MNPUJIOKEHMUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Abevmy 25 mg/ml koHIIeHTpaT 32 HH(Y3UOHEH Pa3TBOP.

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceku ml ot xoHLIeHTpaTa chabpxka 25 mg 6eBannzymad (bevacizumab)*.
Bceeku dnakon ot 4 ml ceappxa 100 mg GeBannzymad.

Bceku dmakon ot 16 ml ceabpixa 400 mg 6eBanmzymad.

3a paspexnaHe U Jpyry NpernopbKu 3a paboTa BIKTE TOUKa 6.0.

*BbeBarmzymMad ¢ pekOMOMHAHTHO XyMaHU3UPaHO MOHOKJIOHATHO aHTHUTSIIO, moxy4deHo upe3 JJHK
TEXHOJIOTHS B KJICTHUHU JIMHUM OT SHYHHMK Ha KUTAUCKU XaMCTep.

ITomomHo (1) BemrecTBo(a) ¢ U3BECTHO JIENCTBHUE

Hampuui
Bceku dnakon ot 4 ml ceabpxa 4,196 mg Hatpuii. Beexu durakon ot 16 ml cpabpxka 16,784 mg
HaTpUil.

Tonucopbam 20
Bceku dmakon ot 4 ml ceabpxa 1,6 mg momucopoar 20. Beeku diakon ot 16 ml ceabpika 6,4 mg
nosicopOar 20.

3a OBIIHUS CIIUCHK Ha ITOMOIIHUATE BENIECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
KonuenTtpar 3a nHpY31OHEH pa3TBOP (CTEpUIICH KOHLICHTPAT).

buctpa no iexo onaiecrieHTHa, 6€31[BeTHA 10 cBeTIIoKadsBa Tewroct ¢ pH ot 5,70 1o 6,40,
ocmonanurer 0,251 — 0,311 Osm/kg u 6e3 BUAMMH YaCTHUIIH.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHH MOKA3aHUS

Abevmy B KOMOMHAIIMS C XUMUOTEpanust Ha 0a3ara Ha QIyopONMPUMHUAMHY € TI0Ka3aH 3a JIeYeHHe
IIPY BB3PACTHU MALMEHTH C METAaCTa3Hpall KApLUUHOM Ha 1e0eJI0TO YePBO MM PEKTyMa.

Abevmy B KoMOWHAIIH ¢ TAKIIUTAKCEN € ITOKa3aH 3a JICYeHWE OT IIbPBa JINHUS TPU BB3PACTHU
NanyeHTy C MeTacTa3upall paK Ha MJIeUHaTa jkiie3a. 3a JOMbIHUTENHA HH(POPMAaLUs OTHOCHO CTaTyca
Ha YOBEIIKHSI PELENTop Ha enuaepManHus pactexxeH gaxrop tum 2 (HER2), mons, BuxTe Touka 5.1.

Abevmy B KOMOMHAIMS ¢ KalleIUTa0WH € MMOKa3aH 3a JICYCHUE OT IIbPBa JIMHUS TPU Bh3PACTHU
MalKeHTU C METacTa3upall paK Ha I'bpAaTa, IpU KOUTO JICUCHUETO C APYTH BUIOBE XUMHUOTEpAus,
BKJTFOUUTEITHO TaKCaHH WIJIM aHTPAIMKJINHH, HE Ce CUMTA moaxoasnia. [lanuenTy, morydaBaiu cXeMu
Ha JICUEHHUE, ChIIBPIKAIN TAKCAH M aHTPAITUKINH KaTo aIFOBAHTHO JICYCHHE MIPE3 MOCIeTHuTe 12
Mecela, TpsOBa Jia ce U3KJII0YaT OT JeueHue ¢ Abevmy B KOMOMHAINUS C KarenuTaOuH. 3a
JIoIreIHATENHA HHpopMarms oTHocHO HER?2 craryca, Mo, BikTe Touka 5.1.

Abevmy, 1o0aBeH KbM XMMHOTEpaIus Ha 0a3ara Ha IIaTHHA, € TIOKA3aH 3a JICYCHUE OT IIbPBa JINHUS
MIPY BB3PACTHH MAIMEHTH C HeOTIepaOUIICH aBaHCUPAJl, METAaCTa3UPal WK PEIHIUBUPAI]
HeIpeOHOKIETHUCH pak Ha Oenus qpo0 ¢ pa3IudHa OT MpeodIiaaBaa CKBaMO3HOKIIEThIHA



XHUCTOJIOTHA.

Abevmy B KOMOUHAIIHS ¢ EPJIOTUHUO € TToKa3aH 3a JICUCHUE OT ITbPBa JIUHUS NPH Bb3PACTHH
MIAIMEHTH C HeOTIepaOMJICH HaITPETHAI, METaCcTa3upall HIIK PEIUIMBHpPAILl HECKBAMO3CH
HePeOHOKIEThUCH PaK Ha Oemusl Apo0 ¢ aKTHBUPAIIM MYyTAIMH Ha PEIETITOPA HA SUCPMATHHS
pactexxern pakrop (EGFR) (Bk. Touka 5.1).

Abevmy B koMOuHanus ¢ uHTepdepoH anda-2a e mokaszaH 3a JICUCHUE OT TbPBA JHMHUS IPU Bh3PaCTHU
MAIAEHTH C aBaHCUPAJ H/WIIH MeTacTazupaj ObOpEeUHOKICThUEH KapIIHHOM.

Abevmy B KOMOMHAIUS ¢ KapOOIUIaTHH U MAaKJIUTAKCEI € MOKa3aH 3a IIbpPBa JIMHUS Ha JICYeHUE Ha
BB3pacTHU nanueHTku ¢ HarpenHan (craguu [11 B, 111 C u IV Ha Mexnynaponnata deneparus mo
akymepctBo U ruHekosorus [FIGO]) enurenen kapIiimHoM Ha SHIHUNATE, (HaJOMUEBUTE TPHOU WITH
I'bPBUYEH MEPUTOHEATIEH KapIIUHOM. (BXK. Touka 5.1).

Abevmy B koMOHHAITHS ¢ KapOOIUTATHH U TEMIIMTA0WH, MU B KOMOWHAITHS ¢ KapOOTIIIaTHH H
MaKJIUTAKCEeI, € TIOKa3aH 3a JICYCHHE Ha Bb3PACTHH MAIMCHTKU C IbPBH PEIIMIUB Ha SIUTEJICH PaK Ha
SIMYHALATE, (aJIOMUEBUTE TPHOH WM ITHPBUYECH IEPUTOHEAJICH PaK, YyBCTBUTEIICH HA JICUCHHE C
IJIaTHHA, KOUTO HE ca MMOJTydaBajy IIpeaniecTBalla Tepamnns ¢ 0epannzymad win Ipyru HHXUOUTOPH
Ha VEGF wm VEGF pernenitop-TapreTHu cpecTaa.

Abevmy, B KOMOWHaIHS C TAKIUTAKCEN, TOTIOTEKaH WM METHITUPaH JIMITO30MEH JOKCOPYOUIINH, €
ITOKa3aH 3a JIeYeHNe Ha Bb3PACTHH MAIMEHTKH C ITbPBUYHO PE3UCTEHTEH PEIlUINBHPAILl ETIUTEIICH PaK
Ha SIMYHATIATE, (aJONMUEBUTE TPHOH WM ITbPBHYECH IEPUTOHEAICH PaK, KOUTO ca MOJTy4aBaln He
MOBEYE OT JABa PeKMMa Ha IbPBUYHA XUMHUOTEPAIUs U KOUTO HE ca MOJy4YaBaly IpeauiecTBaia
Tepamnus ¢ OeBanuzymad wim apyru naxuouropu Ha VEGF mmm VEGF penenrtop-TapretHu cpeactsa
(Bk. TOouKa 5.1).

Abevmy B KOMOMHAIYS C MMAKITUTAKCE ¥ UCIUIATHH, WIX aITEPHATUBHO MAKIUTAKCEN U TOMTOTEKaH
MPH MAIMEHTKH, KOUTO HE MOTI'aT Ja MoJyyaBaT Teparnus ¢ IIaTHHA, € TIOKa3aH 3a JCUeHHE Ha
BB3pPACTHU MAI[MEHTKH C TIEPCUCTHUPAIILl, PEIIUJAUBHPAII] WX METacTa3upall KaplIMHOM Ha MaTO4YHaTa
mviika (Bx. Touka 5.1).

4.2 J03MpoBKA U HAYUH Ha NPUIOKEHNE

He paszknamaiite daakona.

Abevmy TpsiOBa J1a ce mpusiara 1o HaOJIFoIcHUE Ha JISKap C OMUT B JICUCHUETO C aHTHHEOIUIACTHYHU
JICKAPCTBEHHU MPOIYKTH.

EO3I/I[ZOBK3

Memacmaszupan kapyunom Ha 0eberomo yepso uiu pekmyma (MKPK)

[penoppuntennata 103a Abevmy, nmpusoxeH moa ¢popmara Ha HHTpaBeHo3Ha HHPY3us, e 5 mg/kg
wm 10 mg/kg TenecHo Termno (T.T.), IPUIOKEHH BEHBK Ha BCEKH 2 cenMuIy, uin 7,5 mg/kg T.1. wim
15 mg/kg T.T., IPUIIOKEHHU BEIHBK HA BCCKU 3 CEIMUIIH.

HpenoquBa CC JICUCHHUCTO J1a MPOABJIKH A0 INPOTrpecrus Ha OCHOBHOTO 3a00IIIBaHE UIH a0
HEIIpUEMJIMBa TOKCUYHOCT.

Memacmaszupan pax Ha maeunama xcieza (MPMIK)

[penoppuntennara noza Abevmy e 10 mg/kg T.T., npuiiaraHu BeJHBXK HA BCEKH 2 CEIMUIIN, UK 15
mg/Kg T.T., IpuIaraHy BeAHBK Ha BCEKH 3 ceIMHULM oA (popMaTa Ha HHTPAaBEHO3HA HHY3HS.
[IpenopbuBa ce nedeHUETO Ja NPOABJIKH A0 MPOrPecHs Ha OCHOBHOTO 3a00JIsiBaHE WK 10
HETPUEMIIMBA TOKCUYHOCT.



Heopebuoxnemuvuen pax na benus opoo (HIKPE/)

Ilvpea nunus na nevenue na neckeamosern H/IKPEJ[ ¢ kombunayus ¢ xumuomepanusi Ha 6azama Ha
niamuna

Abevmy ce npuiiara, Kato ce 100aBs KbM XMMHOTEpaIus Ha 0a3aTa Ha TUIaTHHA B ITPOIBIDKCHUE Ha
1o 6 IIMKBJIa Ha JICUCHHE, TTOCIICIBAHA OT MOHOTEepanus ¢ Abevmy 10 Iporpecus Ha 3a00JIIBaHETO.
[Ipenoprunrennara go3a Abevmy e 7,5 mg/kg wim 15 mg/kg T.T., IpuiiaraHa BeJHBX Ha 3 CEIMUIU
KaToO MHTPABCHO3HA UH(Y3HsL.

Knunununara nosnza npu namuentu ¢ HAKPB/] e noka3ana u npu asere ao3u - ot 7,5 mg/kg 1.1. u 15
mg/kg 1.7T. (BX. Touka 5.1).

[IpemoppuBa ce ie4eHNETO Ja MPOIBIDKH 0 MPOTpecrs Ha OCHOBHOTO 3a00ISIBaHE WU JI0
HETIPUEMITHBA TOKCUYHOCT.

ITvpea runus na neuenue na neckeamosen H/[KPE/] ¢ EGFR akmusupawu mymayuu 8 KoOMOuHayus ¢
epromuHud

[Ipenn 3amouBaHe Ha jedeHne ¢ Abevimy B KOMOWHAINS ¢ €PIIOTHHUO, TPSOBa 1a ce U3BBPIITH
mciensane 3a EGFR myTarnuu. BaxHo e ma ce n3bepe no0pe Bauaupan 1 HaASKISH METO], 3a J1a Ce

n30erHar ¢ajayBy OTPULATEIHN W (aTIIMBH OJIO0KUTEIHN PE3YITATH.

[Ipenoprunrtennara mo3a Abevimy, KoraTo ce U3Mo3Ba B IOMBIHEHHE KbM eploTHHUO e 15 mg/kg
T.T., IpyUJiaraHa BEAHBX Ha BCCKU 3 CCIMUIIU KaTO MHTPAaBCHO3Ha I/IH(by'?,I/I?I.

[penopbunTtenHo e neueHneTo ¢ Abevmy B JOMBIHEHNE KbM €pPIOTHHUO J1a MPOIBIIKH J0 IPOTpecus
Ha 3a00I9BaHETO.

3a 103upOBKaTa M HAUMHA HA IPWIIOKEHHE Ha €PIIOTHHUO ce KOHCYITHPANTE ¢ ITbIHATa HHPOPMALHS
3a MpeMUCBaHe Ha EPIOTUHHUO.

Asancupan u/unu memacmasupai 6vopeunoxiemvyer kapuurnom (MBKK)

[Ipenoprunrennara go3a Abevmy e 10 mg/kg T.T., npuiiarany BeAHBXK Ha BCEKU 2 CEIMUIIH O]
(hopmaTa Ha UHTpaBEeHO3HA UH(Y3USI.

[IpemopbuBa ce JIe4eHNETO a MPOIBIDKH J0 MPOTpecrs Ha OCHOBHOTO 3a00ISIBAaHE WA 10
HEMPUEMIIUBA TOKCUYHOCT.

Enumenen kapuunom na auynuyume, aionuesume mpvou U Nopeuder Nepumoneaiet Kapyunom

ITvpea nunus Ha neueHue

Abevmy ce mpuiara Kato JOIbIHEHHE KbM KapOOIUIaTHH U MAKIWTaKCeN 10 6 HUKbJIa Ha JICUeHHE,
MIOCJICABaHM OT IPOABIDKUTENHA yioTpeda Ha Abevimy kKaTo MOHOTepanus 10 porpecus Ha
3a00JI1BaHETO MIIK MaKCUMYM 3a 15 Meceria uiH 10 HeMpUEMITHBAa TOKCUYHOCT, KOATO HACTHIIBA O-
paHo.

[Ipenoppunrennara go3a Abevmy e 15 mg/kg T.T., mpuiarany BeIHbX Ha BCEKU 3 CEIMUIIH TTO]T
(dhopMaTa Ha UHTpaBEHO3HA HHQY3USL.

Jleuenue na yuyscmeumento Ha NIAMUHA PeYUOUBUPALYO 3A00NABAHE

Abevmy ce mpuara B KOMOMHANMSI ¢ KapOOIUIATHH M TEMITUTAOMH B MMPOIBIDKCHHE Ha 6 IIUKBJIA U 10
10 nukbIa, WM B KOMOMHAIUS C KapOOIUIATHH U MAKJINTAKCe B IPOIBDKEHHE Ha 6 ITUKBIA U 10 8
LUKBJIA, TIOCIEIBAHO OT MPOABIDKUTENHA yoTpeOa Ha Abevmy KaTo MOHOTEparus A0 Mporpecus Ha
3abomsaBaneTo. [Ipenoprunrennara go3a Abevmy e 15 mg/kg T.T., Ipritarany BeJHBX Ha BCEKH 3
ceaMuITy moj popmarta Ha MHTPaBeHO3HA HH(DPY3HUSL.

Jleuenue na niamuna — pesucmeHmHo peyuousupao 3a00a6ame
Abevmy ce npusara B KOMOUHALUA C €AHO OT CIIEIHUTE CPECTBA — IAKIUTAKCEN, TONOTEKaH



(mpunarad ceAMUYHO) WM METHIMPaH JIHIo30MalleH JokcopyounuH. [Ipenoppuntentnata no3a
Abevmy e 10 mg/kg T.T., npuiaraHi BEAHBX Ha BCEKU 2 ceAMUIM 1o (popMaTa Ha HHTPABEHO3HA
uHdysus. Korato Abevmy ce npuiara B KOMOHHAIHSA C TOMOTEKaH (TIpuiiarad B jieH 1-5, Ha Bcekn 3
CeIMHIIN ), IpeNnopbUYHTeNHATa 1032 HA Abevmy e 15 mg/kg T.T., mpuiaran Ha BCEKH 3 CEIMUIIH IO
¢dopmara Ha nHTpaBeHO3HA NH(DY3us. [IpenopbuBa ce TeueHNETo Aa NPOIBIIKH A0 POrpecus Ha
OoJiecTTa WM 0 HEMPHUEMIINBA TOKCHYHOCT (BXK. Touka 5.1, mpoyusane M(022224).

Pax na mamounama wiutixa

Abevmy CC IIpuJjiara B KOM6I/IH3HI/I$I C €AHa OT CJICAHUTEC XUMHUOTCPANICBTUYHHN CXCMU: ITAKIIMTAKCECIT 1
OUCIIIaTUH, WX IIAaKJIMTAKCCJI U TOIIOTCKAaH.

[IpenoprunrennaTa no3a Abevmy e 15 mg/kg T.T., mpritaraHu BeTHBK Ha BCEKH 3 CSIMUITH TIOT
(hopmaTa Ha UHTpaBEeHO3HA UH(Y3USI.

[IpenopbuBa ce JTEUYSHUETO JIa MPOABIDKH JI0 MMPOTPECHs Ha ITOJIJICIKAIOTO 3a00ISIBaHE WITH JIO
HEMpPUEeMIINBA TOKCUYHOCT (BXK. Touka 5.1).

Cneyuannu nonyiauuu

Cmapuecka 8v3pacm
He ce uznckpa kopurupaHe Ha J103aTa MpH NMAIMEHTH Ha Bb3pacT > 65 TOAWHM.

Bvopeuno yspesicoane
BbezomnacHocTTa M epUKacHOCTTA ITPH MAIUEHTH ¢ OBOPEYHO yBpeXkKIaHe He ca U3CIEABAHH (BXK. TOUKA
5.2).

Yeprodpobro yspexcoare
BesonacHocTTa U e(hUKaCHOCTTA MPH MANMEHTH C YEPHOIPOOHO YBPEKIAHE HE ca U3CIeABaHH (BXK.
TOYKa 5.2).

Tleouampuuna nonynayus

be3omacHocTTa M1 eukacHOCTTa Ha OeBanu3yMad mpw aera o 18-roauirHa Bp3pacT He ca
ycTaHOBeHH. HannaaUTE MOHACTOSAIIEM JTAHHU Ca ONMUCaHu B Touku 4.8, 5.1 u 5.2, HO IPETOPHKH 3a
JIO3UPOBKATa HE MOraT Jia ObJaT A3 CHH.

Hsima choTBeTHO TpHItoKeHHE Ha OeBa3yMad B e inaTpUvHaTa TOMyJIalis B IOKa3aHUsITa 3
JieYeHre Ha paK Ha Je0esIoTo YepBo, peKTyMa, IbpjaTa, 0eiute IpoboBe, pak Ha SHYHUIHTE,

(hanonmeBuTe TPHOM, IEPUTOHEYMA, IIIMIKATa HA MaTKaTa U OBOperuTe.

Hauwnn Ha npunoxxkeHue

Abevmy e npenHa3zHa4yeH 3a HHTPABEHO3HO npuioxeHue. Hauannara no3a tpsiOBa na ce npunara B
npoabibkenue Ha 90 MuHyTH 1I0J] popMaTa Ha HHTpaBeHO3HA HHQY3Us. AKO bpBaTa HHPY3HS ce
noHacst 100pe, BTopara nHPY3HuI MOXKe Aa ce IpuiIoku 3a 60 MuHyTH. AKo 60-MuHYTHaTa HHQY3HS ce
MOHAcs 100pe, BCUYKH CleABaliy nHPY3UU MOXKe a ce npuiarar 3a 30 MUHYTH.

He Tps6Ba 1a ce mpuiiara KaTo MHTPABEHO3HA WHXKEKITUS UK OOJTyC.
He ce npenopbuBa HamalnsiBaHe Ha J03aTa IPU HEXKEJTaH! Peakini. AKO € MOKa3aHo, TeparusTa
TpsiOBa J1a ce MPEeyCTAHOBU OKOHYATEIHO MIJIM BPEMEHHO JIa CE TPEKbCHE, KAKTO € OTMCAHO B TOUKA

4.4.

Ilpeonasuu mepru, koumo mpsabdea 0a ce 3emam npeou paboma ¢ J1eKapCcmeeHus, nPOOVKm Uil
NPUTOHCEHUCHIO M)

3a yKa3aHUsl OTHOCHO Pa3pEeKIAHETO Ha JIEKapCTBEHUS IPOLYKT IIPeu IPUII0KEHUE BUXKTE TouKa 6.6.



Wudy3nonnuTe pa3rBopu Ha Abevmy He TpsOBa J1a ce CMECBaT ¢ Pa3TBOPH Ha TItoKo3a. To3u
JIEKapCTBEH MPOJYKT HE TPAOBA J]a Ce CMECBA ¢ IPYTHU JICKAPCTBEHH MPOIYKTH, C U3KIIOUCHHE HA
IIOCOYEHHUTE B TOUKA 6.6.

4.3 I[IporuBonokazanus
e  CBpBXUYYBCTBUTEIHOCT KbM aKTHBHOTO BEIIECTBO WM KbM HSKOE OT IIOMOIIHUTE BEIECTBA,
n30poeHu B Touka 6.1.
e  CBpPBXUYYBCTBUTEIHOCT KbM KJIETHYHH MPOAYKTH OT OBAPHAIHH KJIETKH Ha KUTANCKH XaMCTep
(CHO) nnu apyru peKOMOMHAHTHY YOBEIIKH WIIM XyMaHU3UPaHHU aHTUTENa.
e  bpemennoct (Bxk. Touka 4.6).
4.4 CrnenmaJHu mpeaynpeskAeHus: U Npena3Hu MePKH NMPH ynoTpeda

IIpocaenumoct

3a Ja cc HOI[O6pI/I mpocCIeAMMOCTTAa Ha OHOJIOTHYHUTE JICKaApCTBCHU NPOAYKTHU, UMCTO U MMAPTUAHUAT
HOMCP Ha NPUIIOKCHUA MPOAYKT TpH6Ba SICHO Ja CC 3aI1ricCBar.

Ilepdopamuu Ha cromaHo-upeBHU (CH) TpakTt U dpuctynu (BxK. Touka 4.8)

Hsxown manmeHTH MoJKe 1a ca M3JI0)KEeHH Ha MOBHUIICH PUCK OT Pa3BUTHE Ha Nepoparys Ha
CTOMAIITHO-YPEBHUS TPAKT U nepdopanyst Ha MHKOYHKS MEXyp TpH JeUeHne ¢ OeBau3ymad.
WnTpaabpomuHaneH Bb3MaIUTENIEH Mpoliec MOXe Aa 0bJe pUCcKOB GakTop 3a nepdopaniu Ha
CTOMAIITHO-YPEBHHMS TPAKT IPH NALMEHTH C METAaCTa3upall pak Ha J1e0eI0TO YepBO I PEKTyMa,
HOpajan KOETO TPsIOBa J1a ce BHUMaBa IPH JICYUCHUETO Ha Te3H NanueHTH. [Ipeamecrsamniara
mpyerepanus € puckoB (akrop 3a CU nepdopauys npu naueHTH, JIEKyBaHu ¢ OeBanu3ymab 3a
HEPCUCTHUPAILl, PSUIUBHPALL WIIX METACTa3upall paKk Ha MaTOYHATA IMHKA U BCUYKH ITAIIHEHTH ChC
CU nepdhopanuss iMaT aHaMHE3a 3a MpeAIIecTBaIa Jpderepanis. JleaeHueTo TpsOBa OKOHIATEITHO J1a
ce MPeyCTaHOBH TPH MAIMEHTH, KOUTO PAa3BHAT Mepopaius Ha CTOMAIIHO-YPEBHUS TPAKT.

CY-Barunanuu gucrynu B npoyusane GOG-0240

[NanuenTure, nexyBaHu ¢ OeBanu3ymMad 3a mepcuCTHpALl, PeUUANBUAPAL WM METacTa3upal pak Ha
MaTOYHAaTa MIMKKa ca C MOBHUIIEH PUCK OT IMOsIBa Ha (PUCTYIIH MEXKTY BIIATAIUIIETO U KOSATO U J1a €
gacT oT croMantHo-IpeBHMS (CH) TpakT (cTOMaIIHO-IpeBHU-BaruHaNHN puctynm). [IpemmecTBanara
JTbYETEpaIusl € OCHOBEH PUCKOB (akTop 3a pa3BuTueTo Ha CU-BarmHaNHU QHUCTYIH U BCUYKH
naruenTy cbc CU-BaruHamHu GuUCTyM IMaT aHAMHE3a 3a MpeIIIecTBaIla IbueTeparnus.
PenmamBrpaneTo Ha paka B 007acTTa Ha MpeIIecTBaIIaTa IbUETEPaIns € JOMbIHUTENICH BaKeH
pHcKOB (akTop 3a pazsutrero Ha CU-BarnHamHu GUCTYNIH.

Ductyimu m3BsH CY Tpakt (Bk. Touka 4.8)

Koraro ce nekyBat ¢ OeBanu3yMa0, TalieHTUTE MOXKE JIa Ca U3JI0’KEHHU Ha TIOBUIIICH PUCK OT Pa3BUTHE
Ha QUCTYIH.

Jleuenmero ¢ GeBanm3ymad mpu manueHTy ¢ Tpaxeoezodareanna (TE) ductyma niam Bcsakaksa apyra
¢uctyna ot creneH 4 [Hannonanen onkosoruueH HHCTUTYT Ha CAIL| — O01u TepMUHOIOTHYHI
kputepuu 3a Hexenanu croutus (NCI-CTCAE v.3)] TpsiOBa OKOHYATETHO J1a Ce MPEYCTaHOBH.
HNudopmanmsata OTHOCHO IPOABIKUTEHO MPUIIOKEHNE HAa OeBaM3yMad MpH MalueHTH ¢ APYTH
¢buctynu e orpanuuecHa. B ciydaii Ha BbTpeliHa (PUCTyJIa U3BBbH CTOMAIIIHO-UYPEBHUS TPAKT, TPSAOBA 1a
ce OOMIUCITU MpeyCTaHOBsIBaHEe Ha OeBanu3ymMao.

Y coKHEHHS [IPY 3apacTBaHe Ha paHu (BX. Touka 4.8)

BeBaru3zymab Moxe /1a MOBJIHse HeOIAronpusTHO Tpolieca Ha 3apacTBaHe Ha panute. JloknanBaHu ca
CEPUO3HU YCIIOKHEHHUS TP 3apacTBaHe HA PaHH, BKIIOUUTEIHO YCIOKHEHUS Ha MSICTOTO Ha
aHaCTOMO3a, ¢ JieTalieH Kpail. He TpsOBa ma ce 3amouBa JieueHUE TIOHE 28 THU CIIe]] ToJIsIMa OTeparius



WITH JI0 IThJTHO 3apacTBaHe Ha olepaTHBHATa paHa. [Ipu manueHTuTe, MOJy4mIv YCI0KHCHUS TIPH
3a3/paBsiBaHE Ha PAaHUTE 0 BpeMe Ha JIeYeHHe, JIEYEHHETO TPIOBa 1a ce MPEKPaTH 0 ITBJIHO
3apacTBaHe Ha paHuTe. JIeueHneTo TPsAOBa J1a ce MPEKbCHE MPH ITAHOBA OIEPaLHs.

Psnxo ce choOIIaBa 3a HEKPOTH3UPAIIl PACIIUNT, BKITFOUUTEIHO (aTaTHU CIyYau, IPH MAIUCHTH,
JIeKyBaHU ¢ OeBaruzymMad. ToBa ChCTOSSHHE OOMKHOBEHO € CIICICTBHE OT YCIOKHEHUS TTPH
3apacTBaHETO Ha PaHUTE, CTOMAITHO-UpeBHa nepdoparms win oopa3dyBane Ha ¢ucrtyna. [Ipu
MAI[MCHTUTE, KOUTO Pa3BUAT HEKpOTH3Hpall (haciuuT, TepanusaTa ¢ OepanuzymMmad TpsoBa ja ce
NpeyCTaHOBU M He3a0aBHO Jia ce 3ar0vYHe MOXOIAINO JICUCHHUE.

Xunepronus (Bxk. Touka 4.8)

[pu nanueHTy, TeKyBaHU ¢ OeBa3yMad, ¢ HabJro1aBaHa MOBHIIICHA YECTOTa Ha XUIIEPTOHUSI.
KnuandanTe nanHu 3a 6€30MacHOCT MOKAa3BaT, Y€ MMa BEPOSTHOCT Y€CTOTATA Ha XUIICPTOHUSATA JIa
0bJe fn03a-3aBrcuma. [Ipeau 3anovyBane Ha JedeHUe ¢ OeBalu3yMad TpssOBa aJeKBaTHO aa ce
KOHTpPOJIUpA MpeArnIecTBama xumnepronrsd. Hsama uadopmartis 3a epekra Ha OeBanm3ymad mpu
ManyEeHTU C HEKOHTPOJIMpaHa XUIICPTOHHUA 110 BpEMCTO Ha 3all04YBaHC Ha JICUCHHUCTO. ITo IIPUHIHAII CE
MperopbhYBa MOHUTOPUPAHE HA APTEPUATHOTO HAIISATAHE 110 BPEME Ha JICUCHHE.

B noBedero ciaydyan XUIEPTOHUATA C€ KOHTPOJIUPA aJeKBaTHO, KaTO CE MpHjiara CTaH1apTHO
AHTUXUIICPTCH3UBHO JICUHCHUC, TOAXOAANIO0 3a KOHKPETHOTO CHCTOAHUEC HA 3aCCrHATUA MMAlUCHT. He ce
npenopbyBa ynorpedaTa Ha JUYPETHIIN 32 JICUCHUE HA XUIIEPTOHMUS TPH MAI[MSHTH, KOUTO MOJTy4aBaT
XUMHUOTEpaIlleBTUYHA CXeMa Ha 0a3ara Ha ITUCIUIaTHH. beBamm3ymab TpsOBa OKOHUYATEITHO Ja Ce
IMpEeyCTaHOBU, aKO KIIMHUYHO 3HaYMMaTa XUIICPTOHUA HE MOXKE JIa C€ KOHTPOJIMpPa aACKBATHO C
AHTUXUIIEPTOHUYHO JICUCHUE, WM aKO TANMEHTHT Pa3BHe XUMEPTOHUYHA KPU3a UM XUITEPTOHNYIHA
eHredaronaTus.

CunapoM Ha nocrepuopHa ooparuma eniedanonarus (CIIOE) (Bx. Touka 4.8)

WwMa penxu choOIIeHYs 3a MAIUeHTH, JIKYBaHHU ¢ OeBal3yMal, pa3BUBaIlM TPU3HALA U CUMIITOMH,
kouto cboTBeTcTBAT Ha CIIOE — p/1K0 HEBPOIOTHYHO HapylIeHHE, KOETO, OCBEH C IPYro, MOXe Ja ce
MaHHU(ECTHpa ChC CISAHNUTE MPU3HAI U CHMIITOMU: T'HPUOBE, TTIABOOOIINE, POMEHEHO MCUXUIECKO
CHCTOSTHHE, 3pUTEITHI HapYIISeHUS WIH KOPOBa CIIENOTa, ChC MM 0€3 CBhp3aHa XUIIePTOHHS.
Huarnozara Ha CIIOE e aeo0xomumMo f1a 6b/1¢ TOTBBPACHA Ype3 00pa3Ho U3CIIeIBaHe HAa MO3bKa, 3a
MpeanoYnTane aapeHo-MarauteH pezoHanc (SIMP). Ilpu nanuentu, passusamu CIIOE, ce
MperopbhYBa JIUeHNE Ha CIIEIUPUIHUTE CHMIITOMH, BKJIFOYBAIIO KOHTPOJIMPAaHE Ha XUIIEPTOHUATA
3aeHO C TIpeKpaTsBaHe Ha OeBann3ymad. bezonacHOCTTa mpy MOTHOBSIBaHE HA TEpaAIHATA C
OeBanu3ymad npu nauuentu, nonyyunu CITIOE npenu ToBa, He € U3BecTHa.

IIporennypus (Bk. Touka 4.8)

[NanmenTn ¢ aHaMHe3a 32 XUIEPTOHHSI MOKE J]a Ca M3JI0’KEHU Ha MOBHUIIIEH PUCK OT pa3BUTHE Ha
IPOTEUHYpHUS IpH JieueHue ¢ OeBann3ymad. ChInecTBYBaT JaHHU, KOUTO IIOKa3BaT, Y€ BCUUKU
crenenu nporeunypus (Hammonanen oukonorndeH HHCTUTYT Ha CAILLL — O61mu TepMUHOIOTUYHU
kputepuu 3a Hexxenanu cpoutns [NCI-CTCAE v.3]) morar na 0b1at cBbp3anu ¢ go3ata. [Ipenoprusa
ce MOHUTOPHPAHE Ha MPOTECHHYPUSTA C aHAJIU3 HAa YPUHATA Ype3 TECT-JICHTUYKH MIPEIH HA4aJIOTO U 110
BpeMe Ha JiedeHrero. HabmiogaBana e nmporennypus creneH 4 (Hepporuyen cunapom) npu a0 1,4 %
OT MaLlMEHTHUTE, JIEKyBaHU ¢ OeBann3ymad. JledeHneTo TpsiOBa OKOHUATEIHO JIa c€ IPEYCTaHOBH MPHU
nanueHTy, kouto pa3BusaT HeppoTudeH cuaapoM (NCI-CTCAE v.3).

Aprepuaned tpoMboeMboan3bM (BK. Touka 4.8)

[Ipu KNTMHUYHY U3MUTBAHUS YECTOTATa Ha apTePUATIHUTE TPOMOOEMOOINYHN PEaKIUHU, BKIIFOYUTEIIHO
MO3bUHO-CBHA0BU HHIKAeHTH (MCH), npexoaun ncxemuynu npuctsnu (IIUI1) u uadapkr Ha
muokapaa (MM), e 6una mo-Brcoka NpH NalMEHTH, OoTydaBaily OeBann3ymMad B KOMOMHAINS C
XHUMHUOTEPAIUs, B CPaBHEHHUE C TE3H, KOUTO ca MOIYUYHIIN CaMO XUMHOTEpanusl.



[Ipu manuenTw, ekyBaHu ¢ OeBanu3ymal IUIFOC XUMHUOTEpaIs, C aHaMHe3a 33 apTepralicH
TPOMOOEMOOIM3bM, TUA0ET WK Ha Bh3pacT HaJa 65 TOAWHU MMa TIOBHIIIEH PUCK OT pa3BUTHE Ha
apTepuaIHu TpPOMOOEMOOIMYHH PEaKIIiy 10 BpeMe Ha JiedeHneTo. TpsiOBa fa ce BHUMaBa Mpu
JICUCHUE Ha TE3U MALMEHTH ¢ OeBanu3yMao.

Jleuennero TpssOBa OKOHYATEIHO JIa Ce MPEYCTAHOBH NP MALKEHTH, KOUTO Pa3BUAT apTEPHATHH
TPOoMOOEMOOINYHN PEaKIIHH.

Benosen tpoM60eM060m36M (BXK. TouKa 4.8)

[Ipu neyenne c GeBaunzymad MaMEHTUTE MOXKE Jla ca M3JNOKEHH HA PUCK OT pa3BUTHE Ha BEHO3HH
TPOMOOEMOOIMYHH PEAKIUH, BKIIFOUUTEITHO U 0eT0po0eH eMOOIU3bM.

[TanmenTHTe, TEKyBaHH 3a MEPCUCTHPALL, PEIMIMBUPAIL I METACTa3Mupall pak Ha MaTOYHATa IIHHKa
¢ OeBann3ymMal B KOMOMHAIHSA C MAKIMTAKCEN U IUCIUIATHH, MOKE /1a ca C TIOBUILIEH PUCK OT TOsBAa HA
BEHO3HHU TPOMOOEMOOINYHU CHOUTHS.

beBarmuzymab TpsiOBa ga ce MpeyCcTaHOBY MPH MAIMEHTH C )KUBOTO3acTpaIaBaim (CTeneH 4)
TPOMOOEMOOIMYHY peakiuy, BKItounTeaHo oenoapoden emoomuzbM (NCI-CTCAE v.3). [NanuenTtu ¢
TpoMOEeMOOIMYHY peaKIuu < CTeTeH 3 TpsasOBa BHuMartenHo na ce HabmomaBat (NCI-CTCAE v.3).

KpsBousnus

[ManmenTy, 1eKyBaHu ¢ 6eBaru3ymMad, ca M3JI0KEHH Ha MOBUILICH PUCK OT KPBBOU3INBH, OCOOEHO
TaKUBa, CBbP3aHH ¢ TyMopa. beBanmzymab TpsiOBa 11a ce cripe OKOHYATEIHO MPHU MMAIUCHTH, KOUTO
NOJy4aT KbpBeHe cTeneH 3 win 4 no BpeMe Ha sieueHue ¢ 6eBannuzymad (NCI-CTCAE v.3) (Bx. Touka
4.8).

[Tanmentu ¢ HenexkyBanu Metactasu B LIHC pyTuHHO ca M3KIIOUBAHU OT KIMHUYHUTE U3MIUTBAHUS C
OeBanu3yMal, Bb3 OCHOBa Ha 00pa3Ha TMarHOCTHKA WM MPU3HALM U cuMOToMH. [lopaau ToBa pUCKbT
ot kpbBon3nuB B LIHC npu TakuBa manyeHTH He € OIEHIBaH MPOCIEKTUBHO B PaHIOMHU3UPAHU
KJIMHWUYHU M3NUTBaHMA (BXK. Touka 4.8). [TanmenTure TpsiOBa na ce HaOmogaBar 3a NpU3HALU U
cumntoMu Ha kKbpBeHe B LIHC, kato nedenunero ¢ 6eBanu3ymad TpsaOBa Ja ce MpeyCTaHOBU B Cllydau
Ha BbTPEUEPEIIHO KbPBEHE.

Hsma napopmanus oTHOCHO mpoduiia Ha 6e30macHOCT Ha OeBann3ymMal npH MaUeHTH ¢ BpoJieHa
XeMOparuvHa Jauaresa, IpuaoOuTa KoaryjaonaTus Wik MPH MalueHTH, TOy4YaBalii IIbJIHA /1032
AHTHKOAr'yJIaHTH 3a JICYCHHUE Ha TPOMOOEMOOIN3bM MPE/IM HAYaJI0TO Ha JICYCHUE ¢ OeBalM3yMal, Thit
KaTO TaKuBa MMallMCHTH Ca U3KJIKYBAHHU OT KIMHUYHUTC U3IIUTBAHUA. Hopam/l TOBa Tp}I6Ba Ja ce
BHUMaBa MPE/IM 3aM0oYBaHe Ha JICUCHUE MPH TAKKBA NMAUEHTH. [[alHeHTH, KOUTO ca Pa3BHUJIM BEHO3HA
Tpom0O03a Mo BpeMe Ha JIeUeHHe 00ave U3TJIekK1a HIMAT MTOBUILICHA YeCTOTa HAa KbPBEHE OT CTEICH 3
WJIK TI0-BUCOKA, KOTaTo C€ JICKYBAT ¢JIHOBPEMEHHO C ITbJIHA J103a BapdapuH u 6eBanuzymad (NCI-
CTCAE v.3).

BenonpobeH KpbBOM3INB/XEMOITH3A

[ManmenTH ¢ HENPEOHOKIETHYCH pak Ha Oenus Ipo0, JeKyBaHU ¢ OeBaIM3yMad, MOXKE Ja Ca H3JI0KEHH
Ha PUCK OT CEPUO3€H, a B HIKOU CIydau JeTajacH 0eslopo0eH KpbBOU3IUB/XeMonTu3a. [lanuenTH,
npeKapaid Hackopo 0esopobeH KpbBOU3INB/XeMonTu3a (> 2,5 ml scHa KpbB) He TpAOBa 1a ObaatT
JeKyBaHH ¢ OeBannu3ymao.

AHCBDI/I3MI/I " apTCpruaJaIHu JUCCKAIIMHN

M3nonm3aneTo Ha MHXHOUTOPY Ha TS Ha VEGF npu nmaruenT ¢he mim 0€3 XUIepTOHMSI MOXKE /1a
MOJIMTOMOTHE 00pa3yBaHETO HA AHEBPU3MH H/WJIK apTepUaHU Aucekanuu. [Ipeau 3amovyBaHeTo Ha
JeueHue ¢ OeBaru3yMao, TpsiOBa BHUMATEITHO Jia C€ PELEH! TO3U PUCK MPH MAI[UCHTU C PUCKOBU
(hakTOpHW KaTO XMIIEPTOHUS WM aHaMHe3a 33 aHeBpU3Ma.



3acroiina cepaeuna HegocrarbyHocT (3CH) (Bk. Touka 4.8)

ITo Bpeme Ha KIMHUYHUTE U3MUTBAHUS c€ ChOOIaBa 3a peaknuu, orroBapsimu Ha 3CH. Haxonkure
BapupaT OT aCUMIITOMHO HaMaJICHHE Ha JIeBOKaMepHaTa (pakiius Ha u3TiiackBane o uzsiseHa 3CH,
HaJlaraiia JieueHue WM XocnuTaau3anns. Heo0xXxoauMo € BHUMaHHeE, KOraTo MAalMEHTH ¢ KIMHUYHO
3HAYUMO ChPJICTHO-CHI0BO 3a00JIIBaHE, HAIIP. MPEAIISCTBAIIA HCXEMIYHA OOJIECT Ha CHPIIETO TN
3aCTOMHA Chp/IeYHA HEIOCTATHYHOCT, CE JIEKYBaT ¢ OeBanu3ymao.

TToBeueTo manueHTH, KouTo ca noayumin 3CH, ca umanu MeTacTazupall pak Ha MJIeqHaTa >kJie3a U ca
ce JIEKyBaJId MIPEIU TOBA C aHTPALMKINHY, C TIPEIIEeCTBAINA IbYeTepanys Ha JiIBaTa CTeHa Ha
TPBAHUS KOLI WK ca UMalld APYTH puckoBH daktopu 3a 3CH.

IIpu nanuentute B AVF3694g, kouTo ca nmosyyaBajid Wiy HE ca MoJy4aBajiy aHTPAMKIMHYA NPean
TOBa, HE € HAaOJI01aBaHa yBeJIMUeHa YecToTa Ha Bcuuku crenend 3CH B rpynaTa caHTpauukinH +
OeBan3yMal B CpaBHEHHE C JICUSHHETO caMo ¢ aHTpanukinHu. Peaknunre Ha 3CH crenen 3 wiu mo-
BHCOKA ca OWMIIM 10 M3BECTHA CTETICH MO-YeCTH P MAIlMeHTUTE, MoTydaBany OeBann3ymad B
KOM6I/IHaHI/I$[ C XUMHOTEpaIus, B CPABHCHUE C MMAIITUCHTUTE, JICKYBAaHU CaMO C XUMHUOTEpaIus. Tosa
CBOTBETCTBA Ha PE3YATATUTE IIPHU MMALIUEHTUTE B IPYTrU IPOYYBAHUA HA METacTa3upaj pak Ha I'bpJarta,
KOWTO He ca MmoyydaBanu eqaoBpeMerHo jedenne ¢ antpanuiiman (NCI-CTCAE v.3) (Bxk. Touka
4.8).

Heyrponenus v undexnuu (Bx. Touka 4.8)

IToBumeHa YecToTa Ha TeKKa HEyTpOIeHHUs, (heOpHiTHA HEYTPOTICHHSI HITH MHMEKIHSI Che Wi 0e3
TEXKa HEyTPOIIECHUS (BKIIOUUTEIHO C JICTAJICH U3XO0/) ca HabIt01aBaHu MIPH MAIMECHTH, JICKYBaHH C
HSKOM MHEJIOTOKCUYHU CXEMHU Ha XMMHOTepanus IuIoc OeBann3ymMad, B CpaBHEHUE ChC
CaMOCTOSITETTHO IPUJIOKEHHE Ha XUMHuoTepanus. ToBa e HaOIro1aBaHO MTPEIUMHO B KOMOHMHAITHS C
Tepanus Ha 0a3zara Ha TUIaThHA WK Takcanu mpu gederne nHa HIKPBJ, MPMXX u B komOunanus ¢
MAKJIUTAKCEI U TOMIOTeKAaH MPH MEePCUCTUPAIL, PEIIUINBUPAIL HJIK METACTa3upall pak Ha MaTOYHATA
IUHKa.

Peakiuu Ha CBpBbXYYBCTBUTEIHOCT (GKJZIOLH/{meJZHO aHaqbwzaKmulteH WOK)/DC&KIII/II/I KbM I/IHd)V3I/ISITa

(Bk. Touka 4.8)

[TarueHTHTE MOXKE JIa Ca U3JI0’KEHU HAa PUCK OT Pa3BUTUE HA PEAKIIMHA KbM HH(Y3HUATa/PeaKkIMy Ha
CBPBXYYBCTBUTEIHOCT (BKJIFOUUTEIHO aHa(UIaKTHUEH 110K). [IpenopryBa ce BHUMATEITHO
HaOJI0ZIeHNe Ha MAI[UeHTa TI0 BpeMe U clie]l IPUJIOKEeHHeTo Ha OeBalrm3ymal, KakTo ce O9aKBa MpH
BCsKa MH(GY3US HA TEPAIIEBTUYHO XyMaHU3UPAaHO MOHOKJIOHATHO aHTUTsI0. [Ipu Bh3HUKBaHE HA
peakiust HHQy3HuaTa TPSIOBA J1a CE MPEYCTAHOBHU U JIa CE 3aIlI0YHE MOIXOISI0 METUKAMEHTO3HO
neuenue. He ce Hamara cucteMHa npeMeauKanus.

Octeonexposa Ha yemtoctta (ONJ) (Bk. Touka 4.8)

Crpo0maBar ce cIydau Ha ocTeoHeKpo3a Ha denroctTa (ONJ) mpu marueHTH ¢ pak, JeKyBaHH C
OeBarM3yMa0, MOBEUETO OT KOMTO Ca MOJTyYaBajIi MPEIIISCTBAIIO0 W €THOBPEMECHHO HHTPABEHO3HO
neuenue ¢ oudochonaru, npu koero ONJ e uaentuduupan puck. Heo6xoauMo € moBUILIEHO
BHUMaHUe, KoraTo Oesanuzymad u 6udocoHaTn HHTPABEHO3HO Ce MpHUIAraT ¢AHOBPEMEHHO WIIH
MOCJICIOBATEITHO.

