INPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



vTo31/1 JIEKapCTBEH MPOJYKT MOJJICKN Ha JOIMBIHUTENHO HabmoieHne. Toa 11e o3Bosin Obp30TO
yCTaHOBSIBaHE Ha HOBA MH(pOpMaIusi OTHOCHO Oe3omacHOCTTa. OT MEUIIMHCKUTE CIICIIUATUCTH Ce
W3UCKBA J1a ChOOIIABAT BCSAKA MOA03MPaHa HeKelaHa peakys. 3a HaunHa Ha CboOIIaBaHe Ha
HEXEJIaHU PEaKlMU BHXKTE Touka 4.8.

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

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

2. KAYECTBEH U KOJIMYECTBEH CBCTAB

Bcexku ml ot koHIIeHTpaTa chabpxKa 25 mg 6eBaunzymad (bevacizumab)*.
Bceku daakon ot 4 ml chaspika 100 mg 6eBann3zymao.

Bceku daakon ot 16 ml cappika 400 mg GeBarnmu3ymMad.

3a paspexxaane u ApyTH MPernopbKy 3a padoTa BUXKTE TOUKa 6.6.

*Bepann3yMad ¢ peKOMOMHAHTHO XyMaHHU3UPAHO MOHOKJIOHAJIHO aHTHUTSIIO, mosyueHo upe3 JJHK
TEXHOJIOTHS B KIEThYHU JIMHUU OT SIMUHUK HA KUTANCKU XaMcTep.

3a IBIHUA CIIMCHK HA IIOMOIIHUTE BEIIECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
KonuenTpat 3a un}y3uoHneH pa3TBop (CTEpHUIeH KOHLIEHTPAT).

BesnBeTHa 10 *KbATCHUKAaBA WK KaQ)eHUKAaBa ONaJIeCIUpaIia TeYHOCT.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHHU NOKA3AHUS

Oyavas B KOMOMHAIUS ¢ XUMHOTepanus Ha 6a3ara Ha (IyOpONMPUMHINHY € [TOKa3aH 3a JICUeHUe MpU
BB3pACTHH MAMEHTH C METacTa3upal KapuuHOM Ha Ae0e0TO YEPBO MIIM PEKTyMa.

Oyavas B KOMOWHAIIHS ¢ TAKIUTAKCEN € MTOKa3aH 3a JIeYeHHe OT IIbPBa JIMHUS IIPU BB3PACTHU
MalMeHTH C MeTacTa3upaj paKk Ha MJleuHaTa jkjie3a. 3a JOMbIHUTEeTHa HHPOPMALUs OTHOCHO CTaTyca
Ha YOBELIKHI PELIENTOp Ha enuaepMannus pacrexer gaxrop tum 2 (HER2), mons, BuwxTe Touka 5.1.

Oyavas B KOMOMHAIU ¢ KalleUTa0WH € TI0Ka3aH 3a JICYCHUE OT ITbpBa JIMHHUS NPU Bb3PaCTHU
MAIMEHTH C METACTa3upall pak Ha I'bpJaTa, IPH KOUTO JICYEHHETO C APYTH BUAOBE XUMUOTEPAIHs,
BKJIFOUMTEITHO TAKCAaHU MWW aHTPALMKJINHU, HE CE CUUTa Moaxosamo. [lanuenTn, noay4yaBain cXxeMu
Ha JIedeHHe, ChIbPKAIY TAKCaH U aHTPAIUKINH, KaTO aJI0BaHTHO JIEYCHHE TIPe3 MOCIETHUTE

12 mecena, TpsiOBa aa ce u3KIto4aT OT JeueHue ¢ Oyavas B KOMOMHALMS ¢ KanenuuTaOuH. 3a
nompiaHUTeNHA nHGopManus otHocHo HER?2 craryca, mons, BikTe Touka 5.1.

Oyavas, tobaBeH KbM XUMHOTEpAITUs Ha 0a3aTa Ha MJIaTHHA, € [TOKa3aH 3a JICYeHUE OT IbPBA JIMHUS
TIpH BB3PACTHH MAIMEHTH C HeOoTlepaOuiIeH aBaHCHPaJl, MeTacTa3upai Wil PEIUINBHAPAI
HeIpeOHOKIIEThYUCH paK Ha Oeius Apo0 ¢ pa3iaryHa OT MpeodIiagaBaiia CKBaMO3HOKIIEThYHA
XUCTOJIOTHS.

Oyavas, B KOMGI/IHaHI/Iﬂ C epJ'IOTI/IHI/I6, € IMOKa3aH 3a JICYCHUC OT IIbpPBaA JIUHUA [IPU BB3PACTHU
ITaIMCHTH C Heonepa6HneH HalpeaHall, M€TacTasvupall Uiiu peuyuanBUpalnl HECCKBaMO3€H



HeZlpeOHOKIIEThUEH paK Ha Oenus Apod ¢ aKTMBHPALIY MYTAllMK Ha PELIENTOpa Ha eMUICpMaTHHS
pactexen daktop (EGFR) (Bx. Touka 5.1).

Oyavas B koMOuHaIus ¢ uaTepdepon anda-2a ¢ mokasaH 3a JICUCHHE OT II'bPBa JIMHUS IIPU Bh3PacTHU
MAIMEHTH C HANPEAHAN W/UITH MeTacTa3upan ObOPEUHOKICTHUYCH KapIUHOM.

Oyavas B KOMOMHaNus ¢ KapOOIUIaTHH M MAaKJIUTAKCEN € M0Ka3aH 3a IbpBa JINHUS HA JICUCHUE Ha
Bb3pacTHU NauueHTku ¢ Hanpeanan (craguu 111 B, III C u IV na Mexaynapoanata denepauus o
akymepcTBo u runekosorus (FIGO) enurenen KapiuHOM Ha IHYHULUTE, (aJOMUEBUTE TPHOU WK
IBPBUYEH MIEPUTOHEATICH KapIHHOM (BK. Touka 5.1).

Oyavas, B KOMOMHaNus ¢ KapOOIUIaTHH U TeMIMTaOWH MM B KOMOWHAIIMS ¢ KapOOIUIaTHH U
MaKJIMTAKCEe, € TT0Ka3aH 3a JICUCHHUE Ha Bb3PACTHH MAIUCHTKY C IIbPBU PELUINB Ha SIUTEJICH paK Ha
SIHYHUIMTE, (PAIONTMEBUTE TPHOU WM IIbPBUYCH IIEPUTOHEAJICH PakK, YyBCTBUTEJICH Ha JICUCHHE C
TUTaTHHA, KOUTO HE Cca MOJyYaBald Mpe/IiecTBalla Tepamnus ¢ OeBanuzymad Wi Apyrd HHXUOUTOPH
Ha VEGF nmn VEGF penentop-npuienay areHTy.

Oyavas, B KOMOWHAIIHS C TTAKIMTAKCEN, TOTIOTEKaH W METHIIMPAH JIMITO30MaJIeH IOKCOPYOHIIHH, €
MOKa3aH 3a JISYeHNE Ha Bh3PACTHH MAIIMCHTKH C TBPBUYHO-PE3UCTEHTEH PEIUIUBUPAII] SITUTEIICH paK
Ha AWYHATITE, (PaJONUeBUTE TPHOH WM ITEPBHYCH IEPUTOHEAJICH PaK, KOUTO Ca MOJTyYaBain He
IMOBCYE OT ABa PEKUMa Ha IbpBUYHA XUMUOTECPAIIUA U KOUTO HE Ca ITOJIydaBaJId NpeauIcCTBalia
Tepanus ¢ OeBanuzymad win Apyru naxuouropu Ha VEGF, wnu cpepcta, mpuiienBamny ce BbB
VEGF-penentopa (Bx. Touka 5.1).

Oyavas, B KOMOMHAIHS C MTAKJIUTAKCEeN U UUCIUIATHH, UM AITEPHATHBHO MAKIUTAKCeN M TOMOTEKaH
NpY MALMEHTKH, KOUTO HE MOTaT /ia TOJIy4aBaT Tepanus ¢ IJIaThHa, € MOKa3aH 3a JIEYeHUE Ha
BB3PACTHU MAaIMUCHTKU C IEPCUCTUPAlll, pCOUANBHUPAIL] WJIX ME€TacTazrupall KapIXuHOM Ha MaTOo4YHaTa
mwuiika (BX. Touka 5.1).

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

He paszknamaiite ¢nakoHa.

Oyavas Tps0Ba Ja ce npuiara 1mnoj HaOnioIeHUE Ha JIeKap C OMUT B JICYCHUETO C aHTUHEOIUIACTUIHU
JIEKapCTBEHU IIPOLYKTH.

gOBH[)OBKa

Memacmasupan kapyurom na oeberomo uyepso uiu pexkmyma (MKIHP)

[Ipenoppunrtennata noza Oyavas, MpUIOKeH NoA opMaTa Ha MHTpaBeHO3Ha HHY3HUs, € 5 mg/kg nnn
10 mg/kg TenecHo Terio, MPUIIOKEHHN BEJIHBXK Ha Bcekd 2 ceqmunu, win 7,5 mg/kg nim 15 mg/kg
TEJIECHO TETJIO, IPUIIOKEHH BEIHBHK Ha BCEKU 3 CEJIMHUITH.

HpenoquBa CC JICUCHHUETO Aa IMPOABJKU A0 MPOTrpeCcusa Ha OCHOBHOTO 3a00J1s1BaHEe MIIM a0
HEMpUeMJIiBa TOKCUIHOCT.

Memacmazupan pak na maeunama dxcneza (MPMIK)

[Ipenoppuntennara noza Oyavas e 10 mg/kg TenecHo Terno, mpuaaraHu BeIHBX HA BCEKH
2 ceqmunm, win 15 mg/kg TenecHo Terio, MpriiaraHy BEHBXK Ha BCEKU 3 CEMMUIIM T0J] popMara Ha
UHTpPaBEHO3HA HHY3USI.

HpenoquBa CC JICUCHUCTO Aa IMPOABILKU N0 NPOTrpeCuss Ha OCHOBHOTO 3a00JIIBaHEe WU a0
HEIpUueMJIiBa TOKCUIHOCT.



Heopebuoxnemvuen pax na beaus opoo (HAKPB])

ITvpsa nunus na newenue Ha neckeamosen HIIKPH] ¢ kombunayus ¢ xumuomepanusi Ha b6azama Ha
nIamuHa

Oyavas ce npuiara, Kato ce 100aBs KbM XUMHUOTepanus Ha 0a3ara Ha IUIaTHHA B IPOABIKEHUE HA 10
6 UKbBIIA HA JIeYeHHE, TIOCNIe/IBaHN OT MOHOTepanus ¢ Oyavas 70 mporpecus Ha 3a00JISIBAHETO.

[Ipenoppunrennata ngo3za Oyavas e 7,5 mg/kg unu 15 mg/kg TenecHo Tersno, npuiaraHa BEAHBX Ha
3 ceIMUIIM KaTo UHTPaBEHO3HA UHQY3HSI.

Knuanynara nonsa npu nanuent ¢ HAKPB/I e noka3ana u npu asere n1o3u — ot 7,5 mg/kg
15 mg/kg (Bx. Touka 5.1).

HpenoquBa CC JICUCHUCTO Aa IIPOABIIKU OO0 MPOTrpeCust Ha OCHOBHOTO 3a00JIIBaHEe WU a0
HCIpUueMJIMBa TOKCUIHOCT.

Ilvpsa nunus na nevenue na neckeamoszen H/IKPE/] ¢ EGFR akmusupawu mymayuu 8 KoMOuHayus ¢
epromuHu6

[penu 3amouBane Ha neuenue ¢ Oyavas B KOMOMHAIIUS ¢ EPIOTHHUO TPAOBA J]a ce U3BBPIIU
n3cnensane 3a EGFR myTtaunu. BaxHo e aa ce n3bepe nobpe BamuanpaH 1 HaACXKICH METO/, 3a J1a ce

n30erHat GalrBy OTPUIATEIHN W (DaTIIHNBH MOJI0KHUTEIHU PE3YITATH.

HpeHOp’B‘II/ITGHHaTa J03a Oyavas, KOraTto C€ u3I10J3Ba B JOIIbJIHCHUC KbM epJ'IOTI/IHI/I6, el5 mg/kg
TCJICCHO TCIJIO, IIpuJiaraHa BEIHbXX HAa BCCKU 3 CCAMUIIU KAaTO MHTPABCHO3HA I/IH(l)YSI/IiL

[IpenoppunTtento e nedenuero ¢ Oyavas B TOMBIHCHUE KbM €PIOTHHHO Ja IPOABIDKU 0 HPOTPECHS
Ha 3a00/I1BaHETO.

OTHOCHO O3MPOBKAaTa U HAYWHA Ha MPHJIOKEHUE Ha ePIIOTUHUO, MOJISl, BIDKTE KpaTKaTa
XapaKTepUCTUKA Ha €PIOTHHHO.

Hanpeonan u/unu memacmazupan 6vopeunoxnemvyer kapyurom (MBKK)

[Ipenoppunrtennata no3a Ha Oyavas e 10 mg/kg TenecHo Teryio BEAHBX Ha BCEKU 2 CEIMHLH O
(opmara Ha UHTpaBeHO3HA HHDY3USI.

HpenoquBa CC JICUCHUCTO Aa IMPOABILKU N0 NPOTrpeCuss Ha OCHOBHOTO 3a00JIIBaHEe WU a0
HEMpUueMJIiBa TOKCUIHOCT.

Enumenen xapyunom na auunuyume, anonuesume mpvou u nbpeuyer nepumoneaiet KApuuHom

prea JIUHUA HA JledeHue

Oyavas ce mpujara Kato JOIIbJIHEHUE KbM KapOOIUIaTHH U MAKIUTAKCEN 10 6 IMKBIa Ha JIEUCHHUE,
IIOC/IEJIBaHU OT NPOAbKUTENHA yrioTpeba Ha Oyavas KaTo MOHOTepanus 10 [Iporpecus Ha
3a00JIIBaHETO WJIM MAaKCUMYM 32 15 Mecena WiM 10 HEIPUEMIINBA TOKCHYHOCT, KOETO OT JIBETEe
HaCTBIIN O-PaHO.

[Ipenoprunrennara no3a Ha Oyavas e 15 mg/kg TenecHo Tero BeHBX Ha BCEKU 3 CEAMMUIIU 10
(hopmaTa Ha UHTpaBEeHO3HA UH(Y3USI.

Jleuenue na uyeCcmeuniesiHo Ha niamurna peuu()ueupamo 3abonssane

Oyavas ce npuiiara B KOMOHHAIUS C KapOOIUTATHH ¥ TEMIIUTa0NH B MTPOBIDKEHNE Ha 6 IIUKBIIA H JI0
10 nuKbIa, UM B KOMOMHALINS ¢ KapOOIJIaTHH U HaKJIUTAKCEeN B MPOAB/DKCHUE Ha 6 IIMKbBJIA U J0



8 IMKbIIa, TOCIEABAHO OT NPONBIDKUTENHA yroTpeda Ha Oyavas KaTo MOHOTEpanus 0 IPOrpecHst Ha
3abomsBaneTo. [Ipenopruntennara no3a Ha Oyavas e 15 mg/kg TenecHo Teryio BEeAHBX Ha BCEKU
3 cenmuny o popMaTa Ha HHTPABEHO3HA HHQY3HS.

Jleuenue Ha niamMuHa-pe3UCMeHmMHO peyuousupauio 3a00s16aHe

Oyavas ce npuiara B KOMOWHAIINS C €JHO OT CIIETHUTE CPEJICTBA — MAKIUTAKCEN, TOMTOTEKaH
(mpunarad ceAMUYHO) WK METHIIMPaH JHUII030MalleH JokcopyOunuH. [Ipenoppunrennara 1o3a Ha
Oyavas e 10 mg/kg TenecHo Teryio BEAHBX Ha BCEKU 2 CEAMHLM 1ToA (popMaTa Ha HHTPABEHO3HA
un¢ysus. Koraro Oyavas ce npuiara B KOMOMHAIIMS C TONOTEKaH (Tipuiarad B JicH 1 — 5, Ha BCEKHU
3 ceamuIM), mpenopbuuTenHaTa 1o3a Ha Oyavas € 15 mg/kg TenecHo Teryo, npuiarad Ha BCEKU

3 ceamunm o GpopmaTa Ha HHTpaBeHO3Ha HHQY3uA. [IpenopruBa ce JeUeHneTo 1a NPOIBIDKU 10
nporpecus Ha 00JieCTTa UK J0 HEMTPUEMIINBA TOKCHYHOCT (BK. Touka 5.1, mpoyuBane M022224).

Pax na mamounama wiuixa

Oyavas CC IpuJjiara B KOM6I/IHaIlI/ISI C €AHa OT CICAHUTC XUMUOTCPAIICBTUYHU CXCMU: MMAKIIMTAKCEII 1
OUCIINIaTHH HUJIN ITAKJIUTAKCCII U TOIIOTCKAH.

[Ipenopbunrennara no3a Ha Oyavas e 15 mg/kg TenecHo Tero BeAHBXK Ha BCEKU 3 CEAMMUIIU IO
(hopMaTa Ha UHTpaBEHO3HA UHY3USI.

[pemopbuBa ce Jie4eHNETOo a MPOIABIDKH JI0 TIPOTPECHsI Ha MOJUIEKAIOTO 3a00IIBaHE HITH 10
HEMPUEMIIMBA TOKCHYHOCT (BXK. Touka 5.1).

Cneyuannu nonyrauuu

Cmapuecka v3pacm
He ce u3unckBa kopurupane Ha J03aTa P MAIMEHTH Ha BB3PacT > 65 TOAWHU.
bvbpeuno yspeocoane

be3omnacHocTTa M e(huKacHOCTTa MPH MAMEeHTH ¢ OBOPEYHO YBpEkKAaHe He ca U3CIIeABaHU (BXK.
ToYKa 5.2).

Yeproopobno yspedcoane

bezomacHocTTa 1 e(hrkacHOCTTa IPH MAMEHTH ¢ YePHOIPOOHO yYBpEXKIaHE HE Ca M3CIICABAHH (BXK.
TOoYKa 5.2).

