIIAPTUMEHTHHS MO eTMMUHAIIMOHHHAT
MOJTY>KUBOT € 18 MHU NpY THMUYHUTE TAIIMSHTH KeHU U 20 THU NMPU TUITUYHUTE MAlUEHTH MBXKE.

Hucxkute cToifHOCTH Ha aIOyMIHA ¥ BUCOKOTO TYMOPHO HaTOBapBaHe OOMKHOBEHO Ca IMOKA3aTeTHU 32
TeXecTTa Ha 3abomsBaneTo. KnmupbHChT Ha OeBanmsymad e npudnusurenso ¢ 30 % no-0up3 npu
NAalMEeHTUTE C HUCKU HUBA HA CEPYMHHUS alOYMHH U ¢bC 7 % 10-0bp3 MPH NaUEHTH C MO-BUCOKO
TYMOPHO HaTOBapBaHE B CPAaBHEHUE C THITMYHUS MAIUCHT C MEIMAHHN CTOMHOCTH Ha allOYMHH U
TYMOPHO HaTOBapBaHe.

(DaQMaKOKI/IHCTI/IKa IIpY CIICHHAIHU TTOITYJIAIIU N

[MonynanronHara hapMakOKHHETHKA € OWila aHAIM3UpaHa MPH Bb3PaCcTHH U NIEAUATPUYHY MTAIUCHTH
C IIeJT OIICHKA Ha epeKkTHTe Ha eMorpad)CKUTe XapaKTepUCTUKU. [Ipu Bh3pacTHH MalUEHTH
pe3yJTaTHTe He ca MoKa3alld 3HaYrMa pasjinKa BbB (JapMaKOKWHETHKAaTa Ha OeBarm3ymad 1mo
OTHOLIEHUE Ha Bb3pacTTa.
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bvopeuno yspeacoane

He ca nmpoBexxganu mpoyuBaHus 3a H3Clie/BaHE HA (hapMaKOKHHETHKATa Ha OeBanu3ymab mpu
MaIeHTH ¢ ObOpPEeUHO yBpeKAaHe, Thi KaTo OBOpennuTe He ca OCHOBHUAT OpraH 3a MeTaboIu3npaHe
WJIN eKCKpeIus Ha 6eBarm3ymad.

Yeprnodpobno yepesicoane

He ca npoBexxaanu npoyyBaHus 3a U3ciaeaBaHe Ha (papMakOKWHETHKATA Ha OeBanu3ymad npu
MAIMEHTH C YePHOAPOOHO YBPEKIAHE, Thil KATO YEPHUAT P00 HE € OCHOBHUSIT OPraH 3a
MeTaOOoIM3UPaHe WK SKCKpEIUs Ha OeBaIu3ymao.

Tleouampuuna nonyrayus

dapMakoKMHETHKATa Ha OeBalM3ymMad ¢ olieHeHa rpH 152 nena, FOHOIIM U MIIaJIH Bb3pacTHH

(7 mecemnia o 21 roamau, 5,9 1o 125 kg) B 4 KIMHAYHY IPOYYBAHUS TIPU U3ITOJI3BAHE HA
MOMYJIAIMOHEH (hapMaKOKMHETUYEH Mojien. DapMaKOKUHETUYHHUTE PE3Y/ITaTh MOKa3BaT, 4e
KIMPBHCHT U 00EMBT Ha pa3mpe/iesicHre Ha OeBalu3yMad ca CpaBHUMU NPU NEIUATPUIHUTE U MJIAIH
BB3PACTHU MAIEHTH, KOTaTO C€ KOPUTHUPAT CIPSMO TEIECHOTO TETJI0, KaTO UMa TEHICHITUS
EKCITO3UIUATA J]a ce TIOHMKaBa MPH HaMaJsiBaHe Ha TeJIECHOTO Teriio. Br3pactra He € cBbp3aHa ¢
(hapMakoKMHETHKATa Ha OeBalM3yMal, KoraTto ¢ B3eMe MPEeIBU TEICCHOTO TETJIO.

dapmakoknHeTHKaTa Ha OeBannszymal e joope oxapakrepusupana upe3 @K moznen Ha neauaTpudHa
nomynanus npu 70 nanueHTy B npoyuBane BO20924 (1,4 mo 17,6 romunwm; 11,6 mo 77,5 kg) u

59 nanuentu B npoyusane BO25041 (1 go 17 roaunwy; 11,2 no 82,3 kg). B npoyusane BO20924
€KCIO3ULUATA Ha OeBaln3yMal 110 MPHUHIMII € TI0-HUCKA B CPAaBHEHHE C TUIMMYCH Bb3PACTCH HALUCHT
mpu chinata no3a. B mpoyusane BO25041 excnio3umnusta Ha OeBarm3ymad e 1moto0Ha B CpaBHEHHE C
TUITUYEH BB3pacTeH MallMeHT MpH chlllaTa A03a. B aBeTe nmpoyyBaHUs UMa TEHIEHIIHS €KCIIO3UIUATA
Ha OeBann3ymal J1a ce IIOHMKaBa IIpU HaMaJIsIBaHe Ha TEJIECHOTO TETJIO.

5.3 IIpeakJMHUYHU AAHHH 32 0€30MACHOCT

[pu npoy4BaHuUs ¢ MPOIBIHKUTEITHOCT JI0 26 CSAMUITH MTPH ABITOOTANIATH MaKalli ¢ HaOJIrojaBana
JIUCTUIA3HS HA eMU()U3UTE IPU MITAIU )KUBOTHH C OTBOPEHU PACTEIKHU TUIOYKH MTPU CPEIHU CEPYMHU
KOHIICHTpaIiK Ha OeBann3ymal MoJi OYaKBaHUTE TEPAIIEBTUYHU CPEIHU CEPYMHHU KOHIICHTPALIUU TIPH
xopa. [lokazaHo e, ye mpu 3aiinm OeBar3ymMad HHXHNOWpPA 3a3/IpaBABaHETO HA PAHUTE B JO3H MO
npejiaraHata KIMHUYHA J103a. JJoka3aHo e, uye eheKThT BbpXY 3a3/paBsIBAHETO HA PAHUTE € OWIT
HAI'BJIHO 00paTHM.

He ca mpoBexaHu nMpoy4IBaHus 3a ONPEICIISTHE Ha MyTar€HHUS M KaHIIEPOTCHEH MOTEHIHAN Ha
OcBaru3ymao.

He ca m3BbpiBanu crieriuuuHN MPOYIBAHHUS BHPXY )KUBOTHH 32 OTNIpeNeTsiHe Ha eeKTa BbPXY
¢deprunutera. Moxe obave 1a ce oyakBa HexXeJIaH eeKT BbpXy QepTHINTETa IPU KEHUTE, Thil KaTo
MIPOYYBaHUATA 3@ TOKCHYHOCT ITPY MHOTOKPATHO MPHJIOKEHHUE MPH JKUBOTHHU Ca MOKa3aIn
WHXUOUpaHe Ha Y3psBAHETO HAa SHYHUKOBHUTE (QOIHMKYIIM M HamalsiBane/oTcheTBre Ha Corpus luteum
(’KBATO TSITI0) U CBBP3aHO C TOBAa HAMaJIEHUE Ha TETJI0TO HA SIYHUIINTE U MaTKaTa, KakTo
HaMmaJsBaHe Ha OpOs HAa MEHCTPYAJIHUTE LIUKIIH.

JlokazaHo e, ye OeBanu3ymMad nMa eMOPUOTOKCHYEH U TEpaTOTeHEeH e(eKT MPH NPUIIaraHe Mpy 3anIiy.
HabmiomaBanure eexTy ca BKIIOYBAIN HaMaJsIBAaHE HA MAYMHOTO U (HETATHOTO TEJIECHO TETJIo,
yBenu4ueH Opoil (eTamHu pe3opOLMY 1 MOBHUIICHA YECTOTa Ha CeUU(UYHH TOJIEMU BUCLEPATHU U
ckenetHH (etanHu manpopmanuu. Hebnaronpusten edekT Bbpxy GpeTycure € HamoaBan npu
BCUYKH U3CIJICABAHU JIO3H, OT KOUTO Hal-HUCKATA /1034 € JJOBEJA J0 CPEJIHU CEPYMHHU KOHIICHTPAIIUU
OpUOTU3UTETHO 3 TBTH MO-BUCOKU OT JOCTUTHATHUTE NP UHIUBHUIH, Toy4yaBainu 5 mg/kg npe3
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2 cenmuiy. Mudopmarius 3a Gerannu mandopmanny, KOUTO ca HaOF0aBaHU IPU
MMOCTMapKETHHTOBaTa yroTpeda, ¢ gameHa B Touku 4.6 u 4.8.

6. DOAPMALIEBTUYHU JAHHHU

6.1 Choucbk HA IOMOIIHUTE BeleCTBA

Tpexanosa guxuapar

MonoocHoBeH HaTpueB ocdat MOHOXHAPAT

Hunatpues gocdar

ITomucop6at 20

Bopna 3a uHxkeKImn

6.2 HecbBMEeCTHMOCTH

To3u JiekapcTBEH MPOAYKT He TPsIOBa J1a ce CMeCBa C IPYTH JICKAPCTBEHU MPOIYKTH, C M3KITIOUCHHE HA
[IOCOYEHHUTE B TOUKA 6.6.

HabmtonaBan e 3aBUCHM OT KOHLIEHTpaLUUATa NPOQHII HA pasrpaxaane Ha 6eBanu3yMad npu
paspexIaHe ¢ IIIOKO3HHU pa3TBopH (5 %).