WHBa3uBHHUTE CTOMATOJIOTHYHU MPOIICYPH ChIIO ca uaeHTU(GUIMpPaH puckoB dakrop. [Ipeau
HAYaAJIOTO Ha JICUeHHE ¢ OeBaru3yMad TpsOBa 1a ce OOMUCIH CTOMATOIOTHYCH MPErie]] ¥ MOAXO0 IO
MpodUIAKTHYHO 3b00JIeueHHEe. AKO € Bh3MOXKHO, ITPH MAIMEHTH, KOUTO MPEIU ca JICKyBaH! I Ce
JeKyBar ¢ oudochoHaTH HHTPABEHO3HO, TPsIOBa Ja ce U30rBaT MHBA3UBHU CTOMATOJIOTUYHH
TPOILETYPH.

HuTpaBuTpeanno npuioKeHue

Bepanzymab He € pa3paboTeH 3a HHTPAaBUTPEATHO NPHUIIOKEHHE.



Hapymenus Ha ounre

Nma choOiieHns 3a HHAMBHYAIHHU CIyYad Ha CEpUO3HU OYHU HEXEJaHW PeaKIuH PU Heo100peHo
MHTPaBUTPEATHO MPUIIOKEHUE Ha OeBann3ymad oT piaakoHu, 0100pEHH 32 HHTPaBEHO3HO
MIPUJIOKEHNE TIPH MAIUEHTH C pak. Te3n peakiuu BKIIOYBAT HH(OEKIIHO3eH eHI0(PTAIMHUT, BETPEOUIHO
BB3IAIICHNE, KATO CTEPHUJICH eHA0(TAIMUT, YBEUT U BUTPEUT, OTIIETIBAHE HA PETHHATA, Pa3KbCBaHE Ha
MUTMEHTHHS €TIUTEN Ha pETHHATA, YBEJIHUEHO BhTPEOUHO HAJISATaHe, BBTPEOUYEeH KPHBOU3IUB, KATO
KPBHBOU3IUB B CTHKIOBUAHOTO TSJIO WM PETUHATA, KPHBOU3IUB B KOHIOHKTHBaTA. Hsikou oT Te3u
PEaKIiy ca JIOBENH J0 Pa3InyHa CTETeH Ha 3ary0a Ha 3peHHETO, BKIFOUUTETHO TpaifHa CiernoTa.

Cucremuu Cd)CKTI/I CJICa MHTPABUTPCATHO IIPUITOXKCHUEC

JloxazaHo ¢ HaMaJIeHHe Ha KOHIIeHTpanuaTa Ha nupkynupantus VEGF cien nHTpaBuUTpeamHo aHTH-
VEGF neuenne. Mma choOIICHUS 38 CUCTEMHU HEXKEJIAHU PEAKIIUU, BKIFOUYUTEITHO HEOUHU
KPHBOUBIUBY U apTEPHATHH TPOMOOEMOOIMYHY PEAKIINH CJIE]] HTHTPABUTPEAITHO PUIIOKEHNE Ha
VEGF uaxuburopmu.

OBaDI/IaJ'IHa He):[OCTaT’B‘{HOCT/ d)CDTI/IJ'II/ITeT

bepannzymab Mosxe na yBpenu pepTrunutera npu xkeHu (Bxk. Touku 4.6 u 4.8). [lopaau ToBa
CTpaTeruuTe 3a 3ama3BaHe Ha pepTHiINTeTa TpsAOBa Aa ObAAT 0O0CHICHH C KEHUTE C IETEPOACH
NOTEHUUA IPEAX 3all04YBaHe Ha JIedeHue ¢ OeBanu3ymad.

TloMo1Hu BemecTna

Hampuii

Bcexu ¢pTo3u nexkapcTBeH NpoayKT Chabpka 4,196 mg HaTpHid BbB Bcekn uiakoH oT 4 ml, kouTo ca
exBuBajeHTHHU Ha 0,21 % oT npenopryanust oT C30 MakcuMaseH THEBEH IPUEM OT 2 g HATPUil 3a
BB3pacTeH.

To3u ekapcTBeH MPOAYKT Chabpka 16,784 mg HaTtpuii BEB Bcekd (uiakoH oT 16 ml, kouto ca
exBuBajeHTHH Ha 0,84 % oT npenopryanus oT C30 MakcuMaieH THEBEH IPUEM OT 2 g HATPUii 3a
BB3PacCTeH.

Honucopbam 20

ToBa nexapcTBO chabpika 1,6 mg monucop6bar 20 BeB Beeku (rakoH oT 100 mg/4 ml u 6,4 mg BBB
Bceku ¢urakoH oT 400 mg/16 ml, xoero e exkBuBanmenTHO Ha 0,4 mg/ml. [TonrcopbaruTe Morat ga
NPUYHHST aIepPTUYHU PEaKINH.

4.5 B3aumopeiicTBue ¢ ApYru JieKapcTBeHU NPOAYKTH M APYrd (popMHU Ha B3anMo/jeiicTBHe

EdekT Ha aHTUHEOIIACTUYHHUTE NIPOJAYKTH BEPXY (hapMaKOKMHETHKATA Ha OeBarm3ymMad

B®3 ocHOBa Ha pe3yATaTHTE OT MOIYJIAINOHHH (hapMaKOKHMHETUYHH aHAIN3H, HE € HaOJII01aBaHO
KJIMHUYHO 3HAYMMO B3aWMOJICHCTBUE HA SJHOBPEMEHHO MTPUIIOKEHA XUMHUOTEPAITUS BHPXY
(apmakokuHeTHKaTa Ha 6eBanu3yMad. He ca HabmrogaBaHM HUTO CTATHCTHYECKH 3HAYMMU, HUTO
KIMHHYHO 3HAYMMH Pa3JIUKH B KIMPBHCA Ha OeBann3yMal MpH MalleHTH, JIeKyBaH! ¢ MOHOTEpAIus ¢
OeBaru3ymMal, B CpaBHEHHUE C TALMEHTH, MTOy4yaBain Oepanu3ymMad B KomOuHanus ¢ uHTepdepoH
anda-2a, epaotuand nin xumuotepanus (IFL, 5-FU/LV, kapbonnatun/naknnuTakces, KaneuuTaOu,
JIOKCOPYOHIIMH WX IUCTUIATHH/TEMITUTA0UH).

Ed)eKT Ha 6eBaHI/ISVMa6 BBPXY d)aDMaKOKI/IHeTI/IKaTa Ha APYT'H aHTHHCOIIJIACTHYHHU ITPOAYKTHU

He ¢ HaOnronaBan KIMHUYHO 3HAYMM e(DEeKT Ha OeBariu3ymMad BEpXY (papMaKOKHHETHKATA Ha
€JIHOBPEMEHHO IMpuJiaral uHTepdepoH anda-2a, epaoTuHUO (1 HeroBus akTuBeH Metaboaut OSI-420)
WM XUMHOTEPANus ¢ UPHHOTEKaH (M HETOBHs akKTUBEH MeTabomuT SN38), kanenuraOuH,
OKCAIIMTUTIATHH (OTIpe/ieNieH Ype3 u3MepBaHe Ha CBOOOAHATA U o0maTa ppakius Ha IIaTUHATA), U
nucruiatid. He Morar jia ce HanpaBsT 3aK/II0UCHUs OTHOCHO BJIMSIHUETO Ha OeBaru3ymal BbpXY
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(l)apMaKOKI/IHeTI/IKaTa Har CM]_[I/IT8.6I/IH.

KombOunanms Ha 6eBanu3zymMad ¥ CYHUTUHHUO MajaTr

B nBe KIMHUYHY M3MUTBAaHUS TPU MeTacTazupall ObOPEYHOKIETHYCH KaPIITHOM Ce ChOOIaBa 3a
MUKpOaHTHOTIaTHIHA XeMoJinTHaHa anemust (MAXA) mipu 7 ot 19 manueHTH, JIEKyBaHH C
koMmOuHamus ot 6eBar3ymad (10 mg/kg npes aBe ceqmunn) U cyHuTHHHO ManaT (50 mg THEBHO).

MAXA e XeMOJUTHIHO HapyIIeHUE, KOSTO MOJKE Jla Ce MPOSIBU ¢ pparMeHTHPaHE HA YSPBECHUTE
KPBbBHU KIICTKU, aHEMUA U TpOM6OHI/ITOHeHI/IH. OcBen TOBAa, IPXU HAKOU OT TC3U MALIUCHTU CC
Ha0JII0/]aBa XUTICPTOHUS (BKIIOYUTEITHO XUTIEPTOHUYHHU KPU3H), IIOBUIICH KPEAaTUHUH U
HEBPOJIOTHYHH CUMITTOMH. BCHUKHU Te3U HAXOAKH ca 0OpaTHMH CIIe]l MPEYCTAHOBSIBAHE HA JICUCHUETO
¢ 6eBarmm3ymal u CyHUTHHUO ManaT (Bk. Xumneptonus, [Iporennypusi, CIIOE B Touka 4.4).

KoMOuHaims ¢ Tepanus Ha 0a3ara Ha IUIATHHA WIA TakCaH! (BXK. TOYkU 4.4 u 4.8)

[NoBumieHa yecTOTa HA TEXKKA HEYTPOTEHUs, (eOpIITHA HEYTPOTICHHS WITK HHPEKIHS ChC HITH 03
TEXKa HEYTpOTIeHHs (BKIFOUUTEIHO HAKOM JICTAIHU Ccy4an) € HaOmoqaBana peAnMHO IpU
MAIMEHTH, JIEKyBaHU C Tepanus Ha 0a3aTa Ha IUIATHHA WM TaKCaHH, I10 BpEMe Ha JCUCHHE Ha
HAKPL/1 u MPMX.

JIbuerepanus

besomacHocTTa M epUKACHOCTTA HA CHITHTCTBAIIO MPHUJIOKEHUE HA JThUeTepantisi U Oepauzymad He ca
YCTaHOBEHHU.

GFR MOHOKJIOHAJIHM aHTUTEIA B KOMOMHALIMS C XUMHUOTCPAICBTUYHH PCKUMHU C 6eBaHI/I3VMa6

He ca mpoBexnanu npoyusanus 3a B3aumoeiicteusita. EGFR MoHOKImoHaHEN aHTHTETAa HE TPsOBaA a
ce nmpuiarar 3a nedenne Ha MKPK B komOuHamms ¢ XuMuoTepanus, Chabpikaiia oeBaruzyma.
Pesynrarute ot pangomusupanute ¢paza Il nsanursanns, PACCE u CAIRO-2, npu nauueHTy ¢
MKPK npenmnonarar, ye ynotpedata Ha aHTH-EGFR MoHOKIOHaIHUTE aHTUTENa TAaHUTYMyMal U
METYKCUMa0, ChOTBETHO, B KOMOWHAITHS ¢ OeBarm3yMal IUII0C XUMHUOTEPAITis, CE CBhpP3Ba C
noHmwkeHa npexusseMmoct 6e3 nporpecus (ITBI1) u/nnm o6ma npexussiemoct (OI1), n moBumeHa
TOKCHYHOCT, B CPaBHEHHE caMo ¢ OeBalln3yMal IUII0C XUMUOTEPATTHSL.

4.6 @epTHIMTET, OPEMEHHOCT U KbpPMeHe

JKenu c lerepoieH noTeHIman

Kenure ¢ ACTCPOACH MOTCHINAL Tpﬂ6Ba Ja U3I10JI3BaT Cq)eKTI/IBHa KOHTpalcnius 1mo BpeMe Ha (I/I a0 6
Meceua) ciaea JICUCHUECTO.

bpemennoct

Hsma naHHM OT KIIMHUYHY U3MUTBAHUS OTHOCHO YIOTpebaTa Ha OeBann3ymab npu OpEMEHHH JKEHH.
ExcniepuMeHTanHUTE NPOYYBAHUS IIPU )KUBOTHU IIOKA3BAT PENPOSYKTUBHA TOKCUYHOCT,
BKIIIOUUTEITHO Maipopmanuu (Bxk. Touka 5.3). M3BectHo e, ue [gG nmpeMuHaBaT npe3 miianeHTara u ce
ouakBa OeBanu3ymab J1a MOTHCHE aHTHOTeHe3aTa Ha (peTyca, KaTo Taka ce Mpeanoiara, 4e Moxe J1a
NPUYHHYU TEKKH ManopMalui Ha HOBOPOJCHOTO, aKO Ce MpHJiara 1o Bpeme Ha oOpemenHoct. [Tpu
MOCTMApKETHHIOBATa YIIOTpeOa ca HaOJI0JaBaHy Clly4an Ha (eTallHU aHOMAJIUH TIPH JKEHH, JICKYBaHU
¢ OeBanm3ymMab caMOCTOSTEIIHO WIIM B KOMOWHAIINS C U3BECTHH eMOPHOTOKCHYHH
XUMHOTEPAINIEeBTUYHH cpeicTBa (Bxk. Touka 4.8). beranmzymMad ¢ mpoTHBOIOKa3aH 10 BpeMe Ha
OpeMeHHOCT (BX. Touka 4.3).

Kspmene
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He e u3BectHO nanu GeBannszymad ce eKCKpeTHpa B KbpMarta. Tbii kato maitunnute IgG ce
EKCKpeTHpaT B KbpMaTa u OeBanu3ymMad MOXe Ja yBPEAU pacTexa U pa3BUTHETO Ha JETETO (BXK.
TouKa 5.3), )keHuTe TpsIOBa J1a MPEyCTaHOBAT KEPMEHETO 110 BpeMe Ha JICUSHHUE U JIa He KbPMSIT IIOHE
LIECT MeCella Clie/l OCIeTHOTO PUIIOKeHNE Ha OeBan3yMao.

DepTriiuTer

[IpoyuBanusTa 32 TOKCHYHOCT IPH MHOT'OKPATHO MPUIIOKEHUE NIPU )KUBOTHH 00ave ca MoKa3aj, e
Oemar3yMad MoKe Ja IMa HeKelaH eQeKT BpXY GepTIINTeTa Ha )KeHCKUTE (BXK. Touka 5.3). B
eIHO KIIMHWYHO m3nuTBaHe ¢aza IIl ¢ aaroBaHTHO JIeUeHUE HA MAIIMEHTHU C PaK Ha 1e0eI0TO YepBo,
NPOYYBAaHETO HA MOATPYIa KEeHHU B IPEIMEHOIAay3a MoKa3Ba M0-BUCOKA YECTOTa Ha HOBH CITyYaH Ha
OBapHalHa HEJIOCTaTHYHOCT B Ipymara ¢ OeBanuzymad, B cpaBHEHHE ¢ KOHTpoiHaTa rpyma. Cien
MIPEYCTaHOBSBAaHE HA JIEUEHUETO C OeBaIn3ymad, oBapranHara (yHKIHS ce Bh3CTaHOBABA MPH
MOBEYETO NalueHTKH. [IbIrocpoynnTe epeKTH OT JeUSHUETO ¢ OeBalu3yMad BbpXy QepTHInTETa HE
Ca M3BECTHH.

4.7 EdexTu BbpXy cnocodHocTTa 32 Io(pupaHe M padoTa ¢ MAIIMHUA

BeBarmuzymab moBiusBa B MajIKa CTEIICH CITIOCOOHOCTTA 3a Imodupane u padora ¢ Mmamuad. Cho0maBa
ce obave 3a ChHIMBOCT M CHHKOI IpH yroTpeba Ha OeBanmu3ymad (k. Tabnuna 1 B Touka 4.8). Ako
MayCHTUTE NTOJIy4aT CUMIITOMU, KOUTO 3acAraTt 3p€HHUCTO, KOHIICHTpAluATa UM, UJIN CHOCO6HOCTT3
UM 3a pearupase, Te Tps0Ba 1a ce IOChBETBAT Jia He modupat Ui paboTAT ¢ MAalIMHU 10
OT3By4aBaHe HAa CHMIITOMMTE.

4.8 He:xesranu 1exkapcTBeHH peakuu

PesromMe na npodria Ha 0€30I1acHOCT

OO6mumsar npodun Ha 6e3omacHOCT Ha OeBan3yMad ce ocHOBaBa Ha AaHHM OT Hax 5 700 manueHTH C
pa3IMYHU 3710Ka4eCTBEHU 3a00JIIBaHUs, IEKyBaHH MPEeIUMHO ¢ OeBalnzymMad B KOMOMHAITUS C
XUMHOTEPAIUs 10 BpeMe Ha KIMHUYHUTE U3MUTBaHMS.

Haii-cepuo3nure HexeIaH! peakluy ca:

. [lepdopannu Ha cTOMAIIHO-YPEBHUSA TPAKT (BXK. Touka 4.4).

o KppBOU3uB, BKIIOUUTETHO O€TI0Ap00eH KPbBOU3INB/XEMONTH3a, KOUTO ce HaOII01aBar 1o-
YeCTO MPH MALUEHTH ¢ HeIpeOHOKIeThYEH pak Ha Oenust 1pol (Bx. Touka 4.4).

o AptepuaiieH TpoMO0eMOOTU3BM (BXK. TOUuKa 4.4).

Haii-yecTo HaOM0jaBaHUTE HEXKENAHN PEAKIIMU OT KIIMHUYHN U3MUTBAHMS MIPY TTALUEHTH,
nojy4aBaiu OeBanu3ymad, ca XUIEPTOHHS, yMOpa MU aCTeHUs, AMapus 1 KopeMHa 00JIKa.

AHanu3uTe Ha KJIMHUYHUTE JaHHU 32 0€30MacHOCT II0Ka3BaT, Y€ UMa BEPOSITHOCT 110sIBAaTa Ha
XHIIEPTOHUS U POTEUHYPUS IPH JIeUeHHE ¢ OeBalu3yMad Ja € 1030-3aBUCHMA.

TabauyeH CIUChK HA HEXKETAHNUTE pCaKIun

Hexenanute peakiyu, u30pOCHH B Ta3U TOYKA, CIaJaT KbM CICAHUTE KATETOPUHU HA YECTOTATA:
MHoro yectH (>1/10); wectu (>1/100 mo <1/10); Heuectu (>1/1 000 go <1/100); peaxu (>1/10 000 no
<1/1 000); muOTO penku (<1/10 000); c Hen3BecTHA YecTOTa (OT HANMYHUTE JaHHU HE MOXKE Jia ObJe
HampaBeHa OIeHKa). BbB BCsika KaTerops 1Mo 4eCTOTa, HeKEeIaHUTE PEaKkiuy ce H30pOsBaT B
HU3XOJISII PEJI 10 OTHOIICHHE Ha TSIXHATa CEPUO3HOCT.

B Ta6aumu 1 u 2 o cucremo-opraneH kiac mo MedDRA ca npeactaBeHn HexXeTaHUTE PEaKINH,

CBBpP3aHHU C yHOTpC6aTa Ha 6€BaI_II/I3yMa6 B KOM6I/IHaLII/I$I C pa3jiInYHU CXCMHU Ha XUMHOTCpaIus nNpu
MHO>XCCTBO ITOKa3aHu:.
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Ta6m/1ua 1 npeaAcTaBd BCUYKU HECXKCIIAHU pCaKIUU MO Y€CTOTAa, 3a KOUTO € YCTAHOBCHO, Y€ UMAT
MNPUYIUHHO-CIICACTBCHA BPB3KaA C 6€Ba]_II/13yMa6 qpes:

o CpaBHUTEIHA YECTOTa MKy TPYNHUTE Ha JIEYeHNE B KIMHUYHUTE U3MUTBaHUs (¢ Hail-Maiko 10
% pa3nrka B CpaBHEHHUE ¢ KOHTPOJIHATA Ipyna 3a peakuure ot creneH 1-5 cnopen NCI-
CTCAE, unm Haii-manko 2 % pa3inka B CpaBHEHUE C KOHTPOJIHATA IPpyIa 3a peakluUTe OT
crenie 3-5 ciopen NCI-CTCAE),

MIOCTMAapPKETHHIOBU IPOYYBAHUS 32 0€30I1aCHOCT,

CIIOHTAHHH CHOOIIEHHS,

eMHUIEMUOJIOTMYHH IPOYYBaHNA\HEMHTEPBEHIIMOHATIHN UIX 00CEPBALMOHHY IPOYIBAHUS,

WIN 4pe3 OLICHKAa Ha HHANBUAYATHUTE ChOOIIECHHS.

Tabnuia 2 nmpepcTaBs 4ecTOTaTa Ha TEKKUTE HEKEIaHH Peakiiu. TeXKUTe peaKIuy ce ONpPeIeIIsT
KaTo HeXKeJIaH! PEeaKIuH ¢ Hall-Mako 2 % pas3ika B CpaBHEHUE C KOHTPOJTHATA TPYIIa B KITMHUIHHUTE
m3nuTBaHus 3a peakiuute ot crerneH 3-5 cnopen NCI-CTCAE. Tabnuma 2 BKIIIOYBA CHINO U
HEXXEJIaHU peaKluu, KOUTO ce cuuTaT oT [IPY 3a KIMHUYHO 3HaYMMU WIIA TE€KKHU.

[MocTMapKeTHHIOBUTE HEXEIAHU PEaKIUU ca BKIItoueHH B Ta0mumm 1 1 2, KbETO € MPUII0KUMO.
[MonpoOHa nHpopMalus 3a Te3U MOCTMAPKETUHIOBY PEaKIuK ¢ fAajieHa B Tadnuina 3.

Hexenannte p€aknnu ca NpeJaACTaBEHU B CbOTBETHATA KATECTOPHS 110 UECTOTA B Ta6J'II/II_II/ITC I10-10J1y
criopen Hall-BHCOKaTa gecrora, Ha6n}011aBaHa IIpHU BCAKO IMOKa3aHUC.

Hsikon OT HexelaHUTe peakiiy ca PEaKIuK, KOUTO ce HAOII0AaBaT 4ecTo Mo BpeMe Ha
XUMHUOTepaIvs;, Ho 6eBarm3ymabd obade MoXke 1a 000CTPH TE3H PEaKIIny, KOraTo c€ KOMOMHHpA C
XUMHUOTCPAIICBTULIU. HpI/IMCpI/ITC BKJIIOYBAT CMHAPOM Ha NaJIMapHO-IUIaHTapHa EpUTPOAN3CCTE3UA C
METWIIMPAH JIMTIO30MEH JIOKCOPYOUIIHMH WK KamnenuTaOuH, neprudepHa CeH30pHa HEBPOMATHS C
MAKJIATAKCEN WM OKCATUTUIATHH, HAPYIICHHUS HA HOKTUTE WM aJIOTeIHs ¢ AKIUTAKCes U MapOHUXHsI
¢ epIoTUHHO.
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Ta6anna 1: HeskeJlaHH peaknMy Mo 4ecToTa

Cucremo-  [Muoro yectu [Uectn Penxu MHuoro peaku (C HeM3BeCTHA
opraHeH JecToTa
KJIac
Mudexkunu u Cencuc, A6erec®™, HexpoTmsu
uH(pecTamu Henynur, Madexuus, parg
Mupexuus Ha (dacuuut”
MUKOYHNUTE
MTHTUIIA
Hapymenust |@ebpriHa IAHEMUSI,
Ha KpBBTAa U |[HEeyTponeHus, Jlumdonenus
mimprata  JleBkomeHus,
crcTeMa Heyrponenus’,
TpombonuTone
HUS
Hapyenus CBpBbX4yBCTBUTEN  |AHADUIAKTHY
Ha UMyHHaTa HOCT, PEaKIIMH KbM  |eH IIOK
crcTeMa MHpy3uATa™*"
Hapymenust |AHOpEKCHS, Jlexunparanus
Ha Xunomarsesue
MeTa0oIM3Ma MU,
1 XpaHEHETO |[XUIIOHATPUE
MUsT
Hapymenust [[Tepudepna MO03Bb4HO-CBA0OB Cunapom Ha |Xurmep-
Ha HEpBHATa [CCH30pHA MHOKACHT, CHHKOI, [[IOCTEpHOpHA TEH3UBHA
cucremMa Hesponatua’, |(CHHIMBOCT [peBepcuBHa  [eHIIe(aIomna
JluzapTpus, cHiedano-  [rus’
['maBoGoime, HaTHs®0-T
Jlucressus
Hapymenust [Hapyienue Ha
Ha OYHTE ouuTe,
[ToBuiieHa
maKpuManys
Kapmmoo- 3acToiiHa ChpIeIHa
THYHU HEIOCTATHYHOCT ",
HAPYIICHUS Hanxamepna
TaXHKaP I
Cba0BU Xunepronus™, [TpoM60eMOOmH3BM bropeuna
Hapymenns I pomboembonu |(apTepuanen)®™, TpomboTnvHa
3bM KpsBon3mmp®™, MukpoaHTHoIa
(Benozen)™  [Inn6oka mus™®, Xuanuuaa
BEHO3HA TPOMO03a OKJTy3HBHA
rIIoMepyJiHa
MUKpOaHTHONATHS,
|AHEBPU3MH U
|ApTepuaiHu
VICeKaIuU
Pecriuparop |[[lucnHes, benonpoben benoapobHa
HU, TPBIAHU U |PHHUT, KPBBOU3JIUB/ XUTMIEPTOHHUS,
MenuacTUHAN |EMUCTakcHe, — [XeMomThsa’™, [epdoparwst
HU Kannma benonpoben Ha HOCHaTa
HapyLLIeHNs eMO0IN3BM, nperpazga’
XUMoKkcus,
nuchoHus’”
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Cucremo-  MHoro yectn [Yectn Penxu MHoro peaku [C Hen3BeCTHA

opraHeH yecToTa
KJI1aC
CromariHo-  |PextaneH CroMaIrHo-4peBHa CroMariHo-
YPEBHU KPHBOM3INB,  [mepdopanus’, YpeBHa 53Ba’
HapylieHus |(CTOMATUT, UpeBHa

3anek, Junapus, mepdoparus, Uneyc,

["anene, UpeBHa 00CTpyKLUS,

[ToBprLIane, IPexTO-BarnHaIHU
Kopemna 6oinka (huctymm ™,

CromariHo-

MPEBHO HAPYIICHHUE,

ITpokTanrust
Xemaro- [epdoparwst Ha
ounapHu PKITHYHST
HapyIICHHS Mexyp™°

Hapymenust [Ycnoxxaenns — (CHHIpOM Ha
Ha KOXKaTa M [P 3apacTBaHe [MajIMapHO-
MOJKOKHATA |HA paHUTE™,  [IaHTapHa

THKaH ExcdomuaTiHBeH epUTpoIu3ecTe3ns

epMaTur,

Cyxa Koxa,

O0e31BeTsIBaHe

Ha KO)KaTa
Hapymenuss  |Aprpanus, Ductyna®, OcTeoHeKpo3a
Ha MYCKYJIHO- Muanrus MycKyHa Ha yemocTTa™
CKeleTHaTa crnaboct, boska B Hemanmuoymap
CHUCTEMA U repOa Ha
CheIMHHUTEHA 0CTEOHEKpOo3a™
Ta ThKaH
Hapymenus [IporenHypus®”
Ha OBOperuTe
U TMKOYHUTE
OBTHINA
Hapymenust |(OBapuaiza bonka B Taza
Ha HEI0CTaThYHOCT
BBH3NPOU3BO- |0,B,I
ImUTeTHaTa
cucTeMa u
rbpaara
Bponenu, Deranau
baMuTHT 1 aroMammn™®
TEHETHIHN
HapyIIeHHs
OO0 IAcTeHu, Uletaprust

HapylIeHus u |YMopa,
epextn Ha  |[Tupekcus,
MSICTOTO Ha  |boJiKa,
npwioxeHue [Bb3naneHue Ha
VIMTaBHUIIUTC

N3cnenBanusa [HamaneHo
TETI0

Koraro cnoutusara ca orbensi3anu CIHOBPEMCHHO KaTO HEKEJIaH! JICKAPCTBCHU PCAKIIUU OT BCUUKH
CTEICHHU U OT CTCIICH 3-5 B KIMHUYHUTE HU3IIUTBaHHsA, CC C’BO6I_LIaBa Hali-BHCOKaTa qyecToTa,
Ha6J'IIO,Z[aBaHa IIpU MalfUCHTUTC. I[aHHI/ITe HC Ca KOpUTHPAHU CIOPE pa3IMUHATa IPOABIKUTCIHOCT
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Ha JICYCHHUETO.
# 3a mombIHUTENHA HHbOpManus, MoJisi, BikTe Tabnuna 3 ,,Hexxenanu peakuuu, cCboOIIeHH MpU
MOCTMAapKETHHTOBATa yrmoTpeda”.

® TepMuHHTE IPEACTABIABAT TPYNA CHOUTHS, KOUTO OIKCBAT I0-CKOPO MEIHITMHCKOTO TIOHATHE, @ He
OTJISITHOTO CHCTOSIHHE WK Tipeanodntal TepMuH mo MedDRA (MenunuHCKE pedHUK 3a
perynaropaute neiinoctn - Medical Dictionary for Regulatory Activites). Ta3u rpyna MeTUIIHHCKH
TEPMUHH MOXE J]a UMa €IHa ¥ ChIla MoJyIexkania naTopu3noIorus (Hamp. apTepuaiHu
TPOMOOEMOOIMYHH PEAKIIUH BKIIFOYBAT MO3bYHO-ChI0B UHIIUJCHT, HHPAPKT HA MUOKapa, IPEX0JIcH
HUCXEMHUYCH MPUCTHIT U APYTH apTEPHATHN TPOMOOESMOOIMIHN PEAKITHH ).

* B3 ocHOBa Ha Ipoy4BaHe Ha oArpyna ot 295 nauuentu B NSABP C-08

" 3a monbIHUTETHA HH(GOPMAITUS BIIKTE ITO-10y B TOUKa "J[onmbiHUTETHA MH(OPMAITUS OTHOCHO
M30paHu CEpUO3HH HEXKEIIaH! PeaKIim’.

A Pexro-BarnHaITHUTE PUCTYIH ca Hal-uecTuTe QUCTYIH B Kateropusata CU-BaruHaIHA QUCTYIIH.

¢ HaOnromaBaHu camo MpU MeANaTPUYHATA MOy IaIHs

Taoauna 2: TekKu HexkeJaHU PeaKI UM M0 YeCcToTa

Cucremo- MHoro yectu  HecTn Penxu C HeM3BeCTHA 4ecTOTa
OpraHeH Kjac
Mudexkunu u Cencuc, Lenynur, Hekpotuzupain
MHbecTAH A6crec™®, acrumt®
Wudexrms,
Wudexuns Ha
MUKOYHUTE IIbTHUIA
Hapymenns Ha (DebpritHa IAHEMUS,
KpPbBTa U HeyTponieHus,  Jlumdonenus
mumdHaTa JIeBkomeHus,
crcTeMa HeyTtpomnenus®,
TpomboruTOTICHI
st
Hapymenus na CBpBXUyBCTBUTENH |AHadumakTHye
MMYyHHATa o cT, Peakunu KbM |H IIOK
crcremMa nHby3HaTa "
Hapyenus Ha Jlexuaparanus,
MeTabonu3Ma 1 (XumoHaTpueMus
XpaHEHETO
Hapymenus Ha [[lepudepna Mo03bUHO-CHAOB Cunzapom Ha
HEepBHATA CCH30pHA mHIKUACHT, CHHKOM, MOCTEPUOPHA
crcTeMa HEeBpomaTus’” CBHIMBOCT, [PeBEpCHBHA
['maBoOoHe eHmedanonarus
a,6,B,
XuInepTeH3uBHA
eHreaonaTus”
Kapanonornyau 3acToifHa chprevYHa
HapyLICHHs HE0CTaThYHOCT Y,
Hanxamepna
TaXUKapaAns
CpbioBU Xunepronns™®  |Aprepuarnen brOpeuna
HapYIICHUS TpoMO0OeMOOTH3BEM™ TpOMOOTHYHA
° KpbBOn3mup™®, MHKPOAHTHOTIATHS
TpomOoeM60MH3BEM ®, XHamMHHA OKJITy3UBHA
(BeHo3en)™’ [IIOMEpYJIHA
/Ip100Ka BeHO3HA MHKpOAHTHOTIATHA ,AHEBPH3
Tpom0o03a MU HapTepHaTHH
[rCceKanuu
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Cucremo- MHoro yectu  HecTn Penxu C HeM3BeCTHA 4ecTOTa
OpraHeH Kjac
IPecnimparopHu, benonpoben lbenoapoOHa XxurepToHus”,
TPBIHA U KPBHBOM3ITUB/ IMepdhopamnmst Ha HOCHaTa
MeTMaCTHHATHH xeMonTh3a™’, nperpana’
HapyIICHHs benonpoben
eMOOJIU3EM,
Enmcrakcuc,
JTucnaes,
Xunokcust
CromarirHo- uapws, ['anene, UpeBHa CromarrHo-4peBHa
YpEBHU [MoBpbmane, nepgopanys, nepdopanus™®, CTomarHo-
HapyLICHHS Kopemna 6onka [Mneyc, Upena upeBHa s13Ba”, Pexranen
oOcTpykuus, Pexro- KPBBOU3JINB
BaruHAJIHU
buctymn™,
CToMaIIHO-4YpEeBHO
HapyIICHHE,
CToMatur,
[TpokTanrus
Xemnaro- [Tepdopanms Ha KITBUHUSL
oumapHu Mexyp™®
HapyIICHHs
Hapyumienus na Y croxHeHus npu
KOXKaTa U 3apacTBaHE Ha
MOAKOKHATA panute™’, Cuaapom
THKaH Ha MaJIMapHO-
TUIaHTapHA
epUTPOAN3ECTE3US
Hapymenns Ha ducrymna®, OCTeoHEeKpO3a Ha 4eTocTTa
MYCKYJIHO- Muanrus,
CKeNleTHaTa IApTpanrus,
crucTemMa u MyckyHa c1adocT,
CheTMHUTEITHATA bonka B repba
THhKaH

Hapyuienus na
OBOperuTe I
MUKOYHUTE
TBTHILA

[porennypus™®

Hapymienust Ha
BBH3IIPOU3BOIUTE
T HaTa cucTeMa
UrbpaaTa

boixka B Taza

OBapranHa HeTOCTATHUHOCT™

Bponenu,

(haMuITHUA U
reHeTHYHU
HApYIICHHS

Deranan anomau™®

06w
HapyLICHUS U
edexTn Ha
MSICTOTO Ha
MPUIIOKEHHE

Actenus, YMopa,

bouika, Jletaprus,
Br3nanenue Ha
ITUTaBULIUTE

Tabnuiia 2 mpeacTaBst 4eCTOTaTa Ha TEKKUTE HEXKEITAHHN PEakud. TeXKUTE peaKIuu ce OMpeaesT
KaTo HeXXENaHU PeaKInu ¢ Hall-Manko 2 % pasiuka B CpaBHEHUE C KOHTPOJHATA IPyIa B KIUHUYHUTE
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u3nuTBaHus 3a peakiuute ot creneH 3-5 cnopen NCI-CTCAE. Ta6nuna 2 BKIt0YBa ChIO U
HEe)KETIaHW PeaKIvy, KOUTO ce cyuTtat oT [IPY 3a KIIMHUYHO 3HAYMMU WU TeXKKU. Te3u KIMHUIHO
3HAYMMHM HEKEJIaHH PEaKINK ca CHOOIICHN B KIIMHUYHUTE U3MUTBAHUS, HO PEAKIIUUTE OT CTENeH 3-5
HE OTTrOBapsT Ha Mpara ot Hai-mMaiko 2 % pa3jiuka B CpaBHCHHE C KOHTpOJHaTa rpymna. Tabnumna 2
BKITFOYBA CHIIO U KIIMHUYHO 3HAYHMHU HEXKEJTaHW PEaKINH, KOUTO ca HaOI0JaBaH CaMo TPH
MMOCTMAapKETHHTOBAaTa yImoTpebda, mopaau koeto dectorara u crernenra cropen NCI-CTCAE we ca
usBecTHH. [lopanu ToBa, T€3u KIMHUYIHO 3HAYMMHU PEAKIIUHU ca BKIIOYEHH B Tabnmiia 2 B KoJIoOHATAa,
o3ariiaBeHa ,,C HeM3BECTHA YyecToTa .

? TepMHUHUTE TPEICTABIABAT IPYTIa CHOUTHUS, KOUTO OMUCBAT MO-CKOPO MEUIIMHCKOTO TIOHSATHE, a HE
OTJETHOTO ChCTOSIHUE WK Tipeanoyntad TepMuH no MedDRA (MenunuHCKH pedHUK 32
perynaropuute aeiinoctu - Medical Dictionary for Regulatory Activites). Ta3u rpyna MeqUIHHCKH
TEPMHHU MOJKE J1a UMa e[Ha U ChIIa MO JIexkaIla maropu3noIorus (Hamp. apTepraIH
TPOMOOEMOOIMYHHU PEaKIIUH BKIIIOYBAT MO3BYHO-CH0B HHIHJICHT, MHPAPKT HA MUOKap/a,
MPEXOJICH HCXEMHUUEH MPUCTHIT U IPYTH apTePHATHU TPOMOOESMOOIUYHHU PEaKIIUH ).

®3a nompIHMTENHA HHGOPMAIHS BIXKTE MO-I0Ty B Touka "ONucanne Ha W30paHH CEPHO3HU
HEXeJIaHU peakuuu'.

® 3a nomrbHUTENHA HHpOpMatus, Mo, BuxTe Tabmuna 3 ,,Hexxenanu peakiuu, Ch00IICHN TIPU
MOCTMapKeTHHIOBaTa yrnorpeda”.

" Pexto-BarmHaTHUTE (DUCTYIIN ca Hal-uecTUTe PprcTynu B kareropusata CU-BaruHaTHN GUCTYIIH.

Onucanue Ha I/136DaHI/I CCPHO3HHU HEKEJIAHN PCAKITNN

Hepdopayuu na cmomawno-upesnus (CH) mpaxm u pucmynu (6xc. mouka 4.4)

BeBar3ymab ce cBbp3Ba ChC CEPHO3HH CIIydau Ha nepdopanys Ha CTOMAIIHO-YPEBHHS TPAKT.

Crob1maBa ce 3a nepdopamyy Ha CTOMAITHO-YPEBHUS TPAKT MO BPeMe Ha KIIMHUYHUTE U3MUTBAHUS C
yectoTa nmoJ 1 % npu manueHTH ¢ HeCKBaMO3€eH HePeOHOKIIEThYCH pak Ha Oenus apoo, 1o 1,3 % npu
MalMEeHTH C MeTacTa3upal pak Ha MJIeYHaTa kie3a, 10 2,0 % npu MaueHTH ¢ MeTacTa3upai
OBOpeYHOKIIEThUEH paK WM MIPH MAIMEHTKH C paK Ha SiaHuIuTe U 10 2,7 % (BKIIOYUTETHO
CTOMAITHO-UYpeBHA QHCTYa U abciec) Mpy NallMeHTH C MeTacTa3upall KOJOpeKTaneH KapuuHoM. OT
KJIMHUYHO U3MUTBAaHE NPH MALMEHTH ¢ IEPCUCTHUPALL, PEUUANBUPALL WK METACTa3upall paK Ha
MarodHara muiika (mpoyuane GOG-0240), CH nepdoparuu (BCHUKH CTETICHH) Ca ChOOIICHH MPH
3,2 % OT manueHTHuTe, KaTO BCHYKH ca UMaJli aHaAMHE3a 33 MPEIX0XK/Ialla JTbueTepanus Ha Ta3a.

YecToTata Ha T€3U CHOUTHUS BapHpa 10 BUA U TEXKECT OT HaOJI0AaBaHe Ha CBOOOIEH ra3 IIpU HATUBHA
peHTreHorpadus Ha Kopema, KOeTo € MpeMUHajo 0e3 JieueHue, 10 mepdopais Ha yepBaTa ¢
abaoMuHaneH abciec U JieTajleH U3X01. B HAKou citydau e uMaio ChII'bTCTBAIO HHTPaadJOMHHAIIHO
BB3NAJICHHE OT sI3BEHa OOJIECT Ha CTOMaxa, TYMOPHa HEKPO3a, TUBEPTHKYIIUT HIIH KOJIUT, CBBP3aH C
XUMHOTEpaIusITa.

Jleranen uzxon e OWI ChOOIICH PY MPUOIM3UTETHO €IHA TPETa OT CEPHO3HUTE CIIyyau Ha
CTOMAITHO-YpeBHH Nepdopannu, koeto npeacTtasisiBa Mexay 0,2 %-1 % ot BCHUKH NaIMeHTH,
JIeKyBaHH ¢ 6eBann3ymMao.

[Tpy KMMHUYHUTE U3NUTBAHMS ¢ OeBanu3ymMal, CTOMAIIHO-YPEBHH (QUCTYNIN (BCUUKU CTEIICHH) Cca
CcHOOIIaBaHu ¢ YecToTa 10 2 % MpH MaIMeHTH C MEeTacTa3upaj KOJOPEeKTaJIeH paK M paKk Ha SHYHMKA,

HO ca ChOOIIaBaHM MMO-PSAKO MPH MAI[USHTH C IPYTH BUJOBE PaK.

CY-gazunannu pucmyau 6 npoyusane GOG-0240

B u3nmuTBaHe Npu MalMEHTH ¢ MEPCUCTHPAI, PEIUANBUPALIL WIIK METAaCTa3Upajl paK Ha MaToyHaTa
mwmiika, yecrorara Ha CU-BarumHamHu ductynn e 8,3 % npu manueHTuTe, IeKyBaHu ¢ 6eBann3ymad, i
0,9 % mpu KOHTpOJIHATA TPYyIIA MAIIMCHTH, KATO BCHYKU Ca UMM aHaMHEe3a 3a IpeIIecTBaia
mpueTepanus Ha Tasza. Uecrorara Ha CU-BarnHaiHu (UCTYNH B TpyIara, JieKyBaHa ¢ OeBanu3ymal +
XUMHUOTEPAITHS € TI0-BHCOKA MPH MANMEHTH C PEIUANB B 00J1aCTTa Ha TPEIICCTRAIA ThUeTePAITUs
(16,7 %), B cpaBHEeHHE ¢ MAMEHTH 0€3 MpeIiecTBalla JIbueTepanus U/ 0e3 peluuB B 001acTTa
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Ha npeamecTama Jpuerepanus (3,6 %). CbOTBETHUTE YECTOTU IPH KOHTPOJIHATA TPyTIa,
MoJTy4aBallia caMo XUMHoTepanusl, ca cboTBeTHO 1,1 % crpsmo 0,8 %. [TannenTture, KOUTO pa3BUBAT
CY-BaruHamHu GUCTYIIN, MOKE CHINO J]a UMAT YpEBHA OOCTPYKIIUS U CE HYKAAsAT OT XUPYPTrUvHa
WHTEPBEHIMS, KAKTO U OT OTKJIOHSABAIIN OCTOMUHU.

DQucmynu uzevr C4 mpaxm (6xc. mouka 4.4)

Ynorpebara Ha OeBanu3yMal € CBbp3aHa ChC CEPUO3HU CITy4an Ha (PUCTYIH, BKIIFOUUTEITHO PEAKIIHH,
3aBBPIIAIN ChC CMBPT.

OT KIMHUYHO U3MTUTBAHE MIPH MAI[UCHTH C MIEPCUCTUPAIL, PEIMINBUPAIL] UIIK METacTa3upall pak Ha
matouHara 1mmiika (GOG-240), ce crobmaBa, ge 1,8 % oT manueHTuTe, JJIeKyBaH! ¢ OeBanu3yMad u
1,4 % oT KOHTpOJIHATA TPYyTIa MAIIMEHTH ca UMaIH (PUCTYJIN U3BBH CTOMAITHO-UYPEBHUS TPAKT —
BarvHAaJHU, HA MTMKOYHHS MEXYP MJIM Ha )KCHCKATa I0JI0Ba CUCTEMA.,

Heuecro (>0,1 % mo <1 %) ce cpobmaBa 3a GUCTyIN, KOUTO 3acsraT 00JIACTH B OpraHN3Ma U3BbH
CTOMAIITHO-YPEBHUS TPAKT (HAmp. OPOHXOIJICBPAIHN U OMIIHApHU QHUCTYJIIH), HAOII0AaBaHH MTPU
pasnunuHu nokazanug. CpobiiaBa ce 3a GUCTYIM 1 IO BpeMe Ha TOCTMAPKETHHTOBOTO PUIIOKEHHE.

Peaknunu ce ch00IIaBaT Mo pa3inyHO BpeMe Ha JICUYCHHETO, BApUPAII0 OT e1Ha CeIMHUIIA 10 Ha 1
roavHa CJIe Ha4YaJI0OTO Ha IMPUJIOKCHUCTO Ha 66BaHH3yMa6, KaToO IMOBCUYCTO pCAKIINU Bb3HUKBAT MPE3

IIbPBUTC 6 Mecela OT TepanuAdTa.

3apacmeane na panu (6xc. mouxa 4.4)

Toii kaTo OeBanK3ymMal MOXKE /1a TIOBNIXsE HEOIAronpHsATHO Ha 3apacTBAHETO HA PAHUTE, ALIUEHTH,
P KOUTO € MPOBEJICHA TOJIsIMa OTIepalys pe3 MocaeaHnTe 28 THH, ca OWIIM U3KII0YEeHH OT yyacTue
B KIIMHUYHUTE U3nuTBaHus Qasa I11.

[o BpeMe Ha KJIMHUYHUTE U3MUTBAHUS HA METACTa3nupall paKk Ha J1e0eI0TO YepBO WM PEKTyMa He €
HaOIr0/1aBaH MOBUIIEH PUCK OT MOCTONIEPATUBHO KbPBEHE MM YCIOKHEHUS TIPH 3apacTBaHe Ha
paHara IpH MaeHTH, KOUTO ca OWIIN TOUIOKeH! Ha rojisiMa orepanus 28-60 THU npeayu HavaaoTo
Ha npuarane Ha OeBanu3yma0. [ToBumena yectora Ha MOCTONEPATHBHO KbPBEHE HIIH YCIOKHEHHE
MIpU 3apacTBaHE Ha paHaTa, KOUTO ca ce MposBIIn 10 60 JHM ciief rojisiMa oneparus, e HabogaBaHa,
aKo MalMeHTHT € OWJI JIeKyBaH ¢ OeBa3yMad KbM BpeMeTo Ha omepauusiTa. YectoraTa e Bapupaia
mexy 10 % (4/40) u 20 % (3/15).

I[OKH&I[B&HI/I Ca CEpHUO3HU YCJIOKHCHUSA IPU 3apaCTBAHCTO HA paHU, BKIIFOUUTCIIHO U YCIIOXKHCHUSA Ha
aHAaCTOMO3H, HAKOU OT KOUTO Ca 3aBbPLINIIN (l)aTaJ'IHO.

[Ipu u3nuTBaHUS NPU JIOKATHO PEIUAUBHUPAIIl U METACTA3UPAJI paK HA MIICYHATA JKJIe3a ca
HaOII0aBaHy yCIOKHEHMsI TTPH 3apacTBaHe Ha paHu ot crerieH 3-5 pu a0 1,1 % oT manueHTwure,
nofTydaBanu OeBanmn3ymMa0, B cpaBaenue ¢ 110 0,9 % ot manuenTture B kKoHTpomHuTe rpynu (NCI-
CTCAE v.3).