[leouampuuna nonviauus

bezonacHocTTa 1 eukacHOCTTa Ha OeBalM3yMab MpH Jielia Ha Bb3pact moj 18 ronuHu He ca
ycTaHoBeHU. HamnyHuTE MOHACTOSIIEM JAHHU ca ONMKUCaHU B TOUKH 4.8, 5.1 1 5.2, HO penopbKU 3a
JIO3UPOBKATa HE MOTaT Jia ObAaT Aa/IeHH.

Hsima croTBeTHA yroTpeba Ha OeBanmzymal B eAMaTpUYHATA MOITyJIAINS B TIOKA3aHUSITA 32 JICUCHHE
Ha pak Ha Ae0eJI0TO YepBO, PEKTyMa, I'bpaara, OesuTe ApoOoBe, paK Ha SHUHULIKTE, (PATONUEBUTE

TpBHOHU, IEpUTOHEYMA, IIIMIKaTa Ha MaTKaTa u ObOpenuTe.

Hauun na OPHUITOKECHUC

Oyavas e 3a HUHTpaBeHO3HO IpuiokeHue. Hauannara no3sa TpsOBa J1a ce npuiiara B IpoIbKEHUE Ha
90 muHyTH 1TOZ1 hOopMaTa Ha MHTpaBeHO3HA MH(DY3UsI. AKO MbpBaTa HHPY3HUs ce oHacs 100pe,
BTOpaTa MHQY3Us MOKeE J1a ce IpHIokH 3a 60 MuHyTH. AKO 60-MHHYTHaTa HH(Y3HUs ce oHacs Joope,
BCUYKH CIIe/IBall MH(Y3UU MOXKe J1a ce Tpuiiarar 3a 30 MUHYTH.



He TpH6Ba Ja C¢ npujara Kato MHTpaBCHO3HA MHKCKIUA UIIN 6OJ'IyC.

He ce mpenoppuBa HamassiBaHe HA J03aTa MPU HEXKEIAHU peakud. AKO € TIOKa3aHo, TepamusiTa
TpsiOBa Ja ce MPeyCTaHOBH OKOHYATEITHO W BPEMEHHO Jia Ce TIPEKhCHE, KAKTO € OMUCAHO B
Touka 4.4.

[Ipeonaznu mepku, koumo mpa66a 0a ce ezemam npeou paboma ¢ 1eKapCmeeHusi NPoOVKmM Uiy
NDULOICEHUEO MY

3a yKazaHusl OTHOCHO pa3pekJaHeTo Ha JeKapCTBEHUS MPOIYKT MPEeAn MPUIIOKEHHE BIKTE TOUKa 6.6.
Undysuonnute pasreopu Ha Oyavas He TpAOBa a ce CMECBAT ¢ pa3TBOPH Ha IUII0K03a. Tol He TpsOBa
Jla ce CMECBa C JPYTH JIEKapCTBEHH NMPOIYKTH, C U3KJIIOYEHNE Ha TOCOYEHUTE B TOUKa 6.6.

4.3 IIporuBomokazaHusi

o CBp’I)X‘-IyBCTBI/ITeHHOCT KbM aKTHBHOTO BCUICCTBO HMJIM KBbM HIAKOC OT IIOMOIIHHUTC BCIICCTBA,
n30poeHu B Touka 6.1.
o CBpPBXYyBCTBUTEIHOCT KbM KJICTHYHHU MPOAYKTH OT OBAPHAITHH KJICTKH Ha KUTAWCKH XaMCTep

(CHO) nnu npyru peKOMOMHAHTHY YOBEIIKY MM XyMaHU3UPAaHU aHTUTENA.
o Bpemennoct (Bx. Touka 4.6).

4.4 CrhenuanaHu npeaynpesxaeHus U NpeAnasHyl MePKH NpU ynoTpeda

IIpocnenumoct

3a 1a ce mogo0pH MPOCIEAMMOCTTa HA OMOJIOTMYHUTE JICKAPCTBEHU MPOAYKTH, UMETO U TTAPTHIHUSAT
HOMED Ha MPUJIOKEHUS MPOAYKT TPsiOBa SICHO J1a Ce 3alncBaT.

Ilepdopamuu Ha cromamHo-upeBaus (CY) tpakt ¥ ductyau (Bxk. Touka 4.8)

Hsikou manueHTH MOXe Jia ca U3JI0KECHU Ha TIOBUIIICH PUCK OT Pa3BUTHE Ha mepQopaius Ha
CTOMAIITHO-UYPEBHUS TPAKT U nepdopanyisi Ha MMKOYHUS MEXyp TpH JieueHHne ¢ OeBann3zymao.
WHTpaabaoMuHalleH Bh3MAJIMTEIICH IPOLIEC MOXKE J1a ObJic pUCKOB (hakTop 3a nepdopaluu Ha
CTOMAIITHO-YPEBHUS TPAKT MPHU MAINUCHTH ¢ METACTa3Hpall paK Ha JeOEIOTO YePBO MIIH PEKTYMa,
nopajy KoeTo TpsiOBa 1a ce BHUMAaBa MPH JICUCHUETO Ha Te3u maiueHTH. [Ipeamecrsarara
abyerepamnus € pucko (akrop 3a CU nepdopanus IpH MapenTH, JIeKyBaHu ¢ GeBannuzymab 3a
MEPCUCTHUPAILIL, PEIMIABUPAII] HITH METACTA3UPajl PaK Ha MaTOYHATA IIUIHKA, U BCHYKH MAIlMCHTH ChC
CY nepdopanus nMaT aHaMHE3a 32 TpeIIecTRalla JpueTepanus. JIeueHneTo TpsiOBa OKOHUATETHO J1a
ce MPeyCTaHOBH MPH MAIMEHTH, KOUTO PAa3BHAT Mepopaius Ha CTOMAITHO-YPEBHHS TPAKT.

CUY Barmnanuu ¢ucryin B npoyusane GOG-0240

[Manunenture, nekyBanu ¢ 6eBanu3ymMal 3a NEpCUCTHUPALL, PEIUANBUPALL MM MEeTacTa3upaj pak Ha
MaTo4YHaTa MIMHKA, Ca C IOBUIIIEH PUCK OT MOsIBAa Ha (PUCTYNIM MEKAY BIAralIMIIETO U KOSATO U 1A €
yact oT croMmarHo-4peBHuA (CH) TpakT (cTOMaIHO-4peBHU BaruHainHu ¢puctynn). Ilpeamecrpamara
JTBYETEpaIusl € OCHOBEH PUCKOB (akTop 3a pa3Butueto Ha CY BarmHaimHU GUCTYIH U BCHUKU
nanueHTy cbe CY BaruHamHu GUCTYIN UMAT aHAMHE3a 3a MPEIIIeCTBAlIa TbYeTeparusl.
PenmnuBupaneTo Ha paka B 00acTTa Ha MIpeIIECTBALIATA IbUETEPanus ¢ JOIbIHUTEIICH BaXKeH
pucKoB Qaktop 3a pazsutreto Ha CU BarnHamHu GUCTyIH.

Ducryiu u3BpH CY Tpakr (BkK. Touka 4.8)

Koraro ce nekyBar ¢ 6eBann3zymad, MareHTUTe MOXKe Jla ca N3JI0’KEHH Ha TIOBHIIEH PHCK OT
pasButue Ha ¢puctynu. Jleuennero ¢ Oyavas npu nauueHTu ¢ Tpaxeoesodareanna (TE) ¢pucryna nim
BCsIKakBa Apyra ¢ucryna ot creneH 4 [Hanuonanen onkonornueH uactutyT Ha CALL — OOmm
TepMuHONOTHYHU KpuTepun 3a Hexkenanu cbouTHs (NCI-CTCAE v.3)] TpsiOBa OKOHYATENHO A2 ce



npeycranoBu. MHpopManusTa 0OTHOCHO NPOIBIDKATETHO PUIIOKEHHE Ha OeBalu3yMad npu
NAIKUEHTH C IPYTU QUCTYIIH € OrpaHUYCHA.

B ciydaii Ha BbTpeniHa GUCTya M3BbH CTOMAITHO-YPEBHHS TPAKT TPsOBa J1a ce 0OMHCIH
npeycTtaHoBsiBaHe Ha Oyavas.

YenosxkHeHus IIpU 3apacTBaHe Ha paHu (BK. Touka 4.8)

BeBarusymab Moxxe Ja MOBIHUsie HeOIAroMpUATHO Mpolieca Ha 3apacTBaHe Ha paHuTe. JloKIaaBaHu ca
CEPHO3HHU YCIIOKHEHHMS TIPH 3apacTBaHe HA paHH, BKIIOUUTEIHO YCIIOKHEHUS Ha MSICTOTO Ha
aHacToMO3a, C JieTalieH kpail. He TpsiOBa na ce 3anousa JieueHue moHe 28 THU CIe] rojsiMa Oreparius
WK JI0 ITBJTHO 3apacTBaHE HA ONepaTHBHATA paHa. [Ipy marMeHTHTe, MOMYYMIH YCIOXKHECHUS IPH
3a3/paBsiBaHE HA PAHHUTE [0 BPEME Ha JIeUCHHE, JICYCHUETO TPsIOBa 1a ce MPEKPATH JI0 IIBJIHO
3apacTBaHe Ha paHuTe. JIeueHHeTo TpIOBa /1a ce MPEKbCHE MPH TUIAHOBA OIIEPALIHSL.

Psanxo ce crobmaBa 3a HeKpoTH3Upal] (PacUNT, BKIIOYUTENHO (aTaTHH CIIydau, Py MalUCHTH,
JeKyBaHU ¢ OeBanu3ymal. ToBa cbcTOSHHE OOMKHOBEHO € CIIECTBUE OT YCIOXKHEHHUS NIPU
3apacTBAaHETO HA paHHUTE, CTOMAIIHO-UYpEBHA nepdopanus nwin oopasyBane Ha (uctyna. [Ipu
NalUeHTHUTE, KOUTO Pa3sBUAT HEKpoTU3upall pacuuut, repanusra ¢ Oyavas TpsaOBa Ja ce IpeyCTaHOBH
1 He3a0aBHO Ja ce 3al0YHEe MOJAXOISIIO JICUCHHUE.

Xunepronus (Bx.Touka 4.8)

[Ipu manmenTyH, NeKyBaHu ¢ OeBanu3ymad, e HaboJaBaHa MOBHUILIEHA Y€CTOTa Ha XUIIEPTOHUSI.
KnuanyanTe nanHu 3a 6€30MaCHOCT MOKAa3BaT, Y€ UMa BEPOSATHOCT YECTOTaTa Ha XUIIEPTOHUATA a4
Obae 3aBucuMa oT fo3ara. [Ipenu 3amouBane Ha neueHue ¢ Oyavas TpsOBa aJeKBaTHO Ja ce
KOHTPOJIMpA NpeAlecTBaa xunepronus. Hsama nadopmanus 3a edexra Ha 6eBariu3zymad npu
MALMEHTH C HEKOHTPOJIMPAHA XUIIEPTOHUS 10 BPEMETO HA 3all0YBAHE HA JICUEHUETO.

Mo nmpuHIMI ce mpenopbuBa HAOIIOACHNE HA apTEPUATHOTO HAJISITaHE 110 BPEME Ha JICUCHHE.

B moBeueTo ciyvan XUMepTOHHUATA € KOHTPOJIMPA aIcKBaTHO, KaTo Ce Mpujiara CTaHIapTHO
AHTUXHIIEPTEH3UBHO JICUCHHE, MOAXO/ISIIO0 32 KOHKPETHOTO ChCTOSIHUE HA 3acerHaTus maiuent. He ce
IIperopbYBa yHOTpeGaTa Ha TUYPCTULH 3a JICHCHUC Ha XUIICPTOHUA IMPU IMaIUCHTHU, KOUTO I10J1ydaBaT
XUMHOTEPANEeBTHYHA cXeMa Ha Oa3aTa Ha nucmatuH. Oyavas TpsOBa OKOHYATEITHO Ja Ce
MPEyCTAaHOBH, aKO KIIMHUYHO 3HAYMMATA XUIIEPTOHUS HE MOXKE J]a C€ KOHTPOJHpPA aJCKBATHO C
AHTUXUIICPTOHUYHO JICUHCHUC UJIU aKO MAIMUCHTHT pa3BUC XUIICPTOHUYHA KpH3a UJIN XUIICPTOHUYHA
eHIedaonarus.

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

Wma penku cboOIIeHUs 3a TAIUEHTH, JIEKyBaHU ¢ OeBalu3yMal, pa3BUBaIlM NPU3HALM U CUMIITOMH,
kouTo cboTBeTCTBAT Ha CIIOE — psiziko HEBPOJIOTMYHO HapyIIEHHE, KOETO, OCBEH C APYTO, MOXKE /1a Ce
NPOSIBH ChC CIICAHUTE MPU3HAIM U CHMIITOMH: I'bPUOBE, TI1aBOO0IIHE, IPOMEHEHO IICHXUIECKO
CHCTOSIHUE, 3PUTEIIHU HApYIICHHUS WM KOPOBa CIETNOTa, ChC HIIN 0€3 CBhP3aHa XUIICPTOHHSL.
Huarnozata Ha CIIOE e HeoOxoaumMo na 0blie MOTBBpACHA Ype3 0Opa3Ho U3CeABaHEe HA MO3bKa, 32
npeanoyuTane sapeHo-marautes pezoHanc (SIMP). [lpu nanuentu, pa3suBamu CIIOE, ce
NpenopbhYBa JeUeHNE Ha CIIeU(PUIHITE CHMIITOMH, BKIIFOUBAIIO KOHTPOJIMPAHE Ha XUIIEPTOHUSATA,
3aeqHoO ¢ npekparsBaHe Ha Oyavas. beonacHocTTa py NOAHOBSIBaHE Ha TepanuATa ¢ 6eBau3ymad
npu nanuenty, noxyuniau CIIOE mpenu ToBa, He € H3BECTHA.

IIporennypus (Bx. Touka 4.8)

[TanmenTH ¢ aHaMHE3a 32 XUIIEPTOHUS MOXE J1a ca W3JI0’KEHH Ha MOBUIIIEH PUCK OT Pa3BUTHE Ha
NPOTEHHYPHS TIPH JieueHue ¢ OeBanuzymad. Mima okazaresicTBa, KOUTO MPEIoJIarar, 4e BCHUKH
crenienn (NCI-CTCAE v.3) nporennypust MoraT 1a ObIaT CBbp3aHu ¢ go3aTa. [Ipenoprusa ce
MOHHMTOpPHpPAHE Ha MPOTEHHYPHSTA C aHAJIU3 HA YPUHATA Ype3 TeCT-ICHTUYKU MPEeIH Ha4aI0TO U 110



BpeMe Ha edenuero. HabnronaBana e mporennypus creneH 4 (HeppoTudeH cuaapom) npu 1o 1,4 %
OT MalMEHTHUTE, JIEKyBaHU ¢ OeBaun3zymal. JleuenneTo TpsiOBa OKOHUATEIHO J1a C€ IPEYCTaHOBH NPU
nanueHTH, kouto pazeust HepporudeH cuaapom (NCI-CTCAE v.3).

AprepuaiieH TpoM00eM00IN3bM (BXK. TOUKa 4.8)

[Ipu KIMHUYHY M3MUTBAHMS Y€CTOTAaTa Ha apTePUATHITE TPOMOOEMOOIMYHH PEAKIINH, BKIFOUUTEITHO
MO3b4YHO-Ch10BH HHIKACHTH (MCH), npexoaun ucxemuyuu npuctbnu (IIUI1) u undapkr Ha
muokapaa (MM), e 6uia mo-BucoKa NpH NalMeHTH, oTydaBaily OeBanu3ymMad B KOMOMHAIHS C
XUMHUOTEPAITUS, B CPABHEHHUE C TE3H, KOUTO €A MOTYYHIIA CaMO XUMHUOTEPATTHSL.

IIpu manmenTH, TeKyBaHu ¢ OeBaru3yMad IUTIOC XUMHOTEpaIus, C aHaMHe3a 3a apTepralieH
TPOMOOEMOOIM3bM, AHMa0ST MK Ha Bh3pacT Haa 65 TOAMHU, MMa MTOBHUILIECH PUCK OT Pa3BUTHE Ha
apTepuaiHi TPOMOOEMOOIMYHHN PeaKIuy 10 BpeMe Ha JiedeHueTo. TpsOBa 1a ce BHUMaBa MpH
JedeHue Ha Te3u nanueHTtu ¢ Oyavas.

JleuenneTo TpsiIOBa OKOHYATEIHO JIa CE PEYCTAHOBH IIPH NAIMEHTH, KOUTO Pa3BUAT apTepPHATHA
TpoMOOEMOONINYHN PEaKIHH.

BenoseHn tpomboemMboan3bM (Bxk. Touka 4.8)

[Ipu nedenue ¢ GeBar3ymMad MaUIEHTUTE MOXKE J1a Ca H3JI0KEHH Ha PUCK OT pa3BUTHE HA BEHO3HU
TPOMOOEMOOIMYHYU PEaKIIUH, BKIFOUUTEIIHO U 0JI0IPOOCH eMOOIU3BM.

[TanuenTrTe, TeKyBaHU 32 MEPCUCTUPAIL, PEIANBUPAII WIIA METaCcTa3upall pak Ha MaTOYHATA IUHKa
¢ OeBanm3ymMab B KOMOHMHAITUS C MTAKITUTAKCEI U MUCIUIATAH, MOXKeE J]a ca C TIOBUIIICH PHCK OT IMOsBa Ha
BEHO3HHU TPOMOOESMOOIUYHN CHOUTHS.

Oyavas Tps0Ba /1a ce IPeyCTaHOBH NP NALUSHTH C XMBOTO3aCTpalIaBaIiy (CTeneH 4)
TPOMOOEMOOIMYHYU peakiiuy, BKIFoUnTeIHO Oenoapoden emoonu3bM (NCI-CTCAE v.3). [TanuenTu ¢
TpoMOEeMOOIIMYHY peakuu< cTerneH 3 TpsoBa BHUMarenHo Aa ce HabmoaaBaT (NCI-CTCAE v.3).