6.3. Cpox Ha roaHoOCT

HeotBopen duakon

36 Mmecena

Paspenen jekapcTBEH MPOAYKT

JlokazaHa e xuMH4yHa 1 (U3NYHA CTAOMITHOCT TI0 BpeMe Ha ynorpeba B mporbnkeHue Ha 30 THU npu
2°C o 8°C u JOIMBIHUTEITHO B IPOABIKEHUE Ha 48 "aca mpu TeMIiepaTypa, HeHanpumanama 30°C, B
WHXKEKIIMOHEH pa3TBop Ha HaTpueB xyopun 9 mg/ml (0,9 %). OT MEKpOOHOIOTHYHA TIIeHA

TOYKa MPOJYKTHT TPSAOBA JIa CEe U3IOJI3BA BeTHAra. AKO HE Ce M3M0J13Ba BeIHAra, BPEMETO H
YCIIOBHSATA HA ChXPaHEHHUE Ca OTTOBOPHOCT HA IOTPEOUTENSI 1 OOMKHOBEHO He TPSIOBa Jla HAAXBBPIIAT
24 gaca ipu 2°C o 8°C, 0CBEH aKo pa3pekIaHETO HE € U3BBPIICHO MPU KOHTPOIUPAHH U
BaJIMIMPAHH ACEIITUYHU YCIIOBUSL.

6.4 Chnenuananm ycaoBHs HA CbXpaHeHHe

Ja ce cpxpanssa B xnamutHUK (2°C — 8°C).

[a He ce 3ampa3siBa.

CoxpansBaiiTe (1akoHa B KApTOHEHATa OMAKOBKA, 32 JIa Ce MPEANasy OT CBETJINHA.

3a ycloBHATa HA ChXPAHECHHUE Ha JICKAPCTBEHUS MPOIYKT CIIE]] pa3peKaaHe BIDKTE TOUKa 6.3.

6.5 Buawu chabp:kaHUe HA ONIAKOBKATAa

4 ml pa3tBop BbB (hsiakoH (cThKIIO THIl I) Che 3amymanka (xJIopoOyTriioBa ryma), chabpikaii 100 mg
OeBaru3ymao.

16 ml pa3tBop BBB urakoH (cThKIO THI [) ChC 3amymranka (XI10po0yTuiIoBa ryma), chappkamnt 400 mg

OcBaru3ymao.

OmnaxkoBka ot | ¢makoH.
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6.6 CroenuajJHU NMpeaNa3sHu MePKH NP U3XBBPJIsIHE U padoTa
He pasknamaiite ¢aakoHna.

Alymsys Tpsi0Ba Ja c€ IPUrOTBS OT MEAMIIMHCKY CICIHUAIMCT, KaTO C€ M3I0JI3Ba aCeNTUYHA TEXHUKA,
3a Jla C€ OCHTYPH CTEPHJIHOCTTA Ha IIPUTOTBEHUS pa3TBOP. 3a MPUroTBSIHETO HAa Alymsys TpsOBa 1a ce
W3II0JI3BAT CTEPUJIHA WTJIA M CITPHHIIOBKA.

Heob6xoanmoTo konmmaecTBo 6eBaru3zymad TpsOBa Aa ce U3TETIIN | pa3pean 10 HyKHUS 00eM 3a
NPUIOKEHUE ¢ HHXKEKIIMOHEH pa3TBOp Ha HaTpueB xiuopua 9 mg/ml (0,9 %). Konuenrpauusta Ha
KpaifHus pa3TBop Ha OeBanm3ymad TpsoOBa aa Obae B rpanuuute ot 1,4 mg/ml no 16,5 mg/ml. B no-
rojisiMa 4acT OT CIIydauTe HeoOXO0AMMOTO KoJIndecTBO Alymsys Moxke na Obje paspeacHo ¢ 9 mg/ml
(0,9 %) nmxeKkIMOHEeH pa3TBOp Ha HATPHUEB XJIopH . 10 0011 o6em ot 100 ml.

He e nabnronaBana HechbBMECTUMOCT MeX Ty Alymsys U cakoBe OT OJTMBHHWII XJIOPHJ HITH
noJuoneuH WK CUCTEMHTE 38 HHPY3HS.

[Mpeau npunaraHeTo UM JIEKapCTBEHUTE TIPOIYKTH 32 MApPEHTEPATHO PUIIOKEHHE TPsOBa Ja ce
MIPOBEPST BU3YATHO 32 HAJMYKE Ha BUJIMMH YaCTHIIM U MPOMSIHA Ha IIBETA.

Alymsys e camo 3a eJIHOKpaTHa yrnoTpeda, Thi KaTo MPOAYKTHT HE ChIbPKAa KOHCEPBAHTH.
HCI/I3HOH3B3HI/I${T J'ICKapCTBCH HpOI[yKT U OTIIaABYHUTC MaTCpI/IaJ'II/I OT HCTO Tp516Ba Ja ce I/I3XB'pr'I5[T
B CHOTBETCTBUE C MECTHUTE U3UCKBAHUA.

7. IMPUTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEGA

Mabxience Research SL

C/ Manuel Pombo Angulo 28

28050 Manpun

Ucmanns

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/20/1509/001 — 100 mg/4 ml

EU/1/20/1509/002 — 400 mg/16 ml

9. JIATA HA ITBPBO PASPEIIABAHE/ITIOJHOBSIBAHE HA PABPEIHLIEHUETO 3A
YIIOTPEBA

[ata Ha mbpBO pazpewanane: 26 mapt 2021 .

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

IToapoOHa uHOpMaLKs 3a TO3M JICKApPCTBEH IMPOAYKT € IMPeIocTaBeHa Ha yeOcalita Ha EBponeiickara
areHuus 1o JiekapcTBaTa http://www.ema.europa.eu/.
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IMPUJIOKEHHUE IT
IMPOU3BOAUTEJ HA BUOJIOTTYHO AKTUBHOTO BEIIIECTBO 1
IMPOU3BOJAUTEJL, OTTOBOPEH 3A OCBOBO/XKJIABAHE HA ITAPTUIN
YCJIOBUA NI OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA
APYTI'U YCJIOBUA U UBUCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA

YCJIOBUA NN OTPAHUYEHUS 3A BE3OITACHA 1 EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TPOAYKT
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A. NPOU3BOIUTEJI HA BUOJIOTNYHO AKTUBHOTO BEIIECTBO U
MNPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOX/JIABAHE HA ITAPTUIHN

Hme n aapeC Ha MPOU3BOAMTCIIA HA OMOJIOTUYHO AKTUBHOTO BCIICCTBO

GH GENHELIX S.A.

Parque Tecnologico de Ledn
Edificio GENHELIX

C/Julia Morros, s/n

Armunia, 24009 Le6n, Vcnanus

mAbxience S.A.U.

Calle Jose Zabala 1040
Garin, BI619JNA

Buenos Aires, Ap>keHTHHA

Hme u agpec Ha TPOM3BOIUTENS, OTTOBOPEH 32 OCBOOOKIaBaHE HA MAPTHINTE

GH GENHELIX S.A.

Parque Tecnoldgico de Ledn
Edificio GENHELIX

C/Julia Morros, s/n

Armunia, 24009 Le6n, Vcnanus

B. YCJIOBUSA UJIN OTPAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHUAT MPOIYKT € OTITyCKa 110 CIEHUATHO M OTPaHIYEHO JIEKapCKO MpeAnrucanue (BxK.
[Ipunoxenne I: Kpatka xapakTepucTuka Ha IpoIyKTa, Touka 4.2).

C. JAPYI'M YCJIOBUA N U3BNCKBAHUA HA PASPEIIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKkTyaJau3npanu aokjaanau 3a oezonacuoct (ITAIB)

M3uckpanusTa 3a nonaBane Ha [TAJlb 3a To3u JeKapCTBEH MPOAYKT ca MOCOUYEHHU B CITUCHKA C
pedepentHute natu Ha EBponeiickus cpio3 (EURD cnucek), npeasuzes B wi. 1078, an. 7 ot
JupektuBa 2001/83/EO v BB BCUUKH CJICABAIIY aKTyaIH3alluy, TyOJIMKYBaHU Ha
eBPOTICHCKHUS yeOImopTan 3a JeKapcTBa.

D. YCJI0BUA NN OI'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TIPOAYKT

. Ilnan 3a ynpasienue Ha pucka (ITYP)

[MpurexatensaT Ha pa3perienuero 3a ynorpeba ([IPY) TpsOBa na u3BbpIIBa U3NCKBAHUTE
JIEHMHOCTH U AEHCTBUS, CBBP3aHHU C NIPOCIIEAsIBAHE HA JIEKAPCTBEHAaTa 0€3011acHOCT, IIOCOYEHH B
onobpenwust [TYP, npeacrasen B Moay 1.8.2 Ha pa3penieHueTo 3a ynorpeda, KakTo U MpH
BCUYKH CII€/IBAIllM ChIVIACYBaHM aKkTyanu3auuu Ha [TYP.

Axryammsupas [IYP TpsiOBa na ce moxasa:

. 1o uckane Ha EBponelickaTa areHIys 1o jJeKapcTpara;

o BHHATH, KOTAaTO Cce M3MEHS CHCTEMAaTa 3a yIpaBJieHne Ha PUCKa, 0COOEHO B Pe3yiTar Ha
MoJTyYyaBaHe Ha HOBA MH(OPMAITHUS, KOATO MOXKE Ja JIOBE/IE JI0 3HAYMMU IIPOMEHU B
CHOTHOIIIEHUETO TTOJI3a/PUCK, WU CIIe[] TOCTUTaHEe Ha BayKEH eTall (BbB BPB3Ka C MPOCIEIIBaHE
Ha JIeKapcTBeHaTa 0€30MMaCHOCT WITH CBEXKIAHE Ha PHUCKA IO MUHUMYM).
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ITPHUJIOKEHHUE III
JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA JJA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUAA

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Alymsys 25 mg/ml KoHLIEHTpaT 3a HH()Y3UOHEH Pa3TBOP
OeBan3ymad

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

Bcekn dnakon ¢ kormeHTpar cpabpka 100 mg GeBarmzymad.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

Tpexaiio3a Tuxuapar, MOHOOCHOBEH HaTpueB Gocdar MOHOXUIPAT, TuHATpUEB docdar,
nosucop6at 20, Bojia 3a MHKESKITUN

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

KonuenTpart 3a nH}pY3HOHEH pa3TBOP
1 dpmaxon ¢ 4 ml
100 mg/4 ml

‘ 5. HAYYH HA ITPUJIOKEHUE U ITBbT(MILIA) HA BBBEXKJIAHE

3a 1.v. IpUIIOKEHHE CIIe pa3pekIane.
[Ipenu ynoTtpeda npoyereTe IMCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEY OT IIOTJIEJA U TOCET'A HA JIEITA

I[a CC CbXpaHsiBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEHNUAJIHM IIPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ja ce cpxpansBa B XJIQIMITHUK.
Ja He ce 3ampa3zsiBa.
CoxpaHsiBaiite (1akOHA B KApTOHEHATa OIMAKOBKa, 32 JIa Ce Mpera3u OT CBETIMHA.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJIISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11.