[pu KTMHUYHUTE U3MUTBAHKS TIPU KAPIIMHOM Ha SHYHUIIMTE ca HAOIIOAaBaHH YCIOXKHEHUS TPU
3apacTBaHE Ha paHaTa OT cTeneH 3-5 mpu 1o 1,8 % oT marueHTKUTe B TpynaTa ¢ 0eBann3ymao,

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

Xunepmonus (6oxc. mouka 4.4)

B xaMHMYHUTE U3NUTBAHMS, C M3KIIOUeHHE Ha npoyuBaHe JO25567, obmiaTa yecToTa Ha XUIEPTOHUS
(Bcwukwm crenenn) poctura 1o 42,1 % B rpynure, IeKyBaHU ¢ OeBanm3yMal, B cpaBHeHuE ¢ 10 14 %
pu KOHTposiHUTe rpynu. O6maTa yectota Ha xuneptoHus crened 3 u 4 mo NCI-CTC npu
NanyeHTuTe, JeKyBaHu ¢ OeBaunzymad, Bapupa ot 0,4 % mo 17,9 %. Xunepronus creneH 4
(xunepToHnyHa Kpu3a) e HabronaBana npu a0 1,0 % ot nauneHTuTe, JTeKyBaHU ¢ OeBaunu3ymad u
XuUMHoTepamnus, B cpasHerne ¢ 10 0,2 % oT manueHTuTe, JeKyBaH! ChC ChIATa XUMHUOTEPAIIHS
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CaMOCTOSATECIIHO.

B mpoyusane JO25567, xunepToHHUs OT BCHYKH CTENIEHH € HaOmonaBaHa mpu 77,3 % OT MmaIfeHTure,
noJryyaBaiv OeBau3yMad B KOMOMHAIMS C €PIIOTHHHUO KaTO JICUCHHUE OT IIbPBA JIMHUS Ha
HeckBamoseH HIIKPBJI ¢ EGFR aktuBupamu myTanuu, B cpaBHeHue ¢ 14,3 % OT nanueHTuTe,
JIEKyBaHH C epIOTHHIO CaMOCTOATETHO. XHUIIEPTOHHS cTeneH 3 e HabmogaBana mpu 60,0 % ot
NalMeHTUTE, JeKyBaHH ¢ OeBanu3ymMald B KOMOMHAIMSA ¢ eplloTHHHO, B cpaBHeHHe ¢ 11,7 % mpu
MAIMEHTUTE, JIEKYBaHU C €PIOTUHUO camocTosiTenHo. He ca HaOmojaBaHu City4an Ha XUIIEPTOHUS
creneH 4 wiu 5.

XunepToHuATa OOMKHOBEHO € Ona aiekBaTHO KOHTPOJIUpaHa ¢ MepOpaIHd aHTUXUIIEPTCH3UBHU
CPEeICTBa KATO MHXUOUTOPH Ha aHTHOTCH3MH-KOHBEPTUPAIIUS CH3UM, JTUYPETULIN 1 KAIITUSBU
aHTaroHWCTHU. B penku cirywan Ts e goBena 0 MpeycTaHOBsIBaHE Ha JIEYeHHETO ¢ OeBanu3zymad mim
XOCHUTAIN3ALHSL.

Wwma MHOTO peaku chOOIIeHNS 3a CITydan Ha XATIEPTOHNYHA eHIledatonaTrs, HIKOM OT KOUTO ca OWIiTH
C JIETaJIeH U3XO07.

PuckbT OT XUNIEpTOHNUS, CBBbp3aHa ¢ 6eBann3yMad, He € KOpEenupall C U3XOTHUTE XapaKTepUCTHKH Ha
MAIUEHTHTE, C OCHOBHOTO 3a00JIIBaHE WM CHITHTCTBAIIOTO JICYCHHE.

Cunopom Ha nocmepuopHra oopamuma enyedanronamusi (6. mouxa 4.4)

[pu naumenTy, nexkyBaHu ¢ 6eBanu3ymad, IMa peIki CbOOIICHUS 3a Pa3BUTHE HA TPU3HALU U
cumnromy, crorercTBay Ha CIIOE, psnko HeBposmornyHo Hapymenue. [lpossute Moxe a
BKJIFOYBAT I'bPYOBE, ITIABOOOINE, IPOMEHEH IICUXUYEH CTaTyC, 3pUTEIHU HapyIICHHsI WK KOPOBa
CJIeNoTa, Che WK 0e3 chirbTeTBama xunepronns. Knmnanunure nposisu va CITIOE vecto ca
HecrenupuIHA 1 nopaau ToBa 3a auarnoctuiupane Ha CIIOE e Heo0X0oIuMo MOTBBPKACHUE Ype3
o0pa3Ha IMarHoCTHKa Ha MO3bKa, 33 IIPEANOYNTAHE [TOCPEICTBOM SAPEHO-MarHUTEH PE30HAHC
(SIMP).

[Ipu nauuentu, pazsusauy CIIOE ce npenopbuBa paHHO pa3no3HaBaHEe HA CHMIITOMUTE ¢ He3a0aBHO
JieyeHHe Ha cielu(UIHUTE CUMITOMH, BKJIIOUUTEIHO KOHTPOJI Ha XUIIEPTOHUATA (aKO 3a00JIsIBAaHETO
€ CBBP3aHO C TeKKa HEKOHTPOJIMPaHa XUIIEPTOHMS ), KAKTO U IPEYyCTAaHOBSBAHE HA TEPAIUATA C
OeBanu3ymad. CuMnroMuTe OOMKHOBEHO OT3BYYaBaT MJIM C€ MOJ0OPSBAT 10 AHHU CIIE/ CIIUPaHe Ha
JICYCHHUETO, BBIIPEKHU Y€ HAKOM OT MALMEHTUTE ca MMaId HEBPOJIOTUYHH MocheAcTBHsL. bezonacHocTTa
MIpH MTOJTHOBSIBaHE Ha TepanusTa ¢ 6eBannzymad npu nanuenty, moxyunian CIIOE mpenu ToBa, He €
U3BECTHA.

ITo BpeMe Ha KIMHUIHUTE U3MUTBAHUA ca choomenn 8 cirydas Ha CITIOE. B nBa oT ocemTe cirydas
HAMa paIMOJOTUYHO MOTBBPkKACHUE ocpeacTsom AMP.

Ipomeunypus (eorc. mouka 4.4)

[To BpeMe Ha KIIMHUYHHUTE U3MUTBAHUS c€ ChOOIIABa 3a NpOoTeuHypus B rpanuuute Ha 0,7 1o 54,7 % ot
ManueHTHTE, IoTy4aBaIy OeBanu3ymao.

[IpoTennypusta ¢ Bapupasa 1Mo TeKeCT OT KIMHUYHO 0€3CUMITOMHA, MPEXO/IHA, CISAU OT
MPOTEUHYPHS 10 HeHPOTHUYCH CHHPOM, KaTO B FOJSIMOTO MHO3HHCTBO OT CITy4auTe ¢ Ouia
nportenaypus creneH 1 (NCI-CTCAE v.3). [Iporeunypust crenex 3 ce crobmasa npu 10,9 % ot
nekyBaHute narueHTy. [Iporennypus crenen 4 (HedpoTrueH CHHAPOM) € HabmoaaBana mpu 110 1,4 %
OT JIGKyBaHUTE MareHTy. [IpenopsuBa ce u3cieBane 3a MPOTESHHYPUS, MPEH Ja CE 3aM0YHEe
neueHue ¢ obepannsymad. [Ipy moBedeTo KIMHUYHN U3MTBAHUS HUBA HA IPOTEUH B ypUHATA OT > 2
g/24 yaca ca JI0BEJIU JI0 33]IbpXKaHE Ha MPHJIOKEHHUETO Ha OeBalM3yMal 70 Bh3CTAHOBSABAHE JI0 < 2
g/24 yaca.

Kpwvsousnus (6xc. mouka 4.4)
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[o BpeMe Ha KIMHUYHUTE U3MUTBAHUS IPH BCUUKHU MTOKa3aHKUs 00I1aTa YecTOTa Ha PEaKIHTE C
kbpBeHe creneH 3-5 cnopen NCI-CTCAE v.3 ca Bapupanu ot 0,4 % 10 6,9 % npu naunueHTure,
JIeKyBaHHU ¢ OeBaIu3ymal, B cpaBHeHuUE ¢ 10 4,5 % OT manyeHTUTe ¢ XUMHOTEPaIns B KOHTPOJIHATA

rpyma.

OT KIMHUYHO W3MUTBAHE NPHU MAlMEHTH C TMEePCUCTHpPAI, PEIHINBUpPAI WM MeTacTazupall pak Ha
Matounara muiika (mpoyusane GOG-0240), peakiuu ¢ KbpBEHE CTENEH 3-5 ce choOIaBaT Mmpu HE
noBeue OT 8,3 % OT maIeHTuTe, JIeKyBaHu ¢ OeBaru3ymald B KOMOWHAITUS C MMAKITUTAKCEI H TOMTOTCKAH,
B CpaBHEHUeE ¢ He ToBeue OT 4,6 % OT MmanueHTHTe, JIEKYBaHHU C TTAKIIUTAKCE U TOMOTEKaH.

XCMOpaFI/IIIHI/ITC pCaKkuun, KOUTO Ca Ha6J'[IOHaBaHI/I 110 BpEME HAa KIIMHUYHUTC U3BIMUTBAHUS, Ca ouau
NpeaAUMHO KPbBOU3JIMBU, CBBP3aHU C TyMOpa (B)K. HO—,Z[OJ'Iy), 1 MaJIKi KOXXHO-JIM'aBUYHHA

KPBBOU3IUBY (HATp. ETUCTAKCHUC).

Kpveouznus, cevpsan ¢ mymopa (62ic. mouka 4.4)

Tomsam wmu MacuBeH 6e10ApoOeH KPHBOM3INB/XEMOIITH3a € HaOM0JaBaH MPEeANMHO TIPH
W3MUTBAHUATA MTPH MAIUCHTH C HepeOHOKIeThueH pak Ha Oenus apoo (HJIKPB/I). Be3amoxuuTe
PUCKOBH (DaKTOpH BKIFOUBAT CKBAMO3HOKJIETHYHA XHCTOJIOTHS, JIEICHHUE C
AHTHPEBMATHYHU/TIPOTUBOBB3MATUTEIHHI BEIIECTBA, JICUCHUE C aHTHKOATYJIaHTH, MPEAIIeCTRAIIa
JTBpUETepanus, Tepanus ¢ OeBanu3ymMad, aHaMHe3a 33 aTepOCKIIepO3a, IEHTPAITHA JTOKATU3aIlisl Ha
TyMOpa U KaBUTalUsl HA TYMOPHUTE IPEIy WIK IO BpeMe Ha JIedeHUeTo. ENMHCTBeHUTE OKA3aTeNH,
KOHWTO MOKa3BaT CTATUCTHYECKH 3HAUMMa KopeJanus ¢ KbpPBEHETO, ca TepanusTa ¢ OeBaruzymad u
ckBaMo3HOKJeThYHaTa xuctosiorus. [lannentu ¢ HIAKPB/I ¢ u3BecTHa ckBaMO3HOKJIEThYHA
XUCTOJIOTHS WIIH ChC CMECEH KJIEThUEH THII C Tpeo0IIajaBaia CKBaMO3HOKIEThYHA XUCTOJIOTHS ca
M3KITIOYEHH OT MOCIIeABAIINTE U3MUTBaHUA BBB (a3a 1, a ca BKiIrouBaHM ManeHTH ¢ HEM3BECTHA
TYMOpPHa XUCTOJIOTHSI.

[Ipu maruentu ¢ HJIKPB/I, npu xouto e n3kimoueHa npeodiiagaBaiia CKBaMO3HOKIIEThUHA
XHUCTOJIOTHS, ca HaOJII0JaBaH! PeaKIK OT BCHYKH CTETICHH ¢ YecToTa J10 9,3 % mpu neueHue ¢
OeBanM3yMal IUIHOC XUMUOTEPAIUs B CpaBHEHUE ¢ 710 5 % MpH MAIUCHTUTE, JICKYBaHH CaMO C
xuMmuoTepanus. HaOmonaBanu ca peakiuu ot creneH 3-5 mpu 10 2,3 % OT nanueHTUTe, JIeKyBaHH C
OeBanm3yMa0 IIII0C XUMHUOTepanus, B cpaBHeHHe ¢ < 1 % mpu Te3n camo ¢ xumuoreparust (NCI-
CTCAE v.3). I'onsim uu MacuBeH 0el1oipo0eH KPhBOU3INB/XEMOIITH3a MOKE J1a Bh3HUKHE BHE3AITHO,
KaTo JI0 IBE TPETH OT CEPHO3HUTE OEIOAPOOHU KPHbBOU3JIMBH Ca 3aBBPIIHIIN JICTATHO.

Nwma CLO6IlIeHI/I$I 3a KPBbBOU3JIUBU OT CTOMAIIHO-YPEBHUA TPAKT, BKIIIOYHUTCIIHO KBPBEHE OT PEKTyMa U
MCJICHA, IIPpU MaUCHTU C KOJIOPCKTAJICH KapIIMHOM, KAaTO TC Ca OLICHCHU KAaTO KPbBOU3JIMBU, CBbP3aHU
C HAJIMYHUECTO HA TYMOD.

TyMop-cBbp3aH KPHBOM3IMB € O PSAAKO HAOMIOAaBaH U IPH JPYTH BUIOBE TyMOPH H JIOKAJTU3AIHH,
BKIIFOUUTEITHO U CIIydau Ha KbpBeHe B lieHTpaiaHara HepBHa cucteMa (I[HC) mpu nanuentu ¢
meracrasu B [THC (Bxk. Touka 4.4).

UYecrorara Ha kbpBeHe B [IHC npu manmenTu ¢ HenexkyBanu Meractasu B [IHC, momyuaBammu
OeBan3ymMa0, He € OLleHsABaHa MIPOCIIEKTUBHO B PaHIOMU3UPAaHU KIMHUYHY u3nuTBanus. [lpu enun
EKCILIOPaTOPEH PETPOCIIEKTUBEH aHAIIM3 Ha JaHHH OT 13 3aBBpIICHH PaHAOMHU3UPAHH U3MTUTBAHUS
MIpH MAIUEHTH ¢ pa3ianydeH Bua TymopH, 3 oT 91 nmaruentu (3,3 %) ¢ MeTacTta3u B MO3bKa ca
nonyunin kepeHe B LIHC (Bcuukure crene 4) npu jgeyenne ¢ 6eBauu3zymad, B cpaBHeHue ¢ |
ciy4aii (creneH 5) ot 96 marmentu (1 %), KouTo He ca ekcrioHnpaHu Ha O6eBannzymad. [lpu aBe
MOCIIEIOBATENHN H3NUTBAHNA (KOUTO BKIIOUBAT 0K0JI0 800 marueHTn), Mpy MaueHTy ¢ JIEKyBaHU
MeTacTa3u B MO3bKa [0 BpeMe Ha MEKAMHHUS aHaJIN3 Ha 0€30MacHOCTTa ce ChoOIIaBa 3a €AUH CiIydai
rpu narenT ¢ Kpbousiue B LIHC crenen 2 ot o6mo 83 nuima, nekyBanu ¢ 6eBaru3ymad (1,2 %)
(NCI-CTCAE v.3).

B®B BcHUKM KIMHUYHH U3MUTBAaHUS KOXKHO-JTMTAaBUYHH KPHBOM3IMBY ca HaOmogaBanu npu 10 50 %
OT TIAIIMEHTHUTE, JIEKyBaHu ¢ OeBanm3yMad. Te ca Oumn Haii-uecTo enmcrakcuc crened 1 copen NCI-
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CTCAE v.3, K0O#TO € POBIKUIT TIO-MaJIKO OT 5 MUHYTH, OT3BYyYall ¢ Oe3 Jiekapcka Hameca U He €
U3MCKBAJI IIPOMCHHU B CXeMaTa Ha jieueHue ¢ OeBanu3ymad. KimuHn4HuTEe TaHHY 338 6€301MacHOCT
IIOKa3Bart, Y€ yeCcTrorara Ha MAJIKUTC KOKHO-JIUTaBUYHU Kp’bBOI/I?:J'II/IBI/I (Hanp. eHI/ICTaKCI/IC) MOXKEC Oa
ObJ€e I03a-3aBUCHMA.

HabmomaBanu ca v mo-peiky peakuy Ha MaJIKHU KOXKHO-JIMTaBUYHU KPBBOW3IINBY C JpyTa
JIOKAIM3AITHs, KaTO KbPBEHE OT BEHIIUTE WJIM BarHHATHO KbPBEHE.

Tpomboembonuzovm (6aic. mouxa 4.4)

Apmepuanen mpomooemooIU3LM

Ha6:to1aBana ¢ MOBHINICHA YECTOTa HA apTEPHAIHU TPOMOOEMOOINYHH PEAKIMHU TIPH TTAIHEHTH,
JIeKyBaHU ¢ OeBaIu3ymad npu MoKa3aHusl, BKIIOYBAIIM MO3bYHO-ChIOBH HHITHICHTH, HHPAPKT HA
MHUOKap/ia, MPEXOHN HCXEMUYHHU MPUCTHIN U JPYTH apTEPUATHH TPOMOOSMOOIMYHH PEAKITHH.

ITo BpeMe Ha KIMHUYHUTE U3MUTBaHMsI 00I1aTa 4ecToTa Ha apTePUATHITE TPOMOOEMOOTHYHH
peaxiuu Bapupa a0 3,8 % mpu rpynure, JieKyBaHH ¢ OeBanu3ymad, B cpaBHeHue ¢ 110 2,1 % B
KOHTPOJIHUTE TPYITH, OJy4YaBain XuMuoTepanus. Mima cpo0mienus 3a neraned uzxon mpu 0,8 % ot
MAIMEeHTHTE, JIeKyBaHu ¢ OeBannzyma0, B cpaBHeHue ¢ 0,5 % OT manueHTHTe, MoTyYaBaiiu
CaMOCTOSATCIIHO XUMUOTCPAIIUs. MOSTJT-IHO-C’I)]IOBI/I WHIIUACHTN (BKJ’IIO‘H/ITCJ'IHO MMPEXOAHU UCXEMUYHHN
NPUCTHIN) ce ChOOLIaBaT NpH 10 2,7 % OT MalueHTuTe, JIeKyBaHu ¢ OeBau3yMad B KOMOMHALUS C
XUMHOTepanusi, B cpaBHeHue ¢ 10 0,5 % oT narnueHTuTe, noayyaBaid XMMUOTEPAITHs CAaMOCTOSTEITHO.
WudapkT Ha Muokapaa ce cpobmana npu a0 1,4 % oT manuenTuTe, JeKyBaHu ¢ 6eBannzymad B
KOMOMHAITUS C XUMHOTepamnus, B cpaBHeHne ¢ 10 0,7 % OT marueHTuTe, MoydyaBaid XUMHOTEPaTIHs
CaMOCTOSTEITHO.

B paMkuTe Ha €THO KIMHUYHO U3MHUTBAHE, OIICHIBAIO OeBalu3yMad B KOMOMHAIHS C S5-
¢dyopoypaunin/donuHoBa kucenanHa, AVF2192g, ca BKIIOYEHN ALMEHTH ¢ METACTa3upall
KOJIOPEKTAJICH KapIIMHOM, KOUTO HE ca OWMIIM KaH/AWIaTH 3a JIeYeHHe C HPHHOTeKaH. B ToBa n3nuTBane
ca HaOIro1aBaHu apTepuarHu Tpomooembonnyan peakiun mpu 11 % (11/100) ot mauuenTure, B
cpaBHeHue ¢ 5,8 % (6/104) B KOHTpOIHATA TPYyIa C XUMHOTEPATIHAL.

Benosen mpomboembonuzom

YecroTaTa Ha BEHO3HH TPOMOOEMOOIMYHH PEAKINH TP KIMHUYHUTE U3MUTBAHM € TIOJ00HA MTPH
NalnyeHTUTe, Nody4aBay OeBanu3yMad B KOMOMHAIMS ¢ XUMHOTEpanus, B CpaBHEHHE C TE3H B
KOHTpOITHATA Tpyna, JeKyBaHU caMO C XUMHUOTepanus. BeHo3HuTe TpoMO0eMOOINYHH peaKIIiu
BKJIFOUBAT TPOMOO3a Ha ABJIOOKUTE BEHH, OeT0/IpoOeH eMOOIN3BM U TPoMOO(IIeOunT.

ITo BpeMe Ha KIMHUYHUTE U3MUTBAHUS NIPU NTOKa3aHUsITa 00IIaTa YeCTOTa HAa BEHO3HU
TPOMOOEMOOJIMYHH peakIuy € Bapupaina ot 2,8 % mo 17,3 % npu nanreHTuTe, JIEKyBaHH C
OeBaruzymal, B cpaBaenue ¢ 3,2 % 10 15,6 % npu KOHTPOJTHUTE paMeHa.

Nwma crobmieHus 3a BeHo3HU TpoMOoeMOommyaan peaknun oT crereH 3-5 (NCI-CTCAE v.3) mpu no
7,8 % OT manmeHTuTe, IeKyBaHU ¢ XMMHUOTepanus 1mitoc OeBanuzymad, B cpaBHeHue ¢ 10 4,9 % ot
MalKUeHTUTE, JEKYBaHH CaMO ¢ XUMHUOTepanus (3a BCHUYKH NOKa3aHUsl, C H3KIIOYCHUE Ha
MIEPCUCTHUPAII, PEIUIUBUPAI HITH METACTa3Upall paKk Ha MaTOYHATA IIHIAKA).

OT KIMHUYHO U3NUTBAaHE MPU MAIlMEeHTH C MePCUCTUPALL, PELINBUpAILl HJIK MEeTacTa3upal pak Ha
MarouHata 1mmuiika (nmpoyusane GOG-0240), BeHO3HH TPOMOOEMOOITMYHH PeakLH OT CTEMEH 3-5 ce
cboOLIaBaT NpH HE moBeue oT 15,6 % OoT manueHTuTe, JeKyBaHHu ¢ OeBalu3yMad B KOMOMHALUS C
MaKJIMTaKCeN U LUCIUIaTHH, B CpaBHEHKE ¢ He ToBeue oT 7,0 % OT marueHTuTe, JeKyBaH! C
MaKJIUTaKCeN U HUCIUIATHH.

ITanmenTH, KOUTO Ca MOJYYIIIA BEHO3HA TPOMOOEMOOJMIHA PEaKIIHsl, MOXKE Jla ca M3JI0KEHU Ha I10-

BHCOK PUCK OT PELUAMB, aKo MoyyyaBar OeBanu3yMad B KOMOWHALMSI ¢ XUMHOTEpAIts B CpaBHEHHE
CbC CAMOCTOSITEIHOTO IPUJIOKEHUE HA XUMUOTEPAIIUS.
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3acmoiina cvpoeuna neoocmamuvyrocm (3CH)

B ximHuYHKTE M3NUTBaHUA ¢ OeBaln3ymMab, e HaOmo/1aBaHa 3aCTOHHA Chp/IeYHa HEOCTAaThYHOCT
(3CH) mpu BcHUKHM MOKa3aHUS € paK, U3CIeIBaHH AOCETa, HO € Bb3HMUKBANA PEAUMHO NPH MAUEHTH
C MeTacTa3upall pak Ha MIIeYHaTa kJje3a. B uetnpu m3nurBanus daza [ (AVF2119g, E2100,
BO17708 u AVF3694g) npu manueHTy ¢ MeTacTa3upall pak Ha MiledHaTa kiesa ce oroemsizpa 3CH
crenied 3 (NCI-CTCAE v.3) mnu no-rojisimMa mipu 710 3,5 % OT manueHTuTe, IeKyBaHu ¢ 6eBarm3zymal B
KOMOHMHAaIMS ¢ XUMUOTepanus B cpaBHeHue ¢ 10 0,9 % B koHTponHuTe rpynu. [Ipu nanueHTuTe OT
npoyuBane AVF3694g, monmydaBany aHTPAIMKIMHA STHOBPEMEHHO ¢ OeBarin3ymal, yecTorara
Ha3CH crenex 3 win Mo-BUCOKA ChOTBETHO B paMeHaTa ¢ OeBaln3yMad U KOHTPOJIHUTE paMEHa €
noJo0Ha Ha Ta3u B APYTUTE NPOYYBaHU [IPH MeTacTa3upal pak Ha reprara: 2,9 % B pamoTo ¢
aHTpauKiInH + 6eBannzymad u 0 % B paMOTO ¢ aHTPAUUKIUH + t1ane6o. OCBeH TOBA B IPOYyYBaHE
AVF3694¢g gecrotara Ha 3CH 0T BCHUYKH CTeleHH € ToA00Ha B paMEeHATa ¢ aHTPAIUKIIMH +
oeparm3yma (6,2 %) u anTpanukinH + mwiareoo (6,0 %).

TToBeueTo oT nanuenture, kouto pazpuBatr 3CH mo Bpeme Ha KIMHUYHUTE U3nuTBanus 3a MPMXK, ca
[OKa3aju MoJI00peHre Ha CHMIITOMHUTE W/WIIK Ha JieBoKaMepHaTa QYHKIUS CIIE MOAX0/AIIa
MCIUKAMCHTO3HA TCPAIius.

IIpu moBedeTo KIMHUYHA M3NUTBaHUS ¢ OeBanu3ymab manuentute ¢ npeamecrama 3CH mo NYHA
(New York Heart Association) I — IV ca Ouiu u3kITtoYeHH, TIOpaid TOBA HsIMa UH(GOPMAIIHsi OTHOCHO
pucka ot 3CH mpu ta3u nomynanus.

BB3MOKHO € Ipe/IecTBalo JIeYeHUE ¢ aHTPAIIMKINHE 1/HIIH peAIIecTBaIo 00Ib4YBaHe HA CTeHATa
Ha rPBAHUS KOLI J]a ca pUCKOBHU (akTopu 3a passurue Ha 3CH.

B ximHMYHO M3NMTBaHEe IpY NaMeHTH ¢ qudy3eH B-enpokiersuen muMdom e HabmogaBaHa
nosuiieHa yecrora Ha 3CH, korato e mony4aBan OeBannzymad ¢ KyMyJlaTHBHA 1032 JIOKCOPYOUIINH
no-ronsama ot 300 mg/m”. Topa kiuHMYHO U3nUTBaHe Basa I1I cpaBHsBa
purykcumab/muknodocdamun/nokcopyonnns/BuHKpucTrr/mpeaan3on (R-CHOP) miroc
oeBaru3zymad ¢ R-CHOP 6e3 6eBanmzymad. Beripeku ue yectorata Ha 3CH B aBete rpymnu e mo-
BHCOKa OT HaOJII0aBaHaTa Npeax TOBa PH TEPalys ¢ JOKCOPYOUIIMH, YEeCTOTaTa € IO-BHCOKa B
rpymara R-CHOP murroc 6eBaruzyma6. Tes3n pe3ynratu mpeanoiaraT BHIMaTeTHO HaOMIOACHUE H
MIpeLr3Ha OlIeHKa Ha ChPJICYHMS CTAaTyC Ha MAllMeHTH ¢ KyMYJIaTUBHU 103U AokcopyournH Haa 300
mg/m?, Korato € KOMOMHHpaH ¢ 6eBaIu3yMas.

Peakyuu na c6pvxuyscmeumeniocm (6KI0YUmMenno anaduiakmuyen wok)/peaxyuu Kom ungysuama
(6oc. mouka 4.4 u Illocmmapkemunzoe onum no-0o.y)

[pu HIKOW KITMHUYHY M3MUTBAHKUS aHA(QMITAKTHIHUTE PEAKIH U PEaKIMUTE OT aHAPUIAKTOUICH TUIT
0s1Xa JIOKJIaJIBaHU MTO-YECTO MPH MAIMEHTH, TpUEeMAaI OeBau3yMad B KOMOUHAIIMS ¢ XUMUOTEPAIIHs,
OTKOJIKOTO TPH CAMOCTOSTEITHO MpHIaraHe Ha XUMUuoTepamnus. Te3u peakiuu Mpy HIKOW KITMHUYHU
M3IIMTBAHUS Ha OeBann3yMab ca 4ecTH (110 5 % Mpu manueHTnuTe, IeKyBaH! ¢ OeBanu3ymao).

HUnpexyuu

OT KIMHUYHO U3MUTBAaHE MIPU MAIEHTH C IEPCUCTUPAIL, PEIIUINBUpAIL] HIIM METacTa3upajl pak Ha
MmarouHara muiika (mpoyusane GOG-0240), uadexuun creneH 3-5 ce cboOLIaBaT NP HE MOBEYE OT
24 % oT mauueHTuTe, JIeKyBaH! ¢ OeBann3ymMad B KOMOMHANHNS C IAKIUTAKCEN U TOIIOTEKaH, B
CpaBHEHHUE C He roseue oT 13 % oT manueHTHTe, JIEeKyBaHHU C IAKJIUTAKCEIl ¥ TOIIOTEKaH.

Osapuanna neoocmamuvunocm/epmurumem (62ic. mouku 4.4 u 4.6)

B NSABP C-08, knmunuuno uznutsane ¢asa Il Ha 6eBanuzymad npu aaioBaHTHO JICYCHHE Ha
MAIMEHTH C paK Ha Je0eI0To YepBO, YECTOTaTa HAa HOBHU CJIy4ad Ha OBapHUajIHa HEAOCTAThYHOCT,
oTpezieNieHa KaTo aMeHOopest C MPOIBIDKUTETHOCT 3 MK oBede Mecena, HuBo Ha FSH > 30 mIU/ml u
OTpHUIIaTeJIeH TeCT 3a OpemMeHHocT pu m3MepBane Ha 3-HCG B cepyma, € orieHsiBaHa TIpu 295 KeHHU B
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npeaMeHomnaysa. HoBu ciy4an Ha oBapHaiHa HEJOCTaThUHOCT ce choOmmanat mpu 2,6 % ot
nanuentkure B mMFOLFOX-6 rpynara, B cpaBHenue ¢ 39 % B rpynata mFOLFOX-6 + 6eBanusymad.
Crnen npeycTaHOBSIBaHE Ha JIedeHHeTo ¢ OeBanu3ymal, oBapranHata GyHKIHS ce € Bh3CTaHOBUIIA MTPH
86,2 % oT Te3u oueHsBaHU KeHH. [ BIrocpouHuTe ePeKTH OT JieueHHeTo ¢ OeBanmu3ymad BEpXY
(epTuuTETa HE Ca U3BECTHHU.

ﬂa60pam0p7—tu OMKIIOHEHUA

Tepammsita ¢ 6eBaru3ymMad MOXe J1a Ce CBBhpIKE ¢ HaMaJIeHHe Ha Opost Ha HeyTporiinTe, HaMaJleH
Opoii Ha 6enuTe KPHBHU KJIETKH U HAJHM4YME Ha MIPOTEHH B ypHUHATA.

B KIMHUYHUTE U3MUTBAHUS TPH MAIMEHTHUTE, JICKYBaHH ¢ OeBalu3yma0, ca HACTHIMIIN CIICTHUTE
nabopartopuu oTkioHeHHs oT cTeneH 3 U 4 (NCI-CTCAE v.3) ¢ nait-manko 2 % pas3nuka B cpaBHEHHE
CbC CbOTBCTHUTC KOHTPOJIHU I'PYIU: XUTICPTIIUKEMUS, TIOHUKCH XCMOFJIO6I/IH, XHUITOKaJIUEMMUA,
XUIMOHATPUEMHSI, HAMAJICH Opoil Ha OeNTUTe KPhBHHU KJICTKH, TOBUIICHO MEXIYHAPOTHO
HOpManu3upaHo croTHomeHue (INR).

Kinunnnunure u3nurBaHud ca IoKasajiv, 4€ MPEXOAHUTEC NMOBUILICHUSA HA CEPYMHUSA KPCATUHUH
(Bapupamu Mexnay 1,5-1,9 meTH Hax U3XOAHOTO HUBO), ChC MK 0€3 IPOTEHHYPHS, Ca CBhP3aHH C
ynotpebaTa Ha 6eBaruzymMad. HadmroqaBaHOTO IOBUIIICHHE HA CEPYMHUS KPEAaTHHUH HE € CBBP3aHO C
M0-BUCOKAaTa YeCTOTa Ha KIMHUYHHUTE MPOSIBU Ha OBOPEUHO YBpeKAaHe MPH NAUEHTUTE, JIEKYBaHH C
OeBaru3zymao.

HDVFI/I CIICIMAJIHHU TTOITYJIalTnH

CmapquKa 8vb3pacm

[Ipu pangoMHU3MpaHy KIMHUYHYU U3MUTBAHUS, Bb3pacTTa > 65 rogunu e Ouia cBbp3aHa ¢ OBUIICH
PHCK OT Pa3BUTHE Ha apTEPHATHU TPOMOOEMOOIMYHH PEAaKLUH, BKIIOUUTEITHO MO3bUHO-CHIOBU
uauaeHT (MCH), npexonnu ucxemuunu npuctbiu (ITINI1) u nndapkr vHa muoxkapaa (MM). Hpyru
peakuuu, HabJIoJaBaHH C [I0-BUCOKA YECTOTA IPH MAIMEeHTH Hal 65, ca OWiM JIeBKOTIEHUs cTerneH 3-4
u TpomoOonuroneHust (NCI-CTCAE v.3); 1 BCHUKH CTETICHH HEYTPOIICHUs, AUapHus, rajicHe,
r1aBoOoIMe U yMOpa, B CpaBHEHHE C BB3PACTHUTE < 65 TOAWHY, JIeKyBaHH ¢ OeBanm3yMad (BxK.
ToukH 4.4 n 4.8 nipu Tpomboemboauzvm). B eMHO KIMHIYHO U3MUTBAHE YECTOTATA HA XUIIEPTOHUS
CTerleH > 3 e ABa IIbTH [I0-BUCOKa MPH MAIIMEHTHTE Ha Bb3pacT > 65 TOIWHH, OTKOJIKOTO B IIO-MJlafaTa
Bb3pacToBa rpyna (< 65 rogunn). B enqHo npoyuBaHe npy NalMEeHTKU C PE3UCTEHTEH Ha IIaTHHA
peUAMBUPAL PaK Ha SIMYHHUIIMTE Ce ChOOIIABa CHIO U 32 aJOTEIHs, Bh3NallCHHE Ha JIUTaBHIIUTE,
nepudepHa CeH30pHa HEBPOIIATHS, IPOTCHHYPHUS M XUTIEPTEH3HS, KOUTO BH3HUKBAT C YECTOTA Hal-
MaJiko ¢ 5 % mo-Bucoka B rpynara ¢ CT + BV npu naunentkure, jJekyBanu ¢ OeBaunuzyma0, Ha
BB3pAcT > 65 roAnHU, B CpaBHEHHE ¢ OOHUTE, JeKyBaHH ¢ OeBann3ymad, Ha Bb3pacT < 65 TOAWHM.
He e naOnronaBaHo MOBHILICHHE B YECTOTATa HA IPYTH PeaKLMH, BKIIOUYUTEIHO nepdopamus Ha
CTOMAITHO-YPEBHUS TPAKT, YCIOXKHEHHS IPH 3a3/IpaBsiBaHe HAa PaHUTE, 3aCTOWHA ChpAeYHa
HEIOCTaThYHOCT ¥ KPbBOM3JIUB IIPH IALIMEHTH B CTApUYECKa Bb3pacT (> 65 rouHu), morydaBaiiu
OeBaru3yMal, B CpaBHEHHE C MAIMEHTUTE Ha BB3pacT < 65 roanHwu, JeKyBaHU ¢ OeBamm3ymad.

Teduampuyuna nonyiayust

be3omacHocTTa 1 C(bI/IKaCHOCTTa Ha 66BaLII/I3yMa6 Impu acna mnojg 18-1"0Z[I/I].HH3, BB3PACT HC Ca
YCTaHOBCHHU.

B npoyuBane BO25041 na 6eBaruzyma0, KOWTO € 700aBeH KbM IocTorneparuBHa Jsuerepamnus (JIT)
CBITBTCTBAIIO C AAFOBAHTHO MPUIIOKEHHE HA TEMO30JIOMHU/] ITPH TTeTUATPUIHN TAIIMESHTH C
HOBOJIMarHOCTHITPAH CylpaTeHTOpHalieH, HH(paTeHTOpHalIeH, iepederapeH Witk e yHKyIapeH
BHCOKOCTEIIEHEH TJINOM, TPO(MITBT Ha 6€301MacHOCT € CPAaBHUM C TO3H, HAOII0JaBaH MpH JIPYTH
BUJIOBE TYMOPHY IIPU Bh3PACTHHU, JICKyBaHU ¢ OeBanu3ymao.

B npoyusane BO20924 Ha 6eBanu3zyMad ¢ HACTOSIIIIOTO CTAHAAPTHO JICYCHUE ITPU METACTATHUCH
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pabaoMHOCapKoOM U CapKOM Ha MEKHTE ThKaHH, Pa3iiMueH OT padIOMHOCAPKOM, MPOQMIBT Ha
0e301acHOCT IpH JIeTia, JIEKYyBaHU ¢ OeBalu3yMal, € CpaBHUM C podria, HaOII0IaBaH MPU
BB3PaCTHH, JIEKYBaHU ¢ OeBau3ymao.

BeBanm3ymab He e pa3pelieH 3a ynoTpeda npu nauueHTH Ha Bb3pacT noj 18 ronunu. B myGnukyBanu
JUTEPaTYpHU ChOOIIEHNS ca HaOJI0AaBaHu CIydand Ha OCTEOHEKPO3a, KOsITO HE 3acsra JoJHaTa
YeJoCT, MPH MallMeHTH Ha Bh3pacT noj 18 ronuHu, reKyBanu ¢ 6eparmzymao.

ITocTMapKEeTHHTOB OIUT

Taéanna 3: Hexenanu peaknuu, cb00IEeHN NPH MOCTMAPKETHHIOBaTa ynoTpeda

MedDRA cucremo- Peakuuu (yecrora*)

oprasen kJjac (COK)

Wndexuuu u HexkpoTtuzupam paciuut, 0ONKHOBEHO KaTo BTOPHYHA IPOSBa HA
uH(pecTaImu YCIIO)KHEHUS TIPH 3a3/JpaBIBaHETO HA PaHU, CTOMAITHO-YPEBHA

nepdopanus wnm odpasyBane Ha uctyna (peaku) (BxK. ChIIO
TouKa 4.4)

Hapyenust Ha UMyHHaTa
cucrema

Peakiiyu Ha CBPBXYYBCTBUTEIHOCT M PEAKIIUU KbM UH(Y3HUATA (USCTH)
ChC CIICTHUTE Bb3MOKHU CHITHTCTBAINY TPOSBU: TUCITHES/3aTPYTHECHO
JMIIaHe, 3a4epBsiBaHe/YePBCHUHA/00PUB, XUTIOTOHUS UITH XUIIEPTOHUS,
KHCJIOPOIHA IecaTypalus, O0JIKa B IbPIAUTE, TPHIIKU U
rajicHe/noBpbInane (BkK. chio Touka 4.4 u Peakyuu Ha
CBPBXUYBCIMBUMENIHOCT/PEaK YUY KbM UHGDY3usima TI0-Tope)

AHnadwmrakTideH Mok (penku) (BX. chIo Touka 4.4).

Hapyienust Ha HepBHaTa
cucrema

XunepToHrYHa eHiedanonaTys (MHOTO peakn) (BXK. ChIIO Touka 4.4
Xunepmonus B Touka 4.8)

Cunapom Ha ocrepuopHa ooparuma ennedanonarus (CIIOE) (penku)
(BX. cpI1o Touka 4.4).

Cb1oBH HapyIICHHS

Penanna TpoMOOTHYHA MUKPOAHTHOTIATHS C MM O€3 ChITBTCTBAIIA
ynorpeba Ha cunitinib, ¥ XHaJIMHOBO OKJIy3WBHA TJIOMEpyIapHa
MHUKPOAHI'HONATHS, KOSITO MOXKE J1a C€ TPOSIBU KJIMHUYHO KaTO
npoTeMHYpHs (HE € U3BECTHA). 3a JOIBIHUTEHA HHPOPMAIUS 32
NpoTeunypust BIKTe pasnen 4.4 u [Iporeunypus B paznen 4.8..

PecniuparopHu, rpbIHN 1

[Mepdopanms Ha HOCHAaTa Mperpaja (C HEM3BeCTHA YECTOTA)

MeINACTUHAITHI BenonmpoOHa xunepToHus (c HEM3BECTHA YECTOTA)
HapyIICHUS Huchonus (uectn)

CromaniHo-4peBHU CromarrHo-4peBHa 3Ba (C HEM3BECTHA YECTOTA)
HapyIICHHS

XenaroOunuapHu [epdopanus Ha KTbYHAS MEXYp (C HEU3BECTHA YECTOTA)
HapyIIeHAS

Hapymenus na
MYCKYJIHO-CKEJIeTHaTa
cucreMa u
CheIMHUTETHATA ThKaH

CrobOmaBar ce crydan Ha Octeonekpo3a Ha genmtoctra (ONJ) npu
NalWeHTH, JIEKyBaHU ¢ OeBalu3yMad, TIOBEYETO OT KOUTO ca
BB3HUKHAJH TPH MAMEHTH C UACHTUPHULIUPAHN PUCKOBH (aKTOPH 3a
ONJ, no-crienranHo eKCIO3HIINS Ha HHTPaBeHO3HU OudochonaTu
W/WIK aHaMHe3a 3a 3a00II1BaHe Ha 30WTe, HAIaraio HHBa3UBHU
CTOMATOJIOTHYHH IpoIeypH (BXK. cblio Touka 4.4)

Ha6J’IIOI[aBaHI/I Ca CJIyuau Ha OCTCOHCKPO3a, KOATO HE 3acsira J0JIHATa

YENIOCT, IPH MeIUATPUIHN TAIlUeHTH, JICKyBaHU ¢ OeBaru3ymao (BxK.
touka 4.8, [leqnaTpuyHa momymanws).

Bpoaenu, damunan u
TeHETUYHH HaPyIICHHS

HabnronaBanu ca ciyyan Ha (eTaaTHU aHOMAJIMU IPH KEHH, JIEKyBaHH
¢ OeBann3ymMal caMOCTOATEJIHO WIIM B KOMOMHAIMA C U3BECTHU
eMOPHOTOKCHYHHI XUMHOTEpAeBTUUHH CPEACTBa (BXK. Touka 4.6)

* aKo e ornpeacicHa 4eCcTorara, T4 € Mojiydy€Ha OT JaHHU OT KIIMHUYHUTC U3NTUTBAHUA
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C’bO6H.[aBaHe Ha 11003 paHu HCXCIaHU PCAKIINHN

CphoO111aBaHeTO Ha MOJ03UPAHN HEKENIAaHH PEaKIluK Clie]] pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBeHHUS
IPOIYKT € BayKHO. TOBa MO3BOJISABA J1a TIPOIB/KU HAOIIOJICHUETO Ha ChOTHONICHUETO TTOJI3a/PHCK 32
JIeKapCTBEHUs MPOAYKT. OT MEMIIMHCKHUTE CIICI[HATMCTH CE U3MCKBA J]a ChOOIIABAT BCSKA
MOJI03MPaHa HeKelaHa peakiiys ype3 HallMOHAIHA CUCTEeMa 3a ChoOIIaBaHe, ocoveHa B [IpuiokeHue
V.

4.9 IIpexo3upane

[IpunoxxeHueTo Ha Hali-BUCOKATa 7033, M3MUTBaHA BhPXY Xopa (20 mg/kg T.T., ”HTpaBEHO3HO IPe3
2 cenMuIIn), € OMIIO CBBP3aHO C TeXKKa MUTPEHA TIPU HIKOJIKO MAI[HEeHTH.

5. DOAPMAKOJIOI'NTYHU CBOUCTBA

5.1 dapMaKoAUHAMUYHH CBOICTBA

dapmakoTepaneBTUYHA Ipyna: AHTUHEOIUIACTUYHU U UMYHOMOAYJIUPAIIU CPEICTBA,
AHTUHCOIUTACTUIHY CPEACTBA, IPYTH aHTUHEOTUIACTUYIHH CPECTBA, MOHOKJIOHATHH anTtutena, ATC

kox: LOIFGO1

Abevmy e 6uoJIoTHYHO TTOA00CH JieKapcTBEH MpoAyKT. [TogpodHa nHDOpMaIIHs € IpeIocTaBeHa Ha
yebcaifta Ha EBpormeiickaTa areHIus mo Jiekapcraara http://www.ema.europa.eu.

MexaHU3bM Ha JEHCTBUE

BeBanuzymab ce cBbp3Ba cbe cha0BUS eHaoTeneH pactekeH pakrop (VEGF), ocHoBen ctumynatop
Ha BacKyJIOT'€HEe3aTa M aHT'MOreHe3ara 1 110 TO3M HaunH nHXuoupa cebp3Banero Ha VEGF ¢ nHerosure
peuenropu - Flt-1 (VEGFR-1) u KDR (VEGFR-2), namupaiiu ce Ha MOBbPXHOCTTA Ha €HJOTEITHUTE
knetku. HeyTpanusupanero Ha Ounonornynata aktuBHOCT Ha VEGF Boau mo perpecus Ha
BacKyJlapu3aluaTa Ha TYMOPHTE, HOpMaJIM3Hpa OCTAaHAIUTE TYMOPHH KPBbBOHOCHHU CHIOBE U
nHXHOMUpa 00pa3yBaHETO Ha HOBH ChJOBE B TyMOPA, KaTo 110 TO3M HAYUH HHXUOHUPA TYMOPHHUS
pacTex.

dapMakoIMHAMUYHU ePEeKTH

IpunoxeHnueTo Ha OeBaru3ymad I CPOAHOTO MY MHUIIIE AaHTUTSIIO Ha KCEHOTPAHCIIIIAHTHPAHH
MOJICITH Ha paK MPH FOJH MHUIIKHU € JOBEJIO JO CKCTCH3WBHA aHTHTYMOPHA aKTUBHOCT MPHU PaK MpH
YOBEKa, BKITIOUHUTEITHO Ha Ie0ETI0TO YepBO, MIIEYHATA JKJIe3a, ITaHKpeaca U mpocrarata. [Iporpecusra
Ha METacTa3supajoTo 3a00sABaHe € OuIa MOTHCHATA U MUKPOBACKYJIAPHUST IEPMEAOMITUTET € OUI
HaMaJIeH.