KpbBousnus

IMaruenTwy, JiekyBaHu ¢ OeBannu3ymMa0, ca U3JI0XKECHN Ha TIOBUIIICH PUCK OT KPHBOU3JIUBHU, OCOOCHO
TaKuBa, CBbp3aHu ¢ TyMopa. Oyavas Tpsi0Ba Jia ce Clpe OKOHYATEIHO MPHU MAIUCHTH, KOUTO MOJTydat
KbpBeHe cTerneH 3 Wiy 4 1o Bpeme Ha JiedeHue ¢ Oesaruzymad (NCI-CTCAE v.3) (Bx. Touka 4.8).

[NanuenTu ¢ HenekyBanu Metactasu B LIHC pyTuHHO ca U3KIIOYBAaHM OT KINMHUYHUTE U3MUTBAHUS C
OeBanu3ymal Bb3 OCHOBA Ha 00pa3Ha IMAarHOCTHKA WM MPU3HAIM U cuMITOMH. [lopaau ToBa pUCKbT
ot kpbBou3nuB B [IHC npu TakuBa manueHTH He € OLEHSBaH MPOCIIEKTUBHO B PaHAOMHU3UPaHU
KJIMHAYHU M3NUTBaHUA (BK. Touka 4.8). [lanuenture TpsioBa ga ce HaOIr0aBaT 3a IpU3HALN U
cumnromu Ha kbpBeHe B LIHC, kato neyennero ¢ Oyavas TpsOBa Aa ce MpeycTaHOBU B CIy4au Ha
BBTPEUEPETHO KbPBEHE.

Hsma nngopmanus oTHocHO npoduia Ha 6e30nacHOCT Ha 6eBanu3yMad Ipy MalMeHTH ¢ BpoAeHa
XeMOparuJHa auaTesa, Ipuao0uTa KoaryaonaTus Wi P NaldeHTH, OJTyYaBally ITbJIHA /1033
AHTHKOAryJIaHTH 3a JICUCHHE Ha TPOMOOEMOOIM3bM TPE/IH HAYaI0TO Ha JieueHue ¢ OeBanu3ymao, Thit
KaTO TaKMBa NALMEHTH Ca W3KJIIOUBAaHU OT KIMHWYHUTE n3nuTBanus. [lopanu ToBa TpsiOBa na ce
BHMMAaBa Mpey 3all04YBaHe Ha JIeUeHNE TIpY TakuBa manreHTH. [larmenTy, KouTo ca pa3BuiId BEHO3HA
TpomOo03a o BpeMe Ha JiedeHHe obade, 3Tk /1a HsIMaT MOBUILIEHA YeCTOTa Ha KbPBEHE OT CTEIEH 3
WIN TI0- BUCOKA, KOTaTo ce JIEKyBaT €THOBPEMEHHO ¢ IbJIHA A03a BapdapuH u O6eBanusymad (NCI-
CTCAE v.3).



BenonpobeH KpBEBOM3INB/XEMOIITH3A

[TanueHTH ¢ HeIPEOHOKIETHUEH pakK Ha OeIus Ipo0, JeKyBaHU ¢ OeBalM3yMad, MOXKe J1a ca U3JI0KEHU
Ha PHUCK OT CEPUO3EH, a B HAKOU CIIy4au JieTaJleH 0eJoApo0eH KpbBOM3INB/XxeMonTu3a. [larmenTw,
npeKapaIr Hackopo OenonpobeH KpbBoU3IuB/XxeMonTh3a (> 2,5 ml sicna KpbB) He TpsiOBa 1a ObaaT
nekyBanu ¢ Oyavas.

AHCBDI/ISMI/I Hn apTCpUaAJIHU TUCCKAIIMHN

W3non3Banero Ha naxuOuTOpH Ha IbTA Ha VEGF mpu manmenTtu cbe nim 6e3 XunepToHus MOXKe Ja
HOAIIOMOTHE 00pa3yBaHETO Ha aHEBPH3MU /WM apTepuaiHu aucekarmu. [Ipean 3amouBanero Ha
neuyenne ¢ Oyavas TpsOBa BHUIMATEIHO J1a C€ MPELIEHU TO3U PUCK MIPU MalUEHTH C PUCKOBH (pakTopu
KaTO XMIIEPTOHUS WIA aHaMHE3a 3a aHEBPU3Ma.

3acroiiga cepaeyna HenocrarpbyHocT (3CH) (Bx. Touka 4.8)

ITo Bpeme Ha KIMHUYHUTE U3MHUTBAHUS c€ ChOOIaBa 3a peakmuu, oTroBapsmy Ha 3CH. Haxonkure
BapupaT OT aCHMIITOMHO HaMaJleHHe Ha JieBoKkaMepHaTa (ppakius Ha n3tinackBane o u3siseHa 3CH,
HaJlaraiia Jie4eHrue Wik xocnuraan3amnusa. Heo0xoaumo € BHUMaHUe, KOraTo HallMeHTH ¢ KIHHUYHO
3HAYUMO ChPJCUYHO-CHI0BO 3a00JIIBaHe, HAIIP. MIPEIIICCTBAIA HCXeMHYHA 00JIECT Ha ChPIETO WU

3aCTOMHA ChplIeYHA HETOCTATHUHOCT, ce JeKyBaT ¢ Oyavas.

[ToBeuero marmenTn, kouto ca nmomyumtn 3CH, ca umanu Metacrazupal pak Ha MIIEYHATA JKJie3a U ca
ce JIEKyBaJIi MIPeIy TOBA C aHTPALMKIINHHY, C TIPEAIIEeCTBAIlA IbYEeTepanys Ha JiiBaTa CTeHa Ha
TPBAHUS KOII WK ca UMaJId APYTH pUcKoBH (aktopu 3a 3CH.

[Ipu manmentute B AVF3694g, xouTto ca mosyyaBajiy WK HE ca MOJIy4aBaid aHTPALMKINHY [IpeIn
TOBa, HE € Ha0JII0/1aBaHa yBeJIueHa yecTora Ha Bcndku crerneHd 3CH B rpymara c

AHTpaUMKINH + O6eBanu3yMad B CpaBHEHHUE C JICYEHUETO caMo C aHTpauukiauHu. Peakunute Ha 3CH
CTereH 3 UM Mo-BUCOKa ca OMJIM A0 M3BECTHA CTENEeH M0-YECTH MPU MAI[UEHTHUTE, [T0JTydaBaju
OeBaru3yMad B KOMOMHAIIMS ¢ XUMUOTEpAN¥s, B CPaBHEHHUE C MTAIIMEHTUTE, JIEKYBaHU CaMO C
xumuoTepamnus. ToBa CbOTBETCTBA Ha PE3yATATUTE IPY NALMEHTUTE B JPYTH IPOYUYBAHUS HA
MeTacTa3upal paKk Ha I'bpaTa, KOUTO HE ca M0JIy4aBail €JHOBPEMEHHO JICUEHHE C AaHTPALMKIINHU
(NCI-CTCAE v.3) (Bx. Touka 4.8).

Heyrponenus u nadexnmu (k. Touka 4.8)

[ToBuiieHa YecToTa Ha TEXKKa HEyTpoIeH s, (eOpHiIHa HeyTpOIIeHHs Wi HH(EKIUs ChC Win 0e3
TEXKa HEYTPOIEeHHsI (BKIIOUMTEIIHO C JIETaJIEH U3X0[) ca HAabJIo1aBaHy MIPY NAalUEHTH, JIEKYBaHH C
HSKOM MHEJIOTOKCHYHHU CXEMHU Ha XMMHOTepanus Iioc 6eBann3ymab, B CpaBHEHHE ChC
CaMOCTOSITEITHO MPUJIOKEHNE Ha XUMHUOTeparnus. ToBa € HaOltoJaBaHo MPEMMHO B KOMOMHAITUS C
Tepanus Ha 0a3aTa Ha IUIaTHHA WK Takcanu npu euenne Ha HAKPB, MPMX u B komOuHamnus ¢
MAKJIUTaKCeN U TOMOTEKaH MU MEePCUCTHPAIL, PELUANBHPAIL WIIK METACTa3Upall pak Ha MaTOYHATa
KA.

Peakium Ha CBPBXYYBCTBUTCIIHOCT (BK.]'IIOLII/ITGJ'IHO aHa(bI/IJ'IaKTI/ILIGH H_IOK)/ pPCaKi KbM I/IHdJVBI/IHTa

(Bk. Touka 4.8)

[TanuenTHTE MOXE J1a Ca U3IIO’KEHU HA PHCK OT PAa3BUTHE HA PEAKINH KbM UHQY3UITa/pEaKIiui Ha
CBPBXYYBCTBUTEIIHOCT (BKIFOUUTEIHO aHa(UIaKTHYUCH 1110K). [IpenopbryuBa ce BHUMATEIIHO
HAOJIIO/ICHHUE Ha MAlMEHTa 10 BpEeMe U CJIe] IPUIOKEHUETO Ha OeBalM3yMal, KakTo ce O4aKBa MpH
BCsiKa MH(Y3US Ha TEPAIIEBTUYHO XyMaHU3UPAHO MOHOKJIOHATHO aHTUTsI0. [Ipy Bh3HMKBaHE HA
peakuus MHQY3HsITa TPIOBA J1a CE MPEYCTAHOBH U JIa CE 3alI0YHE MOIXOAII0 METUKAMEHTO3HO
nedyenne. He ce Hamara cucteMHa npeMeIuKarus.



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

CroOI11aBaT ce cilydan Ha ocTeoHeKkpo3a Ha yentoctra (OHY) npu naruenTy ¢ pak, JIEKyBaHH ¢
OeBanu3yMal, IOBEUYETO OT KOUTO ca MOTyYaBaly MPe/IeCTBAIIO K SAHOBPEMEHHO HHTPABEHO3HO
neuyenue ¢ oudocdonaru, npu koero OHY e npentuduuupan puck. Heo6xoaumo e moBuIieHo
BHUMaHue, korato Oyavas 1 6udocoHaT HHTPABEHO3HO C€ MPUIIaraT €qHOBPEMEHHO WIIH
MOCJIEZIOBATEITHO.

MHBa3uBHHUTE CTOMATOJIOTHYHU MPOIIETypH ChIIO ca uiaeHTH(HUIHIpan puckos (axrop. [Ipemu
Ha4gaJioTo Ha jJedenue ¢ Oyavas TpsiOBa ga ce OOMICIM CTOMATOJIOTHYCH MPETIIE]] U MTOIX OIS0
HpO(bI/IJ'IaKTI/I‘-IHO 3'[)6OJIG‘ICHI/IG. AKO € BB3MOJKHO, HpI/I IMalfMCHTH, KOUTO Hpe,Z[I/I ca JICKYBaHI/I NN CC
nekyBar ¢ 6udochoHaTH HHTPaABEHO3HO, TPSAOBA J]a ce N30sATBAT WMHBA3UBHU CTOMATOJIOTHYHU
MPOIEAYPH.

I/IHTDaBI/ITDeaJ'IHO OPHUITOKCHUC

Oyavas He ¢ pa3paboTeH 3a HHTPABUTPEATHO MPUIIOKEHUE.

Hapymenns Ha ounre

Nwma cpobiieHns 3a MHAUBUAYAIHU CITydan Ha CEPHO3HN OYHH HEXeJlaHU peakilui MpU He0100peHo
MHTPaBUTPEATHO MPUIIOKEHUE Ha OeBanu3ymMal oT QiakoHu, 0100pEHH 3a HHTPABEHO3HO
NPUIIOKEHHE TP TAIMEHTH ¢ pak. Te3u peakiuu BKIIOYBAT HHOEKIINO3eH eHI0(TAIMHUT, BETPEOYHO
BB3NANICHUE KAaTO CTEPUIICH eHI0(TAIMUT, YBEUT U BUTPEUT, OTIICTIBAHE HA PETHHATA, Pa3KhCBAaHE HA
MIUTMEHTHUS €IIUTEI HA PETUHATA, YBEIIMYEHO BBTPEOYHO HANIATaHE, BbTPEOYECH KPBbBOU3IIUB KaTO
KPBBOU3IIUB B CTHKJIOBUIHOTO TSUTO WM PETHHATA, KPBBOU3JIMB B KOHIOHKTHBaTa. Haxon ot Te3u
pEeaKINHy ca IOBENHU JI0 Pa3IMdHA CTEeNeH Ha 3ary0a Ha 3peHHeTo, BKIIOYUTEIHO TpaiiHa ciemnora.

CucremMHn ed)eKTI/I CJICA MHTPABUTPCATHO MPUTTOKCHUEC

JlokazaHo e HaMaJeHHe Ha KOHLeHTpaluaTa Ha iupkyiupamus VEGF cnen nnTpaBuTpeantHo aHTH
VEGF neuenne. ima choO0IIeHNS 32 CUCTEMHHU HEXKEIAHN PEaKIUY, BKIFOUUTEITHO HEOYHU
KPBHBOUBIUBY U apTepUATHU TPOMOOEMOOIIMYHN PEAKIINH CIIe]] MHTPABUTPEATHO MPUIIOKEHUE Ha
VEGF unxuburopu.

OBaDI/IaJ'IHa HeI[OCTaT’BLIHOCT/ d)CDTI/IHHTCT

besarnzymab Moxe 1a yBpeau GepTHinTeTa Mpu xeHu (Bxk. Touku 4.6 u 4.8). [lopanu ToBa
CTpaTEerHMTe 3a 3ama3BaHe Ha GepTuinTeTa TpsOBa Ja ObJaT 00CHICHHU C KEHUTE C AETEPOJCH
HOTEHIMAI Ipey 3all04YBaHe Ha JIeueHHe ¢ 6eBanu3ymao.

Tlomonrau BCIICCTBA

To3u nexkapcTBEH NPOAYKT ChIbprKa Mo-Majako oT 1 mmol HaTpuii (23 mg) B enuH ¢I1akoH, T.e.
MPAKTUYECKU HE ChABPKA HATPUH.

4.5 Bs3amMmopeiicTBHE ¢ IPYTH JeKaAPCTBEHH MPOAYKTH M APYrd (popMH Ha B3auMojeiicTBHe

Ed)eKT Ha aHTHHCOIIITACTHYHHUTEC MPOAYKTHU BEPXY d)aDMaKOKI/IHeTI/IKaTa Ha 6€BaHI/I3VMa6

Bb3 0cHOBa Ha pe3yJITaTUTE OT MOMYIANUOHHH (PaPMAKOKHHETHYHH aHAJIM3H HE € Ha0JI0JaBaHO
KIIMHUYHO 3HAYUMO B3aHMOJICHCTBUE HA €THOBPEMEHHO IIPIIIOKEHA XUMUOTEPAIIUS BBPXY
(hapmakokuHeTHKAaTa Ha OeBarm3ymad. He ca HaOmro1aBaH! HATO CTATUCTHYECKU 3HAYUMU, HUTO
KJIMHUYHO 3HAYUMH Pa3jIvKU B KIMPBbHCA Ha OeBaI[M3yMal Mpy MalueHTH, JCKYBaHU ¢ MOHOTEpAIHs ¢
OeBanu3ymal, B CpaBHEHHUE C TIAIIMEHTH, MOJTyYaBalid OeBanu3ymMad B KOMOWHAIHS C UHTEpHEPOH
anda-2a, epnornaud win xumuotepanus (IFL, 5-FU/LV, kapOomnaTis/maknTakcen, KaneuTaouH,
JIOKCOPYOHIIMH WJIH ITUCIUIATHH/TeMITUTa0nH ).
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Edexr Ha 6eBarmmzymad BEpXY (papMaKOKMHETHUKATA HA APYTH aHTUHEOILIACTUYHU HPOAYKTH

He e nabnroaBan KITMHUYHO 3HAYMM eeKT Ha OeBann3ymad BEpXY (hapMaKOKHHETHKATa Ha
€IHOBPEMEHHO Ipuiarad uarepdepon anda-2a, epnotuHud (1 HeroBus akTuBeH Metadomut OSI1-420)
WIN XUMHOTEpAaIusi C UpUHOTEKaH (M HEroBusl akTuBeH MeTaboaut SN38), kanenuraduH,
OKCaJIMIUIATHH (OIpeIesieH upe3 U3MEepBaHe Ha CBOOOAHATA U o0IaTa (pakiiys Ha IJIaTHHATA), U
muciiatud. He Morat fa ce HanpaBsT 3aKII0YEHUS] OTHOCHO BIMSIHUETO Ha OeBalin3yMad BbpXY
(hapMaKOKMHETHKATa Ha TEMIUTAONH.

KombOunanus Ha OeBar3yMad ¥ CYHUTHHUO MajiaT

B 1Be KMTMHUYHM U3NUTBaHUS ITPU MeTacTa3upai ObO0peUHOKIEThUEH KapIIMHOM Ce ChOoOIaBa 3a
MUKpOaHTHonaTHyHa xemonuTnyHa aneMust (MAXA) npu 7 ot 19 manneHTH, JeKyBaHH C
xoMOuHanus ot OeBaunzymab (10 mg/kg npe3 nBe ceqmunn) u cyHuTHHUO Manat (50 mg THEBHO).

MAXA ¢ XeMOJUTHYHO HapyIlIeHUue, KOETO MOJKE JIa Ce MPOSIBY ¢ ()parMEHTHPAHE HA YSPBECHUTE
KPBHBHH KIIETKH, aHeMUs U TpoMOonuTonenrs. OCBeH TOBa IMPH HAKOU OT T€3U IMAIUEHTH Ce
HaOII0/]aBa XUTIEPTOHUS (BKIIOYHTEITHO XUTIEPTOHUYHH KPU3H), IIOBUIICH KPEaTUHUH H
HEBPOJIOTMYHHU CUMIITOMH. BCHYKH Te€3M HAXOAKH ca 00paTUMU Clie/ MPEYCTAaHOBSBAHE Ha JICUCHUETO
¢ OeBanu3ymab U CyHuTHHHO Manat (BxK. Xunepmonus, I[lpomeunypusi, CIIOE B Touka 4.4).