NME N AJIPEC HA ITPUTEXATEJISA HA PASPEHHIEHUETO 3A YIIOTPEBA

Mabxience Research SL

C/ Manuel Pombo Angulo 28
28050 Manpun

Ucnanus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/20/1509/001

13.

NAPTUJAEH HOMEP

ITaptuna:

| 14.

HAYYH HA OTITYCKAHE

| 15.

YKA3AHMUSA 3A YIIOTPEBA

| 16.

WH®OPMAIINSA HA BPAMJIOBA A3BYKA

[puero e ocHOBaHMeE /1a HE ce BKIIIOYM HH(pOpManus Ha bpaiinosa a30yka.

| 17.

YHUKAJIEH HAEHTUOUKATOP — JIBYU3MEPEH BAPKO/I

JBym3mepeH 6apKoJI ¢ BKIFOYCH YHUKAICH HACHTH()HUKATOD.

| 18.

YHUKAJIEH UAEHTUOUKATOP — JJIAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

DJIIAKOH

1. NME HA JIJEKAPCTBEHUA IMTPOAYKT U ITbT(MIIA) HA BBBEXKJIAHE

Alymsys 25 mg/ml crepuiicH KOHIIEHTPAT
OeBanu3ymab
1.V. clie]1 pa3pexaHe

‘ 2. HAYYH HA ITPNJIOKEHHNE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIN

100 mg/4 ml

6. JIPYTO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUAA

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Alymsys 25 mg/ml KoHLIEHTpaT 3a HH()Y3UOHEH Pa3TBOP
OeBan3ymad

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

Bcekn dmakon ¢ koHIeHTpat chabpka 400 mg GeBarmzymad.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

Tpexaiio3a Tuxuapar, MOHOOCHOBEH HaTpueB Gocdar MOHOXUIPAT, TuHATpUEB docdar,
nosucop6at 20, Bojia 3a MHKESKITUN

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

KonuenTpart 3a nH}pY3HOHEH pa3TBOP
1 ¢pnaxon ¢ 16 ml
400 mg/16 ml

‘ 5. HAYYH HA ITPUJIOKEHUE U ITBbT(MILIA) HA BBBEXKJIAHE

3a 1.v. IpUIIOKEHHE CIIe pa3pekIane.
[Ipenu ynoTtpeda npoyereTe IMCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEY OT IIOTJIEJA U TOCET' A HA JIETTA

I[a CC CbXpaHsiBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYTI'U CHEHUAJIHM ITPEAYIIPEXXKJIEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ja ce cpxpansBa B XJIQIMITHUK.
Ja He ce 3ampa3zsiBa.
CoxpaHsiBaiite 1aKoHA B KApTOHEHATa OIMAKOBKA, 32 JIa Ce Mpera3u OT CBETIMHA.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJIISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11.

NME "N AJIPEC HA ITPUTEXATEJISA HA PASPEHHIEHUETO 3A YIIOTPEBA

Mabxience Research SL

C/ Manuel Pombo Angulo 28
28050 Manpun

Ucnanus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/20/1509/002

13.

NAPTUJAEH HOMEP

ITaptuna:

| 14.

HAYYH HA OTITYCKAHE

| 15.

YKA3AHUSA 3A YIIOTPEBA

| 16.

HWH®OPMAIINSA HA BPAMJIOBA A3BYKA

[puero e ocHOBaHMeE /1a HE ce BKIIIOYM HH(pOpManus Ha bpaiinosa az0yka.

| 17.

YHUKAJIEH HAEHTUOUKATOP — JIBYU3MEPEH BAPKO/]

JBym3mepeH 6apKoJI ¢ BKIFOYCH YHUKAICH HACHTH()HUKATOD.

| 18.

YHUKAJIEH UAEHTUOUKATOP — JJAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJIMHUYHHU
II'bPBNYHH OITAKOBKH

DJIIAKOH

1. NME HA JIJEKAPCTBEHUA IMTPOAYKT U ITbT(MIIA) HA BBBEXKJIAHE

Alymsys 25 mg/ml crepuiicH KOHIIEHTPAT
OeBanu3ymab
1.V. clle]T pa3pexaHe

‘ 2. HAYYH HA ITPNJIOKEHHNE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIN

400 mg/16 ml

6. JIPYTO
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Bb. IUCTOBKA

70



JlucroBka: undopmanus 3a norpeduTeNs

Alymsys 25 mg/ml koHneHTpaT 32 HHQY3UOHEH PA3TBOP
oeBaru3ymab (bevacizumab)

vTOSI/I JIEKapCTBEH MPOIYKT MOJIJICKH Ha JOIMBIHUTEIIHO HaboneHre. ToBa 1ie mo3Boiu Obp30TO
YCTaHOBsIBaHE Ha HOBa MH(OpMAaIUs OTHOCHO Oe3omacHOCTTa. MoXkeTe Ja JajieTe CBOs MPUHOC, KaTo
CHOOITUTE BCSAKA HEXKETaHA PEAKIHsI, KOSATO CTE MOTYUYIIH. 3a HAYWHA Ha ChOOIIaBaHe HA HEXKETaH!
peakIuy BIDKTE Kpas Ha TOUYKa 4.

HpO'—leTeTe BHUMATEJIHO LIslJIaTa JTUCTOBKA, IIPEIH Aa 3alIOYHETE /1a U3110JI3BaTe TOBA
JIEKApPCTBO, Thil KATO TH CbABbPiKa BakHa 3a Bac HHq)OpMaIII/lﬂ.

3anazere Ta3u JTUCTOBKA. MOXKe /1a Ce HAIOXKH J1a 5T TPOYETETe OTHOBO.

AKO UMaTte HAKaKBH JOTTBIHUTETHN BBIIPOCH, TTONUTaiiTe Bammms ekap, hapMareBT wim
MEIUIMHCKA CEeCTpa.

AKO TIOJTyYHTE HAKAKBU HEXKEJIaHU PeaKiluu, yBeJaoMeTe Baius nekap, GpapManeBT uiu
MEIUIMHCKA cecTpa. ToBa BKIIIOUBA U BCUUKHU Bb3MOXKHU HEXKEJIaHU PEaKINK, HEOUCAaHU B
Ta3u JUCTOBKA. Bikte Touka 4.

Kakso CbhbAbpPiKa Ta3u JIUCTOBKA

A

1.

Kakgo npencrapnsBa Alymsys 1 3a KakBO ce U3I0JI3Ba
Kakgo Tps6Ba na 3Haere, npeau na usnonssate Alymsys
Kax ma mzmonmsBare Alymsys

BB3M0XHU HEXKEaHU pPEeaKLUU

Kak na cexpansBate Alymsys

ChbabppkaHye Ha ONTAaKOBKATa M JOIMBIHUTEIHA HH(POPMALIUS

Kakso npeacrasiasisa Alymsys u 3a KakBo ce U3I0J13Ba

Alymsys cbabpxa akTUBHOTO BEIIECTBO OeBalM3ymMad, KOETO € XyMaHU3UPaHO MOHOKIIOHATHO
aHTUTAIIO (BUA OENTHK, KOWTO OOMKHOBEHO C€ TIPOM3BEXK/1a OT UMyHHATa CHCTEMa, 3a Ja TTOATIOMOTHE
3amuTaTa Ha OpraHu3Ma oT HHQeKIus u pak). bepannzymab ce cBbp3Ba N30MPATENHO C OENTHK,
HapeyveH YOBEUIKH ChJI0B eHaoTeleH pacTexeH daktop (VEGF), koiiTo ce Hamupa BrpXy BbTpeIIHATa
MOBBPXHOCT Ha KPHBOHOCHHUTE M JTMM(HU cha0Be B opranu3ma. bentekbT VEGF mpennssuksa
MpopacTBaHe Ha KPHBOHOCHHUTE CHIIOBE B TyMOPa, KaTo Te€3W KPHBOHOCHH CHJIOBE CHAOASIBAT TyMOpa C
XPaHUTEIIHU BeliecTBa U kuciopo. Cien kato 6epanuszymad ce cebpike ¢ VEGF, TyMopHUSAT pacTex
ce BB3IPEITCTBA OT OJOKUpaHe Ha MPOPACTBAHETO HA KPHBOHOCHHUTE ChAOBE, KOUTO CHAOIsIBAT
TyMOpa C XpaHUTEITHH BEUIeCTBA U KUCIOPO.

Alymsys e JiekapcTBO, KOSTO CE U3IO0JI3BA 32 JICUCHUE Ha Bh3PACTHH MAI[UCHTHU C paK Ha J1e0esI0To
YepBO WM PEKTyMa B HalpeaHan ctaanii. Alymsys mie ce mpuiara B KOMOWHAIHS C

XUMHOTEPAIIEBTUYHO JIEYCHNE, ChABPIKAIIO JEKapCTBO OT Ipymnara Ha (IIyOopOITHPUMUITHATE.

Alymsys CC M3IIOJI3Ba CHIIO TaKa U 3a JICUCHUC Ha Bb3PACTHU MAILIUCHTU C METACTa3UPpaJl paK Ha

MIIedHaTa Jie3a. KoraTo ce n3mon3Ba IIpU MalMuECHTU C paK Ha MJICYHAaTa KJIC3a, TOM IIIe ce nmpuiara

34C€JHO C XUMHNOTCPANICBTUYCH JICKAPCTBCH MPOAYKT, HAPCUCH MAKIUTAKCCIT UJTN KaHCL[I/ITa6I/IH.

Alymsys ce U3110J13Ba 1 3a JICYCHHE Ha Bb3PACTHH MAlMCHTH C HEIPeOHOKIIEThYUEH paK Ha Oeus 1poo
B HampeHal ctaauid. Alymsys Ie ce npujara 3aeJJHO ¢ XHMHOTEPANleBTUYHA CXeMa, ChbpIKalla
TUTaTHHA.