Kimanuna edukacHocT

Memacma3zupan kapuurnom Ha 0ebeaomo yepso unu pexkmyma (MKPK)

BezonacHocTTa M ehrkacHOCTTA HA MPENOpBUYUTEIHATA 1032 (5 mg/kg T.T. mpe3 ABE CSAMUIIN) TIPU
MeTacTa3upall KapIimHOM Ha Je0e0To YepBO WM PEKTyMa ca MPOYYBaHU B TPU PaHIOMHU3HUPAHH,
AKTUBHO KOHTPOJIMPAHH KIIMHIYHU U3MUTBAHNSA B KOMOWHAITUS C ITbPBA JIMHUS XUMHOTEPAIHs,
OCHOBaHa Ha ¢uryoponupuMuanan. beparm3zymab e 6 KoMOMHHUPAH C TBE CXEMH Ha XMMHOTEPATIHS:

. AVF2107g: Cxema Ha ceAMUYHO MPHUIIOKECHUE HA HPUHOTEKaH/0omyc 5-
dbayopoypammt/pommHoBa kucenuHa (IFL) B mpoabmkenue Ha 00110 4 ceIMHIIA OT BCEKHU 6-
ceIMUYEH NUKBI (cxema Ha Saltz).

o AVF0780g: B xomOuHarus ¢ 6oiyc S-hiayopoypanui/doauHoBa kucenuna (5-FU/FA) B
MPOABIDKEHUE HA 00110 6 CeAMUIM OT BCEKH §-ceMUUeH UK (cxema Ha Roswell Park).
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o AVF2192g: B komOunanus ¢ 6onyc 5-FU/FA B npoabikeHne Ha 0010 6 CeIMUIIN OT BCEKH 8-
ceaMuyeH NUKbI (cxema Ha Roswell Park) npu nanmeHnTH, KouTo He ca OMIIM ONTUMAITHUTE
KaHJUJaTH 3a IbPBa JIUHUS Ha JICUYCHUE C UPUHOTECKAH.

[IpoBenenu ca Tpu TOMBJIHUTEIHN IPOYyUBaHUsI ¢ OeBannzymad npu nauuentu ¢ MKPK: mbpBa nuams
(NO16966), Bropa nuHus 0e3 npeamnecTao jedeHue ¢ 6eBarnuzymad (E3200) u Bropa nmunus ¢
MIPEIIECTBAIIO JICUCHHE ¢ OeBaIu3yMal cliel] Iporpechs Ha 3a00JIIBAaHETO TIPH ITbPBA JIMHUS
(ML18147). Ilpu Te3u npoyuBanus, 6eBann3ymMad e mpujarad B CJI€AHUTE CXeMHU B KOMOUHAIINA C
FOLFOX-4 (5FU/LV/okcamumiatus), XELOX (kanenuraOnuH/OKCaauILIaTHH) U

Ty OpOTMPUMUIUH/UPHHOTEKAH U (DITyOPOTTHPUMHUTNH/OKCATHTIIATHH:

o NO16966: besauzymab 7,5 mg/kg T.T. Ha BCEKH 3 CEAMUIM B KOMOUHAIINS C KalelUTa0uH
nepopaHo ¥ okcanumiatuH uHTpaBeHo3Ho (XELOX) unu 6eBannzymad 5 mg/kg Ha Bcexu 2
CeIMMIIM B KOMOMHAIMS C JIEBKOBOPHH ILTIOC S-hiryopoyparui 60iryc, mocieaBaHo OT HHQYy3us
Ha 5-pryopoyparit u okcanumuiatie nHTpaBeHo3Ho (FOLFOX-4).

. E3200: berarmzymab 10 mg/kg T.T. Ha BCEKH 2 CEAMUITA B KOMOMHAITHS C JICBKOBOPHH H 5-
¢dyopoypaumi 6onyc, nocieaBano oT nHy3us Ha S-(hIyopoypanni U OKCATUTUIATHH
untpaseno3Ho (FOLFOX-4) npu nanueHTH, KOUTO He ca JIeKyBaHH ¢ OeBanu3yMad.

o ML18147: bepaunzyma6b 5,0 mg/kg 1.T. Ha Bceku 2 ceamuny wim 6eBannzymad 7,5 mg/kg 1.T.
Ha BCEKH 3 CEAMUITH B KOMOMHAIHS ¢ (PIIyOpOTUPUMHIAH/UPUHOTEKAH WITH
(hIyopOnMPUMHUIMH/OKCATMIUIATHH MPH MALMEHTH C IPOTrPecHs Ha 3a00JISIBAHETO CJIS] IbpBa
JIMHUS Ha JeueHue ¢ OeBanu3yMad. Ymorpebara Ha cxema, ChIbpiKalla UPUHOTEKaH WIN
OKCAIMITIATHH € CMEHEHAa B 3aBUCHMOCT OT M3IIOJI3BAaHETO HA OKCAJIHIUIATHH WM HPHHOTEKAaH
IpY ITHPBA JINHUS HA JICUCHHE.

AVF2107g

ToBa e paHIOMHU3HPAHO, TBOHHOCIIATIO, AKTHBHO-KOHTPOJHUPAHO KIMHUYHO u3nmuTBaHe daza Il 3a
olleHKa Ha OeBaru3ymad B komOuHaius ¢ IFL kato mbpBa JTUHUS JIeYeHHUE Ha METacTa3upal
KapIMHOM Ha J1e0eI0To YepBo Wiu pekTyMa. OCEMCTOTHH U TPUHAAECET MAUEHTH ca OUITN
panmomusupanu aa nomydasat [FL + mmane6o (rpyna 1) nim [FL + 6eBarm3ymad (5 mg/kg mpes 2
ceamuIy, rpyma 2). Tpera rpyna ot 110 nanumentn e nmoxydaBana 6omyc 5-FU/FA + 6earuzymab
(rpyna 3). HabupaneTo Ha nauueHTd B rpyna 3 e Ouiio nmpeycTaHOBEHO, KaKTO € OMJI0 MPeIBUACHO,
ciieq] KaTo € Onita yctaHoBeHa 0e30MmacHOCTTa Ha cxemara Ha nedeHue ¢ OeBaru3ymad u IFL u T e
Owmta mperieHeHa KaTo MpUeMIINBa. JIedeHNeTo BEB BCHUKY TPYIIH € TIPOIBIDKABAIIO /IO MPOTPECHUS Ha
3abossBaneTo. OOmIara cpeaHa Bh3pact e ouna 59,4 rogunu; 56,6 % OT MalUEHTHTE Ca UMAJIH CTaTyC
no ECOG 0,43 % ca umanu ctoitnoct 1, a 0,4 % ca umanu ctoitHoct 2. 15,5 % ca nonyuyunu
[pEeABAPUTEIIHO JbueTepanus, a 28,4 % ca 1eKyBaHU NpPeau TOBA C XUMUOTEPaIusL.

[IbpBUYHUAT MTOKa3aTEN 32 €(PUKACHOCT Ha KIMHUYHOTO M3NUTBaHE € o0maTa npexussemoct (OI1).
JobGassiHeTo Ha GeBaru3zymad xkpM IFL e moBeno no craructudeckn 3Haunmo nosumerne Ha Ol
npexxuBsemoct 6e3 nmporpecus (I1BI1) n o6ma crenen Ha moBiusBane (OCII) (k. Tabmuma 4).

Knauanuna noJi3a, usMepceHa 4pes3 OH, e buna Ha6n}0z[aBaHa BBHB BCUYKHU IIPEABAPUTCIIHO
CHeLII/I(l)I/ILII/IpaHI/I MOATPYNH MAMEHTH, BKIIFOUUTEIIHO TE3U, ONIPEACICHHU 110 BB3pacT, I10J1, CTaTyC,
JIOKaJin3anusa Ha I'bpBUYHUA TyMOD, 6pOI‘/'I Ha 3aCCrHaTUuTC OpraHu U MpPOAbJLDKUTCIIHOCT Ha
METACTaTHYHOTO 3a00JIsBaHE.

PesynraTute 3a epuracHOCT OT MPUIOKEHUETO Ha OeBam3ymad B komOuHarms ¢ IFL xumuoTepanmst
ca rnokasanu Ha Tabnuna 4.
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Ta6anna 4: Pe3yjaratn 3a epkacHOCT B KIMHUYHO n3nuTBane AVF2107g

AVF2107g
I'pyma 1 IFL + mnane6o I'pyna 2
IFL + 6eBanu3ymat®
bpoil manueHTH 411 402
00112 IPEKUBIEMOCT
MenuaHa Ha BpeMeTOo (MEeCeIH) 15,6 20,3
95% CI 14,29 - 16,99 18,46 — 24,18
KoepuimenT Ha puck’ 0,660

(p-croitroct = 0,00004)

[IpexuBsieMocT 03 MPOTpecHst

Menuana Ha BpeMeTO (MECEITH) 6,2 | 10,6

KoeduuueHnt Ha puck 0,54
(p-ctottHOCT < 0,0001)

OO0111a cTEIeH Ha OBIUABAHE

Crenet (%) 34,8 | 44.8
(p-croitHocT = 0,0036)

5 mg/kg npe3 2 ceaMUIIH.
® [To oTHOIIEHHE HA KOHTPOJIHATA TPYyTIA.

[pu 110-te naunentu, pangomusupanu B rpymna 3 (5-FU/FA + GeBaunzyma0) npeau
IpEyCTaHOBSIBaHE Ha y4acTHETO Ha Ta3u rpyna, meananata Ha OIl e Omna 18,3 Mecena u Mmenuanara
na I1BII e Ouna 8,8 mecena.

AVF2192g

ToBa € paHAOMH3UPAHO, JBOWHOCIISTO, aKTHBHO-KOHTPOJIUPAHO KIIMHUIHO U3nHuTBaHe dasa Il 3a
OIICHKA Ha e()UKACHOCTTA M Oe30macHOCTTa Ha OeBanu3ymMad B komOuHaius ¢ 5S-FU/FA kato jeueHue
OT ITbPBa JIMHUS Ha METacTa3nupaj KOJIOpeKTalleH KapIIMHOM IPH MallMeHTH, KOUTO He ca Ounn
ONTUMAJIHU KaHIWAATH 32 JICYCHUE OT II'bPBA JUHUA C UpUHOTEKaH. CTO U MeT MalueHTy ca Ounn
pangomusupanu B rpynata ¢ 5-FU/FA + mnane6o u 104 narnuentu B rpymnata ¢ 5-FU/FA +
oeBan3ymad (5 mg/kg npes 2 ceamunn). JleueHneTo BbB BCHUKHU TPYIH € MPOABIKABAIIO /10
nporpecus Ha 3abosisiBaHeTo. Jlo6aBsHeTo Ha OeBanu3ymMad 5 mg/kg npes ase ceamunu kM 5- FU/FA
€ JI0BEJIO JI0 I10-BUCOKA CTENICH Ha 0OEKTUBHO IOBIUSABAHE, 3HAUUMO HO-IPOIBIDKUTEIHA
npexuBsieMocT 0e3 porpecust Ha 3a00JsIBaHETO U TeHAEHIMS KbM mo-npoabiukutenHa [1BI1 ¢
xumuorepanus ¢ 5-FU/FA, npunokeHa caMOCTOSITEIHO.

AVF0780g

ToBa e pangOMHU3HpPaHO, aKTUBHO-KOHTPOJIUPAHO, OTBOPEHO KIMHUYHO M3nuTBaHe ¢asa Il 3a oneHka
Ha OeBannsymab B komOuHauus ¢ 5-FU/FA karo neuenue oT mbpBa JIMHUS HA METacTa3upall
KOJIOpeKTaJleH KapuuHOM. MenuaHara Ha Bb3pacTTa € 6muna 64 roqunn. 19 % ot manneHTure ca
MOJTyYMIIH TIPEJIU TOBA XUMUoTepanus, a 14 % ca Ounu ¢ npeamecTraia Jpuerepanus. CeaemueceT u
€/IMH NaIMeHTH ca OWIN paHnoMu3upanu na moixydasar 6omyc 5-FU/FA nmu 5-FU/FA + GeBannzyma0
(5 mg/kg nipes 2 cenqmunn). Tpera rpyma ot 33 nanuenTu ca noimydaBanmu 6oxyc 5-FU/FA +
oesaruzymab (10 mg/kg npes 2 cenvunn). [lanmentute ca OUIM IEKyBaHH 70 TIPOTPECHST HA
3a00siBaHeTO. [IbpBUYHNTE KpailHU TOUKK Ha KIMHUYHOTO M3MIUTBAHE Ca OMJIM CTETIEHTa Ha
obextuBHO noBnusaBane u [IBI1. Jlo6aBsHeTO Ha GeBamm3ymad 5 mg/kg npe3 qBe ceaMUI KbM S-
FU/FA e noBeno 1o mo-BUCOKa CTETIEH HAa 00OEKTUBHO MOBIMsABaHE, mo-npoabpkuTenHa [1BI1 n
TEHJICHIIMS KbM MO-IPOIBIDKUTENHA MTPEKUBIEMOCT B cpaBHEHHE ¢ xumuoTepanusiTa ¢ S-FU/FA
camocTosTenHo (Bxk. Tabnuna 5). Te3n naHHM 32 €PUKACHOCT OTTOBAPST HA PE3YITATHTE OT
KJIMHAYHOTO u3nutBane AVF2107g.

Hannure 3a epukacHocTTa OT KIMHUUHUTE M3nuTBanus AVF0780g u AVF2192g, nzcnensamu
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Oepanm3ymMab B koMOuHanus ¢ xumuorepanus ¢ 5S-FU/FA, ca 0600mienu B Tabmnuma 5.

Ta6auua 5: Pesyararu 3a epuxacHocT B kKaMHU4HU n3nutBanus AVF0780g n AVF2192¢g

AVF0780g AVF2192¢g
5-FU/FA + 5-FU/FA + 5-FU/FA + | 5-FU/FA +
5-FU/FA a b

Oepamm3ymad” | OeBarmzymad miamne6o OcBarm3ymMad
bpoii nanpenTu 36 35 33 105 104
001112 TPEKUBAESMOCT
Menana Ha Bpemero 13,6 17,7 15,2 12,9 16,6
(Mecern)

10,35 — 13,63 —

057 C1 16,95 19,32
Koeduruent Ha puck - 0,52 1,01 0,79
[p-CTOMHOCT 0,073 0,978 0,16
[pexxuBsieMocT 6€3 mporpecus
MeaunaHa Ha BPEMETO 52 9,0 72 55 9.2
(Mecern)
KoedwurmenT Ha puck 0,44 0,69 0,5
[P-CTOMHOCT - 0,0049 0,217 0,0002
OO011a CTETIICH Ha TTOBIUSIBAHE
CrenieH (TIpOLICHT) 16,7 40,0 24,2 15,2 26
95% CI 7,0 —33,5 24.4 — 578 11,7 -42,6 9,2-239 18,1 — 35,6
[P-CTOMHOCT 0,029 0,43 0,055
[TpobIKUTETHOCT HA TTOBJIUSBAHE
MeaunaHa Ha BPEMETO HI 93 5.0 6.3 9.2
(Mecern)
[Ipouentu 25— 75
(Mlzeceun) 5,5-HI 6,1 —HI 3,8-17.8 5,59-9,17 | 5,88—-13,01

* 5 mg/kg npe3 2 CeAMHUIIH.

® 10 mg/kg mpe3 2 ceaMHuIIN.
* [1o oTHOIIEHUE HA KOHTpOJIHATa Tpyna. NR = He € JocTUrHaTo.

NO16966

Toga e ¢az3a I, pannomMuznpano, ABOMHOCISATO (110 OTHOILIEHNE HA OeBa3yMad) KIMHHYHO
W3IIMTBAHEe, U3MUTBAMIO OeBann3ymad 7,5 mg/kg B KOMOMHANINS C KaNleIIUTa0WH MEPOPATHO U
okcanumuiaTiH nHTpaBeHo3Ho (XELOX), npunarano no 3-ceqMudHa cxema; wim oeparmzymad mg/kg
B KOMOHMHAIIHSI C JICBKOBOPHUH ¢ 5-piryopoypaiui 60iyc, MocieBaHo oT S-Guryopoypanui B HHQY3Us
¢ okcasmiuiaTiH nHTpaBeHo3Ho (FOLFOX-4), npuiarano no 2-ceMUyYHa cXxeMa.

M3nuTBaHeTo ce ChCTOM OT JBE YaCTH: HayajHa OTBOpEeHa 4acT ¢ 2 rpynu (Jact I), mpu koarto
NalMeHTUTE ca paHIOMU3MPaHU B IBe rpynH ¢ pasnnuno jJedenne (XELOX u FOLFOX-4) u
nocieaBama yact ¢ 4 rpyns, 2 x 2 dgaxropansa, (dact II), npu KosTo mauueHTuTe ca paHA0MH3UPaHn
B ueTnpH rpymnu Ha edenne (XELOX + miane6o, FOLFOX-4 + miane6o, XELOX + 6eBanu3ymao,
FOLFOX-4 + 6epannzyma0). B uact 11 Ha3HaueHUETO Ha JICUEHUETO € OWIIO IBOHHOCIISIO 110
OTHOIIIEHUE Ha OeBau3yMao.

[MpubnuzurenHo 350 nanyeHT ca paHIOMHU3UPAHH BB BCsKa OT 4-Te M3NUTBaHM rpynu B yact I Ha

H3IIUTBAHETO.
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Tabauua 6: Cxemu Ha Jieyenue B udnureane NO16966 (MKPK)

Uleuenne HawamHa noza Cxema
FOLFOX-4 OxcanumiaTiH 85 mg/m’ naTpaBeHo3Ho [OKCATUILIATHH B IeH 1
nmFOLFOX-4 + 2 4.
OeBaru3ymMab
JIeBKOBOpUH 200 mg/m’ JIeBkoBopuH B 1ieH 1 u 2
MHTPaBEHO3HO 2 4.
S-duryopoypanui 400 mg/m> 5-hmyopoypatiri UHTpaBEHO3HO
MHTpPaBEHO3HO 00yc,  [0omyc/mH(Y3us, BCAKA B IeH | u 2
600 mg/m’
MHTPaBEHO3HO 22 4.
[Tnane6o nim 5 mg/kg uatpasenozno Jlen 1, mpenu FOLFOX-4, Ha Bcexu
OeBar3ymad 30- 90 muH. 2 cenMuIn
XELOX wmu OKcaTUIIaTHH 130 mg/m? OKcamuIuIaThH B JeH 1
XELOX + MHTPaBEHO3HO 2 4.
OeBaru3ymMab
KanenuraOun 1 000 mg/m* 2 mbTH KanennutabuH nepopaiHo 2 mbTu
ITHEBHO MEPOpaTHO ITHEBHO 3a 2 ceIMHLH (TTOCIeIBaHO
oT 1 cenmuIa 6e3 JIeUeHHe)
[Tnarne60 nmm 7,5 mg/kg maTpaBenosno |/len 1, mpenn XELOX, mpe3 3
OeBar3ymad 30- 90 muH. CeIMUITA
S-¢uryopoypanuit: i.v. 607yc HHXEKIYs BeTHara ciiell JIeBKOBOPHH

[IbpBUYHUAT MOKa3aTeN 32 e(h)UKACHOCT B U3MUTBAHETO € Mpoab/ukuTeHocTTa Ha [1BI1. [Ipu ToBa
W3MUTBAHE ca MOCTABEHH JIBE OCHOBHH IIeNH: Jia ce nokaxke, ye XELOX e He mo-manko epeKTHBHA
cxema oT FOLFOX-4 u na ce nokaxe, ue OeBanmzyMmad B komouHanwms ¢ xumuorepanus ¢ FOLFOX-4
wm XELOX e no-edukacHa cxema OT XUMHOTEPAIUs CaMOCTOATENIHO. W IBeTe OCHOBHHU LIEJH Ca
MOCTUTHATH:

. [Ipu 06moTo cpaBHEHHE € AoKa3aHa He Mo-joma epukacHocT B rpynure ¢ XELOX B
cpasHenue ¢ rpynure ¢ FOLFOX-4 no otHomenue Ha [1BII n Ha OIl B momynamusita criopes
MPOTOKOJIa, OTrOBapsiiia Ha KPUTEPUUTE 32 BKIIIOUBAHE.

o [Ipu oOmioTO CpaBHEHHE € ToKa3aHa 1Mo-100pa epukacHOCT B rpynute ¢ OeBaruzymad B
CpaBHEHME C Tpynure camo ¢ xumuorepanus no otHomeHue Ha [1BI1 B ITT nonynanusita
(Tabnuua 7).

Bropuunurte ananm3u Ha npexkuBsiemoct 0e3 porpecus (I1BI1) Ha 3abosiBaHeTO, BH3 OCHOBA Ha
OIICHKA Ha OTTOBOPHUTE ‘On-treatment’, MOTBBPKAABAT 3HAYUMO IMMO-TOJISIMATa KIMHIYHA TI0J13a IPU
MAIUeHTUTE, JICKyBaHH ¢ OeBanu3ymal (aHaNM3uTe ca Mmoka3aHu B Tabmuia 7), KoeTo ChOTBETCTBA Ha
CTaTHCTUYECKH M0-3HaYMMara Moj3a, HaOro1aBaHa py COOpHUS aHATU3.
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Ta6anna 7: OCHOBHH pe3yJITaTH 32 e(UKACHOCT MPH AHAJIN3A 32 I0OKa3BaHe Ha NM0-100pa
epuxacHoct (ITT nonmynauus, ns3nureane NO16966)

Kpaitau Touku (Meceru) FOLFOX-4 FOLFOX-4 P-croliHocT
nmu XELOX nm XELOX
+ mrane6o (n=701) |+ O6eBaruzymad (n=699)

[I'bpBUYHA KpaliHa TOUKA

Menuana Ha I1BIT** 8,0 ‘ 94 0,0023
Koedwuruent Ha puck (97,5% CI)* 0,83 (0,72 - 0,95)

BTopu4yHM KpalilHA TOYKU

Menuana Ha [1BIT (on treatment)** 7,9 10,4 <0,0001
Koedurmuent Ha puck (97,5% CI) 0,63 (0,52 - 0,75)

OO011a cTeleH Ha ITOBIUSIBAHE 49,2 % 46,5 %

(o1reHKa Ha U3ciIenoBarels)™*

Menauana Ha 001112 TPEKUBIEMOCT™* 19,9 21,2 0,0769

Koedwurment Ha puck (97,5% CI) 10,89 (0,76 - 1,03)
* Amnanus Ha OIl mpu mara Ha 3aKTr0YBaHe Ha KIIMHUYHUTE naHau 31 sayapu 2007 1.
** [IppBUYEH aHAJIN3 TIPU J1aTa HA 3aKIII0YBaHe Ha KIMHUYHATE naHHu 31 sHyapu 2006 r.
? 10 OTHOILLICHHE HA KOHTPOJIHATA IpyHa

B noarpynara cbe cxema Ha nedenne FOLFOX meananara na I1BI1 e 8,6 mecena mpu mutane6o u 9,4
Mecella Ipy MarueHTuTe, JieKkyBanu ¢ 6epanuzymad, HR = 0,89; 97,5 % CI = [0,73; 1,08]; p- cToliHOCT
=0,1871, cboTBETHUTE pe3yNITaTH B MOATpyMara cbe cxema Ha iedeHne XELOX ca 7,4 cipsmo 9,3
Mmecerna, HR = 0,77; 97,5 % CI = [0,63; 0,94]; p-ctotinocT = 0,0026.

Menaunanara na OIl e 20,3 mecena npu miare6o u 21,2 Mecena npu NaueHTuTe, JISKyBaHH C
OemarmzyMa0, B moarpymnara cbe cxema Ha nederne FOLFOX, HR = 0,94; 97,5 % CI =[0,75; 1,16];
p-croitaocT = 0,4937, cChOTBETHHTE PE3yJITaTH B OATpyNaTa che cxema Ha ieueHne XELOX ca 19,2
copsmo 21,4 mecenia, HR = 0,84; 97,5 % CI =[0,68; 1,04]; p-croitnoct = 0,0698.

ECOG E3200

ToBa e panzOMHU3HpaHO, AKTUBHO-KOHTPOJIMPAHO, OTBOPEHO KIMHUYHO M3nuTBane ¢aza I,
m3nuTBamnio 6esannzymad 10 mg/kg B koMOMHAIMS ¢ JIEBKOBOPHH ¢ S-(hyopoypamui 00Iyc U ciel
ToBa MHY3UA ¢ S-piryopoypar, ¢ okcamumiatTuauHTpaBeHo3Ho (FOLFOX-4), mpunaranu mo 2-
CeIMUYHA CXeMa IpY Bede JIEKYBaHU MallMeHTH (BTOpa JMHMA) C aBaHCUPAJ KOJOPEKTAICH KapIIHHOM.
B rpynure ¢ xumunorepanus B cxemata ¢ FOLFOX-4 ca u3nonsBaHu ChIIMTE AO3H U CXEMa, TOKa3aHa
B Tabmuna 6 3a kmuHU4HO n3nuTBane NO16966.

[IbpBUUHUAT MTOKa3aTeN 32 €PUKACHOCT B M3MUTBAHETO € 00IIaTa MPEeKUBIEMOCT, OIpeAeIeHa KaTo
BPEMETO OT paHAOMHU3UPAHE 0 CMBPT IMOPAIU BCSIKakBa mpuuuHa. OCEMCTOTHH JBa/IECET U JIEBET
nauenTy ca paagommsupanu (292 FOLFOX-4, 293 GeBanmzymad + FOLFOX-4 u 244 GeBarm3zymad
MoHoTepamnus). JlobaBsiHeTo Ha OeBar3ymad kbM FOLFOX-4 Boau 0 CTaTUCTUYECKU 3HAYHMO
yABIDKAaBaHE HA TIpeXuBsieMocTTa. HaOmoiaBanu ca u CTaTUCTHYECKU 3HAYUMO 1oao0penue Ha [1bI1
¥ Ha CTETICHTa Ha 0OCKTUBHO MOBIHsABaHe (BXK. Tabmuma 8).
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Ta6anna 8: Pesyararu 3a epukacHocT B KIMHUYHO u3nureane E3200

E3200
FOLFOX-4 FOLFOX-4 + 6eBanuzymad®
bpoit manenTH 292 293
OO0111a MPEKUBIEMOCT
MenuaHa (Mecerm) 10,8 13,0
95% CI 10,12 - 11,86 12,09 — 14,03
KoedpuimenT Ha puck’ 0,751 (p-ctoitnoct = 0,0012)
[TpexuBIEMOCT 0€3 TIPOTPECHS
Menuana (Mecerm) 4.5 7,5
Koeduruent Ha prck 0,518 (p-croitrocT < 0,0001)
YecToTa Ha OOEKTHBEH OTTOBOP
Crenen 8,6 % 22,2 %
(p-croitroct < 0,0001)

#10 mg/kg T.T. Ha BCEKH 2 CSIMUIIH
® 1o OTHOIIEHNE HAa KOHTPOJIHATA TPy

He e nabmoaBana 3HauMMa pasiivka B MpobJkUTeTHOCTTa Ha Ol Mexk Iy manueHTUTe, MorydaBaiu
MOHOTEpaIus ¢ OeBaru3yMal, B CpaBHEHHE C TarueHTuTe, JekyBanu ¢ FOLFOX-4. T1BI1 u crenenTa
Ha 0OEKTUBHO MOBJIMSIBaHE ca OMJIM MMO-HUCKU B rpylaTa ¢ MOHOTEpAaIus ¢ OeBalu3ymMad B CpaBHEHUE
c rpynata ¢ FOLFOX-4.

MLI18147

ToBa e paHAOMHU3HPaHO, KOHTPOJIMPAHO OTBOPEHO KIMHUYHO u3nuTBane Qasa I11, n3ciensaimo
MPHUIIOKEHUETo Ha OeBann3yMad 5,0 mg/kg Ha Bceku 2 cenmuiy uin 7,5 mg/kg Ha Bceku 3 ceIMUIH B
KOMOMHALMS ¢ XUMHUOTepanus, 0azupaHa Ha GJIyOpONUPUMUANH CIPSIMO CaAMOCTOATEIHOTO
NPUIOKEHNE Ha XUMHUOTepantsi, 6a3upana Ha ¢uryoponupuMuauH npu nanuentn ¢ MKPK, kouro ca
NpOrpecupany Npy IbpBa JIMHUS Ha JICUSHHE ChC CXeMa, ChAbprKaila OeBanuzymao.

[ammenTure ¢ xucroiorndno norespieH MKPK u mporpecus Ha 3a00J11BaHETO ca paHIOMUZHPAHU
1:1 o 3 Mecena ciex nmpeycTaHOBsBAaHE Ha IIbpBaTa JIMHUS Ha JiedeHue ¢ OeBanu3ymad 3a moayyaBaHe
Ha XUMUOTepanus, 6a3upana Ha (IIryopONMPUMHINH/OKCATUIIATUH HIIH
(i1yOopOnMpUMHINH/UPUHOTEKAH (CMSIHAaTa HA XUMHOTEPAIINATA € B 3aBUCUMOCT OT ITbpBaTa JIMHUS Ha
XUMHOTEpanus) cbe Wi 6e3 6eBannzymad. Jleuennero e npunaraHo 10 nporpecus Ha 3a00JIIBaHETO
WM O HEMPHUEMIIMBA TOKCHYHOCT. [IbpBHYHMAT oKa3aTen 3a usxoxaa e Oll, onpeaeneHa kato
BPEMETO OT PaHAOMHU3ALUATA O HACTBIIBAHETO HA CMBPT 10 KAKBATO U J1a € IPUYHHA.

Pannomusupanu ca o6mio 820 nanuentu. JJobaBsHeTo Ha OeBalM3yMad KbM XUMHUOTEparnus, 0asupaHa
Ha (IIyOpONUPUMHIUH BOJH JI0 CTATHCTUYECKH 3HAYUMO yIbDKaBaHE Ha PEKUBSIEMOCTTA IIPU
nanuentd ¢ MKPK, kouTo ca nporpecupanu npu mbpBa JIUHUS Ha JIEUEHHE ChC CXeMa, ChIbprKallia
oeparmzymad (ITT = 819) (Bx. Tabnuua 9).
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Ta6anna 9: Pesyararu 3a epukxacHoct npu npoyusane ML18147 (ITT momynanus)

ML18147
¢ryoponupuMHIIH/ (ryoponupuMuIuH/
UPUHOTEKAH WU MPUHOTEKAH
¢iryoporupuMuanH/ WK (ITyOPOITUPUMHUIH/
OKCaJMIJIaTHH O6azupaHa OKCaJIMIIIaTUH Oa3upana
XUMHOTEPATIHS XUMHOTEPAIHS
+ Oepanu3ymat”
bpoii nanyeHTn 410 409
001ma NPe:KNBAEMOCT
Menuana (Mecerm) 9,8 ‘ 11,2

Koeguruent na puck (95%
ITOBEPHUTEIICH HHTEPBAT)

0,81 (0,69, 0,94)
(p-croitnoct = 0,0062)

I pe:KuBAEMOCT porpecus

Memuana (Mecery) 4,1 ‘ 5,7
Koedurmuent Ha puck (95% 0,68 (0,59, 0,78)
ITOBEpUTENICH UHTEPBA) (p-croitHOCT < 0,0001)

Q0ma crenen Ha nopauspane (OCII)

[lammeHTH, BKIIIOYEHH B aHAJIN3a 406 404
CrereH 3,9% 5,4 %

(p-croitrocT = 0,3113)

?5,0 mg/kg Ha Bceku 2 ceaqmuuy win 7,5 mg/kg Ha Bceku 3 cenMuLu

HabumomaBaHo e chino cratuctudeck 3HauuMo nogoopenue Ha [1BbI1. CtenenTta Ha 0GeKTHBHO
MIOBIIMSIBaHE € HUCKA U B JIBETE IPYIU HA JIEUEHHE U Pa3/IMKaTa HE € 3HauuMa.

IIpoyuBane E3200 u3mon3Ba eKBHBaJICHTHA f03a OeBann3yMad ot 5 mg/kg cemMUIHO TIpH MaIieHTH,
HeJIeKyBaHU ¢ OeBaru3ymao, nokato npoyuBane ML18147 uzmon3sa eKkBUBaJIEHTHA 71032
oearm3ymad ot 2,5 mg/kg ceIMUYHO TpHU NAIMEHTH, JIEKYBaHH MIPEIU TOBa ¢ OeBaru3yma.

KpscTocanoro cpaBHeHHE Ha JTaHHHUTE 32 €(UKACHOCT M O€30MMaCHOCT HA M3MUTBAHUATA € OTPAHHYEHO
MOpaaX PA3IMKUTE MEXY TE3U MPOYyUYBaHUsI, Hall-Beue 10 OTHOIIEHUE Ha TOMYJIAMUTE NaleHTH,
IpeAlecTBalla eKCIo3uMs Ha OeBauu3ymMad 1 XuMHOTepaneBTHIHUTE cxeMu. 1 neere
SeKBUBAJICHTHH 11031 OeBaru3yMa0 - 5 mg/kg ceqmuano 1 2,5 mg/kg ceqMUIHO, BOJIAT 110
CTaTHCTUYECKH 3HaunMa nos3za no otHomenue Ha Ol (HR 0,751 mpu npoyuBane E3200; HR 0,81 npu
npoyuBane ML18147) u I1BIT (HR 0,518 npu nmpoyusane E3200; HR 0,68 mpu npoyuBane ML18147).
Ilo oTHOWIEHNE HA 6e30MacHOCTTA ce HAabIr01aBa 0-BUCOKA 00II1a YeCTOTa Ha HEXKEJIaH! PeaKkuu OT
crenieH 3-5 npu npoyusane E3200 B cpaBHenne ¢ mpoyuBane ML18147.

Memacmasupan pax na maeunama scaesa (MPMIK)

JBe ronemu knvHu4HY u3nuTBaHus (asa Il ca mpennazHavueHn 1a uscienBat eekTa OT JICUSHUETO C
OeBanm3yMa0d B KoMOWHAIM ¢ J[Be OT/IETHN XUMHUOTEPAIIEeBTUYHH CPEICTBA, U3MEPEH Upe3 ITbPBUYHA
Kpaiina Touka - [1BI1. KnmnangaHo u ctatucTidecku 3aadnmo mogoopenne Ha [1BI1 e HabmrogaBaHo B
JABETC KIIMHUYHHU U3IIUTBAaHUA.

ITo-momny ca 0600menu pesyararure oT [1BI1 3a oTaeTHUTEe XUMHOTEPATICBTHITH, BKIIOYCHH B
MOKa3aHUETO:

Wznutane E2100 (maknurakcen)

yBenuuaBaHe Ha menuanata Ha [1BI1 5,6 mecenia, HR 0,421 (p < 0,0001; 95% CI 0,343;0,516)
WznurBane AVF3694g (kaneuutaObuH)

yBenuuaBaHe Ha Meauanata Ha [1BI1 ot 2,9 mecena, HR 0,69 (p = 0,0002; 95% CI 0,56; 0,84)
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ﬂOH’bHHI/ITCHHI/I HO,E[pO6HOCTI/I 3a BCAKO KIIMHUYHO U3NHUTBAHC U PE3YJITATUTEC Ca JaACHU I1O-A0JTY.

ECOG E2100

WznurBanero E2100 € oTBOpEeHO, paHIOMHU3UPAHO, AKTUBHO-KOHTPOJIUPAHO MHOTOIIEHTPOBO
KITMHIUYHO M3MHTBAaHE, OICHIBAIIO MPUIIOKEHUETO Ha OeBaru3ymMad B KOMOWHAIIMS C TAaKITHTaKCeT
TIPH JIOKAJTHO PElUANBHPAIIl WIIM METacTa3nupall pak Ha MJIedHaTa JJie3a MIPH NMAaIMeHTH, KOUTO He ca
MOJTyYaBaIM XUMHUOTEPAIHs MIPEIH TOBA 3a JIOKATHO PEIUIUBUPAIIO U METaCTa3upalio 3a00IsIBaHe.
TlarueHTUTE ca PaHJOMU3MUPAHH 3a JISUEHUE C TTAKITHTAKCeN caMocTosTenHo (90 mg/m? i.v. B
MPOABIDKEHUE Ha | ac BeIHBK CEIMUYIHO 3a TPU OT YETHPH CEAMMIIN) W B KOMOMHAIIHS C
oeparm3ymab (10 mg/kg 1.v. uHdy3us npes aBe ceaMuIy). PaspeiieHo e npeuiHo XOPMOHAITHO
JICUCHUE Ha METACTa3uPaJIOTO 3200 siBaHe. AIFOBAaHTHA TEpaIusl ¢ TAKCaH € pa3pelieHa caMo ako €
3aBbpIINIa Ha-Manko 12 Mecena npeau y4acTHETO B KIIMHUYHOTO u3nuTBane. [loBeueTo ot 722
maruenTy B m3nutBaneto ca omnmn HER2-orpunarensan (90 %), kato mamsk Opoit 6omau (8 %) ca
OuJM ¢ HeM3BeCTeH craTyc i qokazano HER2-nonoxurennu (2 %), KouTo npeau Toa ca Ounu
JIEKyBaHH WM Ca MPEICHeHN KaTo HEMOIXOISIIH 3a JiedeHne ¢ Tpacty3ymad. OcBeH ToBa, 65 % ot
MAIUEHTHTE Ca MOTYYNIH aJI0BAaHTHA XHMHUOTEPAIHsl, BKIFOUNUTEITHO MPE/IIIECTBAIIO JISYCHHUE C
takcanu ipu 19 % u ¢ aarpanukauau npu 49 %. [lanuentrure ¢ MeTacTa3u B IIEHTpaTHATa HEPBHA
CUCTEMa, BKJIIOUYHUTEIHO C NMPEANISCTBAIIO JICUSHHUE UK C PE3CKIUSI Ha MO3BbUHUTE JIC3UH, Ca
W3KITIOYEHH OT U3MUTBAHETO.

B knmunnunoTo m3nutBane E2100 nanueHTUTe ca JIekyBaHU JI0 Iporpecus Ha 3a0osiBanero. Koraro e
Om10 HeoOXOMMO PaHHO MPEYCTAHOBSABAaHE HA XUMHOTEPAIUATA, JICUSHUETO ¢ OeBaru3ymMad
CaMOCTOSTEITHO € MPOABIDKABAJIO JI0 MPOTpecks Ha 3200 sIBaHETO. XapaKTePUCTHKHUTE Ha MAI[UeHTHTE
B pa3jMYHHTE TPyNH ca nmoo0Hu. [IspBryHaTa KpaliHa TOYKa Ha TOBA U3MTUTBAHE € IPEKUBIEMOCT
6e3 mporpecust (I1BI1), Bb3 0OcHOBa Ha OlLIEHKAaTa HAa U3CJIEAOBATEINTE Ha U3MUTBAHETO OTHOCHO
mporpecusiTa Ha 3a0oisBaHeTo. OCBEH TOBA € M3BBPIIEH CHIIO M HE3aBHCHUM Tperiie]] Ha IbpBUYHATA
KpaifHa Touka. Pe3ynrarure oT TOBa M3NMUTBaHe ca npencraseny B Tabmmma 10.

Tab6amnna 10: PesynraTi 3a epukacHOCT OT KIMHUYHO u3nuTBaHe E2100

[TpexuBsIeMOCT 0€3 IPOTrpecHst

OrieHka Ha U3ClieioBaTess ™ IRF onenka
[TaknuTakcen [MakmuTakcen/ [Taknurakcen [Maknurakcen/
(n=1354) OeBam3yMad (n=1354) OcBarm3ymMad
(n=368) (n=368)
Memuana [1BI1 (mecerna) 5,8 11,4 5,8 11,3
HR (95% CI) 0,421 0,483
(0,343, 0,516) (0,385, 0,607)
p-CTOMHOCT < 0,0001 < 0,0001
CrerneH Ha MOBIHUsBaHE (32 MAIIMCHTH C U3MEPUMO 3a00JIIBaHE)
OlLieHKa Ha U3CIeI0BaTeNs IRF omnenka
[TaknuTakcen [MakmuTakcen/ [Taknurakcen [Makmurakcen/
(n=273) OeBar3ymab (n=243) OeBaru3ymab
(n=252) (n=229)
% MaIMEeHTKU C 234 48,0 22,2 49,8
00CKTHUBEH OTTOBOP
p-cToitHOCT < 0,0001 < 0,0001
* IEPBUYCH aHAIN3
001112 MPEKUBIEMOCT
[TaxmuTakcen [Naknurakcen/ 6eBarmzymad (n=368)
(n=354)
Menuana OI1 (Mmecenn) 248 26,5
HR (95% CI) 0,869
(0,722, 1,046)

[p-CTOMHOCT 0,1374
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KiuanyHa nosnsa oT jiedeHreTo ¢ 6eBannzymad, u3mepena upes [1BI1, e HaOmonaBaHa BbB BCUYKH
M3CJICIBaHH, TIPEBAPUTEITHO OMPEICIICHH OArPYH (BKIIOYUTEIHO HHTEpBa Oe3 3abossiBaHe, Opoit
Ha MecTara ¢ MEeTacTa3H, MPEIBAPUTEITHO MMOIyYaBaHe Ha aJFOBAHTHA XUMUOTEPAIHUS WK CTaTyC Ha
ectporennure penenrtopu /EP/).

AVF3694g

IIpoyuBane AVF3694g ¢ MHOTOLIEHTPOBO, PAHOMHU3HPAHO, TIAICO00-KOHTPOIMPAHO KIMHUYHO
m3nutBane daza I1l, npennazHaueHo 3a oueHKa Ha epUKacHOCTTa 1 Oe30IacHOCTTa Ha OeBau3yMal B
KOMOHMHALMS ¢ XUMHOTEPANNs B CPAaBHEHUE ¢ XUMHOTEpaNus IUIOC I1a1ed0 KaTto IbpBa JIMHUS Ha
neuenue Ha nanueHTu ¢ HER2-oTpuniaTenen Mmeractaznupan Wiy JIOKATHO PEIUINBHpAI paK Ha
rbpjarta.

XumuoTepanusaTa ¢ u30paHa 1o yCMOTPEHHE Ha U3CIICA0BATENSI IPE PAHIOMHU3UPAHETO B
ChOTHOILEHHE 2:1 3a moJTy4yaBaHe HA XUMHOTEPAIUS IUIIOC OeBaln3yMad MM XUMUOTEPAIIHS TLTI0C
wiare6o. M300pbT HA XUMUOTEPAITHSI BKITIOYBA KaNeUTaOWH, TakcaH (MPOTEHH-CBhP3aH
MMaKJINTaKCell, ToIeTaKkcel), CPeIcTBa Ha 0a3aTa Ha aHTPAUKIMHY (ToKcopyOuInH/ mukiaodochamm,
enupyoutiun/ ukiopochamun, S-payopoyparmt/ gokcopyourius / nukmnodochamu, S-
¢dyopoypaunn / enupyounus / nukinodocdamum), mpuiaarany npe3 Tpu ceaAMuu (q3w).
bepammzymab nim rutane6o e rpunaras B 1o3a ot 15 mg/kg q3w.

ToBa npoyuBaHe BKJII04Ba (a3a Ha 3aciielieHo JIeYeHne, He3abJDKUTENHA OTKpUTa (asa cien
mporpecus u ¢asza Ha MpOClieAsBaHe Ha nMpekuBsieMoctTa. [1o BpeMe Ha (pazarta Ha 3acIeneHo JIeUeHUE
MaIMEHTHUTE MOJTyYaBaT XUMUOTEPAIHS U H3MUTBAHUS JIEKAPCTBEH MPOAYKT (OeBaru3yMad uim
miarne6o0) npe3 3 ceaAMUITH 10 HACTHIIBaHE HA MPOTPECHs Ha 3a00IIBaHETO, TOKCHIHOCT,
OrpaHHYaBalla JeYCHUETO WM cMbPT. Clell JOKyMEHTHpaHa MPorpecus Ha 3200 IsIBAHETO
MAaIMEHTHTE, KOUTO CE BKIIFOYBAT B HE3aIBIKUTEIIHATA OTKPUTA (a3a, MOXKe Ja TOoIy4aBaT OTKPUTO
6eBann3yMab 3aeIHO C IHMPOKa ramMa TEPAIuU OT BTOPA JIMHHUS.

CTaTUCTHYECKUTE aHAIM3H Ca U3BBPIICHH HE3aBUCUMO 3a 1) MaIleHTH, MOTyYaBaliid KaneluTaOnH B
KOMOWHaITUs ¢ OeBaru3ymMad wiu 1iamne0o; 2) marueHTH, MoTydaBain XUMHAOTepaIys Ha 0a3aTa Ha
TaKCaH WM aHTPALUKIUH B KOMOMHAIMS ¢ OeBanu3yMad win miane6o. [IbpBuyHaTa kpaiiHa TOYKa Ha
knuHuyHoTO u3nuteane e [1BII cnopen onenkara Ha uzcnenoBarens. OCBEH TOBA, IbPBUYHATA
KpalHa TOYKa € OIlCHABaHA CHIO U OT He3aBUcHUMa Ham3opHa komucus (IRC).

PesynTaTuTe B TOBa KIMHUYHO U3MKUTBAHE OT KpaHUTE aHAIU3H, ONIpeie]icHH B mpoTokona 3a [IBI1 u
CTETIeHTa Ha MOBIIMsABaHE TIPY He3aBUCHMa KOXOpTa ¢ KarnenutadbuH ot mpoyuBane AVF3694g, ca
npexacraBeru B Tabmuma 11. Pesynratute ot uzcnenosarenckus ananus Ha OIl, kouTo BKIIOYBAT
JIOITBJIHUTENIHU 7 Mecella Ha TpociieasiBane (mpuoin3utenHo 46 % OoT MalueHTUTe ca MOYNHAIN)
CBIIO ca mpejcTaBeHu. [IpoleHThT NanueHTH, moryJaBaiu OeBanu3yMad B oTkpurata dasa, e 62,1 %
B IpyTara ¢ KanenutaduH + mranedo u 49,9 % B rpynara kamnenuTtaOuH + OeBannzymao.
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Ta6anna 11: Pe3yaraTn 3a epuxacHoct npu npoyuBane AVF3694¢g: — kanenutadun® n
oesanuzymad/miaanedo (Cap + 6eBanuzymad/Pl)

[pexuBsemoct 6e3 mporpecus’

OrnecHKa Ha U3CiIeA0BaTEIA Ornenka Ha IRC
Cap +pl Cap + Cap +pl Cap +
(n=206) OeBam3yMad (n=206) OcBarm3ymMad
(n=409) (n=409)

Menunana ITBIT 5,7 8,6 6,2 9,8
(Mecera)
KoedwurienT Ha pruck 0,69 (0,56; 0,84) 0,68 (0,54; 0,86)
cpery rpymara
crutare6o (95% CI)

[P-CTOMHOCT 0,0002 0,0011

CTelleH Ha OBJIUSIBAaHE (HpI/I MalCHTU C U3BMCPUMO 33.6OJ'IHB3.HG) b

Cap + pl (n=161) Cap + 6eBarmzymab (n=325)

% TanueHTH ¢ 23,6 354
00CKTUBEH OTTOBOP

[p-CTOMHOCT 0,0097

0612 MPEKNUBAEMOCT’

HR (95% CI) 0,88 (0,69; 1,13)
[P-CTOMHOCT 0,33
(eKcIuIopaTopHa)

1 000 mg/m* mepopasaHo 1Ba MHTH JHEBHO B MPOABIDKEHHE HA 14 THU, IPUIATaHH IPE3 3 CeIMHIH ©
CrpaTuguUUpaHUsT aHATIN3 BKJIIOYBA BCUUYKH CHOUTHS Ha MPOTPECHUs U CMBPT C U3KIIOUYEHUE HA TE3H,
IpU KOUTO € 3aroyHarta Tepanus u3BbH nporokona (TUII) npean noxyMeHTHpaHe Ha IPOTPECHsITa,;
JaHHUTE OT Te3U MalMeHTH ca U3BaJICHU IIpeu MocieIHaTa OLEHKa Ha TyMOopa IIpeJd HauyaJloTo Ha
TUII.