Kombunanus ¢ Tepanust Ha 6a3aTa Ha IUIATHHA WIM TakcaH! (BXK. TOUKU 4.4 1 4.8)

[loBuiieHa yecToTa Ha TEXKa HEyTpoIeHusl, (eOpuIHa HeyTpOIIeHHs Wi HH(EKLUS ChC WK 0e3
TE)XKa HEeYTpOIIEeHHsI (BKIIOUMTETIHO HAKOH JIETATHU Cllydan) € HaOnrojaBaHa IpeArMHO IpU
MAIMEeHTH, JIEKYBaHH C Teparus Ha 0a3aTa Ha IUIaTHHA WM TaKCaHH, 10 BpeMe Ha JiedeHre Ha
HAKPB1 u MPMXK.

JIbuerepanus

bezonacHocTTa 1 C(I)I/IKaCHOCTTa Ha CBIIBTCTBAIO MMPUIJIOKCHUC HA JIBUCTCPpAIINA U GCBaI_[I/I3yMa6 HC Ca
YCTaHOBCHH.

EGFR MOHOKJIOHAJIHM aHTHTENA B KOM6I/IHaLII/I$I C XUMHUOTCPAICBTHYHHN PEXKNUMHU C 6€BaHI/ISVMa6

He ca npoBexxaanu npoyuBanus 3a B3aumopeiicrsuiara. EGFR monoxionanuu antutena He TpsiOBa ga
ce mpuarar 3a jedenue Ha MKJIUP B koMOuHaIMs ¢ XUMUOTEpaIus, ChIbprKalia OeBanu3ymao.
Pesynrarute ot pangomusupanute ¢asa Il n3nursanus, PACCE u CAIRO-2, npu nauueHTu ¢
MKJYP npenmonarar, ye ynorpedata Ha anTu-EGFR MoHOKIIOHaNHNTE aHTHTENA TAHUTYMYyMa0 U
HETYKCMMa0, ChOTBETHO B KOMOHMHAIHS ¢ OeBali3yMab IUI0C XUMHOTEpaIus, ce CBbp3Ba ¢ TIOHIKEHa
npexusseMoct 0e3 nporpecust (I1BI1) u/unm o6bma npesxxussemoct (OI1), 1 moBuIIeHa TOKCHYHOCT B
CpaBHEHHE caMo ¢ OeBaru3ymMad ITI0C XUMHOTEPAaIusl.

4.6 DepruauTeT, O)PEeMEHHOCT U KbpPMeHe

Kenu ¢ gereposicH HOTGHIII/IaH/KOHTDaHeHHI/IH

JKenu ¢ neteposnieH moTeHmnuan TpsAOBa Ja U3MOI3BAT ePEeKTHBHA KOHTpAIEHIHs 110 BpeMe Ha (U 110
6 Meceria ciies) ICYCHHUETO.

Bbpemennoct

Hsma qaHHY OT KJIMHWYHHU M3IMTBAHUS OTHOCHO yIoTpeOara Ha OeBalu3yMad npu OpeMEHHHU JKECHHU.
[IpoyuBanusiTa IPH )KUBOTHU MMOKA3BAT PENPOAYKTHBHA TOKCHYHOCT, BKIIFOUHTEIHO MasihopManuu
(Bx. Touka 5.3). UsBectHO e, ue umyHorinooymuaute G (IgG) npemuHaBat mpe3 MiianeHTaTa u ce
ouakBa OeBanu3yma0 J1a IIOTHCHE aHTHOTeHe3aTa Ha (eTyca, KaTo Taka ce IpeJroara, 4e Moxe J1a

11



NPUYHMHY TEXKH Ma(opManyuy Ha HOBOPOJCHOTO, KOTaTO ce Ipuiiara no Bpeme Ha 6pemeHHoct. [lpu
MOCTMAapKETHHIOBaTa yrnorpeda ca HaOM0AaBaHu clayvad Ha (eTaaTHU aHOMAJIMH NP JKEHH, JICKyBaH!
¢ OeBan3ymMab caMOCTOSITEHO WM B KOMOMHAIIHS C H3BECTHH EMOPHOTOKCUYHU
XUMHOTEPANEeBTUYHU CpecTBa (BX. Touka 4.8). Oyavas e IpOTHBOMOKa3aH M0 BpeMe Ha OpeMeHHOCT
(Bk. Touka 4.3).

Kopmene

He e u3BectHO nanu OeBanmszymal ce eKCcKpeTHpa B KbpMata. Tbii kaTo Maitunnute IgG ce
EKCKpETHPAT B KbpMaTa U OeBalM3yMad MOXKe Jia YBPEIU PACTEeKa U PA3BUTHUETO Ha JIETETO (BK.
TouKa 5.3), ®eHHuTe TpsAOBa 1a MPEyCTaHOBAT KbPMEHETO 110 BpeMe Ha JICUeHHE U J1a HE KbPMSIT ITOHE
IIECT Mecela Clie/l MOCICAHOTO MPUIIOKEHUE Ha OeBau3ymao.

DepTunuTer

[IpoyuBaHusTa 32 TOKCHYHOCT IIPH MHOTOKPATHO MPUJIOKEHHUE MPU )KUBOTHHU 00ade ca Mmokas3aiu, 4e
OeBanu3yMad MOKe Jla UMa HexXellaH epeKT BbpXY (epTHiINTeTa Ha )KeHCKHTe (BX. Touka 5.3). B
€IHO KIMHWYHO n3nuTBane ¢asa 1l c agroBaHTHO JieueHHe Ha MAMEHTH € PaK Ha Je0esI0To YepBo
MIPOYYBAHETO Ha MOATPYyIa JKEHHU B IPEIMEHOIAy3a M0Ka3Ba M0-BUCOKA YECTOTA HAa HOBH CITy4au Ha
OBapuasiHa HEJJOCTaThYHOCT B Tpynara ¢ OeBanu3ymad B CpaBHEHHE C KOHTpoJHaTa rpyna. Ciexn
NpeyCTaHOBSIBaHE Ha JICUCHHETO ¢ OeBann3ymMad oBapuanHara GyHKIUS ce Bb3CTaHOBSIBA IPH
MOBEYETO MallMEHTKH. J[BIrocpouHuTe ePeKTH OT JieueHHeTo ¢ Oepanu3ymad BbpXy (pepTunurera He
ca U3BECTHHU.

4.7 EdexTn BbpXy cnioco0HOCTTA 32 moupaHe u padoTa ¢ MAIIUHA

beBanuzyma0 He MOBIMSABA WU MOBJIMIBA MPESHEOPESIKUMO CITIOCOOHOCTTA 32 Iodupane u padbora ¢
MmarHad. ChoOIaBa ce 00aue 3a ChbHIMBOCT M CHHKOII ITPH yroTpeba Ha OeBaru3ymab (Bxk. Taduuma 1
B TouKa 4.8). AKO MAMEHTHUTE MOTY4aT CUMIITOMH, KOUTO 3acsraT 3peHHeTO, KOHIIEHTPAIHATa UM
WM CIIOCOOHOCTTA UM 32 pearnpane, Te TpsiOoBa 1a ObAaT MOCHBETBAHHM Ja He MOGUPAT WIH PabOTIT C
MAaIllHA 10 OT3BYy4YaBaHC Ha CUMIITOMUTE.

4.8 Hexenanun JeKapCTBEHH PeaKINU

Pesrome Ha poduia Ha Oe30MacHOCT

OO6muAT mpoduit Ha 6e30macHOCT Ha OeBalM3ymMal ce OCHOBaBa Ha JaHHU OT Hax S5 700 manueHTH ¢
Pas3IINYHH 3JI0KAYECTBEHH 3200/ IBaHMUs, ICKYBaHH ITPEIUMHO ¢ OeBaI3yMad B KOMOMHAIIVS C
XUMHUOTEPAITHUS 10 BpeMe Ha KITMHUYHUTE U3MUTBAHUS.

Haii-cepro3HuTe HE)XENaHU PEAKIUU Ca:

o [lepdopanmu Ha cTOMAIHO-UYPEBHUS TPAKT (BX. ToukKa 4.4).

o KpbBou3nuB, BKIIOYUTEIHO 0e0ApoOeH KPbBOM3INB/XEeMONTH3a, KOUTO ce HaOIro1aBar no-
YecTo MY MALUEHTH ¢ HeAPEOHOKIIEThUEH paK Ha Oenus ApoO (Bxk. Touka 4.4).

. AprepuaneH TpoM00eMO0IH3bM (BK. Touka 4.4).

Haii-uecto Ha6J'IIO}IaBaHI/ITe HCXKCJIaHU pCaKUU OT KIIMHUYHU U3MUTBAHUS IIPU MMAIUCHTH,
Inojry4yaBaini 6€BaI_II/IBYMa6, Ca XHUIICPTOHUSA, YMOpPA UJIN aCTCHUA, JUAPUA U KOPCMHA OoJKa.

AHanu3uTte Ha KIMHUYHUTE JaHHU 3a 0e30ImacHoCT IMOKa3BaT, 4€ MMa BCPOATHOCT I1OsABATa HA
XUIICPTOHUA U MIPOTCUHYPUS IIPU JICUCHUC C 6€BaHI/I3YMa6 Ja € 3aBHCHUMa OT J03aTa.

TabauyeH CMCHK Ha HEXETAHNUTE pPCaKknu

Hexenanute peakuuu, M30pOCHHU B Ta3H TOYKA, CIAJaT KbM CICJHUTE KaTETOPUH Ha YeCTOTa: MHOTO
yectu (>1/10); wectu (>1/100 mo <1/10); mewectu (>1/1 000 no <1/100); peaxu (=>1/10 000 no

12



<1/1 000); muOTO peaku (<1/10 000); c Hen3BecTHA YeCTOTa (OT HATMYHUTE JAaHHHU HE MOXe Ja Obie
HaIpaBeHa OIICHKA).

B Tabnumu 1 u 2 o cucremo-opranen kiac mo MedDRA ca nipejicTaBeHN HEeXelaHUTE PEaKIIny,
CBBbp3aHH ¢ ynorpedara Ha 6eBari3yMad B KOMOMHALUS C Pa3IMYHA CXEMHU HA XUMHOTEpanus Npu
MHO>KECTBO MTOKa3aHUs.

Tabnuia 1 mpegcTaBs BCHYKH HEXKEIaHU PEaKIMHU 110 YeCTOTa, 32 KOUTO € YCTAHOBEHO, Ue MMaT
NPUYUHHO-CIIEICTBEHA BPBh3Ka ¢ OeBann3zymad, upes:

o CpaBHUTCIIHA YC€CTOTA MEKAY I'PYNIUTE HA JICUCHHUEC B KIIMHUYHUTE U3NIUTBAHUA (C Hal-ManaKo
10 % pa3znuka B cpaBHEHHE C KOHTPOJIHATA TPyIa 3a PeakuuTe oT cTerneH 1-5 cnopen NCI-
CTCAE unu naii-manko 2 % pa3znuka B cpaBHEHHE C KOHTPOJIHATA TPyIIa 32 PeaKIUUTE OT
crener 3-5 ciopen NCI-CTCAE),

MOCTMAaPKETHHTOBH MPOYYBaHMs 32 6€3011acHOCT,

CIIOHTAHHH CHOOIICHHMS,

eMUJIEMHOJIOTHYHY MTPOYYBAHNUS / HEUHTEPBEHIIMOHAHH WJIK 00CEPBAIMOHHY MTPOYIBAHUS
WJIM 9pe3 OICHKA Ha MHANBUAYATHUTE CHOOIIICHUS.

Tabnuia 2 npencTaBs 4ecToTara Ha TEKKUTE HEXKEIaH! peakiui. TeXKUTE PEaKkIiy ce ONpeesisT
KaTO HEXEJIaHU peakluy ¢ Hal-MaJko 2 % pa3iuka B CpPaBHEHHUE C KOHTPOJIHATA rpyla B KINHUYHUTE
M3NUTBaHus 3a peakuuute ot crened 3-5 cnopen NCI-CTCAE. Tabnuua 2 BKiIroYBa ChILO U
HEXEJIAHU Peaklny, KOUTO ce cuuTar oT [1PY 3a KIMHUYHO 3HAYMMH WU TEKKHU.

[TocTMapkeTHHIOBUTE HEXXENAaHU PEaKkUyy ca BKIoueHH B Tabmumu 1 u 2, KbAETO € IPHUIOKUMO.
[onpoOua uHbopManus 3a Te3u MOCTMAPKETUHIOBH PEaKIuy € aaeHa B Tabnuma 3.

Hexemanure PCaKknuun ca NpEACTABCHU B CbOTBCTHATA KAaTCrOpuA 1o 4CCTOTA B Ta6J'II/II_[I/ITC mo-ao0ay
criopen Hall-BHCOKaTa qyecrorTa, Ha6moz[aBaHa IIpHU BCAKO IMOKa3aHUC.

BsB Besika KaTeropus 1o 4€CToTa HEXKCIIAaHUTC PCAKIIUU CC H36p05[BaT B HU3XOZALI pe IO OTHOIICHUC
Ha TIXHaTa CCPUO3HOCT.

Hsxou ot HexxenaHWTe peakluy ca Peakiiuy, KOUTO Ce HaOII01aBaT YecTo Mo BpeMe Ha
XUMHOTeparus; 6eBanu3ymad odade Moxke Ja 000CTpH TE3U PeaKIui, KOraTo ce KOMOMHHUpa ¢
XUMHUOTepareBTuIn. [[pumepuTe BKIIIOYBAT CHHAPOM Ha MajJIMapHO-TUIAHTApHA €PUTPOIU3ECTE3US C
MIETUIUPaH JIMIIO30MEH JOKCOPYOUITMH MJTH KarleluTaOuH, neprud)epHa CeH30pHa HEBPOIIATH C
MAaKJIUTAKCE WIH OKCAJUIUIATHH, HAPYIIECHUS HA HOKTUTE WK aJONeUus ¢ NaKJIUTaKCceN U NapOHUXUS
C EpPIOTUHHO.

Tabanna 1. Hexenann peakuum mo 4ecTora

Cucremo- MHuoro Yectn Heue Peaxu Mmuoro C
OpraHeH KJjac YyecTH cTH peaxku HEHN3BECTHA
4ecToTa
HNudexnun n Cermcuc, Hekpotusup
uHpecTaNu A6cuec6’r, arr GaciuuT
Lenynur, !
WNndexnms,
WNudexnus Ha
MMUKOYHUTE
IIBTHIIA
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Cucremo- MHuoro Yecrn Heue Peaxu Mmuoro C
OpraHeH KJjac 4ecTH CTH peaKu HEU3BeCTHA
4ecToTa
Hapymenus na | @ebpunna AHnemus,
KPbBTa U HeyTporneHus, | Jlumdonenns
Jum¢HaTa JleBkomneHus,
cucTeMa Heyrponenus
6’
TpombouuTo
HEeHUs
Hapymienus na CBpBXUYBCTBUT Anagunakride
HMYHHATA eITHOCT, H oK
cucTeMa peaxkuuu
KbM HH(Y3UATa
a,0,r
Hapymenns Ha | AHopekcus, |Jlexunpartanus
MeTad0an3Ma u | XUIIOMar’es
XpaHeHeTo HueMus,
XunoHarpue
MU
Hapywmenus na |[lepudepra | Mo3zbuHo- Cungpom Ha | XunepreHs
HEepBHATA CEH30pHa CHIIOB MOCTEPUOPH | UBHA
cucremMa HEBPOMATHS', | MHIIUJICHT, a obparuma |eHuedanomn
Muzaptpus, |CuHkor, eHiedanona |arus’
I'maBo6onne, | COMHOJIEHTHOC as™o"
Hucreysus T
Hapywmenust na | Ouno
oyuTe HapyIlIeHue,
YBennueHo
CBII300TIEINA
HE
Chbpaeunn 3acrtoitHa
HApyLIEHHS ChpAeyHa
HEI0CTATHYHOC
T6,r’
CynpaBeHTpUKY
JapHa
TaxyuKapIus
CbaoBun Xuneprouus® | TpomMGoeMboH Bbropeuna
HApYLIEHHS ! 3bM TpOMOOTHYHA
TpomboemGo | (aprepuanen)™”, MUKPOAHTHOII
JU3bM KpsBomsmus””, atus™’,
(Benosen)™ | Ip6oka AHEBpU3MH U
BEHO3HA apTepuaHU
TpoMO03a JTUCEKAIIH
PecnimpaTtopuu, | JucmHes, Benoapoben Benonpobna
TPBAHU U Punur, Enuct | kppBOW3MUB/ XUTIEPTOHHUS,
MeJIMACTHHAJH |aKCHUC, Xemonruza®, [ephopanms
u Hapymenus | Kanumna Benoapoben Ha HOCHAaTa
eMOOITH3HM, nperpaga’
Xurokcus,
Juchonust”
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Cucremo- MHuoro Yecrn Heue Peaxu Mmuoro C

OpraHeH KJjac 4ecTH CTH peaKu HEU3BeCTHA
4ecToTa
CromamHo- Pexranen CromarirHo- CromarirHo-
YpeBHHU KPBBOHM3IIMB, |4YpeBHA 4peBHa s13Ba"
HAPYIICHHS Cromarwur, nepdopamus’”’,
3arex, UpesHa
Huapus, nepoparnys,
T'anene, Uneyc, UpeBHa
[loBpbuiane, |o00cTpyKLuS,
Kopemna Pekro-
Oonka BarvMHaJIHU
buctymu ",
CromarrHo-
YpEeBHO
HapyILICHHE,
IIpokranrus
Xenaroouauap [epdopanms
HM HApyLIEeHHs Ha JKITbYHUS
Mexyp™’
Hapymenns Ha | Ycnoxuenus | Cuaapom Ha
KOKATa U npu MaJMapHO-
NOIKOKHATA 3apacTBaHe | IJIaHTapHa
TBhKaH Ha panuTe”’, |epuTpomM3ecTe3

Exchonuatus | us
€H JICPMATHT,

Cyxorta Ha

KoXKara,

IIpomsna B

I[BETa Ha

KOo)KaTa
Hapymenus Ha | Aptpairus, ®ucryna’™, OcTeoHekpos
MYCKYJIHO- Mpuanrus MyckynHa Ha
cKeJIeTHATA cinaboct, bonka gemoctTa™’,
cucTeMa B I'bp0a OcTeoHekpos
CheIUHUTEHAT , KOSTO HE
a TbKaH 3acsra

JoJTHATa
9eNocT™

Hapymenns na | [Iporennypus
osopemnre n |
NMUKOYHHUTE
MbTUIIA
Hapymenns Ha |OBapuanHa | bonka B Taza
BB3MPOM3BOAMT | HEAOCTaThUH
eJlHaTa oct™™"
cucremMa
repaarTa
Bponenn, Deranuu
haMuaHu u anomanuu™’
reHeTHYHH
HapyLIeHHUsI
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Cucremo- MHuoro Yecrn Heue Peaxu Mmuoro C
OpraHeH KJjac 4ecTH CTH peaku HEU3BECTHA
4ecToTa
Oomm Acrenus, Jletaprus
HapyLieHusi 4 | YMopa,
eexTn Ha [Inpexcus,
MSICTOTO HA bonka,
NPUJIOKEHHUE Bo3nanenue
Ha
JIUTABHIUTE
HM3cnensanusa | Hamaneno
TErJI0

Koraro crOutnsTa ca 0T0eNA3aHN €THOBPEMEHHO KaTO HEKETaHHU JIGKAPCTBEHHU PEAKIIMH OT BCHUKU CTETICHH U
OT CTeTeH 3-5 B KIIMHUYHUTE U3IIUTBAHUSA, Ce ChOOIIaBa Half-BICOKaTa YeCTOTa, HAOMIOaBaHa IIPH MAIlUCHTHUTE.
JlaHHNTE HE ca KOPUTHPAHHU CIIOPE]] pa3INyHaTa IPOIBIKUTEIHOCT Ha JICUCHUETO.