Alymsys ce M3M0JI3Ba U 32 JICUCHHE Ha Bh3PACTHH MAIMEHTH C HApeIHA He[peOHOKIIEThUeH PaK Ha
Oenus 1po0, KOTaTO PaKOBUTE KJIIETKH UMAT CIICU(UYHN MyTaIlii HA €IMH BUJ OCNTHK, HApEUYCH
peuentop Ha enunepmanHus pactexet pakrop (EGFR). Alymsys mie ce npuiara B KOMOMHAIIUS C
epJIOTUHHO.
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Alymsys ce M3M0JI3Ba 1 32 JICUCHHE Ha Bh3PACTHH MAIMEHTH C pak Ha ObOpenuTe B HaIIpe 1Hal
craauid. KoraTo ce u3mon3Ba npu NaueHTy ¢ pak Ha ObOpenuTe, TOi 11e ce mpuiara 3a¢Ho C JpyT
BUJI JIEKAPCTBO, HAPEUCHO NHTEP(DEpOH.

Alymsys ce M3M0JI3Ba U 32 JICUCHHE HAa Bb3PACTHU MAIMEHTH C HAIPETHAIl eIUTENICH KapIIMHOM Ha
SHYHUINATE, PAOTIMEBUTE TPHOU WIIH ITbPBUYCH MTEPUTOHEANIeH KapiimHoM. KoraTo ce u3noi3sa npu
MAIMEHTH C CMUTEJICH KapIlIMHOM Ha SHYHUIINTE, (DajionueBUuTe TPHOU MIIM IIbPBUYEH IIEPUTOHEAJICH
KapIMHOM, TOH Iiie Objie IpHUaral B KOMOMHAIIMS ¢ KapOOIUIATHH M MaKIUTaKCEeI.

Koraro ce n3nosnssa npu T€3u Bb3pacTHH NALMEHTH C HAIIPEIHAN EMUTENEH KapLIMHOM Ha SIMUHULITE,
(anonueBuTe TPHOU WU IHPBUYCH MIEPUTOHEAICH KapIIMHOM, YAETO 3200IIIBaHE € PEIUIUBHPAIIO
Half-Manko 6 Mecela clie/i HocIeHaTa XUMUOTEpaIlus, ChIbpKalll CPEACTBOTO IIaTHHA, Alymsys e
ce mpujara B KoMOuHauus ¢ KapOoIIaTuH ¥ TeMIUTA0NH WK C KapOOIUIATHH M MAKIUTAKCel.

Koraro ce n3nosnssa npu Te3u Bb3pacTHU MAIMEHTH C HAIIPeIHAN eMUTeNIeH KapLIUHOM Ha SIHYHUIITE,
(anonueBuTe TPHOU MM IBPBUYCH MEPUTOHEAICH KAPLIMHOM, YMETO 3a00JIsIBaHE CEe € Bb30OHOBHIIO
Ipeay u3THYaHe Ha 6 Mecella Clie/l HOCIEHOTO JIeUeHHE ¢ XUMHOTEpaneBTHUHA CXeMa, ChIAbpKalla
iaTiHa, Alymsys 1e ce npuiara B KOMOMHAIMS C IAKIUTAKCell, TOOTEKaH WIIH MeTHINPaH
JIMIIO30MEH JOKCOPYOHIIHH.

Alymsys ce U310J13Ba 1 3a JICUCHUE Ha Bb3PACTHH MAIUCHTH C TICPCUCTHPAIILl, PEIIUUBHPAII] UITH
MeTacTa3upal pak Ha MaToyHara mwuiika. Alymsys 1ie ce mpuiara B KOMOMHAINS C TTAKIATAKCEN U
[UCTUIATHH, WIH aITePHATHBHO, C TAKIUTAKCEN W TOTIOTEKaH, MIPH MAI[UeHTH, KOUTO HE MOTaT Ja
MOJIy4aBaT JICUCHHUE C TUIATHHA.

2. Kakso TpsadBa na 3Haere, npeau Aa uznouassare Alymsys

He uznoassaiite Alymsys, ako:

° CTC aJICPruyH KbM 6eBaHI/I3YMa6 WJIK KbM HAKOA OT OCTAaHAJIUTE ChCTAaBKU HA TOBA JICKApCTBO
(m30poeHu B ToUKa 6).

o CTe AIEPTUYHHN KbM KJIETHYHH MPOIYKTH OT KJIETKH Ha SYHUK Ha kuTaiicku xamcrep (CHO) mm
JpYTH PEKOMOMHAHTHH YOBEIIKH MJIM XyMaHU3UPaHH aHTUTENA.

. cTe OpeMeHHa.

IIpexynpesxnenusi ¥ NpeAnasHu MepKU
I'oBopere ¢ Bamms nekap, ¢papmaneBT Wi MEAULMHCKA CECTpa, TIpeau 1a u3nonsBare Alymsys:

o Bw3mokHo € Alymsys J1a yBelTM4n pyUCKa OT pa3BUTHE HA epPopaluy B YpeBHATA CTEHA. AKO
nMmaTe 3a00IABaHe, MPEAN3BUKBAIIO BH3MAINTENIEH MPOIeC B Kopema (Harp. TUBEPTUKYIIHT,
CTOMaIITHA A3Ba, KOJHT, CBbP3aH C XUMHOTEPAITs), MOJIs, 00ChIeTe ToBa ¢ Barmms nexysar
JeKap.

L Alymsys MOIKE J1a YBCJIMYM PUCKaA OT IOsABATA HA IMMATOJIOTMYHO KaHATIUC UIIU XOO MCIKIY JBa
opraHa Wi KPbBOHOCHU CbIOBE. PucksT ot Pa3BUTUC HaA ITATOJIOTMYHU KaHATUYCTA MEXKITY
BJIAraJJviCToO U KOATO U Aa € 4aCT OT Y€pBaTa MOXKE Jia CC YBCINYH, dKO UMATC NCPCUCTHUPAIL],
peunuauBUpalll Wik ME€TacTazupall paK Ha MaTO4YHaTa IIHUHKA.

o Alymsys Moe J1a YBEJINYH PUCKa OT KbPBEHE MU PHCKa OT MPOOJIEMH IIPH 3apacTBaHe Ha
panarta cieq onepauus. Ako Bu mpencroun onepanus, ako cTe MpeThpHed roIsiMa ONeparys
npe3 NOoCIeHUTE 28 JHU MIIH aKO BCE OLIe MMAaTe He3a3paBsiiia paHa cjel onepanus, He
TpsiOBa J1a ce JIEKyBaTe C TOBa JIEKAPCTBO.

. Alymsys Moxe J1a YBEJIUYH PUCKa OT pa3BUTHE HAa CEPHO3HU MH(EKIIUH HA KOXKaTa U T0-
IBIIOOKUTE TIOJKOXKHH CIIOEBE, 0COOCHO aKO CTe MMaJIU epQopalysl Ha YpeBHATA CTEHA HIIH
npoOJIeMHU ChC 3apacTBaHe HA paHHTE.
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Alymsys MOke J1a IIOBHIITK YeCTOTATa HAa BUCOKO KPBBHO HaJIsITaHe. AKO UMATe TOBHIIICHO
KPBBHO HAJIATaHEe, KOETO HE Ce KOHTPOJIMPa J00pE € JIeKapcTBa 32 KPHBHO HANATaHE, MOJIS,
KOHCYyJITHpaiiTe ce ¢ Bamus jekap, Thil KaTO € BaXKHO JIa Ce YBEPHTE, Ye KPbBHOTO By Hanmsrane
€ MO/ KOHTPOJI, TIPE/IU JIa 3aMOYHETe JICYCHHETO ¢ Alymsys.

AKO MMaTe WM CTE UMaJId aHeBpHU3Ma (paslIMpsiBaHe U OTCIa0BaHe Ha CTEHA Ha KPbBOHOCEH
CbJl) WM Pa3KbCBAaHE HA CTEHA HA KPbBOHOCEH Ch/I.

Alymsys MOXKC J1a YBCJIMYHA pHUCKaA OT IIOsIBA HA OCITHK B YpuHarta, 0CO0EHO aKO BeUe UMaTe
IMOBUIICHO KPBbBHO HAJIATaHE.

PuckbT 0T 00pazyBaHe Ha KPbBHU CHCUPEIH B apTepUHTe (BU KPHBOHOCHH ChJIOBE) MOXKE J1a
Ce YBEJINYH, aKO CTe HaJ 65-roguIIHa Bb3pacT, ako UMaTe AUadeT WiIH ako Mpeau CTe NMalld
KPBBHH ChCUpELH B apTepuunte. Mo, roBopere ¢ Bammus nekap, Thil KaTO KPbBHUTE ChCHPELH
MOXe J]a TOBEAAT 10 MH(PAPKT Ha MUOKap/a ¥ HHCYIIT.

Alymsys Moe CBIIIO Jia TOBHIIH PUCKA OT pa3BUTHE HA KPBBHU ChCHPEIH BbB BEHUTE (BHI
KPBbBOHOCHH CBHJIOBE).

Alymsys Mo’xe J1a mpeIu3BUKa KbPBEHE, 0COOCHO CBBP3aHO ¢ TyMOpa. MoJisi, KOHCYJITHpaiiTe
ce ¢ Bamus nekap, ako mpu Bac win BB Balleto ceMeicTBO UMa Cilydan Ha KbPBEHE WIH aKO
B3E€MaTe JIEKapCTBa 3a pa3pekJaHe Ha KPbBTa IO KaKBaTo M J1a € IPUYNHA.

Alymsys Moxe Ja IpeTn3BHKa KbpBEHE B M OKOJI0 MO3bKa. Morst, 00cheTe ToBa ¢ Bammist
JIeKap, ako UMaTe MO3bYHU METacTa3H.

Alymsys Moe Jja yBeIU4U pUCKa OT KbpBeHE B Oenute Jpo0oBe, IPOsBSBAILO CE C KaILIUIA
WIN TUTIOEHE Ha KpbB. Mo, o0chaere ToBa ¢ Bamus nekap, ako cre ro 3abemns3aiy npenu.