UzpwpuieH e HecTpatuduippan aHanu3 Ha [1BI1 (olieHeHa OT u3cieoBaTels), KOMTO He B3eMa

NpeABH] U3BBHIPOTOKOIHATA Tepanus Ipean MporpecusTa Ha 3a0omsiBaneTo. Pesynratute ot Te3u
aHaJIM3M ca MHOTO MOJOOHM Ha MbpBUYHUTE pe3ynTary 3a [1BIL.

Heopebnoxnemwvuen pax na 6enus opo6 (HAKPE/)

Ilvpsa nunus na nevenue na neckeamosen H/[KPEJ] ¢ kombunayus ¢ xumuomepanus Ha bazama Ha
niamuma

BbezonacHocTTa 1 epukacHOCTTa HAa OeBaM3yMad, 10OaBeH KbM XUMHOTepanus Ha 6a3ara Ha
TUIATHHA, [IPH JICYCHUE OT IIbPBA JIMHUS TIPH MAIEHTH ¢ HECKBAMO3€eH HeIPpeOHOKIEThUCH PaK Ha
oemus n1po6 (HAKPB/I), ca uscnenBanu B m3nutBanus E4599 u BO17704. Uznutane E4599 ¢ nosa
ot 15 mg/kg GeBanmzymad npe3 3 ceqmunu mokassa nomnsa no orHourenue Ha OIl. M3nuTBane
BO17704 noka3Ba, e MPHIIOKEHUETO U Ha IBeTe 103 OeBanm3ymad — 7,5 mg/kg mpe3 3 ceamury u
15 mg/kg npe3 3 cemqmuny, Boau a0 yBenudeHue Ha [1BI1 1 Ha cTeneHTa Ha MTOBIIMSBaHE.

E4599

E4599 e oTBOpEHO, paHIOMU3HPAHO, AaKTHBHO-KOHTPOJIMPAHO, MHOTOIIEHTPOBO KIIMHUYHO M3MHUTBAHE,
KOETO OLICHsABa OeBalnM3yMal KaTo JICYCHUE OT ITbPBA JIMHUS MPU MMALUEHTH C JIOKAITHO aBaHCHUPAl
(crammii I1Ib cbe 3710KaueCTBEH TUIEBPAICH U3JIHB), MeTacTazupan wim penuausupaint HIKPB/], ¢
pasIuYHaA OT IMpeoliiagaBania CKBaMO3HOKIICTEYHA XHUCTOJIOTHS.

[TanuenTure ca paHIOMHU3HPAHU 32 JICUCHHUE C XUMHOTEpaIns Ha 0a3aTa Ha IJIaTHHA (TTaKIUTaKCel
200 mg/m’ u kap6omnatiua AUC = 6,0, mpuiarany 1 aBeTe 4pe3 HHTPAaBEeHO3HA HHDY3HS
(nmaxnurakcen/kapoormnatun-I1K) Ha 1-Bu JieH Ha BCEKH 3-CEIMHUEH IIUKBJI B IPOABIDKEHUE HA JI0
mukbaa ui ¢ [1K B komOuHanus ¢ 6eBanusymad B 1o3a ot 15 mg/kg natpaBeno3Ha undysus Ha 1- Bu
JIEH OT BCEKH 3-ceqMuueH UK. Ciiel 3aBbpIIBaHe Ha IIECT MUKbBIa XUMHOTEPAITHs ¢ KapOoIIaThH-
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MAKJIUTAKCEN WU CIIe/ MPESKICBPEMEHHO MIPEYCTAHOBSIBAHE HA XMMHOTEPANUATA MAI[UCHTUTE OT
rpymata ¢ 0esaru3ymad + KapOOIIaTHH-MTAKIUTAKCEN ca MPOABIIKIIIM Ja MOoJy4YaBat Oeparu3ymad
KaTo MOHOTEpAIUs Npe3 3 CeAMUIIM JI0 IPOrpecksl Ha 3a00siBaHeTo. 878 MalueHTH ca
PaHJIOMU3UPAHU B JIBETE TPYIIU.

ITo Bpeme Ha u3nuTBaneTo 32,2 % (136/422) ot marpieHTHTE, y9acTBAIIX B HETO, Ca MOIydmin 7-12
mbTH OeBamzymao, a 21,1 % (89/422) ot manueHTuTe ca moay4ywiu 13 wim nmoseye MbTH

OeBaru3ymao.

II'spBrYHaTa KpaiiHa TOYKA € IPOABIDKUTEIHOCTTA HA IIPEXKUBIEMOCT. Pe3ynTaTuTe ca npe/ICTaBeHU B
Tabmuma 12.

Taoauna 12: Pe3yaratu 3a e¢pukacHocT B KIMHUYHO u3nutBane E4599

I'pyna 1 I'pymna 2
KapOoratna/makarakcesn KapOommarna/makimurakcesn
+ OeBanu3zymad
15 mg/kg npe3 3 cenmunu

bpoil manueHTH 444 434
O011a IPEKUBIEMOCT

Menuana (Mecew) 10,3 | 12,3
Koeduruent Ha puck 0,80 (p =0,003)

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

[IpexuBsieMocT 03 MpoOrpecHst

Memuana (MecerH) 4,8 | 6,4

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

OO0111a CcTEeH Ha OBIUABAHE

CrerneH (TIPOLICHT) 12,9 | 29,0 (p <0,0001)

[Ipu excrimopaTtopeH aHanu3, cTeNeHTa Ha nossara ot 6epaunzymadb 3a Oll e mo-cnabo u3pasena B
NOArpynara MauueHTH 0e3 XUCTOJIOTHS Ha aICHOKApLITHOM.

BO17704

UznurBane BO17704 e pannoMusupano, 1BoiHocysmo n3nurane ¢asa Il Ha GeBaunzymald, no6aBeH
KBbM LIUCIUIATHH U TeMIUTAONH, B CPaBHEHHE C IUTale00, MUCIUIATHH U TeMIUTAa0OWH MIPH NalUeHTH C
nokaiHo aBaHcupai (ctaawii [1Ib ¢ meTacTa3u B cympakiiaBuKyIapeH TUM(EH Bb3eIT HTH
3JI0KA4€CTBEH IIEBPAJICH UJIU MEepUKapIUalieH U3JIMB), METacTa3upall WiIK peluANBHpPAILl
HeckBamoszeH HJIKPB/I, kouto npeau ToBa He ca nmoiaydyaBainu Xxumuorepanus. [IbpBuyHaTa kpaitna
touka ¢ Owmra I1BI1, BropuuHrTe KpaitH! TOYKH Ha M3MUTBAHETO BKIIFOUBAT MPOIBDKATETHOCT Ha OI1.

TlanueHTUTE ca PaHJOMU3MPAHH 32 XMMHOTEpanus Ha 6a3aTa Ha IUIATHHA, Ucrathe 80 mg/m?
MHTpaBeHO3HA MHY3Hs Ha JeH 1-Bu u remrmtabun 1 250 mg/m” naTpaBeHo3Ha HHQY3HS Ha JIeH 1-Bn
U 8-MU OT IIMKBJIa Mpe3 3 CeAMUIIN B IPOABIDKECHIE Ha 10 6 Kb (muciuiatul/reMuutadun-1{I) ¢
riane6o wim LI ¢ 6eBanu3ymab B go3a ot 7,5 unu 15 mg/kg natpaBeHo3Ha nH(Y3Us Ha 1eH 1-BU OT
UKBIa ipe3 3 ceqmuiy. B rpynute ¢ OeBanu3zymad manueHTUTe ca ModydaBain OeBannzymad
CaMOCTOSITETTHO TIpe3 3 CeMUIIH 0 TIPOTPECHst Ha 3200 sIBAaHETO FUTH JIO MTOSBATa Ha HEPUEMIINBA
TOKCHUYHOCT. Pe3yntaTute OT M3MUTBAHETO MOKa3BaT, 4e 94 % (277 / 296) oT nanueHTUTe, KOUTO ca
TMOJIIeKANH Ha BKIIFOUBAHE, Ca MPOIBIDKIIIH 1A TI0TyYaBar OeBanu3yMad caMOCTOSTENHO B IIUKBIT 7.
T'omstm mporieHT OT ManmeHTHTe (TPUOTU3NTENHO 62 %) ca MPOABIDKUAIM 1A TTOTyYaBaT Pa3InIHH
BUJIOBE MIPOTHBOPAKOBA TEPAIHsl, HEBKIIIOYCHA B MPOTOKOJIA HA U3MUTBAHETO, KOETO MOXKE JIa €
noBusuI0 ananu3a Ha Ol

Pesynrarute o oTHOIIEHNE Ha eUKacHOCTTA ca IpejicTaBeHu B Tabmuia 13.
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Ta6anna 13: PesynraTu 3a epukacHOCT B KIMHUYHO m3nuTBane BO17704

Iucnmarun/ remiuTaduH| Lpcmmatnan/ reMuutadus | [ucmmatnan/ reMuuTabuH
+ mare0o + Beraru3ymab 7,5 mg/kg + BeBaruzyma0
npe3 15 mg/kg npe3 3 ceqmunn
3 cegmuIu

bpoit mareHTH 347 345 351
[IpexuBsieMOCT
0e3 porpecwst
Menuana 6,1 6,7 6,5
(Mecery) (p =0,0026) (p=10,0301)

0,75 0,82
KoedwurmenT Ha [0,62; 0,91] [0,68, 0,98]

HCK

Haii-mo6pa crenen
Ha 00110 20,1% 34,1% (p < 0,0001) 30,4% (p=0,0023)
MMOBJIMsIBaHE”
O011a IPEKUBIEMOCT
Memnana 13,1 13,6 13,4
(Mecery) (p=0,4203) (p=0,7613)
Koeduiuent Ha 0,93 1,03
pHCK [0,78; 1,11] [0,86; 1,23]

? maIlMeHTH ¢ U3MEPHUMO 3a00JIIBaHE HAa U3XOTHO HUBO

Ilvpsa nunus na neuenue na neckeamosen HJIKPBJ] ¢ EGFR axmusupawu mymayuu 6 KOMOUHAyus ¢
epromuHud

JO25567

[Ipoyusane JO25567 e panaoMu3upaHo, OTKPUTO, MHOT'OLIEHTPOBO Ipoyusane ¢asa I, mpoBeneHo B
SlnoHwus 3a onjeHKa Ha epUKacCHOCTTa U Oe30MaCHOCTTa Ha OeBalM3ymMal, Ipuiiaral B JJOIBIHEHUE KbM
epiotuHuO nipu nanuenTtu ¢ HeckBamozeH HIIKPB/] ¢ EGFR akTuBupariu mytanuu (fenerus B eK30H
19 wim myrarus B ex30H 21 L858R), xouTo He ca moy4aBany npean TOBa CUCTEMHA Tepanus 3a
craawii [1IB/1V nnm peruauBupaio 3a0ossBaHe.

IIepBuunara kpaiina Touka e I1IbI1 Bb3 OCHOBA Ha OLIEHKA NIPU HE3aBUCHUM IIPETIIE]] HA JAHHUTE.
Bropuunute kpaiinu Touky BrtouBat Oll, cTeneH Ha MOBIMsIBaHE, CTEIIEH Ha KOHTPOJI Ha
3a00JIIBaHETO, MPOABIDKUTETHOCT Ha MOBIHUABaHE U 0€30TIaCHOCT.

EGFR MyTanMoOHHUSAT CTaTyc € ONpEeNeH 3a BCEKU NAllUEHT Npeau CKpUHUHTa U 154 nanuentu ca
paHIOMH3UPAHM Ja TIOJyJaBaT epIOTHHUO + OeBarn3yMad (epiotuand 150 mg mepopaiHo THEBHO +
OeBanm3yMao [ 15 mg/kg MHTpaBEeHO3HO HA BCEKU 3 CEAMMIIM |) Wi MOHOTepanus ¢ epsioTuHuO (150
mg MepopaTHo JHEBHO) 10 nporpecus Ha 3a0onsaBaneto (I[13) nim HenpuemnuBa TokcuaHOCT. [pn
nurnca Ha [13, nmpeycraHoBsiBaHETO Ha €MH OT KOMIIOHEHTHUTE Ha H3MUTBAHOTO JICUEHHE B TPyIIaTa Ha
epIIOTHHHO + OeBann3yMad He € JOBEIIO 10 IMPEeyCTaHOBSIBAaHE Ha IPYTHS KOMIIOHEHT OT H3ITUTBAHOTO
JIieYeHNe, KaKTO € OMPeIeJICHO B MPOTOKOJIA Ha U3MUTBAHETO.

Pesynrtatute 3a epukacHOCT Ha MPOYYBAHETO ca IpencTaBeHy B Tabmuma 14.
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Ta6anna 14: PesyaraTn 3a epukacHocT npu npoy4sane JO25567

Epnotnnnd +
— A
Epaoruind N =77 oesammszymab N = 75
MBI (Mecenn) Menuana 9,7 16,0
HR (95% CT) 0,54 (0,36; 0,79)
[p-CTOMHOCT ’ A

0,0015
O011a cTeneH Ha MOBJIUSIBAHE 63,6 % (49) 69,3 % (52)
CrerieH (n) ’ ’
[P-CTOMHOCT 0,4951
O0ma npe:xkuBsieMocT® (Mecenn) Menuana 474 ‘ 47,0
HR (95% CI) .
[P-CTOMHOCT 0,81 (()03,5236 ’7 1,23)

*Pannomusupanu ca 06mo 154 nanuentn (ECOG dynkuuonanen craryc 0 wm 1). J[sama ot
PaHIOMHU3UPAHUTE MAIUCHTH Ca MPEKPATUIIA YYaCTUE B U3IUTBAHETO MPE/IH Ja MOJTydaT
M3MATBAHOTO JICUCHHUE

A3acerneH He3aBUCHM TIperie] (OTPEeIeIICH 0 MPOTOKOJ MEPBUUCH aHAN3).

*ExcrutoparopeH aHanu3: okoHuaTeneH ananu3 Ha Ol nmpu nara Ha 3aK/IFOYBaHE HA KIIMHUYHUTE
nauan 31 oxromBpu 2017 1., npubnmsurenHo 59 % OT manueHTHTe ca MOYNHAH.

CI, noseputenen unrepsan; HR, koepunnent Ha puck ot Hectparudunupan Cox perpecuoHeH
ananus; H]I, He e mocTurHaro.

Asancupan w/unu memacmazupai Ovopeunokiemvyuern kapyurnom (MBKK)

besayusymabd 6 kombunayus c unmepgepon arga-2a 3a reuenue om nopea IUHUA HA ABAHCUPAT U/UTU
Mmemacmasupan 6vopeunokiemvuen kapyunom (BO17705)

ToBa e paHAOMU3HpPaHO, NBOMHOCIAIO M3nuTBaHe (aza IlI, mpoBeneHo ¢ 1men oreHKa Ha
e(ukacHocTTa M O6e30macHocTTa Ha OeBanm3ymabd B komOuHarms ¢ uaTepdepon (IFN) anda-2a B
cpasuenue ¢ [FN anda-2a camocrosrenHo, kato mepa JnHus Ha nedeHne npu MBKK. lecrotnn
YEeTUPHUACCET U JICBETTE PAHAOMHU3HPaHH MalueHTH (641 nekyBaHM) ca UMallK CTaTyC Ha MpeJCcTaBsHe
o Karnofsky (KPS) >70 %, nmunca Ha metactasu B LIHC u anexBarHa ¢ynkuus Ha opranure. Ha
NAIMEHTUTE € U3BbPIICHa HEPPEKTOMUS MPH ITBPBUYEH KAPIIMHOM Ha ObOPEYHUTE KIICTKH.

Bbepammzymab 10 mg/kg e 0w naBaH Ha Bceku 2 CEIMHUIIM JI0 TIporpecus Ha 3abonsBaneto. IFN anda-
2a e gaBaH 70 52 CeIMUITH WITH JI0 POTpecus Ha 3a00JIIBaHETO B MPETIOPHUYNTEIHA HadalHa 1032 OT
9 MIU Tpu mbTH CEAMHUYHO, KOETO MTO3BOJISIBA HAMAJICHHE Ha jgo3aTa 10 3 MIU Tpu IbTH CEIMUYIHO B
2 crenku. [TanuenTture ca cTpaTudUIUpaHy O CTPaHU U CKOp Ha Motzer, KaTo rpynuTe 3a JIeUeHUe
ca O6amaHcupaHu 100pe 1o OTHOIIEHNE Ha TIPOTHOCTHIHHUTE (PaKTOpH.

[IspBuuHata kpaitHa Touka e OIl ¢ Bropu4HM KpaiiH1 TOUKM Ha U3NMUTBaHETO, KouTo BKiItouBat [1BI1.
JobGassiHeTo Ha OeBaru3ymad kbM [FN-anda-2a snaunrenno noumasa [1BI1 u ctenenrta Ha
00EKTHBHO TYMOPHO NOBIUsABaHE. Te3n pe3ynTaTy ce NOTBBbPXKIABaT OT HE3aBUCUM PEHTTeHOTpadcku
npernen. Y npipkaBaHero Ha OIT kaTo meppBHYHA KpaliHa TOUka ¢ 2 Mecela o0aye He € CTaTUCTUIECKU
3rauumo (HR= 0,91). l'onsam nponieHT oT manuenTute (mpudausutenno 63 % IFN/mane6o; 55 %
oesaruzyMad/IFN) ca monyynnm pa3TudHy HecTIeMU(PUIHE BHIOBE IPOTHBOTYMOPHO JICUCHHE CIICT
M3MUATBAHETO, BKIIOYATETHO aHTUHEOIIACTUYHH CPEJICTBA, KOUTO MOJKE /1a Ca Ce OTPA3WIIH Ha
ananuza Ha OII.

Pesynrarute 3a epukacHOCT ca mpeacTtaBenu B Tabmuma 15
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Ta6anna 15: PesynraTu 3a epukacHOCT B KIMHUYHO u3nuTBane BO17705

BO17705
IInane6o+ IFN® Bvb® + IFN*
bpoii mareHTH 322 327
[pexwussiemoct 6e3 nporpecus Meauana 54 10,2
(Mecern)
Koeduuunent na puck 95% CI 0,63

0,52; 0,75
(p-croitroct < 0,0001)

Cremnen Ha 00eKTUBHO TIoBNHUsIBaHE (%)
MpY MAIMEHTH ¢ K3MEPHUMO 3a00JIsIBAHE

IN 289 306
CTerneH Ha TOBJIHSIBAHE 12,8 % 31,4 %
(p-croitroct < 0,0001)
O01ma npexuBsieMocT MenuaHa 21,3 23,3
(Mecern)
Koedumment Ha pruck 95% CI 0,91
0,76; 1,10

(p-croitHoct 0,3360)

‘UuTepdepon anda-2a 9 MIU 3 x ceamuyno
°Beparm3ymab 10 mg/kg mpes 2 ceamurm

Excnnoparopen MHoroBapuanteH Cox perpecHoOHEeH MO, KOMTO U3I03Ba 00paTHA CEIEeKIN,
II0KAa3Ba, Y€ CIIeIHUTE U3XOIHH IIPOrHOCTUYHH (DAKTOPH Ca CUIIHO CBBP3aHH C IPEKUBIEMOCTTA,
HE3aBHCHUMO OT JICUEHHETO: TI0JI, OOl Ha OeNi KPBBHH KIIETKH, TPOMOOLIUTH, 3ary0a Ha Terio npe3 6-
Te Mecella Ipear BKIIOUYBAHETO B M3MUTBAHETO, OpOil Ha MecTaTa ¢ MecTacTasu, cymara Ha Hal-
roJeMUTe AUaMEeTPH Ha TapreTHUTE JIe3uu, ckop Ha Motzer. Kopurupanero cropes Te3u U3X0IHH
(haktopu BosH 10 KoeuiueHT Ha puck oT JedeHueTo ot 0,78 (95 % CI[0,63; 0,96], p=0,0219),
NoKa3Ball HamalnieHne ¢ 22 % Ha pUcKa OT CMBPT NPU MAalUEHTUTE B Tpynara ¢ 6epauuzymad + [FN
anda-2a B cpaBaenue ¢ rpynara ¢ [FN anda-2a.

Hesetnecer u cenem (97) maruentu B rpymnata ¢ IFN anda-2a u 131 nauuenTn B rpynara ¢
OeBanu3ymab ca Hamamwn no3ara Ha [FN anda-2a ot 9 MIU g0 6 unu 3 MIU Tpu nbTH ceAMUYHO,
KaKTO MPEIBApUTEITHO € YTOYHEHO B MpoTokojia. Hamanmssareto Ha mo3ata Ha IFN anda-2a nsriexaa
HE Ce 0Tpa3sBa Ha ePUKACHOCTTA OT KOMOMHaNKATA Ha OeBa3ymab u IFN anda-2a criopen
yectortara Ha [1bI1 Ge3 chOUTHS BB BpeMeTO, KaKTO € J0Ka3aHo MpH aHaIu3 Ha noArpynure. 131
MaIMeHTH B Tpymata ¢ oeBarm3ymad + [FN anda-2a, kouto ca Hamanmiy v OJIbpIKain J03ara Ha
IFN anda-2a ma 6 wm 3 MIU no BpeMe Ha U3MUTBAHETO, ca MToKazany Ha 6, 12 u 18 Mecema cTeneH Ha
IBIT 6e3 chouTHst oT choTBeTHO 73, 52 1 21 %, B cpaBHeHue ¢ 61, 43 u 17 % B o01maTa nmomyJamnus
MaIeHTy, mory4asamy Oesanuzymad + [FN anda-2a.

AVF2938

ToBa € paHIOMH3UPAHO, TBOHHOCIISNO KIMHUYHO 3nuTBane (asa II, uzcnensaio oeranmuzymad 10
mg/kg B 2-ceqmMuyaHa cxema, ChC ChIlarta 103a 6eBannzymad B KomOuHAIus ¢ epioTHHUO 150 mg
JTHEBHO TIPH MAIMEHTH ¢ MeTacTasupai ceeriokiersdeH bKK. O6mo 104 maruenTu ca
paHIOMHU3HPAHU 3a JeYeHre B TOBA U3NMUTBaHe, 53 ¢ 6eBaunzymab 10 mg/kg Ha Bceku 2 cenmunu
noc mwiane6o u 51 ¢ 6eBanusymad 10 mg/kg Ha Bceku 2 ceMHULH TUTIOC epioTHHUO 150 mg nHEBHO.
AHanM3bpT Ha MBPBUYHATA KpaifHa TOYKa He MMOKa3Ba pas3iiiKa Mex1y rpynara ¢ OeBanusymalb +
miare6o u rpymnara 6epanu3ymab + epirotunu6d (Menuana ua [1BI1 8,5 cripsimo 9,9 mecera). [1o cenem
MalKeHTH BbB BCSAKA TPyIa ca MMald OOEKTHBHO MoBiusiBaHe. [l00aBsiHETO HA €PIOTHHUO KbM
OeBarm3ymad He e moseno 1o nmogodpenue Ha Ol (HR = 1,764; p=0,1789), npoxsmkuTtenHocTTa
HAaO0OEKTUBHO MOBNHUsABaHe (6,7 cpemry 9,1 Mecera) MM BpeMeTo 0 POrpecupaHe Ha CHMIITOMHTE
(HR=1,172; p = 0,5076).

AVF0890
ToBa e pangOMHU3UpaHO KIMHUYHO U3nuTBaHe (aza I, mpoBeneHo 3a cpaBHsIBaHE HAa ePUKACHOCTTA U
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Oe3onacHocTTa Ha OeBann3ymad ¢ riane6o. OOmo 116 nmanueHT ca paHIOMU3UPaHH Ja MoJy4yaBat
oepanm3ymad 3 mg/kg mpes 2 cemmuriu (n = 39), 10 mg/kg npe3 2 cenmuru (n = 37) unu miamnedo (n =
40). MexauHHUAT aHaJIu3 € [T0Ka3aj, Y€ UMa 3Ha4UMO YIbJDKaBaHe Ha BPEMETO J0 Mporpecus Ha
3abossiBaneTo B rpynara ¢ 10 mg/kg B cpaBHeHme ¢ rpynara c mane6o (koeuueHT Ha puck 2,55; p
<0,001). Mma manka pa3nvka c TpaHUYHA CTATHCTHYECKA 3HAUUMOCT MEXIY BPEMETO JI0 IPOTPECHs
Ha 3a00JiaBaHeTo B rpymnaTa ¢ 3 mg/kg u mpu rpymara ¢ miramnebo (koedumuert Ha puck 1,26; p =
0,053). YetnpriMa manyeHTH ca UMalli OOEKTUBHO (4aCTHYHO) MOBJIMSABAaHE M BCUYKHU Te ca
nojiy4aBanu 6eBaru3yMad B 1o3a oT 10 mg/kg; ctenenTa Ha 0OEKTUBHO MOBIUsBAHE 3a go3aTa oT 10
mg/kg e 10 %.

Enumenen kxapyunom na ﬂﬁlmuuume, d)aﬂonueeume mpb6u U NbpBUHUEH nNepumoHealeH KapyuHom

[Tvpea nunus Ha neveHue Ha KapyuHoM Ha SYHUYyUme

BesonacHocTTa M ehukacHOCTTa Ha OeBaIM3yMad KaTo IIbPBa JIMHUS Ha JICUCHUE HA MAIIUCHTH C
eMUTENICH KapIIMHOM Ha SiHYHUINTE, (HaTONUEBUTE TPHOU WM MEPBUYCH MEPUTOHEAICH KAPIIMHOM Ca
uscnenasany B ae ¢asza I xmmamaan m3nurBanus (GOG-0218 u BO17707), kouto oneHsBaT edexra
Ha 00aBsiHETO Ha OeBalu3yMad KbM KapOOIUIaTHH M MAKJIUTAKCENl, B CPABHEHHE ChC CAMOCTOSITETHA
XUMHOTEPANICBTHYHA CXEMa.

GOG-0218

Kmmanunoto npoyuBane GOG-0218 e ¢asza 11 MHOTOLIEHTPOBO, paHIOMU3UPAHO, TBOHHOCIISIIO,
1a1e00-KOHTPOJIMPAHO MPOYUBaHe C TPH IPYIIH, OoLeHsBalo edekTa Ha 1o0aBsHe Ha OeBa3yMad
KbM 0J00peHaTa XUMHOTEpaneBTHIHA cXeMa (KapOOTIaTHH | MaKJIUTAKCeN ), IPY TMAIUEeHTKH C
Hanpeanan (Cragun [1IB, IIIC u IV, cniopen Bepcusra 3a cragupane no FIGO ot 1988 r.) enutenen
KapLUHOM Ha SiUHNLIKTE, QAIONMEBUTE TPHOU UM IbPBUYEH MEPUTOHEANICH KAPLIMHOM.

[TarmenTrTe, KOWTO ca MOMyYaBaJIM MPEIIECTBAIIA TEPAIUs ¢ OeBaM3yMal MK MpeIIecTBaIIa
CHCTEMHa POTHBOPAKOBA TEPAIUs 332 KAPIMHOM Ha SHYHULIUTE (HATp. XUMUOTEpanus, Tepanus ¢
MOHOKJIOHAJIHU aHTHUTEINa, TEPaNusi C UHXUOUTOPH Ha TUPO3MH KMHA3aTa WM XOPMOHAIIHA TEPaIIHsl)
WIM NPEALIECTBAILO JIbYEICYEHUE Ha KOPEMA WM Ta3a, ¢a U3KIIOYEHH OT POYYBAHETO.

OO6mro 1 873 manueHTKy ca paHIOMHU3UPaHU B €JHAKBO ChOTHOIIICHHE KbM CIETHUTE TPU TPYITH:

. CPP rpyma: Iler mmukbia ¢ miarnedo (3amouBamny OT ITUKEI 2), B KOMOWHAINS ¢ KapOoIIaTHH
(AUC 6) u makmuaTaxcen (175 mg/m?) B npoabmkeHne Ha 6 IUKBIA, MOCIEABAHN OT
MPUJIOKEHUE caMo Ha Tuiarebo, oomo 1o 15 Mecena Tepanus

. CPBI15 rpyna: Iler nuxbna ¢ 6eBanmzymad (15 mg/kg Ha 3 cenMuIy, 3armovHa M OT IUKBI 2) B
KoMbuHanus ¢ kapoomtatua (AUC 6) u makmmTakcen (175 mg/m?), B mpoaskeHne Ha
[IUKBIIa, IOCJICABAHY OT MPIJIOKEHUE caMo Ha maiebo, oomro 1o 15 mecerna Tepamnmst

. CPB15+ rpyna: Iler iukbia ¢ 6esarusymad (15 mg/kg Ha 3 ceaMuiy, 3ar0YHaIN OT HUKBI 2),
B KoMOuHarus ¢ kapoommatun (AUC 6) u makmuraxcen (175 mg/m?), B mpoxbkeHne Ha
[UKBJIA, TIOCIEBAHN OT MPOABIDKUATENHA YyIIoTpeda Ha OeBanm3ymal (15 mg/kg Ha3 ceqmunm),
KaTo MOHOTeparnws, 001o 1o 15 mecera.

[ToBedero oT marueHTHTE, BKIFOYEHU B IIPOYYBAHETO, ca OT Osmara paca (87 % u B TpUTE rpymn);
cpennara Bb3pact € 60 roguan B CPP u CPB15 rpymure u 59 rognan 8 CPB15+ rpymnara, a 29 % ot
naruentute B CPP umu CPB15 u 26 % B CPB15+rpynara ca Hag 65-rogumiaa Be3pact. O61o
npubmsuteaHo 50 % ot manuentkutTe uMat 0 Touku 1o GOG PS Ha u3xoaHO HUBO, 43 % uMar 1
touka o GOG PS u 7 % - 2 touku mo GOG PS. IToBeuero mannentn nmat EOC (82 % npu CPP n
CPBI15, 85 % npu CPB15+), cneasano ot PPC (16 % npu CPP, 15 % npu CPB15, 13 % npu
CPB15+) u FTC (1 % npu CPP, 3 % npu CPB15, 2 % npu CPB15+). IloBeueTo oT nauueHTuTe ca
MMaJi CEPO3CeH XUCTOJIOTWYCH THII ajieHoKapuuHoM (85 % mpu CPP u CPB15, 86 % npu CPB15+).
O6mo mpubamsurenHo 34 % ot nanuenture ca FIGO cranwii 111, ¢ ontumanen perpec u
MaKpOCKOIICKH C OCTaThIHO 3a0oisBane, 40 % ca B cramguii Il cbe cybonTumanen perpec u 26 % ca
HanuedTy B ctaaui [V.

IIspBuyHata kpaiina Touka € I1bII, Bb3 OCHOBa Ha OLIEHKATa HA U3CIEA0BATENS 32 IPOTPECHS
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OCHOBABaIlla ce Ha Pe3yJTaTUTE OT CKeHepa win HuBata Ha CA 125, wiu Ha CHMIITOMATHYHO

BJIOIIaBaHE MO IPOTOKOJIA. B MObIHEHHE € TTPOBeIeH MPEIBAPUTETHO CIIeUUITNpaH aHaIi3 Ha
naHauTe, oreHsBaim CA-125 nporpecusita Ha CbOUTHATA, KAKTO M He3aBucuM nperien Ha [1BI1,
ompeJieieHa OT pe3yATaTUTe OT CKeHepa.

M3nuTBaHeTOo MOCTUTA ITEPBUYHATA CH 11e1 — mogoopenne Ha I1BI1. B cpaBHeHMe ¢ marueHTHTE,
JICKYBaHM CaMO ¢ XUMHUoOTepanus (KapOOIIaTHH U TaKJIUTAKCEeN) KaTo IIbpBa JIMHUS Ha JICUCHUE,
OoHMTE, MOTy4aBanu OeBanu3ymat B qo3a 15 mg/kg Ha 3 cenMuiiy, B KOMOMHAIUS ¢ XUMHOTEPATTHS
¥ TIPOIBIDKUIIH J1a TToJTydaBaT camo Oesarnzymad (CPB15+), mmat KIIMHAYHO W3pa3eHo U
CTaTHCTUYECKH 3HaYNMO nogoopenue Ha [1BI1.

[Ipu manueHTKUTe, KOUTO ca MOJTy4aBaiu caMo OeBalU3yMad B KOMOMHAIMS C XUMUOTEPAITHS U HE ca
MIPOIBIDKIIIH JIedeHue camo ¢ oeBaruzymad (CPB15), He e HabmomaBana KIMHAYHO W3pa3eHa IMojI3a

no otHourenue Ha [1BII.

PesynraTute oT TOBa IpoyuBaHe ca 0000meHu B Tabmmima 16.

Taéanna 16: PesyaraTu 3a epukacHoct ot npoyusane GOG-0218

I[MpexuBsemMocT 6e3 mporpecHs |

CPP CPBI15 CPBI15+

(n = 625) (n=625) (n=623)
Memuana Ha [1BI1 (Mecerm) 10,6 11,6 14,7
Koedumment Ha puck (95% 0,89 (0,78, 1,02) 0,70 (0,61, 0,81)
CI)* 0,0437 <0,0001
p-croitHOCT> *
UecToTa Ha IEHCTBUTEIICH OTIOBO
% MalueHTKU ¢ 00EKTUBEH CPP (n=396) CPB15 (n=393) CPB15+ (n=403)
OTTOBOP 63,4 66,2 66,0
[p-CTOMHOCT 0,2341 0,2041
061112 PEKNBAEMOCT®
Memunana OIT (Mecerm) CPP (n=625) CPBI15 (n=625) CPB15+ (n=623)
Koedumment Ha puck (95% 40,6 38,8 43,8
CI)* 1,07 (0,91, 1,25) 0,88 (0,75, 1,04)
p—CT017IHOCT3 0,2197 0,0641

' Ananus ua IIBIT cropen olleHKaTa Ha u3cienoBarels, cnenuduiupan B GOG nporokona (6e3

nposepka 3a CA-125 nporpecus, auro 3a TUII npeaun nmporpecus Ha 3a00/sIBAHETO) € KpaifHa gaTa 3a
cpOupane Ha qanHuTe 25 gepyapu 2010 r.
2CTpaTI/I(bHLu/IpaH KOe(UIIMCHT Ha PUCK, OTHACSII] CE 32 KOHTPOJTHATA TPyIa.

SEnnoctpanHa log-rank p-cToifHOCT

*[Tpu rpanuna Ha p-croitHocTTa 0T 0,0116.

*TlalUMeHTKH ¢ M3MEPHMO 3a00JIsBAHE HA H3XOIHO HUBO.
Oxonuarenen ananmus Ha OI1, mpoBesieH NP CMBPTTA Ha 46,9 % OT MALMEHTKUTE.

[IpoBenenu ca npenBapuTenHo cnenuduuupany ananusu Ha [1BI1, BcuukuTe ¢ KpaliHa qarta 3a
crOupane Ha nqanauTe 29 centemBpu 2009 r. PesynraTtuTe OT TE3W MpeABaApUTEIHO CHEIHPUIIMPAHH

aHaJIu3u Ca KaKToO CJICABa:

. Ananmu3bt Ha [1BI1, criopen orieHKaTa Ha M3CIIe0BATEs], CICHU(UIIMPAH B TPOTOKOIa (0e3
npoBepka 3a CA-125 nporpecus nim 3a Tepanust u3BsH npotokona [ TUII]), nokassa
crpatudunupan koepuuueHt Ha puck ot 0,71 (95 % CI: 0,61-0,83, 1H0-cTpanHa log-rank p-
crortroct < 0,0001), korato CPB15+ ce cpaBussa ¢ CPP, ¢ mequana na [1BI1 10,4 mecena B

CPP rpynara u 14,1 meceuna 8 CPB15+ rpynara.

. [IepBuunusT ananu3 Ha [1BI1, copen onenkata Ha uscnenoBarens (ciaen nposepka 3a CA-125
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nporpecusi u TUII), nokassa crparudunupan koeguuuent Ha puck ot 0,62 (95 % CI: 0,52-
0,75, 1H0-cTpanHa log-rank p-crotinoct < 0,0001), korato CPB15+ ce cpaBusiBa ¢ CPP, ¢
meauana Ha [IBII 12,0 mecemnia B CPP rpymnata u 18,2 mecenra B CPB15+ rpymnara.

. Amnanmusst Ha I1BI1, onpenenen ot He3aBucuMa eTndHa KoMucHs (mpoBepka 3a TUII), moka3Ba
ctpatuduimpan koedunueHT Ha puck ot 0,62 (95 % CI: 0,50-0,77, 1Ho-cTpanHa log-rank p-
crotHoct < 0,0001), korato CPB15+ ce cpaBusiBa ¢ CPP, ¢ menuana na [1BI1 13,1 8 CPP
rpynata u 19,1 mecenia B CPB15+ rpymnara.

[oarpynosure ananu3u Ha [1BI1 o craguii Ha 3200JIIBaHETO U CHCTOSIHHE Ha perpec ca 0000IIeHH B
Tab6mura 17. Te3n pe3ynraTi moka3BaT HEUYBCTBUTEITHOCT Ha MeTo/a Ha ananu3 Ha [1BI1, kakTo e

nokasado B Ta0iuuua 16.

Tadauua 17: PesyaraTu 3a IIBII' no craamii Ha 3a00/19BaHETO M CHCTOSIHHE HA Perpec oT

npoyuBane GOG-0218

IPangomuzupanu nauveHTy B ctaauii 11 ¢ ontumainen perpec Ha 3a6ossiBaHeTo >

Menuana I1BI1 (mecera)
Koedumument Ha puck (95% CI)*

CPP (n=219)
12,4

CPBI15 (n=204)
14,3
0,81 (0,62, 1,05)

CPBI5+ (n = 216)
17,5
0,66 (0,50, 0,86)

PanI0oMU3MpaHy MANMEHTH che cranuii 111 3a6onsaBane che cybonTumaneH perpec’

Memuana [1bI1 (Mecera)
Koeduuuent Ha puck (95% CI)*

CPP
(n=253)
10,1

CPBI5
(n = 256)
10,9
0,93 (0,77, 1,14)

CPB15+
(n =242)
13,9
0,78 (0,63, 0,96)

PannoMu3upanu nanueHTy B ctaauii IV Ha Gonectra

Menuana I1BI1 (Mecena)
Koedumuent Ha puck (95% CI)*

CPP
(n=153)
9,5

CPBI5
(n = 165)
10,4
0,90 (0,70, 1,16)

CPB15+
(n=165)
12,8
0,64 (0,49, 0,82)

' Ananus na IIBIT cropen olleHKaTa Ha u3cienoBarels, cnenuduiupan B GOG nporokona (6e3
mpoBepka 3a CA-125 mporpecus, auro 3a TUII mpean nporpecus Ha 3a001IBaHETO) ¢ KpaiftHa maTa
3a ce0upane Ha JanHuTe 25 gespyapu 2010 r.

>Cbc 0CTATHUHO 3260/9BaHE MAKPOCKOTICKH.

33,7 % ot obmara paHIOMU3HpaHa IOy Al NaueHTy ca uManu ctanuit [1IB 3a6omnsBane.

*OTHacsm1 ce 32 KOHTPOIIHATA TPYTIA.

BO17707 (ICON7)

BO17707 e muorouentposo (daza I, panmomMu3upano, KOHTPOIUPAHO, OTKPUTO KIMHUIHO
NpOYyYBaHe ¢ IBE TPYIH, CpaBHABAIIO eekTa OT JoOaBsHe Ha OeBann3yMad KbM KapOOIUIATHH TLTIOC
MAKJIUTAKCeN TP MAaleHTH CJIel OTepalys Ha eMUTEICH KapIllmHOM Ha SHYHHUIINTE, (PaJloreBUuTe
TpHOM WM hpBUYCH NiepuToHeaieH kapuuHoM FIGO cranuii | i ITA (cTenen 3 mim camo 9ucta
kneTbyHa xucronorus; n = 142) niau FIGO cragwmii 1IB - [V (Bcuuku cTeneHu U BCUIKH
xucronornynu tumnose, n = 1 386) (NCI-CTCAE v.3). B ToBa m3nuTBaHe € H3M0JI3BaHa BEpCUsTA 32

cragupane 1o FIGO ot 1988 1.

[MaupeHTHTE, KOUTO Ca MOJTyYaBaly MPeIIecTBalla Tepanus ¢ OeBann3ymMad Uiy Mpe/iecTBaa
CHCTEMHA IPOTHBOPAKOBA Tepalnus 3a KapLUHOM Ha SHYHULUTE (HAIp. XUMHOTEPAIIUs, Tepalus C
MOHOKJIOHAJTHH aHTHUTENA, Tepanusl C HHXUONTOPY Ha TUPO3WH KMHA3ATa WIIM XOPMOHAJTHA TePAaIns)
WJIM NPEAIIECTBALLO JIbYEIICYCHUE Ha KOPEMA UM Ta3a, Ca U3KIKYEHH OT IIPOYYBAHETO.

O6mo 1 528 manMeHTK ca paHIOMU3HPAHU Ha PaBHU 9aCTH KbM CIICTHUTE IBE TPYIIH:

o CP rpyna: Kap6omnarun (AUC 6) u maknurakcesn (175 mg/m2) B npoabibKeHUE Ha 6 IIUKBIIA C
MPOABIDKUTEIHOCT OT 3 CEAMUIU

o CPB7.5+ rpyna: Kapbomnarun (AUC 6) n maknurakcen (175 mg/m?2) B npoxbiikeHue Ha 6
IIUKBJIa OT 3 cemMHUIH ITfoc OeBaruzyMad (7,5 mg/kg Ha 3 ceqmuru) mo 12 mecema
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(mpunoxkeHneTo Ha OeBanu3ymMad 3armouBa B IIUKBI 2 OT XUMHOTEPANUATA, aKO JICYCHUETO €
3armoyHao A0 4 CEAMHUIIM OT OTIePANUATA, UITU B IUKBI 1, aKO JICUCHUETO € 3aMOYHAIIO MOBEYE
OT 4 CeAMMUITH CIIe]] OTIepaITusTa).

[ToBedeTo OT MarUeHTKUTE, BKIOYCHN B IPOYUYBAHETO, ca 0wy oT Osmara paca (96 %), cpeanara
BB3pacT € 57 TOAWHY B IBETE TPYIH Ha JeueHue, 25 % ot O0IHUTE BBB BCAKA TPpyIla Ha JICUSHHE ca Ha
BB3pacT 65 ronuHu uiaK rnosede u npudansutento 50 % ot manuenTtkute ca umanu ECOG PS - 1; 7 %
OT MAIeHTKNUTE BbB BCsKa rpymna Ha gedeHue ca umanu ECOG PS - 2. [loseueTo oT nmarueHTuTe ca
nmam EOC (87,7 %), ciieasano ot PPC (6,9 %) u FTC (3,7 %) nnm komOunanus ot tpute (1,7 %).
IToBeuero manmentu ca oumu FIGO cramuii 111 (n aBete 68 %), cnensanu ot FIGO cramuit IV (13 % u
14 %), FIGO craawmii IT (10 % u 11 %) u FIGO cranuii I (9 % u 7 %). BonmmuHCTBOTO NAaIlMEHTH BHB
Besika rpyna Ha neuenue (74 % u 71 %) ca umanu Ha U3X0IHO HUBO ciabo audepeHnupany (cTeneH
3) mepBUYHE TyMOpH. YecTorara Ha Beceku xuctosorndueH noarun EOC e momoOHa B rpynuTe Ha
nedenne; 69 % OT MalMeHTUTE BbB BCAKA IPYIIa Ha JICYEHUE Ca UMAJIM CEPO3EH XUCTOJIOTHYECH THIT
aJICHOKAPIIMHOM.

[IspBuuHara kpaitna Touka e I1bI1, oniernena ot u3cnenoBarens ¢ momomira Ha RECIST.

M3nuTBaneTo MocTUra MhpBUYHATA CH I1en — momoopenue Ha [1BI1. B cpaBHeHuUe ¢ marueHTuTe,
JICKYBaHH CaMO C XUMUOTEPpaIIrsi (Kap6OHJIaTI/IH u HaKHI/ITaKCCJI) KaTo IIbpBa JIMHUA Ha JICUCHUC,
MAIUeHTUTE, KOUTO ca MoJTy4aBaiu OeBaiu3ymat B 1o3a ot 7,5 mg/kg Ha 3 ceiMHuIIM B KOMOUHAIINS C
XUMHOTEPAIus U ca IPOIBIDKIIN A2 ToydaBaT OeBanuzymad a0 18 nukbia, ca mMamu
CTaTUCTHYCCKH 3HAYMMO TTogoopenne Ha I1BI1.

PesynraruTe oT TOBa poyuBaHe ca 0600mmenu B Tabnuna 18.

Tabauna 18: PesynraTu 3a epuxacHoct npu npoyuBane BO17707 (ICON7)

[Ipexussiemoct 6€3 mporpecus

Menuana na ITBIT (Mecern)* CP (n=1764) CPB7.5+ (n=764)
16,9 19,3

Koedumuent Ha puck [95% CIJ? 0,86 [0,75; 0,98] (p-ctoiinoct = 0,0185)

HectoTa Ha AEHCTBUTENEH

otrosop'

CTereH Ha TIOBIUSIBaHE CP(n =277) CPB7.5+ (n=272)

54,9 % 64,7 %
(p-croitrocT = 0,0188)

061112 IPEKUBIEMOCT
Menuana (Mecerm) CP(n =764) CPB7.5+ (n =764)
58,0 574
Koeduruent na puck [95% CI]| 0,99 [0, 85; 1, 15]

(p-croitHOoCcT = 0, 8910)

'Tpu nanmenTy ¢ u3MepuMo 3a60719BaHe HA W3XOIHO HUBO.

? Amanm3 Ha I1BI1, cropes oneHKaTa Ha M3ciIe0BaTeNs ¢ KpaitHa aTa 3a chOupane Ha qaHHuTE 30
HoeMBpH, 2010 .

3OxonuarenHuaT anaan3 Ha OI1 e HampaBeH, Korato 46,7 % OT MalMeHTUTE ca TTOYHHAIHN, ¢ KpaifHa
JaTa 3a BKJIIoYBaHe B aHanu3a 31 mapt 2013 1.