*3a mombaHUTENHA MHpOpMaIKs, Mo, BukTe Tabnuua 3 ,,Hexenanu peakiuu, ChO0IIEHH IPH
MMOCTMapKETHHTOBATA yIoTpeda“ .

®TepMHHHTE IPEICTABISABAT IPyIIa CHOUTHS, KOHTO OIHUCBAT MO-CKOPO METHIMHCKOTO HOHATHE, @ HE OTAETHOTO
CHCTOSTHHE WM NpeanodnTad TepMuH 1o MedDRA (MeaunuHCKn peuHNK 32 peryJaTOpHUTE JEeHHOCTH —
Medical Dictionary for Regulatory Activites). Ta3u rpymna MeIUIIMHCKY TEPMHUHU MOXKE Ja ©Ma €IHA U ChIIa
HOZJIeKala NaTopu3noIIorus (Harp. apTepHaTH TPOMOOEMOOIMYHN PEaKkIMy BKJIIOYBAT MO3bYHO-CHIOB
MHIOUAEHT, HH(pApKT Ha MUOKap/a, IPEX0eH HCXEMHUYCH IPUCTBII ¥ JPYTH apTepHATHN TPOoMOOeMOOIMYHA
peaxmym).

"Bb3 0CHOBa Ha MpoyYBaHe Ha noarpymna ot 295 nauueatd B NSABP C-08

"3a ronbanuTenHa HHGOPMALMS BHKTE T0-I0)y B ToUKa ,,ONKCcanie Ha H30paHu CEPUO3HH HEXKETAHH
peakimu‘.

"PexTo-BaruHaHUTE GUCTYIIH ca Hail-uectuTe Puctynu B Kareropusra CU BaruHamHu GUCTYJIH.
“Habuto1aBaty caMo TIpHU MeUATPUYHATA Oy JIaIlUsL.

Tabanna 2. Te:xxKH HesKeJAHH PeaKIMH 10 4ecToTa

Cucremo- | MHoro 4ectu YectH Heuect Peaxu Mmuor C
OpraHeH " o HEeM3BeCTHA
KJ1ac peax 4ecTora
"
Nupexuun Cerncuc, Uemynur, Hexkporuznpa
u A6ciec™®, 11 pacuuut”
HHpecTan WNndexnmsa, Mudexn
U WS Ha IUKOYHHTE
IBTHIIA

Hapymenn | ®ebpunna AHewmus,
sl HA HEYTPOICHUS, Jlnmponenus

KpbBTa M | JIleBKOneHwus,
aumeuara |Heyrponenust®,
cucTremMa TpomboruToneH

us
Hapymienn CBpBX4yBCTBHUTE- AHadunakTiy ?
s Ha HOCT, €H II0K

HMYHHATA peakIuu KbM

cucrema undy3usra “>°
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Hapymenn Hexunparanus,
s Ha XunoHaTpueMus
MeTad0JIn3
Ma H
XpaHeHeTo
Hapymienn |Ilepudepna Mo3BYHO-CHIOB Cungpom Ha
s Ha CEH30pHA uHIMaeHT, CHHKOM, MOCTEpUOPHA
HepBHATA | HEBPOMATHUS ChHIHBOCT, oOpaTnma
cHCTEeMA I'maBoOomme eHue(banonaTnﬂa’6’B,
XunepTeH3uBHA
eHuedasonaTus’
Chpaeunn 3acToiiHa chpacUHa
HapyLIEeHUSs HEOCTAThYHOCT",
Hankxamepna
TaxuKapaus
CbaoBu XI/IHepTOHI/IHa’6 Aprepuanex bropeuna
HapyLIEeHUSs TpOMOOEeMOOITU3BEM™ TpoMOOTHYHA
® KpsBonsmup™®, MHKPOAHTHOIATHS ™,
TpomboemboIN3BEM AHEBpU3MU H
(BeHozen)™’ apTepHaTHA
JIp1100Ka BeHO3HA JICEKALINH
TpomMb03a
Pecnuparo Benoapoben Benonpobna
pH#, KPBBOU3JINB/ XUTEPTOHHUS,
rPHAHU U XemonTu3za™’, [epdopanms Ha
MeANACTHH Benoapoben HOCHara mperpaja’
aJTHA eMOOJIN3bM,
HapyLIeHUs Enwmcrakcuc,
JucnHes, Xumnoxkcus
Cromamno- | [{napus, Upepna CroMarHo-4peBHa
YpeBHHU I'anene, [loBps |mepdopanus, Uneyc, nepdopanus™’,
HapyueHusi | mane, Kopemna | UpeBHa 00CTpyKIMs, CroMariHo-4peBHa
0osKa Pekro-BaruHaniu a3Ba”, Pexranen
buctymu' ™, KPHBOU3JIHB
CromairHo-4peBHO
HapyIlIeHHE,
Cromarur,
[Tpokranrus
XenaTooua [epdopanus Ha
HAPHHU KITBYHHSL MEXyp ™
HapyLIEeHUs
Hapymenn YcnoxHeHus npu
s Ha 3apacTBaHe Ha
KOKaTa U pannte*’, Cunapom
MOJKOKHAT Ha MajaMapHo-
a TbKaH TUTaHTapHa
CpUTPOIU3ECTE3US
Hapymenn (I)I/ICTyana’6, OcTteonekposa Ha
s HA Muanrus, gemocTTa”™”
MYCKYJIHO- ApTpanrus,
CKeJleTHATa MyckynHa ciabocT,
cHUCTeMa H Bonka B repba
CheTHHUTEJ

HaTa TBbKAaH

17




Hapymenn [porentypus™®
1 HA
0nLOpennTe
u
MUKOYHUTE
MbTHIIA

Hapymenun Bonka B Taza Osapuaina

i1 Ha HEOCTATHYHOCT™
Bb3IPOH3BO
AUTEJIHATA
cucTeMa U
rppaara

Tabnuia 2 mpeacTaBs 4eCTOTaTa Ha TSKKUTE HEXEJaHH PeakUnu. TeXKUTE peakIiy ce ONpeAesaT KaTo
HEXXEJTaHU PeakIiy ¢ Hai-Maliko 2 % pa3inka B CpaBHEHHE C KOHTPOJIHATA TPyTa B KIMHUYHUTE IPOYUBAHUSA 32
peaknuute ot creneH 3-5 cnopen NCI-CTCAE.

Tabnuna 2 BKITI0YBA CHIO U HEXEIIaH! PeaKIiH, KOUTO ce cunuTaT oT [1PY 3a KITMHUYHO 3HAYUMU WITH TEXKKH.
Te3u KIMHAYHO 3HAYMMH HEXeJIaHU PEaKIHUU ca ChOOLICHN B KIIMHUYHNTE U3MUTBAHUS, HO PEAKIUUTE OT
CTemeH 3-5 He OTroBapAT Ha Ipara oT Hali-Masko 2 % pa3inka B CpaBHEHHE ¢ KOHTpOIHATa rpyna. Tabnuma 2
BKJIIOYBA U KJIIMHUYHO 3HAUMMHM HEXEJIaH! PEaKIUH, KONTO ca HaOJ01aBaH! CaMo IPH ITOCTMApPKETHHIOBATA
ynotpeba, mopaau xkoeto yecrorara u crenenra cnopex NCI-CTCAE ne ca u3Bectru. [lopaau ToBa Te3n
KJIMHUYHO 3HAYMMH PEaKIUK ca BKIIoueH! B Tabnuma 2 B KojoHaTa, o3ariaBeHa ,,C Hen3BecTHa YecToTa™.
*TepMUHUTE MPECTABIABAT TPYIA CHOMTHS, KOUTO OMKCBAT I10-CKOPO MEAUIMHCKOTO TOHSATUE, & HE OTAECTHOTO
CHCTOSTHHME WM NpeanodnTad TepMuH o MedDRA (MeaunuHCKn pedHHK 3a peryJaTOpHUTE JEHHOCTH —
Medical Dictionary for Regulatory Activites). Ta3u rpyna MenmuuuHCKH TEPMUHH MOXKeE J1a UMa €JIHa U ChIIa
HoJJIekKaIa NaTopu3noIorus (Harp. apTepHaIHd TPOMOOEMOOIMYHH PEaKiMi BKIIIOYBAT MO3bYHO-CH/IOB
MHIUICHT, HH(GApKT Ha MUOKAp/ia, IPEXOJCH HCXEMHUUCH NPUCTBII U JPYTH apTepHaIHU TPOMOOEMOOTYHH
peaxium).

°3a onbaHETEHA HHGOPMALIHS BIKTE T10-I0Ty B TOUKa ,,ONHMCAHNC HA H30PAHH CEPHO3HH HEKETaHH
peakimu‘.

"3a momrpaaUTeNHA HHbOPMAIUs, Mo, Bibkre Tabnuna 3 ,,Hexenanu peakiuu, Cbo0MIEHN IPH
MOCTMapKEeTHHTOBaTa yrmorpeda“.

"Pekro-BaruHanHuTE QUCTYIH ca Hal-yecTuTe GpucTynu B kateropusira CYU BarvuHanHu QUCTYIIH.

Onucanue Ha I/I36DaHI/I CCPHO3HH HEKEIAHN PCAKITMHN

Tepdopavuu na cmomawno-upesnus (CH) mpaxkm u pucmyau (Bx. Touka 4.4)

beBanm3ymal ce cBbp3Ba ChC CEPHO3HU CIIydan Ha rephopaust Ha CTOMAIIHO-UPEBHHS TPAKT.

CpooOmiasa ce 3a nepdoparmu Ha CY TpakT o BpeMe Ha KIMHWUYHUTE H3MUTBAaHUS ¢ yecToTa oxa 1 %
IIPH MAIUCHTH C HECKBAMO3CH HEeIPEOHOKICTHYCH pak Ha Oenust apo0, 10 1,3 % npu manueHTH ¢
MeTacTa3upa paK Ha MjeuHaTa xesa, 70 2,0 % mpu marueHTy ¢ MeTacTasupai ObOPECUHOKICThYCH
paK Wi Mpy NAlUEHTKH € paK Ha SiHuHUIuTe U 10 2,7 % (BKIIOUUTETHO CTOMAIIHO-YPEBHA (HUCTYIIA
1 abcIiec) py MayeHTy ¢ MeTacTasupail KapiuuHOM Ha 1e0eI0To 4epBo u pekTyMa. OT KIMHUYHO
H3IMUTBAHEC IPU NAIMUCHTH C MIEPCUCTHUPAIL], pCUUIUBHUPALI UJIW METACTasupall pak Ha MaTO4YHaTa
nmiika (mpoyuBane GOG-0240), CU nepdopanmu (BCHUKH CTETIEHH) ca choOeHu npH 3,2 % ot
MAIMEHTHUTE, KATO BCHUKU Ca UMAJIM aHAMHE3a 3a MPEIX0KIalla ThUeTepanus Ha Tasa.

UecroraTa Ha Te3U CHOUTHS BapHpa M0 BUJI U TEXKECT OT HaOJIo1aBaHe Ha CBOOOJIEH ra3 MpH HATHBHA
peHTreHorpadus Ha KOpema, KoeTo € IpeMuHaino 0e3 JeueHue, 10 nepopanys Ha YepBarta c
abnoMuHaieH abciec U ieTajueH U3Xo. B HAKOM cily4an e uMano ChI'bTCTBAILO WHTPaad OMHHAIHO
BB3MAJICHHUE OT sI3BEHA OOJIECT HA CTOMaxXa, TYMOPHA HEKPO3a, TUBEPTUKYIIHT WIIH KOJIUT, CBhP3aH C
XUMHOTEPAITHUSTA.

JleraneH u3xox e OMII chOOIIEH MPU MPHOIU3UTEIIHO eHA TPETa OT CEPHO3HUTE CIIydan Ha

CTOMAIITHO-UYpEeBHH Nepdoparuu, koeTo npeacrasisiza Mexay 0,2 %-1 % oT BCUYKH MalMeHTH,
JIeKyBaHH ¢ OeBanu3yMao.
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[Ipu KIMHUYHUTE U3MUTBAHUS ¢ OeBallM3yMad CTOMAIIHO-YPEBHU (QHUCTYIIH (BCHUKU CTENICHHU) Ca
cboOIIaBaHy ¢ yecToTa 10 2 % NpH MalUeHTH ¢ MeTacTa3upajl KaplMHOM Ha 1e0eoTo YepBo U
pPEKTyMa U pak Ha SHYHUKA, HO ca ChOOIABaHU TO-PS/IKO MPH MAIIMEHTH C IPYTH BUIOBE PaK.

CY gazunannu pucmyau e npoyueane GOG-0240

B uznuTBaHe npu NayeHTy ¢ MePCUCTHPAIL, PEIUANBUPALI WM METacTa3upall pak Ha MaTo4HaTa
muiika yecrorara Ha CY Barunanau ¢puctynu e 8,3 % npu nanueHTuTe, JeKyBaHu ¢ 6eBau3ymMad, u
0,9 % npu KOHTpoONMHATA TPyIa MAIMEHTH, KATO BCHYKH Ca MMaId aHaMHe3a 3a MpeIecTBaa
apueTepanus Ha taza. Yecrorara Ha CY BaruHanHu (GUCTYJIM B rpyIaTa, JIeKyBaHa ¢ OeBaiuzymal +
XUMHUOTEPAITHS, € TI0-BUCOKA NPH MAIUEHTH C PELUINB B 00JIaCTTa HA MpeIIIecTBalla ThYeTeparis
(16,7 %) B cpaBHEHHE C IALMEHTH 0€3 MpeIIecTBalla JTbUeTepanus n/uim 06e3 peuuauB B obaacTra
Ha npeamecTBama Jpuerepanus (3,6 %). CboTBETHUTE YECTOTH MTPHU KOHTPOJIHATA TPyIIa,
MoJTy4yaBallia caMo XUMHoTepanusi, ca cboTBeTHO 1,1 % copsamo 0,8 %. [lanmentute, KOUTO pa3BUBAT
CY BaruHamH#u (QUCTYNH, MOXKE CBIIO J1a UMaT YpeBHA OOCTPYKIHMS U C€ HYKIAIT OT XUPyprudHa
MHTEPBEHLUS, KAKTO U OT OTKJIOHSABAIIHN OCTOMHH.

Ducmynu uzevr C4 mpaxm (Bx. Touka 4.4)

Ynorpebara Ha OeBal3ymMad € CBbp3aHa ChC CEPUO3HM CITydad Ha (PUCTYIIN, BKIOYUTEIHO PEaKIIUH,
3aBbPIINIIN CbC CMBPT.

OT KINMHUYHO U3IIUTBAHC HpI/I IAIIUCHTHU C HepCI/ICTI/IpaIII, pe]_II/II[I/IBI/IpaIH NJIn MeTaCTa3I/Ipaﬂ paK Ha
Marounara muitka (GOG-240) ce crobmiara, ue 1,8 % oT manueHTure, JIeKyBaHHu ¢ OeBann3ymad, u
1,4 % OT KOHTpOJHATA TPYIIa MAIIMEHTH ca MU (GUCTYIH U3BBH CTOMAITHO-YPEBHUS TPAKT —
BarvHAJIHY, HA TTMKOYHUS MEXYP WU Ha KEHCKaTa MOJIOBA CUCTEMA.

Heuecro (> 0,1 % mo < 1 %) ce choOIiaBa 3a GpUCTYIN, KOUTO 3aciaraT 00JacTH B OpraHW3Ma U3BbH
CTOMAILTHO-YPEBHUS TPAKT (HaIp. OpPOHXOMJIEBpAIHU U OUarapHy (GUCTYIIH), HAOIIOAaBaH! MIPH
paznuvHu nokasanus. ChoOmasa ce 3a (GUCTYIIN B OT TOCTMAPKETUHTOBHSI OTIHT.

PeaKLU/II/I ce C’LO6H_IaBaT 110 pa3JIMYHO BPEMC Ha JICUCHUCTO, Baprupalio OT €JHa CCAMUIIA 1O HA
1 roavHa CJC Ha4aJlOTO Ha NPUIIOKCHUCTO Ha 6€BaHI/IBYMa6, KaTO IMMOBCUYCTO PCAKIINN Bb3HUKBAT

npe3 MbpBUTE 6 Mecela OT TepanusiTa.