Alymsys MOke Jla YBEJIMYHM PUCKa OT pa3BUTHE Ha ChplevyHa cinaboct. BaxkHo ¢ BamusT nekap
Jla 3Hae, aKO HIKOTa CTEe Ce JISKYBAIH C AaHTPAIMKIIMHY (HAIIpUMep, JOKCOPYOHIIHH —
crieruaeH BU XUMHUOTEpAIHs, KOATO ce TpuJara 3a JIie4YeHrne Ha HAKOW BUIOBE pak) win Bu
€ TIpaBeHa JIbYETePAaIys Ha TPhIHUS KOIII, MM aKO UMaTe ChbPACYHO 3a00JIsBaHE.

Alymsys Mo>xe J1a mpenn3BruKa MHQEKIMN 1 HaManeHue Ha Oposi Ha HeyTpodunuTe (BUI
KPBBHH KJIETKH, BAKHH 3a 3ammuTara Bu ot 6akTepun).

Alymsys Moke J1a IPeIu3BHUKa CBPBbXUYBCTBUTCIIHOCT (BKIIOYUTEITHO aHA(DUIAKTHYEH III0K)
W/WIH peakIu KbM UHQY3HsITa (peakiuy, CBbP3aHu C HHKCKTHPAHETO Ha JICKAPCTBOTO).
Moz, yBenomere Bammst nekap, papMaieBT Wil MEIUIIMHCKA CECTPa, aK0 CTE HMANIU TPeIn
TOBa MPOOJIEMH CIie]l HHKEKTUPAHETO, HATIP. 3aMaliBaHe/IpHUIaiaHe, 3a/1yX, TIOAyBaHe I
KOXCH 00OpHB.

Psiaxa HeBposornuHa HeXXelaHa peakiys, HapeueHa CHHAPOM Ha ITOCTEpUOPHA 00paTHMa
ennedanonarus (CIIOE), e cBbp3ana ¢ neuenuero ¢ Alymsys. Ako uMate riaBoOosue,
MIPOMEHH B 3p€HHETO, OOBPKAHOCT WJIM I'bPUOBE C WM 0€3 MOBUILEHO KPBBHO HAJISITaHe, MOJI,
CBBpXKETE ce ¢ Bamms nekap.

Cpo0mraBa ce 3a 3aruBaHe Ha KOCTHA ThKaH (OCTEOHEKPO3a) B KOCTUTE, 0€3 3acsaraHe Ha
JTOJTHATA YEIIOCT, P MaIlMeHTH Ha Bh3pact noj 18 ronuau, nexkyBanu ¢ Alymsys. boika B
ycTara, 350HUTe W/IIN YeI0CTTa, TIOAyBaHe WM PaHU B yCTaTa, U3TPHIIBaHE MIIM 9yBCTBO Ha
TEXKECT B YEJIIOCTTa WM pa3KjalllaHe Ha 360 MOXe Ja ObJaT MpU3HALM U CUMIITOMHU Ha
YBpEXKJIaHEe Ha KOCTTa Ha YerocTTa (OCTEOHEKpo3a). YBegoMere He3a0aBHO Bamist nekap uiu
3p00JIeKap, aKO MOJTYYUTE HAKOH OT TSIX.
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Mouss, koHCyaTHpailTe ce ¢ Bamus jexap, 10py ako HIKOE OT TOPHUTE TBbPJEHHUS CE€ € OTHACSIIO JI0

Bac B munanoro.

[Ipenn na Bu ce mpunoxu Alymsys uiu 1okaro ce nekyBate ¢ Alymsys:

o BeJHara yBegomere Bamms jgexap u 3p005€ekap, ako ©MaTe WK CTe MMaji 0oJika B ycTaTa,
3p0HTE W/WIK YETIOCTTa, TOJyBaHe WIH PaHU B ycTaTa, U3TPBIIBaHE MM YyBCTBO Ha TEKECT B
YeI0CTTA, WK pa3Kiialiade Ha 350.

o aKo TpsOBa Jja ce MOAJIOKHUTE Ha MHBa3HBHO 3b00JICYCHUE WIIM CTOMATOJIOTHYHA Ollepanus,
KaxeTe Ha Barwmst 3p0071ekap, e ce iekyBaTe ¢ Alymsys, 0cOO€HO KOraTo 1mojy4aBare Uin CTe
NOJTy4aBajl U MHXXEKIUs ¢ OudochoHaT HHTPaBEHO3HO.

Mosxe na Ob/ieTe MOCHBETBAHH J1a CE MOJIOKUTE HA CTOMATOJIOTHYCH TPETJIe/T TIPS 3all0YBaHe Ha
nedeHueTo ¢ Alymsys.

Alymsys e pa3paboTeH 3a JiedeHHe Ha PaK MOCPEJICTBOM HHXEKTUPAHETO My B KpbBTa. [IpOAyKTHT HE €
NpeAHa3HaueH 3a MHKEKTUpaHe B 0koTo. Ilopaan ToBa He e pa3perieHo a ce U3M0J13Ba 110 TO3H HAYHH.
[Ipu nupexTHO MHXeKTUpaHe Ha Alymsys B 0koTo (HeogoOpeHa ynotpeda) Morar 1a Bb3HUKHAT
CJIEJIHUTE HEXKEIIaHU PeaKluu:

o MH(EKIMS WK Bh3MAJICHHEe Ha OYHaTa S0bIIKa,

o 3a4epBsiBaHE HA OKOTO, M0SIBA Ha MAJIKU TOYMIM WJIH IIETHHIIA B 3PUTEIHOTO T0JIe (TTaBaIH
YacTHIIM), 00JIKa B OKOTO,

. BIDKJIaHE Ha MPOOJIACHIM CBETJIMHA C IIABALH YaCTUIH, IPOrpecupalia 10 yacTHYHa 3ary0a Ha
3peHueTo Bu,

. MOBHILICHO BHTPEOYHO HAJISTAHE,

J KPBHBOU3IIHB B OKOTO.

Jena v roHOImIM
Ymorpebara Ha Alymsys He ce mpernopbsYBa MpH Jela 1 IOHOIIX Ha Bh3pacT rmox 18 roanHu, Thit KaTo
0e30macHOCTTa U IOJI3aTa [IPH Ta3u MOIYJIALMS ALIMEHTH He Ca YCTaHOBEHHU.

Apyru gexkapcrea u Alymsys
Tps6Ba na kaxere Ha Bammus nekap, papManeBT Ui MEAUIIMHCKA CECTPA, aKO IIPHUEeMaTe, HAaCKOPO CTe
MIpUEeMaIH WU € Bb3MOXKHO J1a IPUEMETE JPYTH JIEKapCTBa.

Komb6unnpanero va Alymsys ¢ Ipyro JIeKapcTBO, HAPEIEHO CYHUTHHHO MaiaT (MIPeamUCcCBaHO IPH PaK
Ha OBOpEIUTE U CTOMAIIHO-YPEBHUS TPAKT), MOXKE J1a IOBE/IC 10 TSKKH HEKETIaHU PCaKIUU.
OO6cnaete ToBa ¢ Bammst nekap, 3a 1a ce yBepure, ye mpu Bac He ce KOMOMHHPAT TE3U JIEKapCTBa.

VYBenomere Bamus nekap, ako ce JiekyBate ¢ XHMHUOTEpanus Ha OCHOBATa HA TUIATHHA WITH TAaKCaHH 32
pak Ha Oenute ApoOOBE WM METaCTa3Upall paK Ha MJIeUHaTa xJie3a. Te3u BUIoBe Tepanus B
KoMOUWHaIus ¢ Alymsys MOXe 3 YBEITUYaT PUCKA OT TEKKH HEKETAaHH PEaKITHH.

Moz, uadopmupaiite Bammus nekap, ako Hackopo Bu e npunarana wim Bu ce npunara npuetepanusi.

BpemenHocT, kbpMeHe U (pepTHIIHTET

He tpsiOBa na u3mos3Bare ToBa JEKapCTBO, aKO cTe OpeMeHHa. Alymsys MoXe J1a yBpeaAd HEPOJCHOTO
Bu nete, Thii KaTO MOXKE /1a cIIpe mpolieca Ha 00pa3yBaHe Ha HOBH KPbBOHOCHHU ChAOBe. Bammsar
nexap me Bu noceBeTBa 1a mpuitarate MepKH 3a Mpe/ra3BaHe OT 3a0peMeHsIBaHe [0 BpeMe Ha
nedeHunero ¢ Alymsys v moHe 6 Mecella ciie1 rmocieHara j1o3a Ha Alymsys.

AKko cTe OpeMeHHa, cMATaTe, Y& MOXKE Jla CTe OpeMEHHA WITH MIaHupaTe OPEMEHHOCT, MOChBETBANTE
ce ¢ Bamms nekap uinun dapmarieBT mpean ynotpedara Ha TOBa JISKApCTBO.

He TpH6Ba JAa KbPpMUTC 110 BPEMC Ha JICUCHUC C Alymsys U MOoHE 6 Meccla CJICA MPUIIaraHeTo Ha

mocieaHara 103a Alymsys, Thil KaTo TOBa JEKapCTBO MOJKE /1A TIOBJIMAEC pacTeka U Pa3BUTHETO Ha
Bamrero 0Oe0e.
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Alymsys Moxe Aa yBpeau (pepTHINTETa pH KeHuTe. Most, KoHCy/ITHpaiiTe ce ¢ Bamus nexap 3a
moBede HHPOPMAITHSL.

JKenute B mpenMeHomnay3a ()KEHH, KOUTO UMAT MEHCTPYaIlrs) MOrat jJa 3a0enexar, ye
MEHCTpyanuaTa UM CTaBa HepeJIOBHA MU JINTICBA M MOTAT JIa TIOJy4yaT YBpeXKIAaHe Ha (pepTUIINTETA.
AKoO Bb3HaMepsBaTe Aa UMaTe Jela, TpsOBa Aa 00CchANTE ToBa ¢ Bamms nekap, npenu Aa 3armovHeTe
JICYCHHUE.