[IbpBuunusT ananu3 Ha [1BI1, copes olleHKaTa Ha U3CIEIOBATENS C KpaiiHa 1aTa 3a chOupaHe Ha
mananTe 28 gepyapu, 2010 r. mokassa HecTpaTuduImpad koeduimueHt Ha puck ot 0,79 (95 % CI:
0,68-0,91, 2¥-crpanna log-rank p-crotinoct 0,0010) ¢ menuana na I1BI1 ot 16,0 mecenia B CP rpynara
u 18,3 mecena B CPB7.5+ rpymnara.

Honrpynosure ananu3u Ha [1BI1 mo crajuii Ha 3a00JIIBaHETO M CHCTOSTHHE Ha perpec ca 0000IIeHH B
Tabnuua 19. Te3u pe3ynratu noka3BaT HEUYBCTBUTEIHOCT Ha METO/1a Ha MbpBUYHNUSA aHanu3 Ha [1BI1,
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KaKTo € nokaszaHo B Ta0Omumna 18.

Ta6auna 19: Pesysnraru 3a IIBIT' cnopex cragus Ha 3a00/IIBAHETO U CHCTOSIHMETO HA Perpec oT
KJIMHUYHO npoyusane BO17707 (ICON7)

PaHIOMU3MpaHN IAIMEHTH B cranuii 111 ¢ onTiMmaneH perpec Ha 3a6019BaHETO™

Memunana wna IIBIl (mecerm) CP CPB7.5+ (n = 383)
Koedurmuent Ha puck (95% CI) 4 (n=368) 19,3

17,7 0,89 (0,74, 1,07)
PanI0oMU3MpaHu MAIMEHTH che cranuii 111 3a6onsaBane che cybonTumaneH perpec’
Memuana Ha I1BIT (Mecerm) CP CPB7.5+
Koedwuruent Ha puck (95% (n=154) (n = 140)
CI) 4 10,1 16,9

0,67 (0,52, 0.87)

IParnoMu3upanu nanueHTy B ctaauii [V Ha Oonecrtra

Memuana ga I1BI1 (Meceri) CP CPB7.5+
Koedurmuent Ha puck (95% (n=97) (n=104)
CI) 4 10,1 13,5

0,74 (0,55, 1,01)

' Anamms ma ITBI1, criopes orieHKaTa Ha U3CIeI0BaTeNs ¢ KpaiiHa jarta 3a chonupase Ha gaHHHTE 30
HoeMBpH, 2010 T.

2C nm 6e3 ocTaThuHO 3a00IsBaHe MaKpPOCKOIICKH.

35,8% oT o0II1aTa paHJIOMHU3UPaHa TOMyJIaIys MaueHTn ca uManu craauii [11B 3abonsBane.
*OrHacs ce 32 KOHTPOJIHATA TPYIIA.

Peyuousupawy xapyunom na aiunuyume

EdukacHocTTa 1 6€30macHOCTTa Ha OeBann3yMad IpH JICUCHHE Ha PEITUANBUPAII] CTUTEIICH
KaplIWHOM Ha SIHYHHLUTE, (aJONUeBUTE TPHOH U IbPBUYCH MIEPUTOHEANICH KapLIUHOM, Ca W3CIICBAHN
B TpH npoyuBanus ¢aza I (AVF4095g, M022224 u GOG-0213) npu pa3nuvHu TOMyIaluH
TIAIIMEHTH M CXEMH Ha XUMHOTEPaIHsl.

o AVF4095¢g onensBa egukacHocTTa 1 6€30MacHOCTTa Ha OeBalu3yMad B KOMOMHAITUS C
KapOOIJIaTHH U TeMIUTAONH, TOCIeIBAHO OT OeBannu3ymMad caMOCTOATEIIHO NPH MAlUCHTH C
YyBCTBUTEJICH HA TUIATHHA PEIMVBHUPAIL CTUTEIICH KAPIUHOM Ha SHYHUIUTE, (HATONUEBUTE
TPHOM WM TbPBUYEH IEPUTOHEAIECH KapPIIMHOM.

o GOG-0213 onensiBa epukacHOCTTa M O€30macHOCTTA Ha OeBaru3ymMald B KOMOWHAIHS C
KapOOIUIATUH M MAKIUTAKCEII, IOCJICBAHO OT OeBaIM3yMad caMOCTOSTEIIHO MTPH MAIUSHTH C
YYBCTBHUTEJICH HA TUIATHHA PEIUMBUPAIL CTUTEIICH KapIUHOM Ha SHYHUIUTE, (HaTONUEBUTE
TPHOH WK MEPBUYCH TIEPUTOHEATICH KapIHHOM.

. MO22224 onensBa ehukacHOCTTa U O6€30MacHOCTTa Ha OeBanu3ymMad B KOMOWHAITHS C
TMaKJIUTaKCEJl, TOIIOTCKAaH WJIN METrUIMpaH JIUIIO30MaJICH ):[OKCOPY6I/IHI/IH IIpU MarCHTH C
TUTATHHA-PE3UCTEHTEH PEIMIUBHUPAI] CTUTEIICH KapIHHOM Ha SHYHUINTE, (HaTONMUEBUTE TPHOU
WY TbPBHYCH IEPUTOHEATICH KapIHHOM.

AVF4095¢g

BbezonacHocTTa M emkacHOCTTa Ha OeBalM3yMal MMpH JIeYeHNE Ha MAIUSHTKH C PeIUINBHPAII
enuTeNeH KapIIMHOM Ha SIMYHUINTE, (GaIONHEeBUTE TPHOH WK IbPBUYEH ITEPUTOHEATIEH KapIIHHOM,
YYBCTBHUTCJICH KbM JICUCHHUE C IJIaTUHA, KOUTO HE Ca MOJIydaBaJIM IPE€AU TOBA XUMUOTCPAIIUA 3a
penmauBHpao 3a00sBaHe WK JiedeHHne ¢ OeBaru3ymMa0, ca U3CIeIBaHU B €IHO PaHIOMHU3UPAHO,
JIBOMHOCIIATIO TUTane00-KOHTPOJIMpaHo KimHuIHO m3nuTBaHe dasa Il (AVF4095g). Knmuanaroro
U3NUTBaHe CpaBHsBa epekTa Ha N0OaBsHe Ha OeBal3yMad KbM XUMHUOTEPAIHs ¢ KapOOTUIATHH U
reMIIMTA0UH U NMPO/IbJKaBaHe Ha OeBaru3ymMal KaTo MOHOTEpAIHs JI0 IPOTPECHS ChC CAMOCTOSATEITHO
MIPUIIOKEHUE Ha KapOOIUTATHH 1 TeMIIUTA0WH.

B KIMHHYHOTO M3NUTBaHE Cca BKIIOYBAHU CaMO MAIIMEHTKH C XUCTOJOTHIHO J0Ka3aH KaplnHOM Ha
Hﬁ‘lHHHHTe, MOBPBUYCH NICPUTOHCATICH KAPIIUHOM HUJIU KAPLIUHOM Ha (l)aJ'IOHI/IGBI/ITC Tp’B6I/I,
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peuuarBHpal > 6 Mecela ciell XMMUOoTepanus Ha OCHOBaTa Ha IJIaTHHA, KOUTO HE ca MOIy4aBaiu
XUMHUOTEPAIU 32 PEUUANBUPATIOTO 3a00IIsIBaHE U HE ca MOJIyYaBajiy NpeAliecTBaIla Tepanus C
6eBanmzymad, npyru uaxuouropu Ha VEGF wnn apyru VEGF peuenrtop-npurienHu areHTH.

006110 484 manueHTKH ¢ U3MEPUMO 3a00JIsIBaHe ca paHIOMU3UPaHH B cboTHOMIEeHuE 1:1 3a

IIoJIy4JyaBaHE Ha:

. Kap6omnarun (AUC4, nen 1) u remuutadus (1 000 mg/m?2 B mau 1 1 8) 1 eTHOBpEMEHHO
ruTane0o Ha BCEKH 3 CEIMUITH B MPOIbIDKeHNe Ha 6 1 10 10 1uKbiIa, mocieBaHu oT rmiaredo
CaMOCTOATEITHO (Ha BCEKH 3 CEIMMIIH) JI0 MMPOTPECHs Ha 3a00IIBaHETO MIIM HEMTPUEMITHBA

TOKCHUYHOCT

o Kap6omnarun (AUCA4, nen 1) u remuutabun (1 000 mg/m2 B guu 1 1 8) U eJHOBPEMEHHO
oeparm3yma0 (15 mg/kg nen 1) Ha Bceku 3 ceaqMuIM B poAb/nKeHue Ha 6 u o 10 1uKbia,
nocnenBanu ot 6epanuzyMad (15 mg/kg Ha Bceku 3 ceIMHIIN) CaMOCTOSTEIHO JI0 IPOTPecHus Ha
3200JIIBAHETO WM HEMPHUEMITHBA TOKCHIHOCT

[IppBuuHaTa kpaiina Touka e I1bI1 Bb3 0OcHOBa Ha TpelieHKaTa Ha U3CJIeI0BaTeNs C IOMOIITA Ha
momudurupad RECIST 1.0. JlonbJIHUTETHUTE KpaHA TOYKH BKITIOUBAT 00CKTHUBEH OTTOBOP,
MIPOIBIDKUTEITHOCT Ha 0TroBopa, OIl u 6e3omacHocT. MI3BBpIIEeH € ChI0 M He3aBUCUM TIperiies Ha

IIbPBUYHATA KpaliHA TOUYKA.

PesynraTute oT TOBa poyuBane ca 06o0meHu B Tadmia 20.

Tab6uamua 20: PesynraTu 3a epukacHoct ot npoyuBane AVF4095g

[IpexuBsieMoCT 0€3 Mporpecus

OlLleHKa Ha U3cIeAoBaTels Ouenka Ha IRC
ITnane6o+ C/G | beBamm3ymab+ | Ilmame6o+ C/G | bemammzymat +
(n=242) C/G (n=242) (n=242) C/G (n=242)
\be3 nposepxa 3a THUII
Memuana [1BI1 (mecema) 8.4 12,4 8,6 12,3

KoedurieHT Ha prck
(95% CI)

0,524 (0,425, 0,645)

0,480 (0,377, 0,613)

[p — CTOMHOCT

<0,0001

<0,0001

C npoeepka 3a TUII

Menuana [1BI1 (Mecena) 8.4 | 12,4 8,6 | 12,3
KoeguiueHT Ha pUCK 0,484 (0,388, 0,605) 0,451 (0,351, 0,580)
(95% CI)
P — CTOMHOCT < 0,0001 < 0,0001
UectoTa Ha 0OEKTUBEH OTIOBOP
OreHKa Ha U3CIIEAOBATENS Onenka Ha [IRC
[Tnane6o + C/G (n| beBanuzymad + |Ilnane6o+ C/G (n| beanuszymab +
= 242) C/G (n=242) = 242) C/G (n =242)
%% MaIUEHTKH C 57,4% 78,5% 53,7% 74,8%
0OCKTUBEH OTTOBOP
P — CTOMHOCT < 0,0001 < 0,0001

00112 IPEKUBSIEMOCT

[Tmane6o + C/G (n = 242)

berammuzymab + C/G (n = 242)

Memuana OI1 (Mecenn)

32,9

33,6

KoedwurieHT Ha prcK
(95% CI)

0,952 (0,771, 1,176)

[p-CTOMHOCT

0,6479

TTonrpynosute ananu3u Ha [1BI1 B 3aBUCHMOCT OT pelIMAMBUPAHETO CJIEe]l TTOCeHaTa Tepamnus ¢
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IaTvHa ca 00o6menu B Tabmuma 21.

Tao6auna 21: Hpe)l(I/IBHeMOCT 0e3 mporpecus Crmope BpeMeTo oT mocjeaHaTra repamnus ¢
IVIATUHA 10 peUITUBUPAHETO

O11eHKa Ha U3CIIEI0BATEIIS

IBpeme oT mocieaHaTa Tepamnus ¢ [Mnane6o + C/G (n = 242) Bepanuzymab + C/G (n = 242)
MUIATHHA JI0 PEUUAUBUPAHETO

6 — 12 mecena (n=202)

Memana 8,0 | 11,9

Koedwuruent Ha puck (95% CI) 0,41 (0,29 - 0,58)

> 12 mecena (n=282)

Meanana 9,7 | 12,4

Koedwuruent Ha puck (95% CI) 0,55 (0,41 - 0,73)

GOG-0213

GOG-0213 e pangoMu3upaHo, KOHTPOJIUPAHO, OTKPUTO KIMHUYHO u3nuTBane dasa I, koeto
u3cieBa 0e30macHocTTa ¥ epukacHOCTTa Ha OeBaru3ymal Iy JICUCHHE Ha ITAIUEHTH C
PELUANBUPAIL SUTEICH KApIHHOM Ha SIHYHUAIIUTE, (aJOMUEeBUTE TPHOU WIIN ITEPBHYCH
MIEPUTOHEATICH KapPI[MHOM, YYBCTBUTEJICH KbM JICUCHHE C TUIATHHA, KOUTO HE Ca IMOoJIyJYaBaiy Ipeau
TOBa XUMHOTEPAITUs 33 pelUANBHUpAIo 3abosBane. [IpeauiHa aHTHAHTUOTEHHA Teparus He €
u3KIrouBal kpurepuit. [IpoyuBaneTo oneHsiBa epekTa Ha J0OaBsIHE Ha OeBaIU3yMad KbM
KapOOIIaThH + MaKIUTaKCeN U MPOALIDKABAHETO Ha OeBalu3yMad caMOCTOSTEIHO JI0 TPOTrpecus Ha
3a00JIIBAHETO WJIM HEIPUEMIIMBA TOKCUYHOCT, B CPABHEHHE ChC CAMOCTOSTSIIHOTO MPUIIOKECHUE HA
KapOOIUIATHH + MAKIUTAKCEL.

O06m10 673 mManKUeHTy ca paHAOMHU3UPAHH B €JHAKBO CHOTHOIIICHNE KbM CIICTHUTE IBE TPYITH Ha
JIEYEHUE:

. CP rpyna: Kap6onnatun (AUCS) u nakmuraxcen (175 mg/m*MHTpaBeHO3HO) HA BCEKHU
3 ceaqMuIM B NIPOABIDKEHUE HA 6 U 0 § LIUKbIA.
. CPB rpymna: Kap6onnatun (AUCS) u makmmTakcen (175 mg/m? HHTpaBeHO3HO) 1

enHOBpeMeHHO OeBan3yMad (15 mg/kg) Ha Bcekn 3 ceqMUIIN B TPOABIDKCHUE HA 6 U JI0
8 uKbIIa, mocieasaHo ot 6eanuszymad (15 mg/kg Ha Bceku 3 ceIMHIIN) CaMOCTOSTEITHO 10
nporpecus Ha 3a00JIIBAHETO WM HETPUEMIINBA TOKCHYHOCT.

IToBeuero manuentu B CP rpymara (80,4 %) u CPB rpynara (78,9 %) ca ot 6smarta paca. Meamanara
Ha Bb3pactTa € 60,0 rogunu B CP rpynara u 59,0 ronuau B CPB rpynara. [lo-romsimara gact ot
naruerTute (CP: 64,6 %; CPB: 68,8 %) ca BB Bp3pacToBaTa Kareropus < 65 rogunu. [Ipu
M3XO0/IHOTO HHUBO MOBEYETO MAIMEHTH B JABeTe rpynu Ha edenne nmaxa GOG PS ot 0 (CP: 82,4%:
CPB; 80,7%) nnu 1 (CP: 16,7%: CPB; 18,1%). ®yukunonanex craryc 2 no GOG Ha U3X0IHO HUBO €
cpobuien npu 0,9 % ot nauuenture B CP rpynata u 1,2 % ot nanuenture 8 CPB rpynara.

[IbpBuuHaTa KpaiiHa Touka 3a epukacHocT ¢ OIl. OcHOBHATa BTOpHYHA KpaliHa TOYKa 332 €PUKACHOCT
e IIBII. Pesynrarute ca npencraBenn B Tabmuma 22.
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Ta6auna 22: Pesynratn 3a epukacuoct’? ot npoyusane GOG-0213

IIbpBUYHA KpaliHA TOYKA

Q6ma npe;knpsemoct (OI1) CP CPB (n=337)
(n=336)

Memuana OI1 (mecern) 37,3 42,6

Koedunuent Ha puck (95% CI) (eCRF)? 0,823 (CI: 0,680, 0,996)

[P-CTOMHOCT 0,0447

Koedumuent Ha puck (95% CI) (bopmymsap 3a 0,838 (CI: 0,693, 1,014)

eructpamus)’

[P-CTOMHOCT 0,0683

Bropu4Ha KpaliHa TOYKa

[pexussemoct 0e3 nporpecust (ITBII) CpP CPB (n=337)
(n=336)

Memuana [1bI1 (Meceria) 10,2 13,8

Koeguriuent Ha puck (95% CI) 0,613 (CI: 0,521, 0,721)

[P-CTOMHOCT <0,0001

'Oxonuatenen anamus. “TyMopHHUTE OLIEHKH H OLEHKUTE HA OTTOBOPA Ca OMPE/IEIEHH OT
n3cnenoBatenute ¢ momoinra Ha GOG kputepunre Ha RECIST (IIpepaboTeHo phKOBOJICTBO Ha
RECIST (Bepcus 1.1). Eur J Cancer. 2009;45:228Y247).

"KoeHIUEeHTHT Ha PUCK € H3UUCIICH OT MPOMOPLUUOHAIHN MOJIeNn Ha pucka o Cox,
cTpatu(UIMPaHy 110 MPOABIKUTEIHOCT Ha HHTEpBaia 0e3 JiedeHHe C IUIaTHHA IIPEIU BKJIIOYBAHETO
B ToBa nipoyuBane, cropen eCRF (erekTpornHa KIMHIYHA KapTa) B CTATyC 10 OTHOIIICHUE Ha
BTOpHYHA XHpYypruuHa nutopenykuus Ja/He ([la= panmoMusupanu qa NpeThpIsIT HUTOPETYKIHS
WM paHIOMU3HUPAHU J1a HE IPEThPIAT UUTOpeRyKuus; He= He e KaHAWAAT WM HE JlaBa ChIVIacHE 3a
[OJUIaraHe Ha IUTOPEIYKIHs).

°cTpaTH(UIMpPaHy MO TPOILIKUTETHOCT HA HHTEpBana 6e3 ieueHne NpeIu BKII0YBAHETO B TOBA
MpOyYBaHe ChIIaCHO POPMYJISIpa 32 PETUCTPALIUS U CTAaTyca M0 OTHOIIEHUE Ha BTOPHUYHA
xupyprudHa nuropeaykuus Jla/He.

KIMHUYHOTO U3MUTBaHE € TIOCTUTHAJIO CBOSTa OCHOBHA Iien 3a moaoopssane Ha OIl. Jleuenuero ¢
oeamm3yMa0 ¢ 1o3a 15 mg/kg Ha Bceku 3 cemMuIy B KOMOWHAIUS ¢ XUMUOTepanwst (KapOoTaTHH 1
MaKJIMTaKCe ) B MPOAb/UKEHHE Ha 6 M 710 8 UKBIIa, IOCIeIBaHO OT OeBaru3ymal 10 Iporpecus Ha
3a00JIIBAHETO WJIM HEMPUEMITMBA TOKCUYHOCT NpU AaHHH, nony4enu ot eCRF, Boau 10 KIMHUYHO
3HAYUMO U CTATUCTHYECKU 3HAYMMO 1mog00penue B OIl, B cpaBHEHUE C JICUCHUETO ¢ KApOOTUTATHH U
MMaKJIMTaKCEl CAMOCTOSTEIHO.

MO22224

[IpoyuBanero M022224 onensBa epukacHOCTTa 1 Oe30MacHOCTTa Ha OeBalM3yMad B KOMOMHALHSA C
XMMHOTEpANus IPH PE3NCTEHTEH Ha IUTATHHA PELUINBHUPALLl eTUTEICH KapIIMHOM Ha SHYHHULNTE,
(anonueBuTe TPHOU UM IBPBUYEH NIEPUTOHEANICH KapiHHOM. ToBa Mpoy4BaHe € MIaHUpaHO KaTo
OTBOpPEHO, pangomusupano ¢asza I ¢ aBe rpymnu 3a oneHka Ha OeBanM3yMad IUTIOC XUMHOTEPANHs
(CT+BV) cupsmo xumuotepanus camoctosatenHo (CT).

O6m10 361 manyeHTH ca BKIIOYCHN B TOBA M3MUTBAHE M Ca MOIYYHITH XUMHUOTEpaIus (TaKInTaKcell,
TOIOTEKaH, WX MEeTHINpaH JIUMo30MeH gokcopyouut (PLD)) camocTosTenHo wim B KoMOMHaLUS C
OeBaru3ymMao:

. CT rpyna (XuMHOTepanus CaMOCTOSTEHO):
. Maxmurakcen 80 mg/m” kato 1-uacoBa i.v. uHpy3us B 1uum 1, 8, 15, 1 22 Ha BceKu 4 CeIMUITA.
o Tonotekan 4 mg/m? karo 30-MuHyTHA i.v. uH(Y3us B auu 1, 8, u 15 Ha Bcekn

4 cenvuIi. ANTepHATUBHO MOKE [a ce MPUJIOKH 1032 oT 1,25 mg/m* B mpoabmkenue Ha 30
MUHYTH B IHU 1—5 Ha BCEKU 3 CEIMHUIIHU.

o PLD 40 mg/m? kato i.v. uH}y3us che ckopocT 1 mg/min camo B feH | Ha Bceku 4 ceIMULIHM.
Crnen nuksi 1, 1eKapcTBOTO MOJXKE J1a ce mpujiara kato 1-yacosa uHQy3us.
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o CT+BYV rpyna (xumuotepanus mioc 6eBaru3zymad):

. W30panara xumuoTepamnus € KomOuHupaHa ¢ oepannzymad 10 mg/kg i.v. Ha BCeKH 2 ceAMUIH
(umu 6eBanm3zymad 15 mg/kg Ha Bcekn 3 ceqMuIIM, aKo ce M3M0JI3Ba B KOMOMHALIUS C
TomoTekaH 1,25 mg/m2 B IHU 1—5 Ha BCEKH 3 CEAMMUIIH).

[NonxoasmuTe 3a BKIIOYBAHE NALMEHTH Ca IMAaJIH EUTENICH KapIMHOM Ha SITYHULIUTE, (PalOUEeBUTE
TPBOU WITH TEPBUYEH MIEPUTOHEANICH KapIIMHOM, KOHTO € Mporpecupall B paMKUTE Ha < 6 Mecela OT
MIpeIIecTBalla Tepanus ¢ IIATHHA, ChCTOSIIA Ce OT Hal-MaJko 4 IMKbBJIa Ha TEPaIns C IJIaTHHA.
[NanmenTkuTE TPsIOBA 1a Ca MAITK OYaKBaHa MPOABDKUTEITHOCT Ha )KHUBOT OT > 12 ceMUIIN U J]a HEe
ca MOJTy4aBalii MPEJIN TOBA JTbUeTepanws Ha Ta3a u kopema. [loBeuero nanuentku ca 6mm ¢ FIGO
craawii [IIC nnmm cramuii IV. [ToBeueTo oT OonauTe B 1BeTe Tpynu ca uManu ECOG ¢yHknmonaneH
cratyc (PS) 0 (CT: 56,4 % cpemry CT + BV: 61,2 %). IIponiearst Ha maruenTkute ¢ ECOG PS ot 1
wm > 2 e 38,7 % u 5,0 % B rpynara ¢ CT u 29,8 % u 9,0 % B rpyna CT + BV. ma unpopmanus 3a
pacoBara npuHaIEKHOCT Ha 29,3 % OT malneHTKuTe, KaTo TIOYTH BCUYKH OOJTHH ca OwiH oT OsimaTa
paca. MenuaHarta Ha Bbh3pacTTa Ha nanueHtkure e 61,0 (rpanuma: 25—84) roguau. O6mo 16
narueHTku (4,4 %) ca Ha Bb3pact > 75 roaunu. OO0I1aTa 4ecToTa Ha MPEyCTaHOBSBaHE TOPaIn
Hexxenanu croutus e 8,8 % B rpymnata ¢ CT u 43,6 % B rpynara ¢ CT + BV (npenumuo nopaau
HEXeTaHu CHOUTHS CTeTeH 2-3), a MeAraHaTa Ha BpeMeTo J0 TipeycTraHoBsBane B rpynaTta ¢ CT + BV
e 5,2 mecerna B cpaBHeHue ¢ 2,4 mecena B rpynara ¢ CT. HectoraTa Ha mpeycTaHOBSIBAaHE MTOPATH
HEeXXENaHU ChOUTHS B IOATpYyNaTa MaieHTKy Ha Bb3pacT > 65 rogunu e 8,8 % B rpynara ¢ CT u 50,0
% B rpynata c CT + BV. HR 3aIlbIl e 0,47 (95 % CI: 0,35, 0,62) n 0,45 (95 % CI: 0,31, 0,67) B
noarpynure < 65 u > 65 ChOTBETHO.

[IppBuuHarta kpaiina Touka e [1BI1, ¢ BTopuyHM KpaliHH TOUYKH, BKIIOYBAILM CTEIIEH Ha 0OEKTUBHO
nosiusBane 1 OIl. Pesynrarure ca npencraBenn B Tabnmma 23.

Tab6umuna 23: PesynraTu 3a epukxacHoct ot u3nurpane M022224

IIspBHYHA KpaliHa TOYKa

[pexwussieMocT 0e3 mporpecus™

CT (n=182) CT+BV (n=179)
Memuana (Mecerm) 34 6,7
Koedumuent Ha puck (95% CI) 0,379 (0,296, 0,485)
-CTOMHOCT < 0,0001

Bropuuuu kpaliHu TOYKHA

CrerneH Ha 0OEKTUBHO MOBIMSBaHe* *

CT CT+BV (n = 142)
(n=144)
% TaIMeHTH ¢ 00EKTUBHO MOBJIVSIBAHE 18 (12,5 %) 40 (28,2 %)
— CTOMHOCT 0,0007
O0u1a npekMBsEMOCT (OKOHYATENIEH aHau3)***
CT CT+BV (n=179)
(n=182)
Memuana OIT (mecerm) 13,3 16,6
Koeduruent Ha puck (95% CI) 0,870 (0,678, 1,116)
-CTOMHOCT 0,2711

Benuky ananmsm, mpecTaBeH: B Ta3u TalJwIa, ca CTpaTUQUIHPAHH aHAIH3H.

* [IspBUYHUAT aHAIM3 € U3BBPILICH ¢ KpalHa J1aTa 3a choupane Ha qaHauTe 14 HoemBpu 2011 T.
**PaHmOMU3UpaHH MAIMEHTH C U3MEPUMO 3a00JIIBaHe Ha U3XOHO HHUBO.

***OxonuareaHusaT ananu3 Ha Ol e m3BbpIIeH Mpu HAOII01aBaHEeTO Ha 266 CMBPTHH CIydau, KOETO
npeacrasisBa 73,7 % OT BKIIOYCHUTE MAIIHCHTH.

WznuTBaHeTo mocTHra mhpBUYHATA cH 1ie — mogoOpenue Ha [1BI1. B cpaBHeHue ¢ marpieHTuTe ¢
PELMIMBUPAIL, PE3UCTCHTEH Ha IJIaTUHA KapIUHOM, JEKYBaHU C XUMHOTEpaIus (MMaKInTaKcel,
tonorekaH uinu PLD) camocTosiTenHo, HalMeHTuTe, KOUTO ca mojy4yaBaiu Oesann3zymad B go3a 10
mg/kg Ha Bceku 2 cenmuiy (v 15 mg/kg Ha Bcekn 3 ceiMHIIN, aKO € M3MO0JI3BaH B KOMOWHAIIHS C
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1,25 mg/rn2 TOMOTEKAH B THU 1—5 Ha BCeKH 3 CeMUIIN) B KOMOUHAIUS C XUMHOTEPAITUS H
MPOABIDKABAT Ja MolTydaBaT OeBanu3zymal 10 mporpecus Ha 3a00JSIBAHETO HITH HETIPHEMITUBA
TOKCUYHOCT, Ca UMAJIM CTAaTUCTUIECKH 3HaunMo nogoopenne Ha [1BI1. ExcrutoparopauTe aHamm3u Ha
[BIT u OIT cnopen xuMuoTepaneBTUYHATA KOXOpTa (MakauTakcel, Tonotekad u PLD) ca 0606mienu B
Tao0mnuma 24.

Tabéanua 24: Excniiopatopau anaausu Ha I1BII u OII cniopen xuMHuoTepaneBTHYHATA KOXOPTa

CT | CT+BV
Iakaurakces n=115
Memmana I1BI1 (Meceua) 3,9 | 92
Koedwuruent Ha puck (95% CI) 0,4710,31, 0,72]
Mennana OII (mecenn) 13,2 | 224
Koedwumuent na puck (95% CI) 0,64 10,41, 0,99]
Tonorekan n=120
Mennana I1BIT (Mecera) 2,1 | 6,2
Koedwumment Ha puck (95% CI) 0,28 [0,18, 0,44]
Memuana OI1 (Mecern) 13,3 | 13,8
Koedwuruent Ha puck (95% CI) 1,07 10,70, 1,63]
PLD n=126
Mennana I1BIT (Mecera) 3,5 | 5,1
Koedwumment Ha puck (95% CI) 0,53 10,36, 0,77]
Mexauana OI (Mecertn) 14,1 | 13,7
Koedumment Ha puck (95% CI) 0,91 10,61, 1,35]

Pax na mamounama wiuiixa

GOG-0240

EdwukacHoctTa 1 6e30macHoCTTa Ha OeBan3ymMad B KOMOWHAIHMS ¢ XUMUOTEpanus (TaKINTaKCeNl U
LUCIUTATHH, WK MAKJIUTaKCeI M TOMOTEKAH) ITPH JICUECHUE Ha HMAIlMEHTH C IEPCUCTUPAIII,
peuMIuBUpAIl WIN MeTacTa3upal KapIimHOM Ha MaTOYHATA ITHiTKa € orleHeHa B npoyuBane GOG-
0240, panmoMu3upaHo, OTKPUTO, MHOTOIICHTPOBO KIIMHUYHO u3nuTBane ¢a3za l1l ¢ yvetupu pamena.

006110 452 manueHTy ca paHIOMU3HPAHH Ja MOIydaBaT €IHa OT CIICTHUTE CXEMHU:

. Makurakcen 135 mg/m® unTpaBeHo3HO 3a 24 yaca Ha Jlen 1 u rucnnatus 50 mg/m?
nHTpaBeHo3HO Ha Jlen 2 mpe3 3 ceqmunu (q3w); wim
Maxmurakcen 175 mg/m” maTpaBeHo3Ho 3a 3 yaca Ha Jlen | n npcnmatua 50 mg/m?
uHTpaBeHo3HO Ha [len 2 (q3w); mim
Makmutakcen 175 mg/m? uATpaBeHo3Ho 3a 3 yaca Ha Jlen | u nmucriatua 50 mg/m?
nHTpaBeHo3HO Ha JleH 1 (q3w)

o Maknmurakcen 135 mg/m” unTpaBeHosHo 3a 24 yaca Ha Jlen 1 u nucnmatus 50 mg/m?
MHTpaBeHo3HO Ha JleH 2 mumoc 6eBanmsymad 15 mg/kg untpasenosno Ha [en 2 (q3w); uin
Makmutakcen 175 mg/m* uuTpaBeHosHo 3a 3 yaca Ha Jlen 1 u mucmiatun 50 mg/m?
MHTpaBeHO3HO Ha [leH 2 miroc OeBaru3ymad 15 mg/kg unrpareHosno Ha Jlen 2 (q3w); wiu
Maknurakcen 175 mg/m? uatpaBenosHo 3a 3 yaca Ha Jlen 1 u mucniarus 50 mg/m?
nHTpaBeHo3HO Ha JleH 1 mumtoc 6eBanm3ymad 15 mg/kg naTpaBeno3Ho Ha [en 1 (q3w)

. Maxmurakcen 175 mg/m? naTpaBeHo3HO 3a 3 yaca Ha Jlen 1 n Tonorekas 0,75 mg/m?
MHTpaBeHO3HO 3a 30 MunyTH Ha 1HU 1-3 (q3W)

o Maknurakcen 175 mg/m* unTpaBeHo3Ho 3a 3 yaca Ha Jlen 1 u Tomotekan 0,75 mg/m? i.v. 3a 30
MUHYTH Ha 1A 1-3 rroc 0eBanm3ymabd 15 mg/kg i.v. Ha Jlen 1 (q3w)

HOI[XOI[HH.[I/ITG 3a BKJIFOUBAHC IMAMUCHTHU Ca UMAJIM NEPCUCTUPAlll, pCHUANBUPAI] WJIN ME€TaCTa3zupall
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CKBaMO3HOKJIEThYEH KapLIMHOM, aJIeHOCKBaMO3€H KapLIMHOM MJIM aJeHOKapIIMHOM Ha MaTO4YHAaTa
MK, KOUTO HE Ca Ce MOBIMUIM OT XUPYPTUYHO JEUSHUE U/WIH JIbUeTepanus, 1 KOUTO He ca
MoJTy4yaBaly IpeecTBala Tepanus ¢ 6esanuzymad wiun apyru VEGF unxuburopu, uiau cpescTsa ¢
muiieHa VEGF-penenropa.

MenunanaTa Ha Bb3pactra ¢ 46,0 roguam (rpanuiy: 20—83) B rpymara camo Ha XumuoTtepamnus u 48,0
ronuuu (Tpanuiy: 22—85) B rpymnara Ha XuMHOTepanus + 6eBaruzymad; kato 9,3 % OoT marueHTuTe B
rpynara camo Ha XuMHOTepanus u 7,5 % OT NaliMeHTUTe B TpyIaTa Ha XUMUOTepanus + OeBaru3ymad
ca Ha Bb3pacT HaJ 65 roJuHMU.

Ot 452 nanueHTH, paHJOMU3UPAHU Ha U3XOHO HHUBO, IO-TroJiiMaTa 4acT ca oT Osutara paca (80,0 % B
rpynara camo Ha Xumuotepamnus u 75,3 % B rpynara Ha XuMuoTepanus + 6eBanuzymad), uMat
CKBaMO3HOKJIEThUEH KapuuHoM (67,1 % B rpymara camo Ha XxuMmuoTepanus u 69,6 % B rpymara Ha
XUMHOTepanus + oeBaru3ymal), UMaT nepCcUucTUpaIio/penuauBupanio 3adomssane (83,6 % B rpymnara
caMo Ha xumuoTepanus 1 82,8 % B rpynaTta Ha XUMHUOTeparus + OeBannzymMald), UIMaT MeTacTa3u Ha
1-2 mecra (72,0 % B rpymara camo Ha XUMHOTepanus u 76,2 % B rpymnara Ha XUMHOTEpaIus +
OeBaruzymal), Mar 3acsirane Ha uMm$HaUTE BH31H (50,2 % B Tpymnara camo Ha XuMHuOTepanws u 56,4
% B rpymnaTa Ha XUMUOTepanus + Oesanu3ymal) U UMaT HHTEpBaJ Oe3 JieueHue ¢ IaTHHA > 6 Mecena
(72,5 % B rpynara camo Ha xuMuoTtepanus u 64,4 % B rpynarta Ha XuMuoTepanus + OeBanuzymao).

[IbpBUuHaTa KpaiiHa Touka 3a edukacHocT € OIl. BropuunnTe KpaiftHu TOUKH 32 €PUKACHOCT
BkitouBat [IBI] u crenen Ha 0OEKTHBHO MOBNIUSIBaHE. Pe3ynraTure OT MbpPBUYHUS aHANIN3 U
[IpOCIIeASBaIlNS aHAIN3 Ca IIPEACTaBEHH CIIOpe]l ICYUEHHETO ¢ OeBann3ymMad U CIIOpes JIEICHUETO B
HM3MMTBAHETO, ChOTBETHO B Tabimia 25 u Tabaumna 26.

Tadauua 25: Pesyaratu 3a epuxacnoct ot udnureane GOG-0240 cnopes jiedeHnero ¢
O0eBanu3ymao

XumuoTeparnus (n = 225) Xumuorepanws +
OeBanm3yMad
(n=227)

IIbpBHYHA KpaiiHA TOYKA

O6ma npesxxussieMoct — [IbpBuven anaausz®

Menuana (Mecenu)' 12,9 | 16,8

Koeduruent Ha puck [95% CI]| 0,74 10,58, 0,94]
(p-croiiHoct’ = 0,0132)

O6ma npexussiemoct — IIpocaensiBanyg

anaaus’

Menuana (MeceuI/I)1 13,3 16,8

Koeduruent Ha puck [95% CI]| 0,76 [0,62, 0,94]

(p-croitroct>® = 0,0126)

Bropu4Hu KpailHH TOYKH

IpexuBsemoct 6e3 nporpecust — [Ibpsuuen ananusz®

Menuauna ua [1BI1 (MeceuI/I)1 6,0 | 8,3

Koedwumment Ha puck [95% CI] 0,66 [0,54, 0,81]
(p-croiinoct’ <0,0001)

Haii-106po 0010 nopausisane — [Ibpeuyen ananus’

Pecnionzepu (CTeneH Ha NoBIUsBaHe’) 76 (33,8 %) 103 (45,4 %)
95% CI 3a CTeeHH Ha [OBJIHSIBAHE’ [27,6 %, 40,4 %] [38,8 %, 52,1 %]
IPazirika B CTEIICHHUTE HA MOBJIMSIBAHE 11,60 %
95% CI 3a pa3nukaTa B CTEIICHUTE Ha [2,4 %, 20,8 %]
noBiMsBaHE

-CTOMHOCT (XH-KBapaT TecT) 0,0117

'Ouenku no Kaplan-Meier
TlaruedTy u MIPOIEHT Ha MalMeHTHTE C Hail-moOpo o610 nmoBnusBane ¢ moTebpAeH CR wimm PR
MIPOIICHT, U3YKCIICH 110 OTHOIICHUE Ha MAIUEHTUTE C U3MEPUMO 3a00JIIBaHE HA U3XOIHO HUBO 395%,
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CI 3a enna GuHOMHUHANHA IPO6a ¢ M3MOI3BaHe Ha MeTofa Ha Pearson-Clopper ‘IIpubmusutenen 95%
CI 3a paznukaTa OT IBe CTOWHOCTH C M3MOI3BaHe Ha MeToa Ha Hauck- Anderson

>JlorapuT™MHYHO TIpe0Opas3yBaH PaHKOB TeCT (CTPATHHUIUPaH)
[ILpBUYHMAT aHAIN3 € U3BBPIIEH P KpaiiHa 1aTa 3a chOupaHe Ha jaHHuTe 12 nekemspu 2012 1. u
Ce CUYMTA 3a OKOHYATEJICH aHAIIN3
"TIpocensBaIMAT aHAIIM3 € H3BBPIICH C KpaiiHa JaTa 3a ch0upane Ha qanauTe 07 MapT 2014 T.
¥p-cToiHOCTTa € MoKa3aHa caMo ¢ ONucaTesHa el

Tabauna 26: Pe3yaraTu 3a o6ma npe:xknsieMoct oT npoyuBane GOG-0240 ciopen J1e4eHHeTO B

H3NUTBAHETO
CpasusBane |/Jlpyr dakrop | Obma npexussiemoct — [IspBudeH O01ma nMpexuBIeMOoCT —
Ha JICYEHNETO aHamm3' IIpocensBar aHaTH3>
Koedumment Ha puck (95 % CI) Koedunment na puck (95 % CI)
beBaruzymad | L{ucrmarua+ 0,72 (0,51, 1,02) 0,75 (0,55, 1,01)
crpsiMo 0e3 naxmurakcen | (17,5 copsimo 14,3 mecena; p = (17,5 cpsimo 15,0 mecena; p =
OeBaru3ymMab 0,0609) 0,0584)
Tomorexan+ 0,76 (0,55, 1,06) 0,79 (0,59, 1,07)
naxurakcen | (14,9 copsimo 11,9 mecena; p = (16,2 cipsimo 12,0 mecena; p =
0,1061) 0,1342)
Tomotekan+ |beBannzymab 1,15 (0,82, 1,61) 1,15 (0,85, 1,56)
MaKJINTaKCeT (14,9 cnpsimo 17,5 mecena; p = (16,2 cipsimo 17,5 mecena; p =
CIIPSIMO 0,4146) 0,3769)
LMCIUIATUH + bes 1,13 (0,81, 1,57) 1,08 (0,80, 1,45)
[TAKIUTAaKCeN  |Geparuzymad| (11,9 cipsmo 14,3 mecerna; p = (12,0 cipsimo 15,0 mecema; p =
0,4825) 0,6267)

TIspBUYHEAT aHANN3 € N3BBPIIEH IPH KpaifHa 1aTa 3a choupane Ha naHEuTe 12 nexemspu 2012 1. u
Ce CYMTA 3a OKOHYATEJICH aHAJIN3
*[IpocneAsSBAIMAT aHAJIN3 € U3BBPILIEH NP KpaiiHa 1aTa 3a chOupane Ha janaute 07 mapt 2014 1.;
BCHUYKH P-CTOMHOCTH ca MOKa3aHU caMo C ONMCATENHA 1IeN

He()uampulma nonyaauu:

EBporefickaTa areHmus 1o JekapcTBaTa 0CBOO0XKIaBa OT 3aAbDKCHUETO 3a IPEJOCTaBsIHE Ha
pe3yNTaTuTe OT MPOYUYBAHUATA C pehepeHTHHUS JIEKapCTBEH MPOIYKT, ChIBPIKAI OeBarn3ymMal, BbB
BCHYKH IMOATPYITH HA TIeANAaTPUYHATA TOITYJIalns 32 0OJJOOPEHNTE MOKAa3aHNs IIPH PaK Ha I'bpAara,
aJICHOKapIIMHOM Ha JIe0eJI0TO YepBO U PEKTyMa, KapIIMHOM Ha Oenute ApoOoBe (IpeOHOKICThUCH U
HeIPEOHOKIIETHYCH KapIIMHOM ), KapIIMHOM Ha ObOpeka u ObOpEeYHOTO JereHue (C U3KII0UeHUE Ha
HeBpoOIacToM, HehpobIacToMaro3a, CBETIOKICTHUCH CapKoM, Me3001acTeH Hehpom, OLOpedeH
MeayJapeH KapIuHOM U paboneH TyMop Ha 0b0peKa), KaplMHOM Ha SIIUHUIUTE (C M3KIII0OUYeHHE Ha
pabIoMHOCapKOM M TePMUHATHBHOKIETHYHH TYMOPH ), KAPIIMHOM Ha (aTIONUEBUTE TPHOU (C
M3KIII0YEHNE Ha Pa0IOMHUOCAPKOM U TEPMUHATUBHOKIETHYHU TYMOPH), IEPUTOHEATICH KAPIIHOM (C
M3KITIOYEHNe Ha OJTaCTOM M CapKOM) M KapIMHOM Ha IMHKaTa Ha MaTKaTa, 1 KapIMHOM Ha MaTKaTa.

Bucoxocmenenen anuom
He e HabiroaBana aHTUTYMOpHA aKTHBHOCT B JIBE ITO-PAaHHU NMpoy4BaHHs mpu o61o 30 aemna Ha
BB3PAcCT > 3 TOAMHU C PELUJANBUPAIIL WIN IPOTPECUBEH BUCOKOCTEIICHEH TIIUOM, JICKYBaHH C
6eBanu3ymab u upunotekan (CPT-11). Hama noctarsuno nHpoOpMaus, 3a 1a ce onpeaeau
Oe3omacHoCTTa M ehuKacHOCTTa Ha OeBal3yMad NpH Jela ¢ HOBOJMArHOCTHIIMPAH BUCOKOCTEIICHEH

TJIMOM.

° B enno xnuamuHO npoyuBane ¢ eaHa rpymna (PBTC-022), 18 gena ¢ permanBupai win
MPOTPECUBEH BUCOKOCTEINIEHEH TITMOM U3BHH BapOJIMEBUS MOCT (BKIFOUUTEIHO 8 C TIIM001acToOM
[C30 crenen 1V], 9 ¢ anannactuyen actporuTom [creneH I u 1 ¢ anamactuyen
omuronieniporiuoM [crened I11]) ca nekyBanu ¢ 6eBanmzymab (10 mg/kg) npes nBe ceaMuIy u
cien ToBa ¢ OeBanu3ymad B komOuHanwmst ¢ CPT-11 (125-350 mg/m?) BeaHbX HA JBE CEIMUIIH
no mporpecusi. Hama o0ekTHBeH (YaCTHYCH I IThJIEH) paTruoIOTHYEH OTTOBOp (KPUTEpUH Ha
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Macdonald). TOKCHYHOCTTa 1 HEKENaHUTE PEAKLMH BKIIIOUBAT apTepHaIHa XUIIEPTOHUS U
yMopa, kakTo 1 ucxemus Ha LIHC ¢ ocTbp HeBposoruyeH aeuiur.

o B perpocrniektuBHa cepusi B €qHO Jie4yeOHO 3aBejeHue, 12 mocaenoBaTeTHO MOCTBIMIN JIela
(2005 . mo 2008 r.), ¢ peunAMBHpPAL] WIH MPOTPECHBEH BUCOKocTeneHeH rauoM (3 cec C30
crenien 1V, 9 cwe crenen 1) ca nexyBanu ¢ 6eBannzyma6 (10 mg/kg) u npunorekas (125 mg/m?)
mpe3 2 cenmunu. HsimMa TBIHA OTTOBOpH, KaTo WMa 2 YAaCTHYHH OTroBopa (KpUTEpHH Ha
Macdonald).

B enno panmommsupano npoyuBane ¢asza II (BO25041) o6mio 121 manueHTH Ha BB3pacT > 3 TOOUHU
10 < 18 roJiMHU ¢ HOBOJIMATHOCTHUIIMPAH CyNpaTeHTOPHAICH W HHPpaTeHTOpHAJICH TiepedenapeH
WK IeAyHKyJapeH BucokocreneneH rimoM (high-grade glioma, HGG) ca nekyBaHu mocTonepaTuBHO
¢ mpuerepanus (JIT) u agroBanTen Temosonomu (T) cbe minm 6e3 6eBannzymad: 10 mg/kg npes 2
CEIMHITH MHTPABEHO3HO.