3apacmeane na panu (BX. Touka 4.4)

Toit kaTo OeBanmM3ymMad MOKe J1a TIOBJIHsIC HEOIArONMPIATHO HA 3apacTBAHETO HA paHUTE, MAIIUCHTH,
P KOUTO € MPOBEICHA roJIsIMa OTIepaIys Mpe3 MocieHuTe 28 THU, ca OMIIN U3KITIOYCHH OT yJacTHe
B KJIMHMYHUTE U3MUTBaHuUs OT asa III.

ITo BpeMe Ha KIMHUYHUTE U3MUTBAHUS HA METACTa3upal pak Ha JIe0eI0To YepBO WK peKTyMa He €
HaOII0JaBaH MOBUIIICH PUCK OT IMOCTONEPATUBHO KbPBEHE MJIHM YCIIOKHEHUS TIPH 3apacTBaHe Ha
paHaTa IpH MarMeHTH, KOUTO ca OWIIN MOIJI0KEHU Ha TojsiMa oreparus 28-60 qHH Mpeau HadaaoTo
Ha mpuiarade Ha 6eBanu3ymab. [loBuieHa yecToTa Ha IOCTONIEPATUBHO KbPBEHE MIIH YCIOXKHEHHE
MIPH 3apacTBaHe Ha paHaTa, KOUTO ca ce MposiBIIN 0 60 THU clies roisMa ornepaius, ¢ HabaroaaBana,
aKo MalMEeHTHT € OWJI JIEKyBaH ¢ OeBalu3yMad KbM BpEeMETO Ha omepaiuiaTa. YecToraTa € Bapupaiia
mexay 10 % (4/40) u 20 % (3/15).

,HOKHaJIBaHI/I Ca CCPUO3HHU YCIIOKHCHUSA IIPU 3apaCTBAHCTO HAa paHW, BKIIIOYHUTCIIHO U YCIIOXKHCHUA Ha
aHAaCTOMO3H1, HAKOU OT KOUTO Ca 3aBbPUININ q)aTaJIHO.

[Ipu U3nUTBaHUS MIPH JIOKAIHO PELUANBUPAIL M METacTa3upaj paK Ha MileuyHaTa jkjes3a ca
HaOJII0TaBaHM YCIOKHEHUS TIPH 3apacTBaHe Ha paHu oT creneH 3-5 npu a0 1,1 % ot manuenture,
nojy4aBaiu OeBanu3ymad, B cpaBHenue ¢ 10 0,9 % ot nauuenTute B KoHTpoiaauTe rpymu (NCI-
CTCAE v.3).
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[Ipyu KIMHUYHATE U3MUTBAHUS TP KAPIIMHOM Ha SHYHUIIMTE Ca HAOI0JaBaHH YCIOKHEHUS TIPH
3apacTBaHe Ha paHU OT crerieH 3-5 mpu 10 1,8 % oT manmeHTKUTE B rpynara ¢ OeBanuzymad crpsMo
0,1 % B xoutponuata rpyna (NCI-CTCAE v.3).

Xunepmonus (BX. Touka 4.4)

B knmMHUYHKTE N3NMUTBAaHUS, ¢ U3KITIOUeHHE Ha ipoyuBane JO25567, obmaTa yectota Ha XUIEPTOHUS
(Bcuukwm crenenn) goctura 1o 42,1 % B rpynure, JieKyBaHU ¢ OeBau3ymal, B cpaBHeHHeE ¢ 10 14 %
npu KoHTponHuTe rpynu. Obmara yecrora Ha xuneptonus crened 3 u 4 no NCI-CTC npu
MAIMCHTHUTE, JICKyBaHH ¢ OeBanu3ymad, Bapupa ot 0,4 % 10 17,9 %. XuneproHus crencH 4
(xunepToHMYHA KpH3a) € HabmoaaBaHa rpu a0 1,0 % oT nanmeHTHTe, JeKyBaHu ¢ OeBanu3ymad u
XUMHOTEpamnus, B cpaBHeHME ¢ 10 0,2 % OT ManueHTuTe, JIEKyBaHH ChC ChIAaTa XUMHUOTEPANHS
CaMOCTOSITEITHO.

B npoyusane JO25567 xunepToHus: OT BCUUKH CTENeHH € HaOmonaBana npu 77,3 % OT ManueHTHTe,
nojiy4aBainu OeBalu3yMad B KOMOMHALMS C €pIOTHHUO KaTo JICYUEHHE OT IIbpBa JIMHUS Ha
neckBamo3eH HIIKPB/I ¢ EGFR aktuBupamm mytaruu, B cpaBaerue ¢ 14,3 % oT marueHTuTe,
JIEKYBaHH C €pIOTUHUO CaMOCTOSITEIHO. XUNEPTOHHUS cTeneH 3 e Habmoaasana npu 60,0 % ot
NalnueHTHTE, JeKyBaHH ¢ OeBanmu3ymMald B KOMOMHAIMA ¢ epiIoTUHHO, B cpaBHeHHE ¢ 11,7 % mpu
NAIMEHTHTE, JIEKYBaHH ¢ epIIoTHHHO caMmocTosaTeHo. He ca HabnroiaBaHu ciydau Ha XUTIEPTOHUS
creneH 4 unm 5.

XunepToHUsATa OOMKHOBEHO € O1ia a/IeKBaTHO KOHTPOJIUpaHa ¢ IIepOPaTHA aHTUXUTIEPTCH3UBHU
CpEeJICTBA KaTO MHXUOUTOPU Ha aHTMOTEH3WH-KOHBEPTHUPAILNS €H3UM, TUYPETHIIN U KaILNEBU
aHTaroHUCTH. B penku ciayvau T4 € 1oBesa 10 NPEyCTaHOBSIBAHE HA JICYCHUETO ¢ OeBau3yMad win
XOCIIUTAIU3ALMSL.

Wma MHOTO peIku ChOOIIEHHUS 3a CITydan Ha XUIIEPTOHNYHA eHIe(aionaThs, HIKOU OT KOUTO ca Oniun
C JIETAJICH U3XOM.

PHCKBT OT XHUIIEPTOHUS, CBBP3aHa ¢ OeBalM3yMal, He € KOPEIUpaj ¢ U3XOJHUTE XapaKTePUCTUKU Ha
MAIMEHTUTE, C OCHOBHOTO 3200JIIBaHE WM CHITHTCTBAIIIOTO JICUCHHE.

Cunopom Ha nocmepuopta obpamuma enyedaronamus (Bx. Touka 4.4)

[Ipu manmenTH, TeKyBaHU ¢ OeBarU3ymMad, IMa PEeJIKA ChOOIIEHUS 3a pa3BUTHE HA MIPU3HAIM U
cumiiromu, ceoTBeTcTBam i Ha CIIOE, psnko HeBpomoruuHo HapymieHue. [IposBute Moxe 1a
BKJIFOYBAT I'bPYOBE, TJIaBO0OOJIUE, TPOMEHEH IICUXMUYEH CTATYC, 3PUTEIHH HAPYIICHUS WX KOPOBa
CIIEeTIOTa, ChC WK 0e3 chIrbTcTBama xunepronus. Knuanunute npossu Ha CIIOE gecrto ca
HecnenuduuHu 1 opaau Toea 3a quarsoctuiupane Ha CITIOE e HeoO0X01uMo MOTBBPIKICHUE Upe3
o0OpasHa TUarHocTHKa Ha MO3bKa, 3a MPEATIOYUTAHE TTOCPEACTBOM SIPEHO-MAarHUTEH PE30HAHC
(SIMP).

[pu nanuentu, pazsusamu CITOE ce npenopwuBa paHHO pa3lo3HaBaHe HA CHMITOMHTE ¢ He3a0aBHO
JieYeHHE Ha CIeUU(UIHUTE CUMIITOMH, BKIIIOUUTETHO KOHTPOJI Ha XUIIEPTOHUSATA (aKo 3a00IIsIBaHETO
€ CBBP3aHO C TeXKKa HEKOHTPOJIHMPAaHA XUIIEPTOHHS), KAKTO U NPEYCTaHOBIBAHE Ha TepamnusiTa ¢
6eBanmzymad. CuMOTOMHUTE OOMKHOBEHO OT3BYYaBaT MIIM C€ MOJ0OPSIBAT O IHH CJIE/ CIUpaHe Ha
JICYHCHUECTO, BLIIPCKHU Y€ HAKOU OT MALMECHTUTE Ca UMAJIM HEBPOJIOTUYHU ITOCIICACTBUSA. bezomacHocTTa
NpY IOAHOBSIBaHE Ha TepanusiTa ¢ OeBanusymad npu nanuenty, noixyunwiu CIIOE npeau ToBa, He €
U3BECTHA.

[lo BpeMe Ha KIMHUYHUTE U3NUTBaHUs ca cboOieHu § ciaydas Ha CIIOE. B nBa ot ocemre ciydas
HsMAa pauoJIOrMYHO MOTBBPKACHHE ocpeacTBoM SIMP.
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Ipomeunypus (Bx. Touka 4.4)

ITo BpeMe Ha KIMHUYHUTE U3MMTBAHUS Ce ChOOIIaBa 3a MPOTESHHYpHs B rpanuiuTe Ha 0,7 % 10
54,7 % ot narMeHTuTe, MoJyyaBaliy oOepaiu3ymao.

[IpoTennypusita e Bapupaia Mo TEKECT 0T KIMHUYHO Oe3CHMITOMHA, IPEX0IHA, CIIEAH OT
NPOTEUHYPHS 10 HeHPOTHUEH CHHIPOM, KATO B TOJISIMOTO MHO3UHCTBO OT CIIydauTe ¢ Ouia
nporeunypus crenied 1 (NCI-CTCAE v.3). IIporennypus crenen 3 ce cpobmasa npu 10,9 % ot
nexkyBaHuTe nauueHTu. [Iporennypus creneH 4 (HedpoTudeH cuHapoM) e HabmonaBana npu 10 1,4 %
OT JIeKyBaHUTe nanueHTH. [IpenopbruBa ce nsciaenBane 3a NPOTEUHYPHUS, IPEAH Ja Ce 3al0UHE
nedenue ¢ Oyavas. [Ipu moBeyeTo KIMHUYHY U3NMUTBAHUS HUBA HAa IPOTEHH B ypUHATa OT

> 2g/24 yaca ca 1OBeNU 10 3aJbpKaHe Ha MPUIIOKEHUETO Ha OeBa3yMad 10 Bb3CTaHOBSIBAHE 10

< 2g/24 ygaca.

Kpwveousnue (Bxk. Touka 4.4)

[To BpeMe Ha KIMHUYHUTE U3MUTBAHNS IIPU BCUUKH MMOKa3aHU 00IIaTa 4eCTOTa Ha PEaKIuuTe C
kbpBeHe creneH 3-5 cnopen NCI-CTCAE v.3 ca Bapupanu ot 0,4 % 1o 6,9 % npu nanueHTure,
JieKyBaHH ¢ OeBanu3yMad, B cpaBHeHHE ¢ 110 4,5 % OT MalMeHTUTe ¢ XUMHUOTEPAanus B KOHTPOJIHATA

rpyna.

OT KJIMHUYHO W3NUTBAHE NPU MAUEHTH C MEPCUCTUPAILl, PELIUIUBUPALL WIIA METACTa3upai pak Ha
MaToyHara 1mmiika (nmpoyusane GOG-0240), peakiuu ¢ KbpBEHE CTEIEH 3-5 ce ChoOIIaBaT MPH HE
noeeue ot 8,3 % OT MalUeHTHTE, JISKyBaHH ¢ OeBalM3yMad B KOMOMHAIINS C TAKJIUTAKCEN U
TONOTEKaH, B CpaBHEHHE ¢ HE noBeue 4,6 % OT MallMEHTUTE, JIEKYBAaHU C MAKIUTAKCEN U TOMOTEKAaH.

XeMOparuyHUTe peakify, KOUTO ca HaOIIoIaBaHH 110 BpeMe Ha KIIMHUYHUTE U3MHTBAHUS, Ca OHITH
MIPEIUMHO KPHBOM3IUBH, CBBP3aHH ¢ TyMOpa (BXK. O-A0TY), U MAJIKH KOXKXHO-JTUTaBUYHU

KPBBOM3JIMBY (HAIP. EMUCTAKCHUC).

Kpwveousnus, cevpzan ¢ mymopa (Bx. Touka 4.4)

lNomam nnu MacuBeH 6e10ApoOeH KPbBOM3IMB/XEMOIITH3a € HaOII0JaBaH NpeANMHO IIPU
W3MUTBAHUATA TIPH TTAIUEHTH ¢ HelpeOHOKIeThueH pak Ha Oemus apod (HIKPB/I). BramoxuuTe
PHUCKOBHU (aKTOPU BKIIOYBAT CKBAMO3HOKJIEThYHA XUCTOJIOTHS, JICUCHHUE C
AHTHPEBMATHYHH/TIPOTUBOBB3NATUTEIHN BEILIECTBA, JICUCHUE C aHTHUKOATYJIaHTH, TIPeIIIecTBaIa
JTpUYeTepanus, Tepanus ¢ OeBanuzymad, aHaMHe3a 3a aTepOCKIIepo3a, IEHTPATHA JIOKAIN3aIHsl Ha
TyMOpa M KaBUTAIlMsl HA TYMOPHTE TPEIU WK 10 BpeMe Ha JieueHHueTo. EMuHcTBeHnTe mokasaTen,
KOHTO ITOKa3BaT CTATUCTUYECKU 3HAUMMa KOpenalus ¢ KbpBEHETO, ca TepanusTa ¢ OeBauuzymad u
ckBaMO3HOKJeThYHaTa xuctosiorus. [launentn ¢ HAKPB/] ¢ u3BecTHa CKBaMO3HOKJIEThYHA
XHUCTOJIOTHS WJIM ChC CMECEH KJIEThUEH THII ¢ IIPeodiiaiaBaiia CKBaMO3HOKIIETHYHA XUCTOJIOTHS ca
M3KIIIOUEHH OT MOCIIeBAIIUTE U3NUTBaHus BB (a3a Ill, a ca BKIIOUBaHM MAaLlUEHTH C HEM3BECTHA
TyMOpHA XHCTOJIOTHSL.

[pu naunentu ¢ HAKPB/I, mpu kouto e u3kioueHa npeodiagapaiia CKBAMO3HOKIIEThYHA
XHCTOJIOTHSA, ca HaOMI0JaBaH! PEeaKLUK OT BCUUKHU CTEIEHHU C YyecToTa 10 9,3 % mnpu JieueHue ¢
OeBanu3yMal IUTI0C XUMHUOTEpANHs B CpaBHEHHUE € 10 5 % MpH NalueHTUTe, JICKYBaHH CaMo C
xuMmHoTepanus. HabnronaBanu ca peakiiuu oT crerneH 3-5 npu 10 2,3 % oT malueHTuTe, JISKyBaHH ¢
OeBanu3yMad IIIoc XUMHOTepanus, B cpaBHeHue ¢ < 1 % mpu Te3u camo ¢ xumuorepanus (NCI-
CTCAE v.3). I'ostaM uiu MacuBeH 0el1oApo0OeH KPbBOU3IMB/XEMOIITH3a MOJKE J1a Bh3HUKHE BHE3AITHO,
KaTo JIO JIBE TPETH OT CEPHO3HHUTE OENOAPOOHN KPHBOU3IUBH Ca 3aBBPILIUIIN JIETATHO.

Hma C’LO6H.[€HI/I$I 3a KPbBOU3JIMBU OT CTOMAITHO-UYPCBHUSA TPAKT, BKIIFOUUTCIHO KbPBCHC OT PCKTyMa U

MCJICHA, ITPU MMAIUEHTU C KapIIMHOM Ha ZIGGC.HOTO YCpBO U PEKTyMa, KaTo TC Ca OLICHCHU KaTo
KPBbBOMU3JIMBU, CBbP3aHU C HAJINYUCTO HA TyMODP.

21



KpbBOm3nus, cBbp3aH ¢ TyMOpa, € OUI psAIKO HAOIOIaBaH | MIPH JPYTH BUAOBE TYMOPHU U
JIOKaITN3alliH, BKIIFOUUTEITHO U CIIy4ad Ha KbpBEHE B IeHTpaiiHaTta HepBHA cuctema (LIHC) mpu
narnuenTy ¢ metactasu B [IHC (Bx. Touka 4.4).

Yecrorara Ha kbpBeHe B [IHC npu nanmentn ¢ HenexkyBanu Meractasu B [IHC, momyyasamu
OeBanu3ymal, He € OlLeHABaHa MPOCHEKTUBHO B PAaHAOMHM3HPAHN KIMHUYHYU H3nuTBaHus. [Ipu equn
eKCIUIOpPaTOpeH PEeTPOCIIEKTUBEH aHAIHN3 Ha JaHHU OT 13 3aBbpIIEeHH paHIOMHU3UPAHU U3MUTBAHUS
NpU MAaLUEHTH ¢ pa3auyueH Bug TyMopH 3 oT 91 mauuentu (3,3 %) ¢ MeTacTasu B MO3bKa ca MOy IHIIH
kbpBeHe B LIHC (Bcuukute crene 4) npu jgeyenue ¢ 6beBanu3zyMad B cpaBHeHue ¢ | ciyyait

(crenen 5) ot 96 manuenTu (1 %), KOUTO HE ca eKCIIOHUPAHU Ha OeBalu3yMal. B nse
ToCTIeTI0OBAaTEeNIHY H3NUTBaHUA (KOUTO BKJII0UBAT 0KoJi0 800 manueHTH) Mpy NalueHTH ¢ JeKyBaHU
METacTa3y B MO3bKa I10 BpeMe Ha MEeXIWHHMS aHaJIu3 Ha 0e30macHOCTTa ce choOmaBa 3a 1 cinyyaii
npu nanuenT ¢ kpbBouznus B [IHC crernen 2 ot o6mio 83 nwuna, nekyBanu ¢ 6eBanuzymad (1,2 %)
(NCI-CTCAE v.3).