Ilopupane u padoTa ¢ MAIIMHU

Hsama nannu, ue Alymsys HamansiBa criocoOHOCTTa 3a modupane win padota ¢ MmamuHu. ChobOmaBa
ce o0aue 3a CHHIMBOCT U MPHUIAIBIM P yrnorpeda Ha Alymsys. AKO MMOJIy9uTe CHMIITOMH, KOUTO
3acsratr 3peHUETO, KOHIIEHTpAIUATa WM CIOcOOHOCTTa Bu 3a pearupane, He modupaiite u He
paboTeTe ¢ MaIlluHU, JOKATO CHMITTOMHUTE HE M3Ye3HAaT.

Alymsys cbabpska HaTpHUi
ToBa jekapcTBO ChABPIKA MO-MaNKo 0T 1 mmol Hatpuii (23 mg) Ha enuH (IIaKoH, T.€. MOXKE Ja ce
KaXKe, 4e MPaAKTUIEeCKH He ChIbpKa HATPUH.

3. Kaxk na nznoaseare Alymsys

Jl03poBKa U 4ecTOTa HA MPUJIOKeHNe

Heobxonumara no3a Alymsys 3aBucu OT TeecCHOTO BH Terso u Buja Ha pakoBOTO 3a00JsBaHe, KOETO
TpsiOBa 1a ce nekysa. lIpemoppunTtennara no3a e 5 mg; 7,5 mg; 10 mg wim 15 mg Ha Kumorpam
TesiecHO Tero. BammsT nekap me Bu npeanumre go3a Alymsys, kosiTo € noaxosia 3a Bac. Bue e
nonyvaBare Alymsys BeqHBX Ha 2 Wi 3 ceamuid. bposT Ha nHby3unTe, Kouto e Bu ce Hanpasst,
3aBHUCH OT 0TroBopa Bu Ha neueHuero; Bue TpsiOBa na npoabipkaBaTe JIEUYEHUETO € TOBA JIEKAPCTBO,
nokato Alymsys mpecTaHe 1a Bb3IPENATCTBa pacTeka Ha TyMopa. Bamust nekap e o0chau ToBa ¢
Bac.

MeToa M HAYMH Ha NPUJIOJKEHHe

He pazknamaiite gnakona. Alymsys e KOHLEHTpaT 3a HH(Y3HOHEH pa3TBOp. B 3aBHcUMOCT OT fo3aTta,
KosiTo Bu e mpenmnucana, 9acT Wiy sUI0TO ChABPXKaHUE Ha prakoHa Alymsys e ce paspenu ¢
pa3TBOpP Ha HATPUEB XJIOPUI Ipean ynorpeda. Jlekap win MeguIMHCKa cecTpa e Bu npuioxar to3u
paspeneH pa3tBop Ha Alymsys noj popmMara Ha HHTPaBeHO3HA MH(Y3Hsl (BEHO3HO KankoBo). I[IbpBaTa
MHQY3HUs 1Ie ce TpuIoku 3a 90 MUHYTH. AKO T ce TIoHece A00pe, BropaTa HHY3HI MOXKe Ja ce
npunoxu 3a 60 munyTr. CnenBarnure nHGY3uH Moke 1a Bu ce mpumarar 3a 30 MuHyTH.

IIpuiaoxenuero Ha Alymsys TpsiOBa 1a 60be BpeMeHHO MPEeKbCHATO

° aKo KpBBHOTO Bu HassiraHe ce MOBUIIY CHIJIHO U CE€ HAJIOKU JICUCHUE C JICKApPCTBA 32 KPHBHO
HaJIATaHe,

. aKo UMare IpobJIeMH ChC 3a3/paBsSBaHe HA PAHUTE CJIE]| ONICPAIUs,

. aKO CTE TOJIJIOKEHHU Ha OTepanusl.

IIpniaoxenuero Ha Alymsys TpsiOBa OKOHYATETHO Ja 0bJe MPEKPATEHO, AKO MOJyYHTe

. CHITHO TIOBHUIIICHHE Ha KPBBHOTO HAJISITaHE, KOETO HE MOXE JIa Ce KOHTPOJIMpPA C JIEKapCTBa 3a
KPBHBHO HAJIATAHE; MM BHE3AITHO CHJIHO TTOBHIIICHUE HA KPHBHOTO HAIIATAHE,

. HaJIMYUe Ha OENTHK B YPHHATA, IPUIPYKEHO OT OTOIH IO TSIOTO,

. nepdopainus Ha YpeBHATA CTCHA,

. MaTOJIOTUYHA TPHO0OOPa3Ha BPh3Ka WM X0 MEXIY IUXaTeaHara Tpb0a u XpaHOIpPOBO/Ia,

MCXKAY BBTPCIIHU OPraHyu U KOXKaTa, MEXKAY BJIarajJuileTO U KOATO U Jia € 4aCT Ha Y€pBaTa UJIn
MCKAY APYTY ThbKaHH, KOUTO IO IMPUHIOMII HC Ca CBbP3aHU ((l)I/ICTy.]'Ia) 1 KOUTO JICKYBAIIUAT
JICKAap CHYHUTA 3a TCKKO OTKJIOHCHUC OT HOPMAJIHOTO ChbCTOSHHC,

. CEpUO3HM MH(EKLINHU Ha KOXKaTa WU MO-IbJI00KHUTE ITOAKOKHHU CIIOEBE,
. KPBBEH ChCUPEK B apTEpPHUHUTE,
. KPBBEH ChCUPEK B KPHBOHOCHHUTE CHII0BE Ha Oenure ApoOose,
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o TCKBK KPHBOU3JIMB.

AKo ce 1aBa TBbpAe MHOTO Alymsys,
. MOJKE J1a TIOJIYIHTE TEKKa MUTPEeHA. AKO TOBA C€ CITy4H, TpssOBa He3ab0aBHO J1a YBEIIOMHUTE
Bamus nekap, papManeBT wiiu MEeIUITMHCKA CECTpa.

AKo cTe iponmycHaau 103a Alymsys,
. BammsT nekap me pemm kora ga Bu ce nane cnenpamara no3a Alymsys. TpsoBa na o6chaute
TOBA C JieKaps CH.

AKo cTe cnipesiu ynorpedara Ha Alymsys
[IpeycraHoBsiBaHe Ha jgedeHueTo ¢ Alymsys Moke Ja cipe edekra My BbpXy TyMOpHHUs pacTex. He
MpPeKbCBaiiTe IedeHneTo cu ¢ Alymsys, penu na cte oOchauan ToBa ¢ Bamus nexap.

AKO uMaTe HAKaKBH JIOTBJIHUTEITHHA BBIIPOCH, CBBP3aHU C YIIOTpebaTa Ha TOBa JIEKapPCTBO, MOMUTANTE
Bamms nekap, ¢papmaneBT WM MEAULUHCKA CECTPA.

4. Bb3MOKHH HeKeJIaHU pe€aKkuumn

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPECAMN3BHUKA HEKCIIaHNU pCaKIIMX, BBIIPEKU Y€ HC
BCCKM I' ITOJTy4aBa.

Hexenanurte peakunu, n30poeHU MO-A0Iy, ca HabMogaBaHu, Korato Alymsys e npuiarad
€JTHOBPEMEHHO C XUMHUOoTepanus. ToBa He 03HauaBa HEIIPEMEHHO, Y€ Te3U HEeKEJIaHU PEeaKIuu
ca IPUYMHEHHU TOYHO OT Alymsys.

AJlepru4HM peakuuu

AKo umare ajgeprudyHa peakius, yBeJJOMETe BeiHara Barms iekap uiau HIKON OT MEIUITMHCKUS
nepcoHal. [Ipu3zHanuTe Moke a BKIIIOYBAT 3aTPyAHEHUS B TUIIAHETO WK 0OJKa B IbpauTe. Moxke
Jla TIOJYYHUTE ChIO U YCPBEHUHA MJIM 3aUePBIBAHE HA KOXKATa WK O0PUB, CTYJCHU TPBIIKUA U
BTpHUCaHe, TajicHe WK MOBPBIIaHE, OTOK, CBETOBBPTEXK, YCKOPEHA ChpJIevHa JICHHOCT U 3ary0a Ha
Ch3HAHHE.

TpsdBa He320aBHO 1a MOTBPCUTE MOMOII, AKO MOJYYHTEe HAKOA OT MOCOYEHNTE MO-T0Ty
HeKeJIAHHM pPeaku.

Texxkn HeXxeNlaHu PeakLUuK, KOUTO MOXe Ja ObJaT MHOTO YecTH (MOJKe Jla 3acerHaT noseye oT 1 Ha
10 mymm), BKIIOYBAT:

L MOBUIICHO KPBbBHO HAJIATAHE,
L YYBCTBO Ha U3TPBHIBAHE WJIM MPABYYKaHE B PBICTC UM KpaKaTa,
L HaMaJICH 6p0171 KPBbBHU KJICTKHU, BKIIFOUUTCIIHO Oenu KPBbBHU KJICTKH, KOUTO IOMArar B 60p6aTa

npoTHB UHPEKIHUUTe (ToBa MOKe Jia ObJIe MPUIPYKEHO OT MOBHUILICHA TEMIIEPATypa), KAKTO U
KJIETKHTE, KOUTO TIOJNIOMAaraT ChbCHPBAaHETO Ha KPBBTA,
OTITaHAJIOCT U JIUTICA Ha EHEePTHs,
° yMmopa,
JMapus, TajeHe, MOBPbhIlaHe ¥ KOPEeMHa O0JIKa.