IIpoy4BaHeTo HEe MOCTHUra 'bPBUYHATA CH KpaifHa TOYKa 3a IOKa3BaHE Ha 3HAYMMO [10JI00pEeHHEe Ha
npexuBsieMocTTa 6e3 crouTHs (I1IBC) (onenka Ha LleHTpanHaTa KOMHCHS 3a TIperie Ha
pentrenorpadckure ganau (Central Radiology Review Committee, CRRC)) cien nobassine Ha
oeBarm3ymab kpM pamoto ¢ JIT/T B cpaBHenue ¢ pamoto camo ¢ JIT/T (HR = 1,44; 95% CI: 0,90,
2,30). Te3u pe3ynTaTd CbOTBETCTBAT Ha PE3YITATHTE OT PA3IUYHH aHATN3W Ha YyBCTBUTEITHOCTTA U
Ha ChOTBETHHTE KIMHUYHM MOATpyNH. PesynraTure or Bcnuku BToprdHU KpaiHu Touku (I1BC,
oueHena ot uzcnenosarensd, 1 OCII u OIT) He moka3Bat nMoJOOpeHHE, CBBP3aHO ¢ T100aBSIHETO HA
6eBanu3ymabd kM pamoto ¢ JIT/T B cpaBHeHue ¢ pamoTo camo c JIT/T.

JobaesHeTo Ha O6eBanu3ymad kbM JIT/T He moka3Ba KIMHWYHA 110132 B ipoyuBane BO25041 mpu 60
NanKueHTH — Aela, MOJXOIAIIN 32 OLEHKA, C HOBOAWATHOCTUIMPAH CYNPAaTeHTOPHAJICH HITH
nH(paTeHTOpHAaJIeH iepedenapeH nin neayHKyaapeH BucokocteneneH rimoM (HGG) (Bxk. Touka 4.2
3a nH(OpPMAIIH OTHOCHO yIoTpeda B MeANATPHITA).

Capkom Ha MeKume mvKaHu

B enno pangomusupano npoyusane daza II (BO20924) oburo 154 manmenTn Ha BB3pacT > 6 Mecena
110 < 18 TOAMHU C HOBOJIMArHOCTHIIMPAH METACcTa3upan padJJOMUOCAPKOM M CAPKOM Ha MEKHUTE
THKaHU, pa3InyueH OT pabIOMHOCAPKOM, Ca JICKYBaHU ChC CTAHJIAPTHO JieUeHUE (MHAYKIIUS
IVADO/IV A+/- nokanHa Tepamnus, MoCcaeaABaHO OT MOJAbpKAIla TeParus ¢ BUHOPEIOWH U
nukiodochamu) che wim 0e3 oerarmzymao (2,5 mg/kg/cenqmuria) ¢ 001Ia MPOIBHDKATETHOCT Ha
JieueHUeTo npudim3urenHo 18 mecena. KbM MOMEHTa Ha OKOHUYATEITHUS TbPBUYCH aHAJIU3,
IIbPBUYHATA KpaliHa Touka npexuBseMocT 0e3 croutue (I16C), olleHeHa Mpu He3aBUCHUM IIEHTPaJICH
TIperJie]], He TIOKa3Ba CTAaTUCTHYECKU 3HAUNMa pa3linka MeXly IBeTe paMeHa Ha yiedenne, HR 0,93
(95% CI: 0,61, 1,41; p-croitnoct = 0,72). Paznukarta B OCII npu He3aBUCUM LIEHTPAJICH MPETIIE €
18% (CI: 0,6 %, 35,3 %) mexay nBeTe paMeHa Ha JICYCHHE TP MAJIKOTO MAIMeHTH, KOUTO Ca MMAall
M3MEpHUM TyMOp Ha M3XOIHO HUBO U MOTBBPJCH OTTOBOP MPEAN MOTydaBaHe Ha KaKBaTo | Ja €
nokanHa tepanus: 27/75 namuentu (36,0 %, 95% CI: 25,2 %, 47,9 %) B pamoTo chemo u 34/63
narentu (54,0 %, 95% CI: 40,9 %, 66,6 %) B pamoro OeBaru3ymad+chemo. OxoHUATETHUTE
aHanm3u Ha oOmara npexxuBsemoct (Oll) He moka3BaT 3HaYMMa KIIMHUYHA TI0J13a OT J00aBsSHETO HA
OeBanM3yMad KbM XMMHOTEPAIIUS MIPH Ta3H MOIMyJIAlKs HallMeHTH.

B knmuanuHo m3nutBane BO20924 nobassiHeTO Ha OeBaI3ymMad KbM CTaHAAPTHOTO JICUSHHE HE €
MOKAa3aJI0 KIIMHUYHA TI0J13a TIPH O JIeXKAIINTE Ha olleHKa 71 manuenTn aena (Ha BB3pacT oT 6 Mecerna
Jo ot 18-rouiiiHa Bh3pacTt) ¢ MeTacTazupai padbJJOMUOCAPKOM M CApKOM Ha MEKHUTE ThKaHH,
pasiuueH OT pabJIoOMHOCAPKOM.

(Bk. Touka 4.2 3a nH(OpMAIUA OTHOCHO YIIOTpeda NPy NeIHaTPUIHH NAlUeHTH).

Yecrorara Ha HC, BrimountenHo HC crenen > 3 u cepuos3nu Hexenanu croutus (CHC), e cxonna
MeXIly IBETE€ paMeHa Ha jedeHue. U B 1Bere pameHa Ha siedenne He ca HacTeiwm HC, Bogemu 10
CMBPT; BCHUKH CMBPTHH CIIydaH ce OTJaBaT Ha mporpecus Ha 3aboisiBaneTo. Jlo6aBsHETO Ha
0e3ann3ymMad KbM pa3IMuHUTE Bb3MOKHOCTH 33 CTaHAapPTHO JICUCHUE U3TIIEXK A ce TOHACS Jo0pe B
Ta3u MeJuaTpuIHa MOMyJIaIusl.
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5.2 DapMaKOKHMHETHYHH CBOMCTBA

(DapMaKOKI/IHeTI/IT-IHI/ITe JaHHU Ha 6eBaI_[I/I3YMa6 Ca MOJIY4YCHU OT ACCCT KIIMHUYHU U3NUTBAHUSA IIPpHU
MalKeHTH ChC COMUAHU TyMOpH. [Ipy BCHUKHM KIMHUYHU M3NUTBaHKs OeBanu3yMad e mpuiarat upes
UHTpaBeHo3Ha HHPY3usa. CKopocTTa Ha HHPY3UATA € 3aBHCENa OT TOHOCUMOCTTA, KaTo
IPOIBDKUTETHOCTTA Ha HavainHaTa nHQY3us e 6mra 90 munytn. dapmMakoKHHETHKATa Ha
OeBaru3yMab e IMHeliHa Mpu J03u, Bapupamy ot 1 1o 10 mg/kg.

Paznpenenenue

Oo0wuuaitHara cToiiHOCT 3a neHTpainHus ooeM (Ve) € 2,73 1 u 3,28 | chOTBETHO 3a MBXKE U )KEHHU, KOETO ©
B TpaHuIuTe, onucanu 3a [gGs u Apyru MOHOKIIOHATHHU aHTUTena. OOnJaiHaTa CTOMHOCT 3a
nepudepanst ooem (Vp) e 1,69 1 1 2,35 | choTBETHO 32 EHHU B MBXKe, KoraTto Oepamu3ymab ce
IIpUjIara eIHOBPEMEHHO C aHTHHEOIJIaCTUYHH cpencTBa. Clies] KOpUrupaHe Copes TeIeCHOTO TETJI0
MBKeTe ca uManu no-rossim Ve (+ 20 %) B cpaBHeHHE ¢ )KEHHUTE.

Buorpanchopmarus

OrenkaTa Ha MeTaboIM3Ma Ha OeBani3yMab TPy 3aifIiy cliesl eTHOKPAaTHA HHTPABEHO3HO 1033 OT > I-

OeBaru3yMab e rmoxaszaia, 4e MeTaOONUTHHAT MY MTPOGUII € TOJ00CH Ha TO3W, OUYaKBaH P HATUBHATA
IgG monekyna, kosto He cBbp3Ba VEGF. Metabonmu3MbT U eIMMUHUpaHeTo Ha OeBann3zymal ca
noJ00HM Ha mpouecuTe Npu enaorenHus 1gG, T.e. mpeArMHO Ype3 MPOTEOIMTHYCH KaTaboIU3bM B
OpraHu3Ma, BKIIOUUTEIHO B €HAOTEIHNUTE KIETKH, KaTO HE CE Pa3uUTa IPEANMHO Ha €JIMMUHUPAHE
npe3 6p0peunte u yepHus npob6. Cepp3BaneTo Ha IgG ¢ FcRn penenTop Boau 10 mpeaoTBpaTsBaHe Ha
KJIETBYHUS MeTaOOJIN3bM U JI0 O-IPOIBIDKUTENCH TEPMUHAJICH TI0TY>KUBOT.

Enumunupane

CroitHOCTTa Ha KIIMpBHHCa € paBHa cpeaHo Ha 0,188 1 0,220 1 THEBHO CHOTBETHO 32 KEHU U MBKE.
Crnen xopurupaHe Cropes TENeCHOTO TErI0 MBbKeTe UMaT I0-BUCOK KIUpBHHC Ha OeBaruzymao (+ 17
%) B cpaBHEeHHeE ¢ keHuTe. Criope] AByKOMIapTUMEHTHHUS MOJIEN €ITMMHUHAIIMOHHUAT MOy XKHUBOT € 18
JHH TIPY TUITMYHKTE NAUEHTH-KEeHU U 20 THU IPYU TUINYHHUTE MallUCHTH-MBKE.

Huckwure croiftHOCTH Ha an0yMrHA U BHCOKO TYMOPHO HAaTOBapBaHe OOMKHOBEHO ca MIOKa3aTEeIIHH 32
TeXeCTTa Ha 3abomsaBaneTo. KnupbpHCHT Ha GeBannzymad e npubmusutento ¢ 30 % no-0bp3 npu
HalMEHTUTE ¢ HUCKH HUBA Ha CEPyMHUS allOyMHH U ¢bC 7 % 10-0bp3 MPHU MALUEHTH C O-BUCOKO
TYMOPHO HaTOBapBaHE B CPABHEHUE C THITUYHUS MAIIMEHT C METUAHHU CTOMHOCTH Ha aNOyMHH U
TYMOPHO HaTOBapBaHe.

cI)aQMaKOKI/IHCTI/IKa IIpU CICHHUATHHA TTOITYJIAIINN

[MonynannonHara papMakoKHHETHKA € Onila aHAIU3UpaHa MPHU Bb3PACTHU U MIEANATPUYHU MAIUSHTH C
IeJT OTIEHKA Ha eeKTHTe Ha JeMorpadcKkuTe XapakTeprucTHKH. [Ipu Bb3pacTHH MalMeHTn
pe3ysTaTUTe He ca MoKa3alyu 3HaylMa pa3iiKa BbB (hapMakOKHMHETHKATa Ha GeBaru3ymab 1mo
OTHOILIEHUE Ha Bb3pacTTa.

E’b6l7€’{H0 Vepemcdaﬂe

He ca npoBexaanu mpoy4yBaHus 3a U3cienBaHe Ha (papMakOKHHETHKATa Ha OeBanu3ymad nmpu
MAIAEHTH ¢ OBOPEUHO yBpEXKIaHe, Thil KaTo OBOpEIUTEe He ca OCHOBHHST OpTaH 3a METabOIM3upaHe
WM eKCKpeIus Ha 6eBann3yMao.

Yeproopobio vepesicoane

He ca npoBexaanu mpoyuBaHus 3a U3CeABaHe Ha (hapMaKOKHHETHKATA Ha OeBaru3ymMmad mpu
HaIUEeHTH C YePHOIPOOHO YBPEKIaHEe, Thil KATO YSPHHUAT P00 HE € OCHOBHHUSAT OPTaH 3a
MeTa0OoJIM3UpaHe WM SKCKPEIUs Ha OeBalnu3yMao.
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Heduampulma nonyaayus

dapMakoKMHETHKATa Ha OeBaI[u3yMal € omeHeHa npu 152 nera, 1OHOIIY U MTau Bh3pacTHu (7
mecena 1o 21 rogunn, 5,9 no 125 kg) B 4 KIMHUYHU NPOYYBAHHS NIPU M3II0JI3BAHE HA TOMYIalUOHEH
(apmakokuHeTHYeH Mojesl. PDapMaKOKMHETHYHHUTE PE3yATaTH MMOKa3BaT, 4e KIMPBHCHT U 00EMBT Ha
pasnpeneneHue Ha 6eBar3yMad ca CpaBHUMU NIPH IIEAUATPUYHNUTE U MJIaUBbB3PACTHY MALEHTH,
KOTaTo c€ KOPUTHPAT CIIPSIMO TEJIECHOTO TETJI0, KATO UMa TeHICHIIHS eKCTIO3UIUATA J1a ce TIOHMKaBa
IIpH HaMaJsIBaHe Ha TEJIECHOTO Terio. Br3pactra He € cBbp3aHa ¢ papMaKOKMHETHKATa Ha
Oemaru3yMal, KoraTo ce B3eMe IPEIBHI TEIECHOTO TETJIO.

dapmakokrMHeTHKaTa Ha OeBaiu3ymad e 100pe oxapakrepusupana upe3 OK mozen Ha neauatpuyHa
noryanust pu 70 manuenTy B npoyuBane BO20924 (1,4 no 17,6 romunu; 11,6 mo 77,5 kg) u 59
nareHTy B mpoyuBade BO25041 (1 no 17 romunm; 11,2 mo 82,3 kg). B mpoyusane BO20924
EKCIO3UIMSITA Ha OeBaIM3yMa0 110 MPUHIIMII € T0-HUCKA B CPABHEHUE C THIUYCH Bh3PACTCH MAIIMCHT
pu chlara ao3a. B nmpoyusane BO25041 excrnio3unusta Ha OeBaru3yMad e moio0Ha B CpaBHEHHE C
THUTIMYEH BBH3PACTeH MAIMEHT MPH ChINaTa 103a. B 1BeTe mpoy4BaHUsS MMa TCHICHIINAS eKCIIO3UITHATA
Ha OeBomM3yMab J1a ce IOHMKABa MIPU HAMAIIBAaHE HA TEJIECHOTO TETJIO0.

53 IMpeakIMHUYHM JAHHM 32 0€30MACHOCT

[pu npoy4BaHus ¢ NPOIBIDKUTETHOCT J0 26 ceAMUIM MTPpU MaliMyHH cynomolgus e HabmogaBaHa
JMCIUIa3Ks Ha enu(pHU3UTE MIPU MIIAIH )KUBOTHH C OTBOPEHU PACTEKHU IUIOYKH IIPU CPETHU CEPYMHHU
KOHIICHTPAIMU Ha OeBaIM3yMad Mo O9aKBAaHUTE TEPANICBTUYHH CPETHH CEPYMHHU KOHLICHTPAIMHU MTPH
xopa. [lokazaHo e, 4e rmpu 3aiiny 6eBann3yMad HHXHOUpa 3a3/paBsABaHETO HA PAHUTE B JO3U MO
mpeaJiaraHara KIMHU4YHA 03a. JlokasaHo e, ue epeKThT BbpXy 3a3ApaBsiBAHETO Ha PaHUTE € OWIl
HAITBIHO 00paTHM.

He ca nmpoBexaanu mpoyduBaHus 3a ONpeAeIsIHE Ha MyTareHHUS U KaHIIEPOTEHEH TIOTEHIHA Ha
OeBaru3ymao.

He ca u3BbpiuBanu crennUYHN IPOYyYBAHHS BHPXY )KUBOTHH 32 OIpeelisiHe Ha e ekTa BbpXY
¢deprunutera. Moxe obaue 1a ce ouakBa HeXxelaH eeKT BbpXy (hepTUIINTeTa IPH KEHUTE, Thil KaTo
MPOYYBAHMATA 32 TOKCHYHOCT PU MHOTOKPATHO MPHIIOKEHHE TIPH )KUBOTHH Ca TIOKa3aJIH
WHXUOMpaHe Ha y3pABaHETO Ha SHYHUKOBUTE (pONMMKyIH 1 HamansBaHe/oTcheTBHE Ha Corpus luteum
(3KBITO TSI0) M CBBP3aHO C TOBAa HAMaJEHUE Ha TETrJIOTO HAa AHYHUIINTE U MaTKaTa, KakTo U
HaMaJIsiBaHe Ha Oposi HA MEHCTPYAITHUTE LIUKIIH.

HoxkazaHo e, ye 6eBanu3ymMad nMa eMOPHOTOKCHYCH M TepaTOreHeH eeKT NpH NpHIlaraHe MpH 3aily.
HabnronaBanure edexty ca BKIIOYBAIN HAMAJISIBAaHE HA MAaUMHOTO M (PETAITHOTO TEJIECHO TETJIO,
yBennueH Opoil (eTamHM pe30pOLMHU U MOBUIIEHA YECTOTa Ha CHIeLU(UYHH FOJIEMHU BUCLECPATHU U
ckesieTHH ¢perannu Manpopmanun. Hebnaronpusten edekt BbpXy derycute e Habmo0aaBaH MpH
BCHYKH U3CJICABAHU JI03H, OT KOUTO Hal-HUCKATa 03a € JI0BeJa 0 CPEIHU CEpyMHU KOHLECHTPALUU
MPUOIU3UTENHO 3 IBTH MO-BUCOKH OT AOCTUTHATHUTE MIPH X0pa, noidydasainu 5 mg/kg npes 2 ceqmuuy.
WNndopmarus 3a ¢peraman Manadopmanmun, KOUTO ca HabI0JaBaHu TP TOCTMAapKETHHTOBATa
ynorpeba € najieHa B Touka 4.6 OepruiinteT, OpeMEeHHOCT U KbpMeHe U Touka 4.8 Hexxenanu
JICKapCTBEHHU PEaKIIHU.

6. DAPMAIIEBTUYHU JAHHU
6.1 CnucbK HAa MOMOIIHNUTE BelleCTBA
Hatpues docdar (E339)

@, 0, - Tpexano3a JUXHuIpar
[Mosmucopbar 20 (E432)
Bopa 3a uHXeKIMn
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6.2 HecnBMecTHMOCTH

To3u nexkapcTBeH NPOYKT He TPsIOBA Ja Ce CMECBA C APYIH JIEKAPCTBEHU IIPOYKTH, C U3KIIOUCHHE Ha
HOCOYEHUTE B TOUKA 6.6.

6.3 Cpok Ha TOTHOCT

HeotBopeH ¢duiakon
30 mecena

PaspeieH JiekapCTBEH MPOIYKT

JlokazaHa e XuMHUYHA ¥ (HU3HYHA CTAOMITHOCT MPH ynoTpeda B MPOIbIKEHUE Ha iepuo 10 70 THu
ipu 2°C mo 8°C u 3a mepuon a0 15 muu npu 23°C go 27°C B Hatpues xmopug 9 mg/ml (0,9 %)
WHXEKIMOHEH pa3TBop. OT MUKPOOHOJIOTHYHA TJIeIHA TOYKA MPOIYKTHT TPOBA JIa Ce M3IOI3Ba
BeiHAra. AKO He ce M3IMO0JI3Ba BeqHAara, MPOABKUTEIIHOCTTA U YCIIOBHATA HAa ChXPaHECHHUE ca
OTTOBOPHOCT Ha IMOTPEeOUTENS 1 OOMKHOBEHO HE TPSAOBA 1a HATXBBPIAT 24 waca mmpu 2°C go 8°C,
OCBCH aKO pa3pCKaAaHCTO HE € U3BBPUICHO IIPU KOHTPOJIMPAHU U BaJIMIUPAaHN ACCITUYHU YCIIOBUA.

6.4 CneumnaJjiHu ycJ0BHS HA CbXPaHEeHUe

Ha ce cexpansa B xnagmiauk (2°C - 8°C). [la He ce 3ampa3ssipa.
CoxpansBaiiTe (1akoHa B KApTOHEHATa OIMAKOBKa, 32 J1a ce Mpe/na3u OT CBETIINHA.

3a yclioBUATa HA ChXPAHEHHUE HA JIEKAPCTBEHUS MIPOYKT CIIE]] pa3pekaaHe BIKTE TOUKa 6.3.
6.5 Bua u cbabpkaHue HA ONMAKOBKATA

4 ml koHIIEHTpaT BB (UIaKkoH (IIpo3padHo CTHKIO THII 1), 3aTBopeH ¢ 20 mm x1opoOyTHiIoBa
3amyianka ¢ MOKPUTHE OT (PIypoOTeK U 3areyaraH ¢ alyMHHHEBA 00KATKa ¢ OTUYIBAIIO CE
IIacTMacoBO Kamade, chabprxkan 100 mg 6eBanm3ymabd. DirakoHUTE ca ONTAKOBAHH B KAPTOHECHH
OTIaKOBKH, ChIbpKaIiy 1 wim 5 ¢akoHa.

16 ml xoHIIEHTpAT BHB (pr1akoH (Tpo3padHo cThKiIo0 Tl I), 3aTBopeH ¢ 20 mm XJ1opoOyTHiIoBa
3aITymanka ¢ MOKpUTHE OT (GIYPOTEK M 3alleyaTaH ¢ alyMHHUEBA 00KaTKa ¢ OTYYIBAIIO Ce
IUIACTMACOBO Karaue, chabpxant 400 mg 6eBanuzymad. @aakoHUTE ca ONaKOBaHU B KAPTOHEHH
OTIAKOBKH, ChABpKammu 1, 2 wim 3 ¢irakona.

He Bcuuku BUIOBE OMakoBKa MoOrar a ObJaT MyCHATH Ha Ma3apa.

6.6 CneunajiHu npeAna3Hy MePKH NPU U3XBbPJIAHE U padoTa

He pasknamaiite ¢nakona.

Abevmy TpsOBa Jja ce MPUTOTBS OT MEJUIIMHCKY CIEIIUANNCT KaTo C€ M3I0JI3Ba aceNTHYHA TEXHUKA,
3a J1a ce OCUTYpH CTEPHITHOCTTA Ha IPUTOTBEHUS Pa3TBOp. 3a MPUTOTBsIHETO HAa Abevmy TpsiOBa 1a ce
W3II0N3BAT CTEPUIIHA MIJIA ¥ CHPUHIIOBKA.

Heo0xoaumoTo koruecTBO OeBanmu3yMad TpsOBa Ja ce U3TETIN U Pa3pe/Iu 10 HyKHUsS 00eM 3a
npuioxeHue ¢ Hatpues xaopua 9 mg/ml (0,9 %) umwkexnuonen pa3rBop. Konnentpanusara Ha
KpaiHus pa3TBOp Ha OeBanm3yMal TpsOBa na Ob1e B rpanunute oT 1,4 mg/ml no 16,5 mg/ml. B no-
roJsiMa 4acT OT CIIy4anTe He0OX0INMOTO KOJTMIeCTBO Abevmy Moxe a 0b/ie pa3peeHo ¢ HaTpUEB

xyopun 9 mg/ml (0,9 %) uHxekuuoHeH pa3TBop 1o 061 ooem ot 100 ml.

[Ipenn mpumaraneTo UM JIeKapCTBEHNUTE MPOITYKTH 3a MAPEHTEPATHO MPUIIOKEHNE TPsOBa Ja ce
MIPOBEPST BU3YAIHO 32 HAJTMYME HA BUJUMH YaCTHIIM U MPOMSIHA Ha IIBETA.

He e naGmonaBana HeCbBMECTHMOCT MEXIy Abevmy U HHPY3UOHHU CAaKOBE WIIH CUCTEMH OT
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NOJIMBHUHUII XJIOPU WIH TOJTHONIEPHH.
Abevmy e camo 3a eTHOKpaTHa ynoTpeda, Thil KaTo MPOAYKTHT HE ChbpiKa KOHCEPBAHTH.

Heusnon3panusr JICKAPCTBCH MPOAYKT WU OTIIAABYHUTE MaTCpUaJId OT HET'O TpH6Ba Aa CC U3XBBPJIAT
B CbOTBCTCTBHUC C MCCTHHUTC N3UCKBAHUA.

7. IPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Biosimilar Collaborations Ireland Limited
Unit 35/36 Grange Parade,

Baldoyle Industrial Estate,

Dublin 13 DUBLIN

Wpnangus D13 R20R

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/20/1515/001
EU/1/20/1515/002
EU/1/20/1515/003
EU/1/20/1515/004
EU/1/20/1515/005

9. JATA HA ITBPBO PA3SPEIIABAHE/TTIOJHOBSIBAHE HA PASPEHIEHUETO 3A
YIOOTPEBA

[Jara na mepBo paspemaBane: 21 anpmt 2021 1.

[Hata Ha mocienno nonuoBsiBane: 08 suyapu 2026 r.

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

[Moapo6Ha nHpOpMAITHS 3a TO3W JEKAPCTBEH MPOYKT € Mpe0ocTaBeHa Ha yeocaiita Ha EBponeiickaTta
areHnus 1o jekapcrBata (EMA): http://www.ema.europa.cu
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NNPUJIOKEHUE 11
INPOU3BOAUTE] HA BHUOJOI'MYHO AKTHUBHOTO
BEIIECTBO U MNPOU3BOJAMTEJIN, OTI'OBOPHHM 3A
OCBOBO/XKIABAHE HA ITAPTUIN

YCJIOBUSA NJIK OT'PAHUYEHUS 3A TIOCTABKA "
YIHOTPEBA

JAPYI'N YCJIOBUA U UBUCKBAHUS HA PASPELIEHUETO
3A YIIOTPEBA

YCJIOBUA NJIK OTPAHUYEHUS 3A BE3OITACHA "
E®EKTUBHA YIIOTPEGA HA JIEKAPCTBEHUS TPOAYKT
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A. TIPOU3BOJIUTEJ HA BUOJIOI'MYHO AKTUBHOTO) BEHIECTBO N
INPOU3BOJUTEJINA, OTTOBOPHHU 3A OCBOBOXJIABAHE HA ITAPTUIN

HMme n agpec HAa IPOU3BOAUTENIS HA OMOJIOTHYHO AKTUBHOTO BCIICCTBO

Biocon Biologics Limited

Block No. B1, B2, B3, Q13 of Q1 and W20 & Unit S18,

1st Floor, Block B4 Special Economic Zone,

Plot No. 2, 3,4 & 5, Phase- IV, Bommasandra-Jigani Link Road,
Bommasandra Post,

Bengaluru - 560 099 Unnus

HMe m aipec Ha MPOU3BOAUTEIINTE, OTTOBOPHHM 3a OCBOOOKIaBAHE HA MAPTHINTE

Biosimilar Collaboration Ireland Limited
Block B, The Crescent Building,

Santry Demesne

Dublin

D09 C6X8

Hpnangus

b. YCJIOBUsI WK OTPAHUYEHNSA 3A TOCTABKA U YIIOTPEBA

JlexapcTBEHUSAT MPOJYKT CE OTITYCKa M0 OTPaHUYEHO JieKapcKo npeanucanue (Bx. [Ipunoxenue I:
Kpartka xapakrepucTrka Ha MpOAyKTa, Touka 4.2).

B. JAPYI'M YCJOBUSA U UBUCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA
o IlepuoguyHM aKTyaJIU3UPAHU J0KIaIu 3a 6e3onacHocT (ITA/IB)

N3uckBanudara 3a nogasane Ha [TAJb 3a To3u JiekapcTBEH NPOLYKT Ca IOCOYEHHU B CIIMCHKA C
pedepentauTe natu Ha EBponetickus cwio3 (EURD cnmcek), npeasuaeH B wi. 1078, an. 7 ot
Hupextura 2001/83/EO 1 BbB BCUUKH CJICIBAIIH aKTyaIU3aIlUH, TyOJIUKYBaHU Ha €BPOIICHCKHS
yeOropTai 3a JeKapcTBa.

I  YCJIOBUA NJIN OI'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUSA TPOAYKT

. Ilnan 3a ynpapJyienue Ha pucka (ITYP)

[Ipurexarensat Ha paspemiernero 3a ynorpeda ([IPY) tpsoBa na u3BbpIBa H3UCKBAHUTE JCHHOCTH U
NIEHCTBHUSA, CBBP3aHU C IIPOoCcieAsIBaHe Ha JieKapCcTBeHATa 6€30MMacHOCT, TOCcOUeHHU B omoopenus [TYP,
npeacraBeH B Moayin 1.8.2 Ha pa3pemeHreTo 3a yrnorpeda, KakTo U IMPH BCUYKH CIICIBAIITH
ChbIVIACYyBaHU akTyanu3anuu Ha [TYP.

Axrtyammsupa [IYP tpsab6Ba na ce monasa:

° 0 ucKkaHe Ha EBporeiickara areHuus 1o jgekapcrBara;

. BHHATH, KOTAaTO CE€ U3MEHSI CHCTEMATa 3a YIpaBJIeHUE Ha PICKA, 0COOCHO B pe3yiTaT Ha
MoJTyyaBaHe Ha HOBa MH(GOPMAITHS, KOSTO MOXE J1a JOBEJIC 10 3HAYUMH MPOMEHU B
CHOTHOIIIEHUETO T0JI3a/PUCK, WITH CIIE IOCTUTAHEe Ha BaXKEH eTall (BbB BPh3Ka C MPOCIIEAsBaHE
Ha JIeKapcTBeHaTa 0€30MacHOCT WITH CBEXKIAHE HA PUCKA 1O MUHHMYM).
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HPUJIOKEHHME 111

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

KAPTOHEHA KYTHUS

| 1. MME HA JIEKAPCTBEHUSA ITPOAYKT

Abevmy 25 mg/ml koHIEeHTpaT 3a UHPY3UOHEH Pa3TBOP
OeBaru3ymab

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceku dnakon ceabpxka 100 mg Geanuzymao.

3. CHHUCBK HA NOMOIIHUTE BEIECTBA

Hatpues Gocdat (E339), o, o — Tpexanosa auxuapat, nojaucopoat 20 (E432), Bona 3a MHKEKIIUN

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OIIAKOBKA

KonneHTpar 3a uH}y3noHEH pa3TBop
1 ¢urakon ot 4 ml

5 ¢makona ot 4 ml

100 mg/4 ml

| 5. HAYUH HA TPUJIOKEHUE U ITBbT(MIIA) HA BBBEXK/IAHE

3a HWHTPABCHO3HO MPUJIOKCHUE CJIIC PA3PCIKIAHEC. Hpe/:[H yHOTpe6a OpoOYCTCTE JIMCTOBKATA.

6. CIELUAJHO NPEAYIPEXJIEHUE, YE TEKAPCTBEHMSIT NPOJYKT
TPSIBBA JIA CE CbXPAHSIBA HA MSICTO JIAJIEYE OT HOIJIEJA U
JIOCET'A HA JIELA

[a ce cpxpaHsBa Ha MSICTO, HEJIOCTHITHO 32 JIeIa.

7. APYI'U CIIEMAJIHU NPEAYIIPEXKJIEHUA, AKO E HEOBXOJUMO

8. JATA HA U3TUYAHE HA CPOKA HA T'OJJHOCT

T'onen no:

9. CIIELIMAJIHU YCJI0OBUSA HA CbXPAHEHUE

Ja ce cpxpansiBa B xyiaquiHuk. Jla He ce 3aMpassiBa.

62



C’bXpaHHBaﬁTe (I)HaKOHa B KapTOHCHATA OIMaKOBKa, 3a a C€ Npcamna3n OT CBCTJIMHA.

10. CHELUWAJIHU NPEAITIA3HUA MEPKU IIPU U3XBBPJISSTHE HA
HEMN3IIOJ3BAHA YACT OT JIEKAPCTBEHMTE INTPOAYKTHU NJIN
OTIHHAABYHU MATEPUAJIN OT TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJIPEC HA ITIPUTEXKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Biosimilar Collaborations Ireland Limited
Unit 35/36 Grange Parade,

Baldoyle Industrial Estate,

Dublin 13 DUBLIN

Wpnanmus D13 R20R

12.  HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/20/1515/001 — 1 ¢pnakon
EU/1/20/1515/002 — 5 dnakona

13. HNAPTHIAEH HOMEP

ITaptupna:

14. HAYMUH HA OTIIYCKAHE

15. YKA3AHUA 3A YIIOTPEBA

16. HWH®OPMAIIMS HA BPAJIOBA A3BBYKA

[puero e ocHOBaHuUE 12 He ce BKIoYK HH(popMalus Ha bpaiinosa a30yka.

| 17. YHUKAJIEH WIEHTU®UKATOP — IBYU3MEPEH BAPKO/I

JByn3mepeH 6apKoJ ¢ BKIIOYCH YHUKAJICH UACHTU(HHUKATOD

18. YHMUKAJIEH MAEHTUD®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JA CbABP/KAT MAJIKUTE EJUHUYHU
II'bPBUYHU OITAKOBKH

DJIIAKOH

1. HUME HA JIEKAPCTBEHUSA NPOAYKT U ITBbT(UILA) HA BBBEK/IAHE

Abevmy 25 mg/ml cTepuiieH KOHLIEHTpAT
OeBan3ymad
3a 1.v. IPWIOKEHHUE CIIE/T pa3perKIaHe

2. HAYUH HA ITPUJIOKEHUE

3. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

Exp:

4. HAPTUJAEH HOMEP

Lot:

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJJUHULIA

100 mg/4 ml

6. JIPYIO
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JAHHU, KOUTO TPABBA JA CbABP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Abevmy 25 mg/ml koHIIeHTpaT 3a HHOY3HOHEH Pa3TBOP
OeBar3ymad

| 2. OBSIBSIBAHE HA AKTMBHOTO(MTE) BELIECTBO(A)

Bceku dnakon ceabpxka 400 mg GeBanuzyma.

3. CIIMCBK HA IOMOIIHUTE BEIECTBA

HatpueB gocdar (E339), o, o — Tpexanoza auxuapat, nomaucopbat 20 (E432), Bona 3a HHKEKIHH.

4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

KonieHTpar 3a nH)Y3HOHEH pa3TBoOp
1 (hnaxoH ot 16 ml

2 (hnmaxona ot 16 ml

3 (hmaxoHa ot 16 ml

400 mg/16 ml

5. HAYUH HA NTPUJIOKEHUE U ITBT(MIIA) HA BBbBEXK/IAHE

3a HHTPaBEHO3HO MPHUIIOKEHHE ciie]] paspexaane. [Ipeau ynoTpeda npoyerere JIUCTOBKATA.

6. CHELUWAJIHO NPEAYNPEXKIEHUE, UE TEKAPCTBEHUST ITPOJYKT
TPSABBA JIA CE CbXPAHSIBA HA MSICTO JAJIEYE OT MOTJIEJIA 1
JIOCET'A HA JIELIA

[a ce cpxpaHsBa Ha MSICTO, HEJOCTHITHO 32 JIeIa.

7. APYI'U CIIEUMAJIHU TPEAYIIPEXKJIAEHUSA, AKO E HEOBXOJUMO

8. JATA HA U3TUYAHE HA CPOKA HA I'OJJHOCT

T'onen no:

9. CIIEHUAJIHU YCJIOBUS HA CbXPAHEHUE
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Ma ce cpxpansBa B x1aguinHUK. [la He ce 3aMpassiBa.
CoxpansBaliTe QyakoHa B KapTOHEHATa OIIAKOBKa, 3a J]a Ce IIPENa3y OT CBETIMHA.

10. CHELMWAJIHU INPEAITA3HU MEPKU IIPU U3XBBPJISIHE HA
HEM3IOJ3BAHA YACT OT JIEKAPCTBEHMTE ITPOAYKTHU NJIN
OTHATHBYHU MATEPUAIN OT TAX. AKO CE UBNCKBAT TAKURBA

11. HUME U AAPEC HA IIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Biosimilar Collaborations Ireland Limited
Unit 35/36 Grange Parade,

Baldoyle Industrial Estate,

Dublin 13 DUBLIN

Wpnannus D13 R20R

12.

HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/20/1515/003 — 1 dhmakoH
EU/1/20/1515/004 — 2 dnakona
EU/1/20/1515/005 — 3 ¢dnakoHa

13. TAPTHJEH HOMEP
ITaptupa:
| 14. HAYMH HA OTIIYCKAHE
| 15.  VKA3AHMS 3A YIIOTPEBA
16. HMH®OPMALMS HA BPAIJIOBA A3BYKA

IIpueTo e ocHOBaHHWE 1a He ce BKIFoUH nHMopmarus Ha bpaiiioBa a30yka.

17.

YHUKAJIEH UAEHTUOUKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJ ¢ BKIIIOUESH YHUKAJICH HACHTU(PHKATOP

18.

YHUKAJIEH WAEHTUPUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
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MUHHUMYM JAHHHU, KOUTO TPABBA JA CBABP/KAT MAJIKUTE EJUHUYHU
II'bPBUYHU OITAKOBKH

DJIIAKOH

1. HNME HA JIEKAPCTBEHUSA NIPOAYKT U ITbT(MIIA) HA BBBEKJIAHE

Abevmy 25 mg/ml cTepuiieH KOHLIEHTpAT
OeBaM3ymao
3a 1.v. IPWIOKEHHUE CIIE/T pa3perKIaHe

| 2. HAYUH HA ITPUJIOKEHUE

| 3. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

Exp:

| 4. MAPTHJIEH HOMEP

Lot:

5. CBbABbPKAHUE KATO MACA, OBEM WJIN EJUHULIN

400 mg/16 ml

6.  JIPYIO
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b. JUCTOBKA
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JIncroBka: nHGopManus 3a NOTpeOUTEIA

Abevmy 25 mg/ml koH1eHTPAT 32 HH(Y3HUOHEH PAa3TBOP
oeBarm3ymab (bevacizumab)

IIpoyereTe BHUMATEHO LAJIATA JJUCTOBKA, IPeH A2 3all0YHeTe Ja U3I10JI3BaTe TOBA JEKAPCTBO,
Thil KaTo TS ChbABbPKA BaxkHa 3a Bac undopmanus.

. 3amazere Ta3u JUCTOBKA. MoOJKe /1a ce HAJIOXKHU Ja 5 IPOYeTeTe OTHOBO.

. AKO UMaTe HSIKaKBU JOIBJIHUTEIHU BBIIPOCH, TonuTaiTe Bamus nekap, papMareBT win
MEIHULMHCKA CECTPA.

. AKO MOTy4YuTe HIKAKBU HEXKEJIAHU JICKAPCTBEHU peakluy, yBegomere Bamus nekap,

(apmaneBT UM MEIUIMHCKA cecTpa. ToBa BKIIIOYBA BCHUKY Bb3MO)KHHU HEOIIMCAHU B Ta3H
JIMCTOBKA HEXXEJIAaHW peakiuu. Brxre Touka 4.

Kakso CbABbpPiKa Ta3u JUCTOBKA

Kakso nipencrasiisiBa Abevmy 1 3a KaKBO ce M3M0JI3Ba

KaxBo TpsiOBa m1a 3Haere, mpenu aa Bu 0b1e mpmitoxxern Abevimy
Kak ce mpuara Abevmy

BBb3MOKHH HEXEJIAHU PEAKLUH

Kak ma cpxpansBare Abevmy

C’b}l’bp)KaHI/Ie Ha OIIaKOBKaTa U JOIIBJIHUTCIIHA I/IH(l)OpMaHI/ISI

SR

1. KaxkBo npeacrasisiBa Abevimy u 3a KakBO ce M3M10J13Ba

Abevmy chbIbpiKa aKTHBHOTO BELIECTBO OeBaln3yMad, KOETO € XyMaHU3UPaHO MOHOKJIOHAITHO
aHTUTSIO (BUA OENTHK, KOWTO OOMKHOBEHO C€ TIPOM3BEX/1a OT UMYHHATa CHCTEMA, 32 Jla TTIOATIOMOTHE
3amuyTaTa Ha opranu3Ma oT HHQEKIs U pak). bepamm3ymab ce cBbp3Ba H30UpaTETHO C OENTHK,
HapeyeH YOBEIIKHU ChI0B eHmoTeleH pactexeH (akrop (VEGF), koliTo ce Hamupa BbpXy BbTpEIIHATA
MMOBBPXHOCT HA KPbBOHOCHUTE U TMM(HHU chI0Be B opranu3ma. bentekbsr VEGF npennsBuksa
popacTBaHe Ha KPHbBOHOCHHUTE ChJIOBE B TYMOPA, KaTO T€3H KPHBOHOCHHU ChJIOBE CHAOIABAT TyMOpa ¢
XpaHUTEJHH BellecTBa U kuciaopo. Crex karo OeBanuzymad ce cebpike ¢ VEGF, TymopHusT pacrex
ce BB3MPEIATCTBA OT OJOKHpaHe Ha MPOPACTBAHETO HA KPHBOHOCHHUTE CHIIOBE, KOUTO CHAOIIBAT
TyMOpa ¢ XpaHUTEIHH BEUIeCTBA U KUCIOPO.

Abevmy e nexapcTBO, KOETO Ce U3I0JI3BA 32 JICUCHUE Ha Bh3PACTHU MAIUEHTH C paK Ha Je0enoTo
YepBO WM pEKTyMa B HaIpeaHaN cTanuii. Abevmy 1mie ce mpruiara B KOMOMHAINS C
XUMHUOTEPAIIEBTUYHO JICUCHHUE, ChIBPIKAIIO JICKAPCTBO OT Tpymara Ha (IyOopOITUPUMUIINHUTE.

Abevmy CC M3IIOJI3Ba CHINO TaKa U 3a JICUCHUC Ha Bb3PACTHU MMAUCHTU C METAaCTa3upal paK Ha
MIIeYHaTa Jje3a. Koraro ce n3moia3sa IIpHU MaouEHTU C paK Ha MJICYHAaTa KJI€3a, TOH 1I€ C€ npujiara
3a€AHO C XUMUOTCPAIICBTUYCH JICKAPCTBCH NPOAYKT, HAPCUCH IMaKJIUTAKCEII NI KaHCHI/ITa6I/IH.

Abevmy ce u3I0JI3Ba CHINO U 32 JIEYCHNE Ha Bh3PACTHU MAIIMEHTH ¢ HelpeOHOKIeThUEH paK Ha Oenns
Ipo6 B HampeaHau cTaguil. Abevmy Ie ce mpuiiara 3a€JHO C XUMHOTEpaNeBTUIHA CXEMa,
ChIbpIKaIlla IUIaTHHA.

Abevmy ce U3M0JI13Ba CHIIIO 32 JICUCHHUE HA BH3PACTHH MALMEHTH C HAIIPEAHAN HeAPEOHOKIEThUCH PaK
Ha Oenust 1pob, KOraTo pakoBUTE KIETKH UMAT CIIEHU(PUYHA MyTalluK Ha €AWH BHUJ OENTHK, HapeueH
peuenTop Ha enuaepmannus pactexxe ¢pakrop (EGFR). Abevmy me ce npunara B komOuHanus ¢
epIIOTUHUO.

Abevmy ce U3M0I3Ba CHIIO TaKa ¥ 3a JIeUSHUE Ha Bh3PACTHHU MAIIMEHTH C paK Ha ObOpenuTe B
HarnpeaHan ctaauid. Korato ce u3mos3Ba mpy NaIfueHTH ¢ pak Ha OBOpennTe, TOH 1IIe ce Impujiara

3a€/IHO C APYT BHJI JIEKAPCTBO, HAPEUCHO WHTEPPEPOH.
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Abevmy ce U3M0J3Ba CHILO U 32 JICUCHUE Ha B3PACTHH NAlMEHTH C HapeIHal eMUTeIeH KapLUUHOM
Ha TYHALITE, (aJONUeBUTE TPHOH WK IIbPBUYEH NIepUTOHEaIeH KapuuHoM. KoraTo ce n3nomnssa
NPY TTAIUEHTH C SMHUTENICH KapIIMHOM Ha SHYHUINTE, (aJoNeBUTe TPHOH WK ITbPBHYCH
MEepUTOHEAJIeH KapLMHOM, TOM 11e Ob/ie Ipuilarad B KOMOWHANHs ¢ KapOOIIaTHH U aKJIUTaKCce.

Korato ce u3mo3Ba npu Te3u Bh3pacTHU MAIIMEHTH C HAPETHA SUTEICH KapIIUHOM Ha SHYHUIHTE,
(anonueBuTe TPHOU WM IBPBUYCH NIEPUTOHEANICH KAPIIMHOM, YHETO 3a00JIsIBaHE € PEUANBUPAIIO
Hali-MajKo 6 Mecela cliel MOCIEAHOTO JICUCHUE ¢ XUMUOTEpaleBTHYHA CXeMa, ChJIbpIKallla IUIaTHHa,
Abevmy 11e ce mpritara B KOMOWHAIMS ¢ KapOOTUTaTHH U TEeMIIMTA0WH, WITH ¢ KapOOIIJIaTHH U
MaKITUTAKCET.

Korato ce u3mon3Ba npu Te3u Bb3pacTHU MAIIMEHTH C HAPETHA CUTEICH KapIIUHOM Ha SHYHUIHTE,
(haymonmeBUTE TPHOW WK IIBPBHUYCH NIEPUTOHEAIICH KapIIMHOM, YHETO 3a00JIIBaHE CE € BH300OHOBHIIO
npeau u3Tn4aHe Ha 6 Mecela CJieq MOoCJICAHOTO JICUCHUEC C XUMUOTECPANICBTUYHA CXEMaA, ChbAbpiKalla
wiaTuHa, Abevmy e ce mpusiara B KOMOWHAIUS ¢ AKINTAKCEN, TOMOTEKAH UK TIeTHITUPaH
JIUTIO30MEH JTOKCOPYOHITHH.

Abevmy ce U3I0JI3Ba ChIIO 32 JICUCHUE Ha Bh3PACTHH MAIUCHTH C MIEPCUCTUPAIL, PEIIMIABUPAILL] HITH
MeTacTa3upal pak Ha MaTOYHaTa mmiika. Abevmy 1ie ce mpriiara B KOMOWHAIUS C TTAKITUTaKCeN 1
IIUCIUIATHH, WU alITEPHATHBHO, C TAKJIUTAKCEN ¥ TOMOTEKAH MPHU MAIUEHTH, KOUTO HE MOTaT Ja
MOJIyYaBaT JICYCHHUE C IIaTHHA.

2. KakBo TpsiOBa 1a 3HaeTe, npeau Aa Bu 0bae npuiioxken Abevimy

He TpsioBa 1a Bu ce npuiara Abevmy:

. aKo CTe aJIepTUYHH (CBPBXUYyBCTBUTEIHH) KbM OeBalin3ymMad Wi KbM HIKOS OT OCTaHAJINTe
CBCTaBKH Ha TOBA JIEKApCTBO (M30poeHU B TOUKa 6),
. aKo CT€ AIEPTUYHH (CBPBXUYBCTBUTEIHH) KbM KIETHYHU MPOAYKTH OT KJIETKH Ha SHYHUK Ha

kutaiicku xamcrep (CHO) unmu n1pyru pekoMOMHaHTHY YOBELIKH MIH XyMaHW3UPaHU aHTHTENa,
o aKo cTe OpeMeHHa.