BBB BCHUKM KIMHUYHH U3MUTBAHUS KOKHO-JTMTAaBUYHI KPBBOM3IMBY ca HaOmonaBanu npu 10 50 %
OT TIAIIMEHTHUTE, JIeKyBaHu ¢ OeBanuzymad. Te ca Ounm Hali-uecto enucrakcuc crereH 1 criopex NCI-
CTCAE v.3, k0iiTo € mpoabKUI O-MAJIKO OT 5 MHUHYTH, OT3BYyYall € Oe3 Jiekapcka HaMmeca U He €
M3UCKBAJI IPOMEHH B CXeMarta Ha jedeHue ¢ oeBanu3ymad. Kinnnuunute gannu 3a 6e30macHoCT
MOKa3BaT, Y€ YeCTOTaTa Ha MAJIKUTE KOJKHO-JTUTaBUYHHU KPHBOU3IUBH (HAIIP. EMUCTAKCHC) MOXKE J1a
ObJe 3aBUCUMA OT 03aTa.

HabiroiaBanu ca v Mo-peiKu peakiiiy Ha MajKy KO)KHO-TMTAaBUYHU KPBBOU3JIUBY C Ipyra
JIOKaJIU3alKs, KaTO KbPBEHE OT BEHIIUTE MJIM BarMHAJIHO KbPBEHE.

Tpomboemboauzvm (BxK. Touka 4.4)

Apmepuanen mpomboemboauz oM

HaGiroiaBana € moBHIlIEHA YE€CTOTA Ha apTePUATHU TPOMOOEMOOIHMYHN PEaKIIMU TIPH MAIlUCHTH,
JICKyBaHH ¢ OeBaln3yMab MmpH MOKa3aHusl, BKIFOUBAIIY MO3bYHO-ChJI0BU UHIMICHTH, HHGAPKT Ha
MHUOKap/ia, MPEeX0THU HCXEMHUYHU TIPUCTHIIN U IPYTH apTepHaATHU TPOMOOSMOOINYHN PEaKIINY.

[To BpeMe Ha KIMHUYHUTE U3MUTBAHUS 00IIaTa YeCTOTa Ha apTePUATTHUTE TPOMOOEMOOITNIHI
peaxuu Bapupa 10 3,8 % npu rpynure, JeKyBaHu ¢ 6eBanu3ymad, B cpaBHeHHe ¢ 110 2,1 % B
KOHTPOJIHUTE TPYIIH, MOTydaBain xuMuorepanus. ma cpo0mienus 3a aeranex uzxon npu 0,8 % ot
MAIMCHTUTE, JICKyBaHH ¢ OeBann3yma0, B cpaBHeHue ¢ 0,5 % OT MalueHTHTE, MOTy4aBain
CaMOCTOSITETTHO XUMHOTEpaIusi. MO3bYHO-ChJIOBH UHIIUACHTH (BKIIOUUTEIHO MPEXOTHI HCXEMUYHH
NPUCTBIIN) ce choOImaBar npu 10 2,7 % OT NalMeHTUTE, JIEKyBaH! ¢ OeBann3ymad B KOMOWHALNS C
XUMHUOTEpanus, B cpaBHeHue ¢ 10 0,5 % OT marueHTuTe, mojry4aBail XUMAOTEPAITHs CAMOCTOSTEITHO.
WHpapkT Ha MUOKap/a ce choOIasa npu a0 1,4 % oT nanueHTuTe, JeKyBaHu ¢ OeBaln3ymad B
KOMOMHALUS ¢ XUMUOTEepanusi, B cpaBHeHue ¢ 10 0,7 % oT nauueHTuTe, Noay4aBaid XuMHOTEepanus
CaMOCTOSITEITHO.

B paMkuTe Ha eTHO KIMHUYHO W3MUTBAHE, OLICHABAIIO OeBann3ymMad B KoMOMHaus ¢ 5-
¢dyopoypauni/onuHoBa kucennna, AVF2192g, ca BkoueHN NalMeHTH ¢ METacTa3upall KapUuHOM
Ha J1e0esI0TO YepBO U peKTyMa, KOUTO He ca OMIN KaHIWAAaTH 3a JIeYeHHe ¢ HpUHOTeKaH. B ToBa
U3IMTBaHE ca HAOJII0JaBaHK apTepraliHu TpoMOboeMOomuunu peakiuu npu 11 % (11/100) ot
NalnueHTuTe, B cpaBHeHue ¢ 5,8 % (6/104) B KOHTpOIHATA IPYyTa C XUMUOTEPAIIHSL.

Benosen mpomboembonruzom
Yecrorara Ha BEHO3HU TPOMOOEMOOINYHH PEAKIIMH TTPHU KIMHUYHUTE U3IUTBAHUS € TTO00HA TIPH
MAIUCHTHUTE, [TOJTydaBaly OeBaru3ymMald B KOMOWHAIMS ¢ XMMUOTEpaIus, B CPaBHCHUE C TC3H B

KOHTPOJIHATA TPYIIa, IEKYBaHU caMO C XUMHUoTepanus. BeHo3HnTe TpoMOOEeMOOINIHN peaKIuu
BKJIIOUBAT TPOMOO03a Ha ABJIOOKUTE BEHH, OeI0apo0eH eMO0Iu3bM U TPOMOOGIIeOUT.
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[lo Bpeme Ha KJIMHUYHUTE U3MUTBAHUS MIPH NIOKAa3aHUATA 00IIATa YeCTOTa HA BEHO3ZHH
TpoMOOEeMOOINYHN peakuy € Bapupana ot 2,8 % no 17,3 % npu nauueHTuTe, JIEKyBaHu C
OeBaru3yma0, B cpaBHeHue ¢ 3,2 % 1o 15,6 % npu KOHTPOIHUTE paMeHa.

Nma crobmenns 3a BeHo3HH TpomOoeMOonunyny peakiuu ot crened 3-5 (NCI-CTCAE v.3) npu 1o
7,8 % oT maumeHTuTe, JIGKyBaH! C XMMUOTEpanusl Iuoc 6eBanu3ymad, B cpaBHeHue ¢ 10 4,9 % ot
NAIMEHTHTE, JIEKYBAaHH CaMO ¢ XUMHUOTepanus (3a BCHUKH MTOKa3aHuUs, C M3KITIOUCHHE Ha
NepCUCTUPALLl, PELUIUBUPAIL MIIK METacTa3upaj pak Ha MaTOYHATa [IHHKa).

OT KIMHUYHO U3IUTBAaHE IIpU MauCHTU C NCPCUCTUPpaAlll, pCOUANBHUPAIL] WX ME€TaCcTazrupall paKk Ha
MarouHaTa mmiika (nmpoyusane GOG-0240) BeHo3HH TPOMOOEMOOIMYHN pEakiiy OT CTENeH 3-5 ce
choOIIaBaT NpH HE MoBeue OT 15,6 % OT manueHTuTe, JIeKyBaHu ¢ OeBau3ymMad B KOMOMHALIUS C
MaKJIUTaKCEJI U HUCIIIAaTUH, B CPABHCHHUE C HEC ITIOBEYC OT 7,0 % ot MalUEHTUTE, JICKYBAaHU C
IMaKJIMTAKCCJI U MUCIIJIaTHH.

[lanueHTH, KOUTO ca MOJYYHIN BEHO3HAa TPOMOOEeMOOIMYHA peaKiys, MOXKE /1a Ca U3JI0KEHH Ha T10-
BHCOK PHCK OT PEIMIUB, aKO MoJTyyaBatr OeBau3yMad B KOMOMHAIMS ¢ XUMHOTEPAIs B CpaBHEHUE

ChbC CAMOCTOATCIHOTO NPHUIIOKCHUC HA XUMUOTCPAIIUA.

3acmoiina copoeuna nedocmamvyrnocm (3CH)

B knuHnYHMTE H3MUTBaHUS ¢ OeBalu3yMad e HalyoJaBaHa 3acTOMHA ChpledHa HEAOCTaThUHOCT
(3CH) npu Bcuuku MOKa3aHUs C pak, U3CICABAaHU JOCETa, HO € Bh3HUKBAIA MPEAUMHO P MAIlUCHTH
C MeTacTaszupai pak Ha MiieuHara xje3a. B uetnpu nznutanus daza I11 (AVF2119g, E2100,
BO17708 u AVF3694g) npu nauneHTy ¢ MeTacTasupal pak Ha MiedHaTa ie3a ce oroenszsa 3CH
crerneH 3 (NCI-CTCAE v.3) unu no-rosisima npu 110 3,5 % oT nauueHTuTe, JIeKyBaHU ¢ OeBaunzymad B
KOMOUMHAINS ¢ XUMUOTepanst B cpaBHeHue ¢ J0 0,9 % B KOHTpodHUTE rpynu. [Ipy narueHTuTe oT
npoyusane AVF3694g, momyyaBany aHTpallMKIMHA €HOBpEMEHHO ¢ OeBaru3yma0, yectorata Ha
3CH creneH 3 uiny 1o-BUCOKa ChOTBETHO B pamMeHaTa ¢ OeBanu3ymal 1 KOHTPOJIHHUTE paMeHa €
noo0Ha Ha Ta3u B APYTUTE MIPOYUBAHUS PU METacTa3upal pak Ha repaata: 2,9 % B paMoTo ¢
aHTpaIUKINH + OeBaru3yMad u 0 % B paMOTO ¢ aHTpAIMKIKH + 1U1aie00. OCBEH TOBa B IPOyYBaHE
AVF3694¢g uectorara Ha 3CH OT BcuukH cTeneHu € Nogo0Ha B paMeHaTa ¢ aHTPaLUKINH +
6eBanu3ymab (6,2 %) u antpanukiuH + mianedo (6,0 %).

IToBeueto ot manuenTure, kouto passuBat 3CH no BpeMe Ha kTuHUYHUTE U3nuTBaHus 32 MPMIK, ca
MoKa3ainy nooOpeHne Ha CHMITTOMHTE ¥/VITH Ha JIeBOKaMepHaTa (hyHKITUS CIIeT MOIXO 1A
MEIUKaMEHTO3HA Teparivsl.

[Ipu moBeveTo KIMHUYHY U3MUTBaHYS ¢ OeBann3yMad nanueHTure ¢ npeamectsama 3CH mo NYHA
(New York Heart Association) II — IV ca 6unu usknrouenn. [Topaau ToBa HsiMa HH(QOpMAIHs OTHOCHO
pucka ot 3CH mpu Ta3u normynamusi.

BB3M0OXHO € mpeiecTBamio JiedeH!e ¢ aHTPALUKINHYE W/UIIK TIPeIIIecTBAo 00IbUBaHe HA CTEHATa
Ha IPBAHUS KOII Ja ca PUCKOBH (pakropu 3a pa3sutue Ha 3CH.

B knmMHMYHO M3NUTBaHE NPH MAUEHTH ¢ Audy3eH B-eapoknerpueH muMpom e HabmoaaBaHa
nosuieHa yecrora Ha 3CH, xoraro e nmony4aBad OeBanu3ymad ¢ KyMyJIaTHBHA /1032 IOKCOPYOUIIHH,
no-ronsama ot 300 mg/m”. dasa 11l Ha TOBa KIMHUYHO H3IHTBAHE CPABHABA
purykcumab/muknodochamun/nokcopyonunn/Bunkpuctun/mpeann3on (R-CHOP) miroc
oepar3ymad ¢ R-CHOP 6e3 OeBannzyma0. Beipeku ye uectorara Ha 3CH B aBeTe rpymnu e mo-
BHCOKa OT Ha0JIt0/]aBaHaTa Mped TOBA MPH TEPAMHsl ¢ IOKCOPYOUIMH, YECTOTATa € MO-BHCOKA B
rpynata R-CHOP miroc 6eBaumzyma0. Tesu pesynraTu npeanoiaraT BHUMAaTeIHO HaOMIOACHUE U
IpeL3Ha OLIEHKA Ha ChPJEYHUS CTAaTyC Ha MAUEHTH ¢ KyMYyJIATUBHU 103U JOKCOPYOHUIIMH HaJ

300 mg/m’, KoraTo ¢ KOMOHHHpAH ¢ GeBaU3yMas.
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Peaxyuu na cepvxyyscmeumennocm (6Ka0UUMeNHO AHAQUIAKMUYEH WOK)/peakyuu KoM UHQY3uama
(Bx. Touka 4.4 u [Hocmmapkemun2oe onum 10-10IY)

HpI/I HAKOU KIMHUYHHU U3IMUTBAHUA aHa(i)I/IHaKTI/I‘IHI/I p€aKknnun U peakKnuu OT aHa(i)I/IJ]aKTOI/II[eH THII C€
ChOOIIABAT MO-YECTO MPH MANUEHTH, MOJTyYaBany OeBann3ymMad B KOMOWHAIINS C XUMUOTEPAITHS,
OTKOJIKOTO TPH CAMOCTOSATEITHO TPUJIaraHe Ha XuMuoTepanus. Te3u peakiiuy MpH HAKOW KITHHUIHA
U3MMTBAHUs Ha OeBalu3yMad ca yectu (1o 5 % Mmpu manueHTUTe, JIGKYBaHu ¢ OeBalu3ymao).

Ungpexyuu

OT KIMHUYHO U3MHUTBAHE MPHU MAITUEHTH C MIEPCUCTUPAIIL, PEIIUIUBHUPAII] I METACTa3UPaT pak Ha
MmarouHaTa muiika (nmpoyusane GOG-0240), undexunu crenex 3-5 ce cho0LIaBaT Ipy HE IOBEYE OT
24 % oT malMeHTUTe, JeKyBaHU ¢ OeBaln3ymMad B KOMOMHAIUSA C ITAKJIUTAKCENl U TOIOTEKaH, B
cpaBHEHHE C He moBeue oT 13 % oT marueHTuTe, JeKyBaH! ¢ MaKJIUTaKCeI U TOIOTCKaH.

Osapuanna Hedocmamvurocm/depmuaumem (BxK. Touku 4.4 u 4.6)

B NSABP C-08, ximanyHo u3nutBaHe (aza Il na OeBanmuzymal npu agioBaHTHO JIEYCHUE Ha
NalKEHTH C paK Ha Ae0eJI0TO YePBO, YECTOTAaTa HAa HOBH CIIy4ad Ha OBapHaHA HEJOCTaThUHOCT,
orpeesicHa KaTo aMEHOPes C MPOIBIDKUTEIHOCT 3 min noBeue Mecena, HuBo Ha FSH > 30 mIU/ml u
OTpHIIaTEJICH TECT 3a OpeMeHHoCT pu u3MepBane Ha B-HCG B cepyma, e orieHsIBaHa pH 295 jxeHu B
npeaMeHomnaysa. HoBu ciyvan Ha oBapuaiHa HEAOCTAaTBYHOCT ce choOmaBat npu 2,6 % ot
narnuentkure B MFOLFOX-6 rpymara, B cpaBHenue ¢ 39 % B rpynata mFOLFOX-6 + 6eBaruzymad.
Cren npeycTaHOBsIBaHE Ha JICUCHHUETO ¢ OeBalu3yMad oBapHaiiHaTa QyHKIHS ce € Bh3CTaHOBHIIA MTPU
86,2 % OT Te3u OLEHIBaHM XeHH. {bIrocpouHuTe ePeKTH OT JIeUeHHETo ¢ OeBanu3ymad BbpXy
(epTriIMTETA HE Ca U3BECTHU.

ﬂa60pam0p1—m OMKIOHEHUA

TepamnusTa ¢ 6eBanu3yMad MOXeE Jia ce CBbpPIKE ¢ HaMaJIeHHUe Ha Opos Ha HEeYTpo(QUINTe, HaMalicH
Opoii Ha OennTe KPBBHY KIETKH U HAJIM4Ke Ha MIPOTEHH B ypUHATA.

B knmMHMYHKTE W3NUTBaHUS NPH NMALUEHTHUTE, JIEKYBaHU ¢ OeBalln3yMal, ca HACTBIIMIIM CIICAHUTE
naboparopuu otkinoneHus ot crerneH 3 u 4 (NCI-CTCAE v.3) ¢ naii-manko 2 % pasnuka B CpaBHEHHE
ChC CHOTBETHUTE KOHTPOJHH IPYINHU: XUIEPTIUKEMUS, TIOHWKEH XEMOTTIO0HH,

XHUIOKAJIMEMHUS, XUIIOHATPUEMUS1, HaMaJIeH Opoii Ha OeNnTe KPpbBHU KIETKH, TOBUIICHO
MeXIyHapoIHO HopManu3upaHo choTHoueHue (INR).

KivHMYHHTE N3NUTBAHUS ca MOKA3aJIH, Y€ PEXOJHUTE OBUILCHUS HA CePYMHHS KPEaTUHUH
(Bapupamu Mexnay 1,5 u 1,9 mbTu Ha U3XOAHOTO HUBO), ChC MK O6€3 MPOTENHYPHS, Ca CBHP3aHU C
ynorpebaTa Ha OeBanuzymad. HabmoaBaHOTO MOBHUINIEHUE HA CEPYMHHMS KPEATHHHUH HE € CBBP3aHO C
MO-BUCOKAaTa YeCTOTa HA KIIMHUYHHUTE NPOSBU Ha ObOpedHO yBpeKJaHe NPH MALEHTHUTE, JICKYBaHH C
OeBarm3ymMao.