Texxu HeXETaHU PeakIny, KOUTO MOXe J1a Obaat yecTd (Moxke fa 3acersar mo 1 Ha 10 gymmm),
BKJIFOYBAT:

. nepdopalnms Ha 4YepBo,

° KbPBEHE, BKIIFOUYUTEIIHO KbPBEHE OT OCJIMTE IPOOOBE IPU MAI[MEHTH C HePEOHOKIECThUCH
KapImHOM Ha Oennte 1poOoBe,

° 3aIyIIBaHe Ha apTEPUUTE OT KPbBEH ChCUPEK,

° 3aIylIBaHe Ha BEHUTE OT KPHBEH ChCUPEK,

° 3aIyiBaHe Ha KPbBOHOCHHTE ChIOBE Ha OenuTe qpoOoBe OT KPhBEH ChCHPEK,
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3amyIiBaHe Ha BEHUTE Ha KpaKaTa OT KPhBEH ChCUPEK,

ChpJICYHA HEIOCTATHYHOCT,

MPOOJIEMU ChC 3a3/[paBsIBaHe HA PaHUTE CJIE] OTICPAIIHS,

3auepBsaBaHe, JTIOMICHE, 00JIE3HEHOCT, O0JIKA WM MOSBA HA MEXYPH IO MIPBCTUTE HA PBHIETE WIH

Kpakara,

HaMaJIeH Opoii Ha YEPBEHHUTE KPbBHH KIIETKH,

JIUTICA HA SHEePTHS,

CTOMAITHO ¥ YPEBHO HapyIIEeHHUE,

MYCKYJTHa U CTaBHA 00JIKa, MyCKYJIHA CJIa0OoCT,

CyXOTa B ycTaTa, KOMOMHHpPAHA C JKaX/1a W/WIH HaMalleHHue Ha KOJIMYECTBOTO Ha YPUHATA HITU

MOTHMHSIBAHETO M,

° BB3IMAJICHUE Ha JIMI'AaBMIIaTa HA yCTaTa M YyepBara, Oenure ApoOoBe U AMXATCIHUTE IbTHIIA,
PENPOAYKTUBHUTE OPTaHH U TUKOYHUTE MIHTHIIA,

° PaHUUKH B yCTaTa M XpaHONpPOoBoa (TphOaTa OT ycraTa JI0 CTOMaxa), KOUTO MOXeE Ja ¢a

00JIE3HEHH U J1a IPUYHUHST 3aTPYIHEHO TPETIhIIaHe,

00J1Ka, BKIIOUUTEITHO TI1aBobome, 60ika B repba 1 O0sKa B Taza U 00JIaCTTa HA aHyca,

JIOKAIM3UPaHO ChOMpaHe Ha THOM,

WH(EKINA 1 TO-CTIeNHATHO HH(PEKIH Ha KPbBTA WIH TUKOYHUS MEXYp,

HaMaJIeHO KPhBOCHAOISIBAHE HA MO3bKA WMIJIH WHCYIIT,

CBHHJIMBOCT,

KbpPBEHE OT HOCAa,

YCKOpSIBaHE Ha CHPJICYHUS PUTHM (ITyJica),

3aIyIIBaHe Ha YepBaTa,

OTKJIOHEHHS B W3CJIEIBAHETO Ha ypuHAaTa (OeNThK B ypHHATA),

3aJlyX WIA HUCKU CTOMHOCTH Ha KHCJIOPOJ B KPBHBTA,

nH(PEKIINN Ha KOXKaTa WU TBIOOKHUTE CIIOCBE MO KOXKaTa,

(uctyna: maromornyaa TprO6000pa3Ha Bph3Ka MEXIY BbTPEIIHN OPTaHu B KOXKaTa, WK IPYTH

ThKaHHU, KOUTO HOPMAJTHO HE Ca CBbP3aHU, BKIIFOUUTEITHO BPH3KHU MEXKTy BIATATUIIETO U

yepBaTa MpHU MAIEeHTH ¢ pak Ha MaTOYHATA IITHIHKA,

° NEPrUYHU peakiuy (MPU3HALKUTE MOXKE JIa BKIIFOYBAT 3aTPYAHCHO UIIAHE, 3a4CePBSIBAHE HA

JIUTIETO, OOPWB, HUCKO KPHBHO HAJISATaHE WM BUCOKO KPHBHO HAJISTaHE, MAJTKO KOJIMYECTBO

KHCIIOPOJT B KPBBTa, O0JIKA B TBPANTE, WU raJCHE/TIOBPBIIIAHE).

TexKH HeXKeJTaHU peakKiliy, KOUTO MOKe 1a ObaaT peaxku (Moxke aa 3acerrar a0 1 Ha 1 000 gyrm),

BKITIOYBAT:

o BHE3aITHA TeXKKa alepruyHa Peakius ChC 3aTPYAHCHO JUINaHe, OTOK, CBETOBBPTEXK, YCKOpEHa
ChpJICYHA JICHHOCT, U3NOTSABaHE U 3ary0a Ha ch3HaHUE (aHA(PWIAKTUYCH IIOK).

TexKH HeXellaHU PeaKllii ¢ HeM3BeCTHA YeCTOTa (OT HATMYHUTE TaHHU HE MOXKeE J1a ObJie HallpaBeHa
OIICHKA) BKIIIOYBAT:

o cepro3HM MH(EKIINU Ha KOXKAaTa WITH MO-IbJIOOKHTE CIIOEBE MOJT KOKaTa, 0COOCHO aKo UMaTe
OTBOPH B YpEBHATA CTEHA WU MPOOJIEMH, CBbP3aHH ChC 3apaCTBAHETO HA PAHUTE,

o oTpurareneH eheKkT BppXy CIIOCOOHOCTTA Ha KEHUTE J]a UMaT Jieta (BIKTE MMO-/I0Ty CITUCHKA C
HEeKeJIaHW PEaKINY 3a JIOTbJIHUTEIHU TPETOPHKH),

o CBHCTOSIHUE HAa MO3bKa ChC CHMIITOMH, BKITIOUBAIIY I'bpUOBe (IIPUIIAIBIIN), TIIaBOOOIHE,
00BpKBaHE U MPOMEHH B 3PCHHUETO (CHHAPOM Ha IMOCTEPUOPHA 0OpaTMa eHIledanonaTus uiu
CIIOE),

o CHUMIITOMH, KOUTO TIpEIojiaraT MpoMeH! B HopMaliHaTta Mo3buHa GyHKIms (T1aBodoinue,
MIPOMEHH B 3pEHUETO, OOBPKBAaHE I I'bPUYOBE) U BUCOKO KPBBHO HAJISATAHE,

o pasmmpsiBaHe U OTclIabBaHe HA CTEHA Ha KPBBOHOCEH ChJI WIIH Pa3KhCBAHE HA CTEHA Ha
KPBBOHOCEH Ch/1 (aHEBPU3MH U apTePUATHU AUCEKALINN),

. 3amyniBaHe Ha MHOTO MallbK(K1) KpbBOHOCEH(HU) ChI(0Be) B OBOperuTe,

o HEOOWYaHO BIHCOKO KPHBHO HAJISITaHE B KPBBOHOCHUTE CHJIOBE HA OennTe IpoOoBe, KOETO
npaBu paboTarta Ha JSCHATa CTpaHa Ha CHPIIETO MO-TPYJHA OT HOPMAIHOTO,

o OTBOP B XpYIIsUTHATa CTEHA, KOSATO pa3/iesis HO3ApUTE Ha HOCA,
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o OTBOP B CTOMAaxa HJTU YepBara,

o OTBOPCHA paHa WK OTBOP B JIMTABUIATa HA CTOMaXa WA THHKOTO YePBO (CUMITOMUTE MOXKE
Jla BKITIOYBAT KOpeMHa 00JIKa, 9yBCTBO 32 TOlyBaHe Ha KOpeMa, KaTpaHeHO YepHH
W3MPAXHEHUS WM KPBB B M3NPAKHEHUATA ((heKATMNUTE) I KPHB B TIOBBPHATHTE MATEPHH),

o KbPBEHE OT JIOJTHUTE OTJICNTU Ha JIe0ETI0TO YepBo,

o JIE3WH Ha BEHIIUTE C OTrOJIBAHE Ha YEIIOCTHATA KOCT, KOUTO HE 3apacTBaT U MOXE JIa ca
CBBbp3aHu ¢ 00JIKa U Bh3IAJICHUE Ha OKOJIHATA ThKaH (BIDKTE T0-/I0JIy CIIUCHKA C HeXEIIaH!
peaxIuu 3a JOMBIHUTEITHHA PEIOPBHKN),

o OTBOP B XJITBYHHS MEXYp (CUMIITOMHUTE U TPU3HAIUTE MOXKE J]a BKJIFOUBAT KOpeMHa 00JIKa,
MOBHILIEHA TEMIIEPAaTypa U rajcHe/IOBPBIIAHE).

TpsioBa BeHAra a NOTHPCUTE MOMOIII, AKO TOJYYHTE HAKOS OT MOCOYEHUTE MO-10J1y HexeJIaH!
peaKuuu.

MHuoro yectn(Moxe 1a 3acersat noseue ot 1 Ha 10 gymm) He)XelnaHH PEeaKIHu, KOUTO HE Ca TeXKKH,
BKJIFOYBAT:

3arex,

3ary0a Ha aneTwur,

NOBUIIICHA TEMITEPaTypa,

npoOJIeMH ¢ 0YnTe (BKJIIOYUTEIHO MTOBUIICHO OT/CIISIHE HA CBJI3H),

IPOMEHH B peyuTa,

IPOMEHH BBB BKYCOBOTO yCEIllaHe,

Xpema,

CyXOTa Ha KO)KaTa, JIFOIIEHEe 1 Bh3IaJIeHHEe Ha KOXKaTa, IIPOMSIHA B [[BETA HA KOXKATa,
3ary0a Ha TeJIEeCHO Terio,

KBbpBEHE OT HOCA.

Yectu(moxe nma 3acerHat mol Ha 10 gymmmm) HeXxxeIaHu peaxIim, KOUTO HE Ca TEKKH, BKIIOYBAT:
. MTPOMEHHU B IJ1aca U MPECUITHAJTIOCT.

[NaruenTure Ha BB3pacT Haj 65 TOJUHM ca C MOBUIIICH PUCK OT MOSBA HA CICTHUTE HEXEIaH!

peakiuu:

. o0Opa3yBaHe Ha KPbBHU ChCUPEIIH B apTEPUHUTE, KOSTO MOXKE Ja IOBEJIC 10 MHCYJIT WK UH(PAPKT
Ha MHOKap/a,

° HaMaJIeHHUEe Ha Opos Ha OCJIMTEe KPbBHHU KJIETKH, KAKTO M Ha KJICTKUTE, KOMTO IMOAIOMAarar

ChCHPBAHETO Ha KPBBTA,

auapus,

rajeHe,

riaaBo0oJIue,

yMopa,

BHCOKO KPBhBHO HaJIATaHe.