IIpenynpexneHus ¥ npeanasHu MepKu
l'oBopete ¢ Bamus nekap, papManeBT Wi MEAUIMHCKA CECTpa, peau Aa Bu ce npuiioxu Abevmy:

. Bw3MmoxkHO € Abevmy Aa yBeIn4yH pHCKa OT pa3BUTHE Ha nepdopaiyy B UpeBHATA CTEHA. AKO
umare 3a00Js1BaHe, IPEAN3BUKBAII0 Bb3MAIUTENIEH IIPOLEC B KopeMa (Halp. IUBEPTHKYJINT,
CTOMAIITHA 53Ba, KOJIUT, CBbP3aH C XUMHOTEpaIus), MoJisi, 00chaeTe ToBa ¢ Barms gexysar
Jexap.

. Abevmy MoKe [1a yBeTUYM PUCKa OT M0ABaTa HAa HEECTECTBEHO KaHAIYE WM X0/ MEXKAY J1Ba
OpraHa Wi KpbBOHOCHHU ChJa. PUCKBT OT pa3BUTHE HA NATOJOTMYHH KaHAIIETA MEXKILY
BJIATaJIMIIETO M KOSTO M J]a € YacT OT YepBaTa MOXKe Jia ce YBEJIMYH, aKo UMaTe IepCUCTUpalll,
pEeLUINBUPALL WJIM METACcTa3upajl pak Ha MaTOYHaTa IIUiKa.

o ToBa ekapcTBO MOXeE Jia yBEIMYHU pHCKa OT KbPBEHE WM PUCKA OT MPOOJIEeMH IPH 3apacTBaHe
Ha paHaTa cieq onepauus. Ako Bu npencron oneparius, ako ¢Te NpeThPIEIH roisiMa onepanms
Mpe3 mocyieaHuTe 28 JHU WIK aKo BCe OIlle MMaTe He3a3apaBsila paHa clie/ OTeparys, He
TpsiOBa J1a ce JIeKyBaTe ¢ TOBa JIEKAPCTBO.

o Abevmy MoOKe Jja yBEJTUUM PUCKA OT Pa3BUTHE HA CEPHO3HH MH(EKIIMU HA KOXKaTa U I10-
IBJIOOKUTE OAKOXKHHU CIIOEBE, 0COOCHO aKO CTe MMaJIM OTBOP B YPEBHATA CTEHA WIIU IPOOIIEMH
ChC 3apacTBaHE Ha PAHUTE.

o Abevmy MoXe [ja HOBUIIM YE€CTOTaTa Ha BUCOKO KPBBHO HalAraHe. AKO MMaTe [IOBUIICHO
KPBBHO HAJIATaHE, KOETO HE C€ KOHTPOJHMpa A00pe C JeKapcTBa 3a KPHbBHO HAJISATaHE, MOJI,
KOHCYJITHpaiiTe ce ¢ Bamms jgekap, Thid KaTo € BaXXHO J1a ce YBEpHUTe, 4e KpbBHOTO By Hamsrane
€ 110/1 KOHTPOJI, IPE J1a 3all04HeTe JiedueHneTo ¢ Abevmy.

o AXO nMmare WM cTe UMaJli aHEBpHU3Ma (pa3IInpsBaHe U OTCIa0BaHE HAa CTEHA Ha KPbBOHOCEH
CH/T) I Pa3KbCBAHE HA CTEHA Ha KPHBOHOCEH ChH/I.
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. ToBa 1ekapcTBO MOXKeE J]a yBEJIMUYYU PUCKa OT I0s1Ba Ha OEITHK B ypUHATa, 0COOEHO aKo Beue
MMaTe MOBUILIEHO KPbBHO HAJISTAHE.

. PuckbT oT 00pa3zyBaHe Ha KpbBHU ChCHPELU B apTepUUTE (BUA KPHBOHOCHH CHOBE) MOXKE J1a
ce yBEJIM4YH, aKo CTe HaJ 65-roauiIHa Bb3pacT, ako UMaTe AUadeT Uik ako MPeay CTe UMalu
KPBBHHU ChCUPELM B apTepunte. Mo, ropopete ¢ Bamms nexap, Tbi KaTo KPbBHUTE ChbCUPELU
MOJKe J]a JOBEAAT 10 WH(APKT Ha CHPIETO U MHCYAT (MO3bUEH yaap).

L AbGme MOZK€ CBIIO [Ja MOBUIIH pUCKAa OT PA3BUTUC HA KPBBHU CbCUPCIU BbB BEHUTC (BI/II[
KPBbBOHOCHU C’B,I[OBC).
L4 Topa JICKApCTBO MOXKC 1a MPEAN3BHKA KbPBCHE, 0Cco0€eHo CBBP3aHO C TyMOpa. MOJ'IH,

KOHCyJNITHpaiTe ce ¢ Bammus nekap, ako npu Bac wiu BsB BameTo cemeiicTBo MMa ciydau Ha
KBbpPBEHE WJIM aKO B3e€MaTe JICKapCTBa 3a pa3peikaaHe Ha KPBBTa MO KaKBaTO U Ja € MPUIHNHA.

o Bb3moxxHO € Abevmy aa nmpenu3BuKa KbpBEHE BbB U OKOJIO MO3bKa. MoJis, 00CchaeTe ToBa ¢
Bamus siekap, ako ©IMaTe MO3bYHH METACTAa3H.

o Bb3MmoxkHO € Abevmy aa yBeIM4yH pUCKa OT KbpBEHE B OeluTe IpoOoBe, NPOsIBSIBALIO CE C
KalllIMLa Wi [JIF0eHe Ha KpbB. Mo, o0cbaeTe ToBa ¢ Bamms nekap, ako cte ro 3adenssanu
Tpeu.

o Abevmy MoOKe Jla yBEJIUYM PUCKa OT Pa3BUTHE Ha ChpJieuHa ciabocT. BaxHo e BammsT nexap

Jla 3Hae, ako HSKOTa CTe Ce JIGKyBallM C aHTPALMKIMHY (HampuMep, JOKCOPYOHLIUH -
cneunuyueH BUJ XMMUOTEPAIIUs, KOSTO ce MpUilara 3a JieueHue Ha HIKOU BUIOBE paK) Wiu Bu
€ MpaBeHa JIbueTepanus Ha TPhIHUS KOIIl, HJIH aKO UMaTe ChpJeuHO 3a00IIsBaHe.

. ToBa JiekapcTBO MOXeE Jia IPEAN3BHKa HHPEKIIMN 1 HaMaJieHne Ha Opost Ha HeyTpoduiuTe (BU
KPBBHU KJIETKH, Ba)KHU 3a 3amurata Bu ot 6akrepun).
. Bb3MoxkHO € Abevmy Aa IpeAn3BHKa CBPbXUYBCTBUTEIHOCT (BKJIIOYUTEIHO aHAQHUIAKTHYCH

IIOK) W/WJIK PeakIuy KbM HHOY3HsATa (PEaKIUK, CBBP3aHH C HHKCKTHPAHETO HA JIEKAPCTBOTO).
Moutst, kaxkere Ha Bamust nekap, GpapMareBT Wiy MEIUIIMHCKA CECTPa, KO CTE UMAITU MPeTu
TOBa POOJIEMH CcJie]] HHKCKTUPAHETO, HATIp. 3aMaiBaHe/IpHIIaIaHe, 3a1yX, TIOAyBaHe W
KOXEH 00pUB.

o Psisika HEBpOJIOTHYHA HEXKETaHa Peakilvs, HApeueHa CHH/POM Ha MOCTEPUOPHA 00paTHMa
ennedanomnarus (CIIOE), e cBbp3ana ¢ nmedeHnero ¢ Abevmy. AKo ©Mate Ti1aBo00JHeE,
MIPOMEHH B 3pEHUETO, 0OBPKAHOCT MJIM T'bPUOBE CHC MM 0€3 MOBUIIEHO KPHBHO HAJIATAHE,
MOJIsI, CBBpKETE ce ¢ Bamms nekap.

Mons, koHCcynTHpaiiTe ce ¢ Bammus jiekap, J0pH ako HIKOE OT TOPHUTE TBBPJEHUS CE € OTHACSUIO 10
Bac B munanoro.

[Ipenn na Bu ce mpmtoxu Abevmy wim gokaro ce iekyBare ¢ Abevmy:

. BeAHara ysegomere Bamus nekap u 3p0051€Kap, ako nMarte 1iu cTe uManu 0oJka B ycTaTa,
3L0HTE I/I/I/UII/I YCIIIOCTTA, ITOAYBAaHE UJIU PAHU B yCTaTa, U3TPBIBAHE WJIM YyBCTBO Ha TCKECT B
YeJI0CTTa, WK pa3KilallaHe Ha 350.

o akKo TpH6Ba Ja Cc€ MOAJIOKHUTEC HA HHBAa3UBHO SBGOHGIICHI/IC HJIM CTOMATOJIOTMYHAa onepanus,
KakeTe Ha Bammst 3p007ekap, 4e ce nekyBate ¢ Abevmy, 0coOO€HO KOTaTo MMoTydaBaTe Wil CTe
MOJTy4aBaJI CHINO U WHXKEKIHs 6ndochoHaT BB BEHa.

Moske na ObaeTe TOCHBETBAHHU Ja Ce MOJI0KUTE Ha CTOMATOJIOTHUYEH IIPerJie]l Ipeu 3all04YBaHe Ha
nedeHneTo ¢ Abevmy.

Jlena u roHOIMIM
Ynorpebara Ha Abevmy He ce penopbYBa IPH Jiella U IOHOIIN Ha Bh3pacT 1o 18 roauan, Thid KaTo
0e30macHOCTTa U TI0J13aTa MPH Ta3H MOITYJIANNS MAIMeHTH HE Ca YCTaHOBEHHU.

Crpo01aBa ce 3a 3aruBaHe Ha KOCTHA ThKaH (OCTEOHEKPO3a) B KOCTH, Pa3IMYHHU OT YEIIFOCTTA, TIPH
MAIMEeHTH Ha BB3pacT moy 18 roawnam, nekyBanu ¢ Abevmy.

Apyru jiekapcTBa u Abevmy

TpsabBa na xaxxere Ha Bamus nexap, ¢papMarieBT Wik MEAUIIMHCKA CECTPa, aKo IMpHeMare, HaCKOpo CTe
MIpUEMAaJTA WU € BB3MOJXKHO Ja IPUEMETE IPYTH JICKapCTBa.
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Kombunupanero Ha Abevimy ¢ Ipyro JekapcTBO, HAPSUYECHO CYHUTUHHO Manat (IIpeAnUCcBaHoO MPH PaKk
Ha ObOpenyTe U CTOMAIIHO-YPEBHUS TPAKT) MOXKE Aa AOBEIE 10 TEKKU HexelaHu peakuuu. O0cbaere
ToBa ¢ Bammms nekap, 3a fa ce yBepure, 4e npu Bac He ce KoMOMHUPAT Te3U JIeKapCTBa.

Kaxere Ha Bamms nekap, ako ce JeKyBaTe C XUMHOTEpaIisl Ha OCHOBaTa Ha IUIATHHA WA TaKCaHH 32
pak Ha OenuTe IpoOOBE WM METacTa3upal pak Ha MIICUHATA JKiie3a. Te3u BUIOBE Tepanwsl B
KoMOUWHaIMs ¢ Abevimy MOXe J1a yBeIHYaT PUCKa OT TEXKKU HEXKEIIaHU PEaKIIUU.

Mons, kaxkere Ha Bammus siekap, ako Hackopo Bu e npuiniarana win Bu ce mpuiara npuerepanusi.

bpeMeHHOCT, KbpMeHe U (PEPTHINTET

He Tpsi06Ba na u3mnon3BaTe TOBa JEKapCTBO, aKo cTe OpeMeHHa. Abevmy Moke /1a yBpean HEpOJACHOTO
Bu nmere, THif KaTO MOJKE J1a CIIpe Tpolieca Ha oOpa3yBaHe HAa HOBH KPHBOHOCHU ChIIOBE. Bamust
nexap 1e Bu nochBeTBa 1a mpuiiarate MEpKH 3a Ipeana3BaHe OT 3a0peMeHsIBaHe 10 BpeMe Ha
nedeHueTo ¢ Abevmy u noHe 6 Mecena cief| mociegHaTa 103a Ha Abevmy.

VBenomere He3abaBHO Barumst siekap, ako cte OpeMeHHa, ako 3a0peMeHeeTe 1o BpeMe Ha JICYCHHUETO C
TOBA JIEKapCTBO WJIM TUIaHUpaTe Aa 3abpeMeHeeTe B OM3Ko Obaerie.

He tps6Ba na kbpMHUTE 110 BpeMe Ha JieueHne ¢ Abevmy u moHe 6 Mecela ciie]] IpuiiaraHeTo Ha
nociieiHata 103a Abevmy, Thil KaTO TOBa JIEKAPCTBO MOKE JIa MOBJIMSC PACTEkA U PA3BUTUETO HA
Bamero 0Oe0e.

Abevmy Moxe 1a yBpeau (hepTuimTera npu xenure. Mosi, KOHCynTHpaiite ce ¢ Bamms nekap 3a
noseve HHGOPMALHSL.

[TochBeTBaiiTe ce ¢ Bammus nekap, papMameBT Wi METUITMHCKA cecTpa Mpeau yrnoTpedara Ha KOeTO U
Jla € JIEKapCTBO.

Hlodupane u padora ¢ MAIIUHU

Hsma nannu, ye Abevimy HamamsiBa CriocoOHOCTTa 3a Mo upane wim padota ¢ MamuHu. Cho0mIaBa ce
obaue 3a CHHIUBOCT U TPUMAIBIHU MPH yIoTpeda Ha Abevmy. AKO MOTYyYUTE CUMIITOMH, KOUTO
3acsATaT 3peHHETOo, KOHIICHTPAIUATA WK cocoOHOCTTa B 3a pearupane, He modupaiite u He
pa60TeTe C MalllMHHU, JOKATO CUMIITOMHUTC HC M34YC3HAT.

Abevmy cbabp:xka HATpUI U noucopoaT 20

Tosa nekapcTBo chabpka 4,196 mg HaTpuii (OCHOBEH KOMITOHEHT Ha TOTBapCKaTa/Tpare3Ha coJr) BbB
BcekH (prakoH oT 4 ml. ToBa konmuuecTBO € ekBUBaneHTHO Ha 0,21 % OT MpenopbUUTETHUS
MaKCHUMaJIeH JHEBEH XpaHUTEJIEH IIPUEM Ha HaTPUM 3a Bb3pacTeH.

ToBa nekapcTBO Chabpka 16,784 mg HaTpuii (OCHOBEH KOMITIOHEHT Ha TOTBApCKATa/Tpare3Ha cojl) BbB
BcekH (pakon ot 16 ml. ToBa konnuecTBo e ekBuBajeHTHO Ha 0,84 % OT mpenopbYUTENHUS
MaKCHMaJIeH IHEBEH XpaHUTEIICH IIPUEM Ha HaTPUH 3a Bb3PacTEH.

ToBa nexapcTBO chabpika 1,6 mg monucop6bar 20 BbB Beeku (rakoH oT 100 mg/4 ml u 6,4 mg BBB
Bceku (akoH ot 400 mg/16 ml, koeto e exkBuBanentHo Ha 0,4 mg/ml. [Tonucopbarure Morar na
NPUYHHSAT alepruiHu peakiuu. TpsoBa na kaxketre Ha Bammst iekap, ako ©Mare yCTaHOBEHU aJepTHU.

3. Kak ce npuiara Abevmy

Jlo3upoBKa M 4eCTOTA HA MPHJIOKEHHE

HeobOxoaumata mo3a Abevmy 3aBHCH OT TEJIECHOTO BH Teriio 1 BHia Ha pakoBOTO 3a00JIIBaHE, KOETO
TpsiOBa n1a ce jgekyBa. [Ipemopruntennara no3a e 5 mg, 7,5 mg, 10 mg unu 15 mg Ha KWIOTpaM TEIECHO
teryo. Bamust nekap e Bu npeanuine noza Abevmy, kosito € moaxosiia 3a Bac. Bue mie nonyuasate
Abevmy BeaHbxk Ha 2 win 3 cenmui. bpost Ha nH(py3uuTe, Kouto nie Bu ce HampaBsT, 3aBHCH OT
orroBopa Bu Ha nedenmero; Bue TpsOBa ma mpoabinkaBaTe JEUEHHETO C TOBa JIEKAPCTBO, TOKATO
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AbCme MpeCTaHe Aa Bh3NPEIATCTBA paCTECKa HA TyMOpa. Bammusar JICKap 1Ie O6C’B,[[I/I ToBa ¢ Bac.

MeToa M HAYMH HA PUIIOKEHHE

He pasknamaiite ¢nakona.

Abevmy e KOHIIEHTpaT 3a HH(PY3HOHEH pa3TBOp. B 3aBUCHMOCT OT 103aTa, KosiTo By e mpeanucana,
YacT WIH ISUI0TO ChABPKaHUe Ha (rakoHa Abevmy e ce paspen ¢ pa3TBOp Ha HATPUEB XIOPHU]T
npeau ynorpeba. Jlekap unu MeauimHCcKa cectpa 1ie Bu npuinoxar To3u paspenacH pa3tsop Abevmy
noJ1 hopMaTa Ha MHTPaBEHO3HA WH(Y3Us (BEHO3HO KankoBo). [IbpBaTa nH(Y3Us 111€ ce MPUITOKH 32
90 MuHYTH. AKO TA ce TToHece Todpe, BTopaTa HHPY3UI MOKE J1a Ce TIPUITOKHU 32 60 MUHYTH.
Crnensamute nHy3un Moxke na Bu ce mpuarar 3a 30 MuHyTH.

IIpuno:xxenuero Ha Abevimy TpsiOBa 1a 0bjie BpeMEHHO IPEKbCHATO

o aKo KPhBHOTO By HaysiraHe ce MOBUINK CHIIHO U CE HAJIOKH JICUCHHE C JICKApCTBA 32 KPhBHO
HaJlsITaHe,

o aKo uMare poOJIEMH ChC 3a3]IpaBsBaHe HA PAHHUTE CIIE]] OTiepalys,

o aKo CTe TIOJJIOKEHH Ha OTiepariusl.

IIpuno:xxenuero Ha Abevimy TpsiOBa O0KOHYATEIHO 12 ObJe NPEKPATEHO, AKO MOJIYy4YHTe

o CWJIHO TOBUIICHNE Ha KPBBHOTO HaJATaHE, KOETO HE MOXeE JIa C€ KOHTPOJIMPA C JIEKApCTBA 3a
KPBHBHO HAJIATaHE; WM BHE3AITHO CHITHO MOBHIIIEHHE HA KPHBHOTO HAIIATaHE,

o Hann4re Ha OENTHK B ypHUHATA, MPHUIPYKEHO OT OTOIH IO TSIIOTO,

o OTBOPH Ha YpeBHATA CTEHA,

o HEECTECTBEHO KaHade WM X0 MEXIy IuXaTelHara Tph0a u XpaHOIpoBOAa, MEKIY

BBTPCUIHU OPraHU U KOXKaTa, MEKAY BJIarajJuiieTo U KOATO U Jia € 4aCT Ha Y€pBaTa UJIU MCKIY
JPYTH ThKaHHU, KOUTO IO TMPUHIIUI HE ca CBbp3aHu ((PHUCTya) U KOUTO JICKYBAIIHAT JIEKap
CYHMTA 33 TEKKO OTKIIOHEHHE OT HOPMATHOTO ChCTOSIHUE,

CepUO3HU MHDEKIIUH Ha KOXKATa HIIH MO-ABIOOKHTE IMOJKOXKHU CIOEBE

KPBBEH ChCHPEK B apTEPUHTE,

KPBBEH ChCUPEK B KPHBOHOCHUTE CHJIOBE Ha OenTe ApoOOBe,

TEXbK KPHBOHU3IUB.

Axo Bu ce npuniioxu noseye ot HeodxoauMarta n03a Abevmy
. MOJKE J]a MOJyYHTE TeKKa MUTPEHa. AKO TOBa ce CIy4H, TpsiOBa He3a0aBHO J1a YBEIOMHTE
Bamms nekap, ¢papmaneBT UM MEAULMHCKA CECTPA.

AKo cTe nponycHaau Abevmy
. Bammisit nexap mie pemn kora 1a Bu ce gage cieapamara no3a Abevmy. TpsOBa na o0cbaure
TOBA C JIEKaps CH.

AKo cTe cripesu ynotrpedaTta Ha Abevmy

[IpeycranoBsiBaHe Ha ieueHHEeTO ¢ Abevmy Moke J1a cripe eekTa My BbpXy TyMOpHuUs pactex. He
MPEeKBCBalTE JICUEHNETO cH ¢ Abevmy mpenu na cte oOChAMIN TOBa ¢ Barmmms mekap.

AKO MMaTe HSIKaKBHU JOIBJIHUTEIHU BBIIPOCH, CBBP3aHH C yHoTpedaTa Ha TOBA JICKAPCTBO, TOMUTANTE
Bamms nekap, hapmaneBT wid MEIUIIMHCKA CECTpa.

4. Bb3MOKHH HeKeTaHH peaKI U

KakTto Bcnmuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPCAU3BHUKA HEXKCIIAaHU PECAKIIUN, BHIIPEKU Y€ HE
BCCKM I' I[10JTy4aBa.

Axo TMOJIYYUTEC HAKAKBU HCXKCIIAHU JICKAPCTBCHU pCAKIINU, YBEAOMCETE Bamms JICKap, Q)apMaueBT nin

MCIOUIIMHCKA CeCTpa. ToBa BKJII0YBa BCHYKU Bh3MOKHU HEOIIMCAaHHU B Ta3H JMCTOBKA HEXXEJIaHU
peaKkuuu.
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Hesxenanute peakunu, n30pOeHH 1M0-1011y, ca HabIr0gaBaHu, korato Abevmy e mpuiaras
€THOBPEMEHHO ¢ XUMHOTepamnus. ToBa He 03HauaBa HEMPEMEHHO, Ye TE3U HEeXKEIaH! PEaKInH ca
NPUYUHEHH TOYHO OT Abevmy.

AJlepru4Hy peakumu

AKo0 nMaTe aJlepruyHa peakuus, yBeJoMeTe BeaHara Bamms exap win HAKOH OT MEAUIIMHCKUS
nepcoHai. [Ipu3HanmTe Moe Ja BKITIOYBAT: 3aTPYAHEHUS B IUIIAHETO WK O0JIKa B I'bpAnuTe. Moxe
Jia OJyYHTE CHIIO U YePBEHUHA WIIM 3a4epBSIBaHE Ha KOKaTa MM OOpHB, CTYACHHU TPBIKU U
BTpPHUCAaHE, raJIcHe WK IOBPBIIAHE, OTOK, CBETOBBPTEX, YCKOPEHA Chp/ie4Ha JeHHOCT U 3ary0a Ha
Cb3HaHUE.

TpsoBa He3a0aBHO 12 OTHPCUTE MOMOI, AKO MOJYYUTEe HAKOS OT MOCOYEHUTE MO-A0Ty
HeKeJIAHH peaKluu.

Texku HexeTaH! peakiny, KOUTO MOXKe J1a ObJJaT MHOTO YecTH (MOXe J1a 3acerHar nmoseue ot 1 Ha 10
ITYTIIN ), BKITIOYBAT:

o MOBHUIIIEHO KPHBHO HAaJISTAHE,
o ycelllaHe Ha U3TPBIIBAHE WITH MPaByUYKaHe B PhIIETE WM KpaKara,
. HaMaJjeH Opoi KPBBHU KJIETKH, BKIIOYUTEIIHO O€TM KPBbBHH KJIIETKH, KOUTO IToMarar B bopoara

npoTHB UH(EKIUUTe (TOBa MOXKeE J1a ObJIe MPHIPYKEHO OT MOBHILICHA TEMIIEpaTypa), KakTo 1
KJIETKHUTE, KOUTO IMOAIIOMAraT CbCUPBAHETO HAa KPHBTA,

o OTMAaHAJIOCT U JIUIICA Ha EHEepPIys,
o ymopa,
o JMapwsi, TaicHe, TOBpBIIaHe U KopeMHa OoJika.

Texku HeKETTaH! PeaKIiui, KOUTO MOXe J1a ObaT yecTH (Moxe nma 3acerHat mo 1 Ha 10 qymm) ,

BKJIIOYBAT:

. OTBOPH B YepBHATA CTCHA,

o KbPBEHE, BKIIOUUTETHO KbpBEHE OT OeuTe IpoOoBe MPpH NalUeHTH C HeAPEOHOKIIEThUEH

KapIIMHOM Ha Oenute IpodoBe,

3aIlyIlIBaHe Ha apTepUUTE OT KPBBEH ChCUPEK,

3aIlyIlIBaHe Ha BEHUTE OT KPBBEH ChCHPEK,

3aIyIIBaHe Ha KPbBOHOCHUTE ChJIOBE Ha OeNuTe IPOOOBE OT KPHBEH ChCHPEK,

3aITyIlIBaHe Ha BEHUTE Ha KpaKaTa OT KPbBEH ChCUPEK,

ChpJIeYHa HEIOCTATHYHOCT,

MPOOJIEMU ChC 3a3/[paBsiBaHE HA paHUTE CJIE]l OTIePaIHs,

3auepBsiBaHe, JIOIIEHE, 00JIE3HEHOCT, 00JIKa WM NIOSBa HA MEXYPH TI0 IPBCTUTE HA PBIETE WIH

Kpakara,

HamaJIeH Opoii Ha YEPBEHUTE KPBbBHU KJICTKH,

JIUTICA HA CHEePIHUs,

CTOMAIIIHO M YPEBHO HAPYIICHUE,

MYCKYJIHa U CTaBHa 00JIKa, MyCKYyJIHa CJIaboCT,

CyXOTa B ycTaTa, KOMOMHHPAHA C JKa)/1a W/WjiM HaMaJlcHUE Ha KOJIMYECTBOTO HA YPHHATA WU

MOTHMHSIBAHETO U,

. BB3MAJICHUE HA JIMTABHIIaTa HA yCTaTa U YyepBara, OeuTe Apo0OBe U AUXATCITHUTE MIbTHIIA,
PENPOAYKTUBHUTE OPTaHH U MTUKOYHUTE MIHTHIIA,

. PaHUYKH B yCcTaTa M XpaHOIPOBOA, KOUTO MOXKE JIa ca OOJIE3HEHH U Ja IPUYUHSAT 3aTPyTHEHO

TIpETIIBINAHE,

00JTKa, BKIIFOUUTETHO TTaBoOosre, 00IKa B I'bpOa 1 O0JKa B Ta3za M 00JacTTa Ha aHyca,

JIOKaJIM3UpaHo ChLOMpaHe Ha THOH,

WHQEKITHS U TO-CIIeITHaTHO HHPEKIHSI Ha KPhBTA HITH ITUKOYHUS MEXYD,

HaMaJeHO KphBOCHAOIsIBaHE HA MO3bKa MIJIA HHCYIIT,

CBHHJIMBOCT,

KbPBEHE OT HOCA,

yCKOpsIBaHE Ha ChPJACYHUS PUTHM (ITyJica),
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3aIyIIBaHe Ha YyepBara,
OTKJIOHEHHS B M3CJIE/IBaHETO HAa ypHuHaTa (OeNTHK B ypHUHATA),

3ayX WM HUCKH CTOMHOCTH Ha KUCIIOPOJ B KPHBTA,

WH(EKIINN Ha KOKaTa WK IBIOOKUTE CIOEBE MO KOXKATa,

¢ucTyna: HEeeCTECTBEHO KaHAITYEC MEXKY BHTPELIHNA OPTaHH U KOXAaTa, WX JAPYTH ThKaHHU,
KOUTO HOPMAJIHO HE Ca CBBP3aHM, BKIIOYUTEIHO BPb3KU MEKIY BIAraJIMIIETO U YepBaTa, Ipu
MalMEHTH C paK Ha MaTOYHATa IIUHKa,

o AJIEPrUYHH peakuuy (IPU3HALMTE MOXKE /1a BKIIIOYBAT 3aTPyAHCHO IUINAHE, 3a4EpBsIBAHE HA
JIUIIETO, 0OPUB, HUCKO KPHbBHO HAJISTaHE WJIM BUCOKO KPHBHO HAJISTaHE, MAJIKO KOJTMYECTBO
KHCJIOpPOJI B KPBbBTa, O0JIKa B TBPANTE, WK TaIeHE/TIOBPBIIAHE).

Texku HeXKEITaHU PeakIlny, KOUTO MOXe J1a ObaT penku (Moke na 3acersat mo 1 Ha 1 000 gymmm),

BKJIFOYBAT:

o BHE3aITHA TE)KKA aJleprUyHa Peakiis ChC 3aTPYAHCHO TUIIIaHe, OTOK, CBETOBBPTEK, YCKOPEHa
Chp/IcYHA ICHHOCT, U3MOTSIBAHE U 3ary0a Ha ch3HaHUE (aHA(DUIAKTHYCH IIIOK).

Texku HeKeaHH Peaki[My ¢ HEM3BECTHA YecToTa (0T HAIMYHKUTE JaHHU HE MOXKE Jia ObJie HampaBeHa
OIIEHKa), BKJIIOYBAT:

o cepro3HU MH(EKIMHN HA KOXKaTa MIH MO-IbJI00OKHTE CIOEBE MO/ KOKaTa, 0OCOOCHO aKo MMaTe
OTBOPH B UYpEBHATa CTEHA WM Npo0IeMH, CBbP3aHH ChC 3apaCTBAHETO HA PaHHUTE,

o oTpuLaTesieH eeKT BbPXY CIIOCOOHOCTTA Ha KCHHUTE Jla UMAT Aena (BHXKTE M0-10JTy CIHCHKa C
HEe)XEJIaHW PEaKINy 3a JOITBIHUTEIHN IPETOPBHKN),

o CBHCTOSTHUE Ha MO3bKa ChC CUMIITOMH, BKITIOYBAIY T'bpUOBE (MIPUIAIBIIN), TIaBOOOIHE,
00BbpKBaHE U IPOMEHH B 3DEHUETO (CHHIPOM Ha MOCTEpUOpHa 00paTHMa eHLehalonaTHs Win
CIIOE),

o CHUMIITOMH, KOUTO MpenoiaraT pOMEHH B HOpMajHaTa MO3byHa (yHKUus (r1aBoOosue,
IIPOMEHU B 3pEHHETO, 0OBPKBAaHE WM I'bPUOBE) U BUCOKO KPbBHO HAJIATaHE,

o pasiupsBaHe U OTCJIa0BaHE HAa CTEHA HA KPbBOHOCEH ChJ WM Pa3KbCBaHE HAa CTEHA Ha
KPBBOHOCEH Ch/1 (AHEBPU3MHU U apTepUATHU AUCEKAIINN),

. 3aIyIBaHe Ha MHOTO MaTbK(KH) KpHBOHOCEH(HH) ChI(0Be) B ObOperuTe,

o HEOOMYalHO BHCOKO KPBBHO HaJISITaHE B KPHbBOHOCHHUTE CHIOBE HA OenuTe ApoOOoBe, KOETO
npaBu paboTaTta Ha IsSCHATa CTPaHa Ha CHPILIETO MO-TPYJHA OT HOPMAIHOTO,

o OTBOp B XpYILISUIHATA CTEHA, KOSTO pa3/elisi HO3APHUTE Ha HOCa,

o OTBOp B CTOMaxa WJIM YepBaTta,

o OTBOpEHA paHa MM OTBOP B JIMTABUIIATA HA CTOMAaxa WM ThHKOTO YepPBO (CHMITOMHTE MOXKE

Jla BKJITIOYBAT KOpeMHa O0JKa, 4yBCTBO 32 IMOAyBaHe Ha KOpeMa, KaTpaHEeHO YepHU
W3IMPaXHEHUS! WIH KPBB B M3MPAXHEHHATA ((PEKATNUTE) HITH KPBB B TIOBBPHATUTE MaTCPHH),

. KbPBEHE OT JOJTHUTE OT/IENIN Ha 1e0esI0To YepBo,

o JIE3UW Ha BEHIIUTE C OTOJIBAaHE HA YENIOCTHATAa KOCT, KOUTO HE 3apacTBaT M MOJXKE /1a ca
CBBbp3aHM ¢ O0JIKa ¥ Bh3NaJICHHE Ha OKOJIHATA ThKaH (BIKTE MO-A0JIy CIHCHKA C HEXKENaHH
PeaxIuy 3a JOMBIHATEHN IPETOPBHKN),

. OTBOP B KJIIFYHHS MEXyp (CHMITOMHUTE W TPU3HAIIUTE MOXKE Ja BKIIIOYBAT KOpeMHa 00JIKa,
MOBHIIIEHA TEMIIEpaTypa U raJicHe/IOBPBIIaHE).

TpsioBa BeqHAara Ja NOTHLPCUTE MOMOII, AKO MOJYYHTE HAKOS OT MOCOYEHHUTE MO-10J1y HeXKeJTaHH
peakuuu.

MHoro 1ectu (MOe Ja 3acerrar nosede ot 1 Ha 10 qymm) HeKeaHU PEaKI|K, KOUTO HE Ca TEXKH,
BKJTFOYBAT:

3arex,

3ary0a Ha alleTuT,

MOBHIIIEHA TEMIIeparypa,

po0JIeMH ¢ OYUTe (BKIFOYUTEITHO ITOBHINEHO OTACIISTHE HA CHJI3H),

MPOMEHH B peuTa,

MPOMEHU BHB BKYCOBOTO yCeIllaHe,
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Xpema,
CyXOTa Ha K0)KaTa, JIFOIICHE U Bb3MAJICHUE Ha KOXKaTa, TPOMsHA B I[BeTa Ha KOXKara,
3ary0a Ha TEeJIECHO TeTJIo,

KBbPBEHE OT HOCA.

Yectu (Moxe n1a 3acerHat 70 1 Ha 10 aymim) He)KeNaHU peakllni, KOUTO He Ca TeKKHU, BKIIOYBAT:
° MIPOMEHH B TJIaca U MPECHUITHAIOCT.

[MaruenTure Ha BB3pacT HaJ 65 TOMHU ca C MMOBUIIICH PUCK OT MOsBa Ha CIICTHUTE HEXKEIaHH

peaKIuu:

. o0Opa3zyBaHe Ha KPBBHU ChCUPEIIH B apTEPUHUTE, KOETO MOXKE JIa JIOBEJIE 10 MHCYJIT WIH UHPAPKT
Ha CHPIIETO,

. HaMaJIeHHe Ha Opost Ha O€JIUTe KPhBHH KJIETKH, KAKTO U Ha KJIIETKUTE, KOUTO MOAIOMAaraT

C'bCI/IpBaHeTO Ha Kp'bBTa,

JAapus,

rayieHe,

r1aBo00JIHE,

yMopa,

BHCOKO KPBHBHO HaJIsITaHE.

Abevmy Moe ChIIO Ja PEAN3BHKA TPOMEHU U B TA0OPATOPHUTE U3CIICABAHMUS, HA3HAUCHH OT
Bamms niexap. Te BrimrouBaT HamaseH Opoit Ha GenuTe KpbBHU KIETKH, 0COOCHO Ha HEyTpoHiInTe B
KpbBTa (BU OS)IM KPBBHH KIIETKH, KOUTO MOJAMIOMAraT 3aiuTara cpenry HHGEKIUH ); HATHYUe Ha
OeNTHK B ypUHaTa; HAMAJICHN KOHIICHTPAIMK Ha Kaui, HaTpui Wik Gpocdop (MuHEpaT) B KPHBTA;
MOBHILICHA KPbBHA 3aXap; MOBUIIICHU CTOMHOCTH Ha ajkaiHaTta gocdarasa (€H3MM) B KPbBTA;
MOBHILICH CEPYMEH KPeaTHHUH (IIPOTEHH, U3MEPBAH C KPbBHU TECTOBE, 32 JIa CE MIPOBEPH JCHHOCTTA
Ha ObOperuTe Bu); HaManeH xeMOrja00uH (HaMHpa Ce B YEPBEHUTE KPBBHU KICTKH, KOUTO MPEHACAT
KHCIIOPOJ), KOUTO MOTaT 1a ObIaT TEKKH.

Bosnka B yctata, 350UTe U/WIH YETIOCTTa, OyBaHE WM PAaHH B YCTATa, U3TPHIIBAHE WM YyBCTBO HA
TEXECT B YEIOCTTA WM pasKiaiane Ha 360. ToBa Moxe J1a ObJIaT MPU3HAIM U CHMIITOMH Ha
YBpEXKIaHE HA KOCTTa Ha YEIIOCTTa (OCTEOHEeKpo3a). Kaxkere HezabaBHO Ha Bammst nexap wim
3b00JIeKap, aKO MOYYUTE HIKOU OT TAX.

JKennre B mpenMenonay3a ()K€HH, KOUTO IMAaT MEHCTPYaIlHs ) MOTaT Ja 3abenexar, 4e MeHCTPYalusTa
UM CTaBa HEPEJOBHA WJIM JIMIICBA U MOTaT Jia MOJIy4aT YBpexKIaHe Ha (hepTunurera. AKo
BBh3HaAMepsBaTe Ja UMaTe Jiena, TpsioBa ga o0chanuTe ToBa ¢ Bamms nekap npeau 1a 3anoyHeTe
JIedeHme.

Abevmy e pa3pa0oTeH 3a JieueHUE Ha paK MOCPEICTBOM HHKXECKTUPAHETO MY B KPBBOOOPAIIEHUETO.
[IpoayKThT He € IpeHA3HAYCH 32 UHKEKTHpaHe B 0K0oTo. [Tlopau ToBa He € pa3pellieH 3a yrnorpeba
1o T03u HaunH. [Ipu mupexTHO HHKeKkTHpaHe Ha Abevmy B 0koTo (M3BBH 0100peHaTa ynorpeoda),
MOTratT Aa Bb3HHUKHAT CJICAHUTC HEKCIIaHU PCAKIIUN:

° WH(EKIUS UK Bh3NAICHUE Ha OYHATA S0BJIKA,

. 3auepBsABaHE Ha OKOTO, MAJIKK TOYMIU WU METHHIIA B 3pUTEITHOTO TMOJIe (TUIABAIIHA YaCTHIIH ),
00JIKa B OKOTO,

° BIDK/IaHE Ha MPOOIISCHIN CBETIIMHA C TUIABAIIH YaCTHIIH, IIPOTPECHUPAIIIO IO YaCTUYHA 3ary0a
Ha 3peHueTo Bu,

L] IMMOBUIICHO BTPCOYHO HAJIATAHE,

L] KPBbBOM3JIMB B OKOTO.

CpboluiaBaHe HA HesKeJIAHU PeaKIu

Axo TMMOJIYYUTE HAKAKBU HCXKCJIAHU JICKAPCTBECHU PEAKIINU, YBEAOMETC Bamms JICKap, @apMaueBT HJIn
MCIUIIMHCKA CECTpa. ToBa BKJII0UBa BCUYKH BH3MOKHHM HEOITMCAHU B Ta3M JIMCTOBKA HEXKEJIaHU
peaxmuu. MokeTe ChINo Ja ChOOIINTE HeXKENaH! peakliy TUPEKTHO Ype3 HallMOHATHATa CICTEMA 32
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choOInaBane, mocovcHa B [Ipunoxenue V. Kato cho0IaBaTe HexXelIaHU PEaKIIui, MOKETE Ja 1a/IeTe
CBOsI MPUHOC 32 TI0JTyYaBaHe Ha MoBede WH(OPMAIUs OTHOCHO O€301TaCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cbxpansiBate Abevmy
CoxpaHsiBaliTe TOBa JIEKapCTBO Ha MSICTO, HEOCTBIIHO 32 Jielia.

He u3monssaiiTe ToBa JIekapCcTBO ClIe]] CPOKa Ha TOJHOCT, OTOEIA3aH BHPXY KapTOHEHATa OTIAKOBKA U
BBPXY €THKeTa Ha (pyiakoHa, choTBeTHO ciiefl “Tomen no:” u ,,EXP”. CpokbT Ha rOIHOCT OTTOBaps Ha
MOCIEIHMUS JIEH OT IOCOYEHUS MECEII.

Ja ce cpxpansBa B xmammrauK (2°C - 8°C). Jla He ce 3ampassba.
CoxpansBaiiTe ()1akoHa B KAPTOHEHATA OMMAKOBKa, 3a JIa CE IPe/Ia3u OT CBETIINHA.

WNudy3noHHUTE pa3TBOpH TPsIOBA J1a ce U3MOI3BAT BEHATA CIIE/T Pa3pekaane. AKO HE ce U3I0I3BaT
BeJIHAra, MPOJBDKUTEITHOCTTA U YCIOBUATA Ha ChXPaHEHHE ca OTTOBOPHOCT Ha MOTPEOUTENS U
00MKHOBEHO He TpsAOBa Ja HaAXBBPIAT 24 yaca npu 2°C no §°C, ocBeH ako HHPY3UOHHUTE Pa3TBOPH
He ca OWJTM MPUTOTBEHM B CTEPIITHA cpeaa. Abevmy e ctabmien 3a nepuon 1o 70 muau npu 2°C mo 8°C
u 3a iepuon A0 15 qau npu 23°C o 27°C.

He m3non3saiite Abevmy, ako 3a0eneXuTe HIKaKBA BUAMMYU YaCTUIIM WIH POMSHA HA [IBETA TPEIH
ymotpeoa.

He usxBbpisiite nekapcTBaTa B KaHaIU3aLUATA WM B KOHTEITHEpa 3a TOMAIHA OTHaAbLIH.
[TomuraiiTe Bammst papMarieBT kak 1a H3XBBHPIIATE JICKapCcTBaTa, KOUTO Beue He M3MoJ3BaTe. Te3n
MEpKH III€ CTIOMOTHAT 32 OIla3BaHe Ha OKOJHATA Cpefa.

6. C’bll’bp)l(aﬂl/le Ha OIMAKOBKAaTa U JOINbJHUTE/IHA m{d)opMauml

KakBo cbabp:xa Abevmy

. AKTHBHO BelecTBo: OeBanu3ymad. Becexu ml ot koHIIEHTpaTa chabpxka 25 mg OeBanuzymao,
cpoTBeTcTBaml Ha 1,4 1o 16,5 mg/ml, xoraTo e pazpeneH crope/ IpenopbKUTe.
Bcexu dnakon ot 4 ml ceapprxa 100 mg GeBanuzymad, choTBeTcTBam Ha 1,4 mg/ml xoraTo e
paspeiieH crope MPenopbKUTe.
Bcexku dmakon ot 16 ml crappika 400 mg 6eBanm3ymad, choTBeTCTBaImM Ha 16,5 mg/ml xoraTo
€ pa3pelieH CIope] MPEOPHKUTE.

. Hpyru cecraBku: HatpueB docdat (E339), a, o - Tpexanosza nuxuapar, noaucopodar 20 (E432)
Y BOJIA 3a MHXKeKIuU. Bibkre Touka 2 ,,Abevmy chabpika Hatpuil u noiucopoat 20,

Kak u3riexna Abevimy u KakBO Chbbp:Ka ONAKOBKATA

Abevmy e KOHIIEHTpAT 3a HH(]y3uOHEH pa3TBOp. KOHIEHTpaThT Npe/cTaBisaBa OUCTpa J0 JIEKO
OIaJiecIieHTHa, Oe3I[BEeTHA JI0 OiiejokadsaBa TEYHOCT U 0e3 BUANMH YacTUIU. TO € HAITbJIHEH B
CTBKJICH (UIAKOH ¢ TyMeHa 3amymanka. dmakonute ot 4 ml ce mpenarat B OMakoBKH, ChIbpKamiy 1
i 5 paxona. Guakonute ot 16 ml ce mpejyIarat B ONaKOBKY, ChAbpKaIH 1, 2 uiau 3 ¢iakoHa.

He Bcruku BUIOBE OMTAaKOBKHU MOXE J1a Ce MIpeaiaraT Ha masapa.

[purexaTes Ha pa3pellieHNETO 32 yNOTpeda
Biosimilar Collaborations Ireland Limited

Unit 35/36 Grange Parade,

Baldoyle Industrial Estate,

Dublin 13 DUBLIN

Hpnanaus D13 R20R

IIpousBoauTesn
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Biosimilar Collaborations Ireland Limited
Block B, The Crescent Building,

Santry Demesne

Dublin

D09 C6X8

Wpnanaus

3a AOMBIHUTETHA HHPOPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE ¢ MECTHHSI
NpEe/ICTAaBUTEN Ha MMPUTEKATEIS Ha pa3pelIeHUETO 3a yoTpeba:

Belgié/Belgique/Belgien
Biocon Biologics Belgium BV
Tél/Tel: 0080008250910

Buarapus
Biosimilar Collaborations Ireland Limited
Ten: 0080008250910

Ceska republika
Biocon Biologics Germany GmbH
Tel: 0080008250910

Danmark
Biocon Biologics Finland OY
TIf: 0080008250910

Deutschland
Biocon Biologics Germany GmbH
Tel: 0080008250910

Eesti
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

EALada

Biocon Biologics Greece MONOITPOZQITH
LK.E

TnA.: 0080008250910

Espaia
Biocon Biologics Spain S.L.
Tel: 0080008250910

France
Biocon Biologics France S.A.S
Tel: 0080008250910

Hrvatska
Biocon Biologics Germany GmbH
Tel: 0080008250910

Ireland
Biosimilar Collaborations Ireland Limited
Tel: 1800 777 794

island
Biocon Biologics Finland OY
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Lietuva
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Luxembourg/Luxemburg
Biosimilar Collaborations Ireland Limited
Tél/Tel: 0080008250910

Magyarorszag
Biosimilar Collaborations Ireland Limited
Tel.: 0080008250910

Malta
Biosimilar Collaborations Ireland Limited
Tel.: 0080008250910

Nederland
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Norge
Biocon Biologics Finland OY
TIf: +47 800 62 671

Osterreich
Biocon Biologics Germany GmbH
Tel: 0080008250910

Polska
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Portugal
Biocon Biologics Spain S.L.
Tel: 0080008250910

Romania
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Slovenija
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Slovenska republika
Biocon Biologics Germany GmbH



Simi: +345 800 4316 Tel: 0080008250910

Italia Suomi/Finland

Biocon Biologics Spain S.L. Biocon Biologics Finland OY
Tel: 0080008250910 Puh/Tel: 99980008250910
Kvnpog Sverige

Biosimilar Collaborations Ireland Limited Biocon Biologics Finland OY
TnA: 0080008250910 Tel: 0080008250910

Latvija

Biosimilar Collaborations Ireland Limited

Tel: 0080008250910
JaTa Ha mocJieAHO npepa3rjiesKaaHe HAa JUCTOBKATA
JApyru u3rounuinu Ha uHpopmanus

IToapo6Ha nHOpMAITHS 3a TOBA JIEKAPCTBO € IpeIocTaBeHa Ha yebcaiita Ha EBporrelickara areHITus
1o JIeKapcTBara: http://www.ema.europa.eu
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