Alymsys Mo>xe Ja peIn3BHKa MPOMEHHU U B Ja00paTOPHUTE U3CJICABAHUS, Ha3HAYCHH OT Barus
nexap. Te BKiIrOUBaT HamaseH Opolt Ha OenTe KPhBHU KJIETKH, 0COOCHO Ha HEYTPO(DUINTE B KPHBTa
(Buz Oenu KpbBHU KIIETKHU, KOUTO MOJIIOMAraT 3amuTara cpenly HHGEKIUH ); HaJIndue Ha OCNTHK B
ypUHaTa; HAMaJICHH KOHIICHTPAIIMK Ha KaJIUi, HaTpui nik Gocdop (MuHEpaa) B KpbBTA; MOBUIIICHA
KpbBHA 3aXap; MOBUIIIEHN CTOMHOCTH Ha ankaiHaTa GocdaTasa (€H3UM) B KpbBTA; MIOBUIIICH CEPYMEH
KpeaTHHHH (TIPOTEWH, U3MepPBaH C KPbBHU TECTOBE, 3a Ja ce MPOBEPH JACHHOCTTA Ha OBOpenuTe Bn);
HaMaJIeH XeMOTJIO0UH (HaMHpa ¢e B YEPBEHUTE KPhBHH KIICTKH, KOUTO MPEHACST KUCIOPO/), KOUTO
MoraT J1a ObJaT TEKKH.

Chol0maBaHe HA HesKeJIAHH PeaKIHU

AKO TONTyuHnTe HIKaKBU HEXEJIaHH JICKApCTBEHU peakyy, yBegomere Bamus nekap, GpapmaneBT nin
MEIUIMHCKa cecTpa. ToBa BKIIIOUBA U BCUYKH Bb3MOXHU HEKEJIAHU PEAKLIUHU, HEOIIMCAHU B Ta3U
JUCcTOBKAa. MOXKETE ChILO Jja ChOOLINTE HEXEaHU PeaKMy AUPEKTHO Ype3 HAlMOHAJIHATA cUCcTeMa 3a
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choOIaBane, mocoucHa B [Ipunokenue V. Kato cho0IaBaTe He)KEIaH PEaKIMK, MOXKETE Ja JaIeTe
CBOSI MPUHOC 3a TOJIy4YaBaHe Ha moBede HH(GOPMAIUs OTHOCHO 0€30II1aCHOCTTA Ha TOBA JICKAPCTBO.

5. Kak na cbxpansBare Alymsys
[a ce cbxpaHsaBa Ha MSICTO, HEJOCTHITHO 32 ACIIA.

He u3non3Baiite ToBa JEKapCTBO CJIE CPOKA HAa TOJHOCT, OTOEIsI3aH BbPXY KapTOHEHATa OMaKOBKaA U
BbPXY €THKETa Ha (1akoHa, CbOTBETHO ciel ,,EXP*. CpokbT Ha rOAHOCT OTTOBaps Ha MOCIEAHUS JEH
OT ITOCOYCHHUS MECel.

Ja ce cpxpanspa B xnagumHuK (2°C — 8°C). [la He ce 3ampa3sba.
CoxpansBaiiTe (prakoHa B KapTOHEHATa OMAKOBKA, 3a J]a C€ Mpe a3y OT CBETIINHA.

WudysnonanTe pa3rBopu TpsOBa J1a ce N3MOA3BAT BEAHATA CIIE/ pa3pekaane. AKO HE Ce U3IOI3BaT
He3a0aBHO, BPEMETO M yCIOBHUSATA Ha ChXpaHEHHE 10 BpeMe Ha yHnoTpeba ca OTTOBOPHOCT Ha
noTpeduTens U OONKHOBEHO He TpsiOBa 1a HanxBwpJIT 24 yaca npu 2°C 1o 8°C, ocBeH ako
WH(Y3MOHHUTE Pa3TBOPHU HE Ca MPUTOTBEHH B CTEpUIIHA cpena. Alymsys e crabuieH 3a nepuo 10
30 muu pu 2°C no 8°C crex paspexaaHe U 3a nepuoj 1o 48 yaca Npyu TeMIepaTypH,
HeHaasuirasamu 30°C.

He n3nomsBaiite Alymsys, ako 3a0enexure HIKaKBH BUIUMH YaCTUIIM HJIM IPOMSHA Ha IIBETa Mpean
ynorpe0a.

He u3xBbpasiiTe nekapcTBaTa B KaHAIU3aMATA WM B KOHTEHEPA 3a JOMAITHU OTHAaAbIH.
[lonmraiite Bamms dapmaneBT Kak Ja H3XBHPIATE JIEKApCTBAaTa, KOUTO Beue He U3IoisBare. Te3un
MEPKH 1€ COMOTHAT 3a Olla3BaHE Ha OKOJHATa cpefa.

6. Chabp:kaHue HA OMIAKOBKATA M JONBJIHUTETHA HHpopManus

KakBo cbabpxa Alymsys

. AKTHBHOTO BeIECTBO ¢ OeBann3yma0. Bceku ml oT koHIleHTpaTa chibpxa 25 mg GeBaru3ymao,
cpoTBeTcTBam Ha 1,4 10 16,5 mg/ml, korato e pazpenieH cropen mpenopbKUTe.
Bceeku ¢naxon ot 4 ml ceappka 100 mg 6eBann3ymad, croTBeTcTBamM Ha 1,4 mg/ml, korato e
paspeseH crope MpernopbKUTe.
Bceku dmaxon ot 16 ml ceappka 400 mg 6eBarm3ymad, cboTBeTCcTBaImM Ha 16,5 mg/ml, korato
€ pa3pezieH Cropes MPEeNopPBKHTE.

J JlpyruTte ChCTaBKH ca Tpexasio3a JUXUApaT, MOHOOCHOBEH HaTpueB (ocdar MOHOXHIpAT,
nuHatpueB Qocdat, monucop6bar 20 U BoJa 3a MHKEKIUH (BHXKTE Touka 2 ,,Alymsys cbabpxka
HaTpHA ).

Kak m3rnexxna Alymsys u KakBO CbIbp:Ka ONIAKOBKATA

Alymsys e KoHLIeHTpaT 3a HH(Y3HOHEH pa3TBOp (CTepuiieH KoHIeHTpaT). KoHLeHTparsT e Oe3uBeTHa
70 )KBITEHHKABa WIH Ka(eHNKaBa ONaJeCeHTHA TEYHOCT B CTHKIICH ()JIAKOH C TyMEHA 3aITyIIasKa.
Bceku ¢uakon cpappka 100 mg 6esannzymabd B 4 ml pasrBop mwim 400 mg 6eBanusymad B 16 ml
pa3tBop. Besika omakoBka Alymsys cbabpika enuH (aakoH.

IIpuTtexaTes1 Ha pa3pelIECHUETO 32 yIoTpeda
Mabxience Research SL

C/ Manuel Pombo Angulo 28

28050 Manpwun

Hcnanus

IIpousBoauTe
GH GENHELIX S.A.
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Parque Tecnoldgico de Ledn
Edificio GENHELIX

C/Julia Morros, s/n

Armunia, 24009 Le6n, Vcnanus

3a JOBIHATENHA HHPOPMAIIUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPYKETE CE C MECTHUS
MIPEJICTABUTEI Ha MTPUTEKATEIS Ha Pa3pelIeHHeTo 3a ynorpeoa.

Belgié/Belgique/Belgien
Mabxience Research SL
Tél/Tel: +34 917 711 500

Bbarapus
Zentiva, k.s.
Ten.: +35924417136

Ceska republika
Zentiva, k.s.
Tel: +420 267 241 111

Danmark
Medical Valley Invest AB
TIf: +46 40 122131

Deutschland
Zentiva Pharma GmbH
Tel: +49 (0) 800 53 53 010

Eesti
Zentiva, k.s.
Tel: +372 52 70308

EA\LGOa
Win Medica S.A.
TnA: +30 210 7488 821

Espaiia
Cipla Europe NV sucursal en Espaia
Tel: +34 91 53416 73

France
Zentiva France
Tél: +33 (0) 800 089 219

Hrvatska
Zentiva d.o.o.
Tel: +385 1 6641 830

Ireland
Zentiva, k.s.
Tel: +353 818 882 243

Island
Alvogen ehf.
Simi: +354 522 2900

Lietuva
Zentiva, k.s.
Tel: +370 52152025

Luxembourg/Luxemburg
Mabxience Research SL
Tél/Tel: +34 917 711 500

Magyarorszag
Zentiva Pharma Kft.
Tel.: +36 1 299 1058

Malta
Zentiva, k.s.
Tel: +356 2034 1796

Nederland
Medical Valley Invest AB
Tel.: +46 40 122131

Norge
Medical Valley Invest AB
TIf: +46 40 122131

Osterreich
G.L. Pharma GmbH
Tel: +43 3136 82577

Polska
Zentiva Polska Sp. z o.0.
Tel: +48 22 37592 00

Portugal
Zentiva Portugal, Lda
Tel: +351210601360

Roménia
ZENTIVA S.A.
Tel: +4 021 304 7597

Slovenija
Zentiva, k.s.
Tel: +386 360 00 408

Slovenska republika
Zentiva, a.s.
Tel: +421 2 3918 3010
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Ttalia Suomi/Finland

Zentiva Italia S.r.1. Medical Valley Invest AB

Tel: +39 800081631 Puh/Tel: +46 40 122131

Kvmpog Sverige

Win Medica S.A. Medical Valley Invest AB

TnA: +30 210 7488 821 Tel: +46 40 122131

Latvija United Kingdom (Northern Ireland)
Zentiva, k.s. Zentiva, k.s.

Tel: +371 67893939 Tel: +44 (0) 800 090 2408

JlaTta Ha nocJiefHO NpepasrieskaaHe Ha JUCTOBKAaTA .
JApyru n3trouyHunu Ha nHGopmanus

ITonpoOHa uHOpMaLKs 3a TOBA JIEKApCTBO € IpeocTaBeHa Ha yeOcaiiTa Ha EBpornelickara areHIus
10 JIeKapcTBaTa: http://www.ema.europa.cu
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