I[DVI‘I/I CIICAJIHU IOy Al

llayuenmu 6 cmapuecka 8b3pacm

[Ipu panmoMu3upany KIMHAYHE U3IUTBAHUS BH3pacTTa > 65 rouHM € Omiia CBbp3aHa C MOBHUIIICH
PHUCK OT pa3BUTHE Ha apTePUAIHU TPOMOOEMOOINYHN PEAKIIMU, BKIOYUTEITHO MO3bYHO-ChIOBH
uanuaentd (MCH), npexoaun ucxemuann npuctbnu (ITUIT) u uadapkr Ha muokapaa (MM). dpyru
peakiuu, HaOIloJaBaH! ¢ MTO-BUCOKA YECTOTA MPH MalMeHTH Haj 65, ca OWIH JIEBKOTICHUS CTereH 3-4
u Tpombonmronierns (NCI-CTCAE v.3); v BCHUKH cTEeNeHN HEYyTPOIICHUS, TUapHs, TaJeHe,
IJ1aBO0OJIME U YMOPA, B CPaBHEHHE C Bh3PaCTHUTE < 65 TOAMHH, JIEKyBaHH ¢ OeBann3ymMad (Bixk.

touku 4.4 u 4.8 ipu Tpomboemboruzvm). B €1HO KIMHUYHO U3MMTBAHE Y€CTOTATA HA XMITICPTOHUS
CTeTeH > 3 e JBa ITbTH [T0-BUCOKA TPY MAIIMEHTUTE Ha BB3pacT > 65 TOAWHHU, OTKOJIKOTO B MO-MJIaaTa
BB3pacToBa rpyna (< 65 ronunan). B eHO MpoydyBaHe IpH MaUEHTKY ¢ PE3UCTEHTEH Ha IUIaTHHA
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pelMauBHpaIll paKk Ha SHYHUAIIUTE c€ ChOOIABa CHINO U 32 aJIONENHs, Bh3MaIEHUE Ha JINTABUIIUTE,
nepudepHa ceH30pHa HEBPONATHSA, IPOTEHHYPHUS U XUTIEPTOHHS, KOUTO BH3HUKBAT C YECTOTA Hall-
MaJko ¢ 5 % To-BHCOKa B TpyMara ¢ XMMUAOTEparus + OeBan3ymMal Mpy NaueHTKAUTE, JICKYBaHH C
OeBaru3ymMa0, Ha Bb3pacT > 65 roluHH, B CPaBHEHUE C OOJTHUTE, JICKYBaHU ¢ OeBaIi3ymal, Ha
BB3pacT < 65 rOANHU.

He e nab:ro1aBaHo MOBHIIICHHUE B YECTOTATA HA IPYTH PEAKIVH, BKIIOYUTETHO repdopalivs Ha
CTOMAIITHO-YPEBHUS TPAKT, YCIOKHEHHS NP 3a37paBsiBaHe Ha PaHUTE, 3aCTOMHA ChpIeUHa
HEJIOCTAThYHOCT U KPHBOM3JIMB MPU MANMEHTH B cTapyecka Bb3pacT (> 65 ToAUHH), MOJTyYaBarii
OeBaru3yMa0, B CpaBHEHHUE C MMAlIMEHTUTE Ha BB3PacT < 65 TOMHH, JIKYBaHU ¢ OcBaIM3ymMa0.

[leouampuuna nonviauus

bezomnacHocTTa 1 eukacHOCTTa Ha OeBalM3yMal MpH Jiena moja 18-roauiiHa Bb3pacT He ca
YCTaHOBCHH.

B npoyusane BO25041 na GeBanu3ymMa0, KOHTO € 100aBeH KbM IocTornepaTuBHa ibdetepanus (JIT)
CBI'BTCTBAIIO C aIFOBAHTHO MPUJIOKEHUE HA TEMO30JIOMHUI IIPH MEIUATPUYHU MALUEHTHU C
HOBOJIMarHOCTHUITUPAH CYIIpaTeHTOpUaNIeH, HH(ppaTeHTOpUANIeH, TiepedenapeH UK e lyHKyIapeH
BHUCOKOCTETICHEH IITHOM, TIPO(IITHT Ha 0E€30ITaCHOCT € CPAaBHUM C TO3H, HAOII0IaBaH MpHU JAPYTH
BUJIOBE TYMOPH IIPH Bh3PACTHH, JIEKYBaHH ¢ OeBaln3yMao.

B npoyusane BO20924 na GeBann3yMad ¢ HaCTOAIIOTO CTAHIAPTHO JICUCHUE TIPH METacTaTHUCH
pabIOMHOCApPKOM M CAPKOM Ha MEKUTE ThKaHH, Pa3MyucH OT padIoMHOCapKOM, MPO(GHIBT Ha
0e30IacHOCT TIpH JIeTia, JIEKYBaHH ¢ OeBanu3yMal, € CpaBHUM C nipoduia, HabI0JaBaH Mpu
BB3PACTHU, JIEKyBaHU ¢ OeBaru3ymMao.

Oyavas He ¢ 0100peH 3a ynoTpeba Mpy MayueHTH Ha Bh3pacT noj 18 rogunu. B nmyOnukyBanu

JTUTEepaTypPHH CHOOIICHHUS ca HaOIII0IaBaHU CITydad Ha OCTEOHEKPO03a, KOATO HE 3acsra JIoJTHATa
YEJIIOCT, MPH MAIMEHTH Ha Bh3pacT moj 18 roauHy, JeKyBaHu ¢ OeBalu3ymao.
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HOCTMaDKeTI/IHFOB OIIUT

Tadoauua 3. He:kelaHu peakiium, ChLOOIIEHN MPU MOCTMAPKETHHIOBATA yNOoTpeda

Cucremo-opranen

Peakunu (uectora*)

kjaac (COK)
Nudpexuun u HexpoTtuzuparn Gaciuunt, 0OMKHOBEHO KaTO BTOPHUYHA MTPOsIBA Ha
uHGecTanuu [YCIIO)KHEHUSI TIPH 3a3/IPaBSIBaHETO HA paHH, CTOMAINTHO-YpeBHA repdoparns

nnu oOpasyBane Ha ¢ucTyna (peaku) (BXK. cbiio Touka 4.4)

Hapymennst Ha
HMYHHATa cucTeMa

Peakiny Ha CBPHXYYBCTBUTEIHOCT U peaKIUU KbM HH(]Y3UATA (YECTH) CHC
CJICTHUTE Bh3MOXKHU CHITBTCTBAILM HPOSBU: TUCITHES/3aTPYAHECHO JTUIIIAHE,
3auepBsiBaHe/YePBECHIHA/O0PUB, XUTIOTOHUS WIIH XUIIEPTOHUS, KUCIOPOIHA
necaryparusi, 00JIka B ThPAUTE, TPHIIKH U TaJieHe/TIOBPBIIaHe (BXK. CHINO
rouka 4.4 u Peaxyuu Ha cépbxyygcmeumennocn/peakiiu KbM HHPY3UsITA
[o-rope)

|AHa(MIaKTHYEH MOK (peaku) (BXK. ChI0 Touka 4.4).

Hapymennst Ha
HepBHATA cHUCTEeMa

XunepToHnuHa eHledazonarus (MHOTO peAKH) (BXK. ChIO ToUKa 4.4 1
Xunepmonus B ToUKa 4.8)

Cunapom Ha octepuopHa ooparuma eriedanonarus (CIIOE), (penkn) (Bx.
CBIIO TOuKa 4.4).

CbaoBu HapyLeHust

brOpedna TpoMOOTHYHA MHUKPOAHTHOIIATHSI, KOSITO MOKE KIMHIYHO J1a Ce
MPOSIBH KaTo MPOTENHYpHS (C HEM3BECTHA YECTOTa) ChC WK Oe3
CHI'BTCTBAILO MPUIOKEHUE HA CyHUTHHHO. 32 JOMbIHNUTENTHA HHPOPMALUS
3a MpOTEUHYpHsITa BUXKTE Touka 4.4 u [lpomeunypus B Touka 4.8.

CKeJIeTHaTa CucremMa
H CbC¢AUMHUTEC/IHATA
TBHKaH

PecnimpaTtopHu, [Nepdoparnus Ha HAa3aHATA TIpErpana (C HeM3BEeCTHA YeCTOTa)

TPBHIAHU U BenoapoOHa xurepToHus (C HEM3BECTHA YECTOTA)

MeIMACTHHAJIHHA Jlucdonus (dectr)

HapyLIeHHUs!

CromamHo-ypeBHH |CTOMAIIHO-YPEBHA 53Ba (C HEM3BECTHA YECTOTA)

HapyLIeHHUsI

XenaroOuauapHu [ephopanms Ha KIBUHUS MeXyp (C HEM3BECTHA YECTOTA)

HAPYLIEHHS

Hapymenus Ha CroOm1aBar ce cirydyau Ha ocTeoHekpo3a Ha yemoctra (OHY) npu nanuenTy,
MYCKYJIHO- nmexyBaHH ¢ OeBal3yMad, IOBEYETO OT KOUTO ca Bh3HUKHAIH [IPH HalUEHTH

c naeHtuuurpanu puckosu ¢axropu 3a OHY, no-cneunanHo eKCro3umus
Ha UHTPAaBEHO3HU OUQochoHATH /U aHAMHe3a 32 3a00JIsBaHe Ha 3H0HTE,
HaJaraio WHBa3UBHH CTOMATOJIOTUYHU NPOIEAYPH (BXK. CBITO Touka 4.4)

HabnronaBanu ca ciay4an Ha OCTEOHEKPO3a, KOSITO He 3acsira JoJHaTa
YEIIOCT, P NEAUATPUYHH MMALUECHTH, JIEKyBaHH ¢ OeBanu3ymal (BxK.
rouka 4.8, [lequatpudna nomynamusi).

Bpoaenn, pamuHu 1
TeHeTHYHH
HApYUIeHHUSs

HabnronaBanu ca ciy4an Ha (eTaTHU aHOMAIMH TP JKEHH, JICKYBAHU C
OeBar3yMad caMOCTOSTETIHO WM B KOMOMHALUS ¢ U3BECTHU

eMOPHOTOKCHYHN XHUMHOTEPAeBTUYHH Cpe/icTBa (BK. ToUKa 4.6)

* aKo e orpeacicHa 4eCctorara, T4 € MojIydcHa OT JaHHU OT KIIMHUYHUTC U3IMUTBAHUSA.

C’BO6H_[aBaH€ Ha IMoa03HupaHn HEKCIIaHN PCAKITUN

CpoOI11aBaHeTO Ha MOI03UPAHH HEXKEITAHU PEAKIMK CIIe]] pa3peliaBaHe 3a yrnoTpeda Ha JeKapCTBeHUSI
NPOIYKT € BaxkHO. TOBa MO3BOJISIBA Ja TIPOIBIKH HAOIOICHUETO Ha ChOTHOIIICHUETO TOI3a/pUCK 32

JIEKapCTBEHUS MTPOJYKT.

OT MEIUIIMHCKUATE CIIEIUAIIMCTH CE€ U3HCKBA J1a CHOOIIaBaT BCIKa

IMoJ03MpaHa HEXKECJIaHa peaKrd Ype€3 HAllMOHAJIHATa CUCTEMaA 3a C'bO6HIaBaHe, IIoCco4YcHa B

IIpunoxenue V.

4.9 Ilpeno3upane

[IpunoxeHueTo Ha Hali-BUCOKATa 1034, U3MUTBaHA BBPXY xopa (20 mg/kg TenecHo Tero,
WHTPABEHO3HO Tpe3 2 CEIMUIIN), € OUII0 CBBP3aHO C TEKKa MUTPEHA MPH HAKOJIKO MAIlHCHTH.
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https://www.ema.europa.eu/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx

5. ®APMAKOJIOTUYHU CBOMCTBA

5.1 ®apmakoguHAMHYHH CBOJCTBA

(DapMaKOTepaHeBTI/IT-IHa rpymna: aHTUHCOIUIACTUYHN U UMYHOMOAYJIUpali CPpEACTBA,
AHTUHEOIUIACTUYHHU CPEICTBA, MOHOKJIOHAIHY aHTHUTENA U aHTUTAJIO-JIEKapcTBEHH KoHtorat, ATC

xox: LOIFGO1

Oyavas e OuoJIorH4YHoO 1Mo100eH eKapcTBeH NpoayKT. [logpodHa nHdopManms e npegocTaBeHa Ha
yeOcaiita Ha EBporeiickara areHuus 1o jekapcTsara https:/ www.ema.europa.eu.

MexaHus3bM Ha JIENCTBUE

BeBanu3ymab ce cBpp3Ba cbe ChA0BHs eHaoTeseH pactexeH gakrop (VEGF), ocHoBen ctumynaTop
Ha BacKyJIOTeHe3aTa U aHTHOTeHe3aTa U 110 TO3M HauWH HHXuOMpa cBbp3BaneTo Ha VEGF c HeroBute
peuentopu — Flt-1 (VEGFR-1) u KDR (VEGFR-2), Hamupamu ce Ha MOBbPXHOCTTa Ha SHIOTEITHUTE
kietkd. Heyrpanusupanero Ha Ouosnornuynata aktuBHOCT Ha VEGF Boau no perpecust Ha
BacKyJapHu3alysITa Ha TYMOpPUTE, HOpMAJIU3Upa OCTAHAJIUTE TYMOPHHU KPHBOHOCHHU CHJIOBE U
MHXUOUpa 00pa3yBaHETO Ha HOBU CHJIOBE B TyMOpPa, KaTo MO TO3W HAYMH UHXUOUPA TYMOPHUS
pacTex.

dapmakoguHaMU4HU eHEKTH

IpunoxeHneTo Ha OeBaK3yMad UK CPOJHOTO MY MHUIIIC AaHTUTSIIO HA KCEHOTPAHCIUIAHTUPAHU
MOJCIN Ha paK NpH IoJIM MUIIKKU € JOBCJIO 10 €KCTCH3MBHA aHTUTYMOPHA aKTUBHOCT IIPH paK IIpUu
YOBEKa, BKJIIOYUTEIHO Ha JIe0EI0TO YepBO, MIICUHATA JKiIe3a, MaHKpeaca U mpocrarata. [Iporpecusra
Ha METAcTa3upanoTo 3a00aBaHe ¢ OWia MOTHCHATA U MUKPOBACKYJIAPHUST EPMEAOITUTET € OHI
HaMaJieH.

Kinanuna edukacHoCcT M 6€3001aCHOCT

Memacmasupan kapyurom na oeberomo uyepso uiu pexkmyma (MKIHP)

BezonacHoctTa n eprkacHOCTTa Ha MpenopbUKMTeNHaTa 1032 (5 mg/kg TenecHo Terio npes3

JIBE CEIMUITHN) MIPU METacTa3upal KapIMHOM Ha e6eI0TO YepBO U PEKTyMa ca MPOy4BaHU B TPU
paHIOMHU3UPAHH, AKTUBHO KOHTPOJIMPAHU KIMHUYHH W3MIUTBAHUS B KOMOMHAIMA C TIbPBA JINHUS
XHUMHOTEPAIus, OCHOBaHA Ha uryoponupuMuanHu. beBanu3ymab e Oun koMOMHHUpaH ¢ 1BE CXeMHU Ha
XUMHOTEpaIus:

. AVF2107g: Cxema Ha ceIMUYHO MPHUJIOKEHUE HA HPUHOTEKaH/0oyc 5-
¢$yopoypaunin/ponunosa kucenuna (IFL) B mpoabmkenue Ha 00110 4 ceqMHULIM OT BCEKU 6-
ceIMUYEH KB (cxema Ha Saltz).

o AVF0780g: B xomOuHarus ¢ 6oiyc S-hyopoypauui/doauHoBa kucenuna (5-FU/FA) B
NPOIBIDKEHUE Ha 00I0 6 CEIMUIIM OT BCEKH 8-ceMUUeH MUK (cxema Ha Roswell Park).

° AVF2192¢g: B xombunarus ¢ 6onyc 5-FU/FA B mpoxbbkeHHe Ha 00IIO0 6 CEIMUITU OT BCEKH 8-
ceamuueH nUKbI (cxema Ha Roswell Park) nmpu narnwienTH, KouTo He ca OWIIM ONITUMATHUATE
KaHAWJATH 32 I'bPBa JIMHKUA Ha JICYCHUE C UPUHOTEKAH.

[IpoBenenu ca Tpu JOBIHUTEIHYU MPOyYBaHus ¢ OeBannzymad npu narueatn ¢ MKIUP: mbpBa
muaus (NO16966), BTOpa muHus 6e3 npeamecTsanio Jeuenue ¢ oeanusymad (E3200) u Bropa nuaus
C MpeIIeCTRAIIO JISYCHHE ¢ OeBal3yMad cliesl mporpecus Ha 3a00JIIBaHETO MPH IbpPBa JIMHUS
(ML18147). ITpu Te3u npoy4BaHusi, OeBa3yMad € mpujiaral B CJICAHUTE CXEMHU B KOMOUHAIHS C
FOLFOX-4 (5FU/LV/okcamumarus), XELOX (kanenutaOnH/OKCaTUILIATHH) U
(ryOpONMPUMHINH/UPUHOTEKAH U (ITyOpONUPUMUINH/OKCATTUIIATHH:
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. NO16966: beparuzymab 7,5 mg/kg TenecHo Terio Ha BCEKH 3 CEAMUIIM B KOMOWHAIIHS C
KarenuTabuH mepopaHO U OKcanuIuiatiH nHTpaBeHo3Ho (XELOX) wim 6eBannzymab 5 mg/kg
Ha BCEKH 2 CEIMHUITU B KOMOUHAIIHS C JISBKOBOPHH ILTIOC S-(hIryopoypariii 60IIyc, mocieaBaHo
ot napy3us Ha 5[] pmyopoyparun u okcanumiatud naTpaBeHo3Ho (FOLFOX-4).

o E3200: Bepanuzymab 10 mg/kg TejaecHO Teryio Ha BCEKU 2 CEAMMIIY B KOMOUHAITHUS C
JICBKOBOPUH M S-(hyopoypaliui 00I1yc, MOCIeABaHO OT HH(PY3Hs Ha S-Gryopoypanui u
okcanuruiatid uHTpaBeHo3Ho (FOLFOX-4) npu manueHTH, KOUTO He ca JIEKYBaHU C
OeBarm3yMao.

o ML18147: bepanuzymat 5,0 mg/kg TeaecHO TErio Ha BCeKH 2 CeAMUIIM WIH OeBarn3yMad
7,5 mg/kg TenecHo TEryo Ha BCEKH 3 CEMMIIA B KOMOMHAITUSA C
(hyoponupuMUIMH/UPHHOTEKAH WU (PITyOPOITUPUMUIINH/OKCATUILIATHH MTPH MAIUSHTH C
Mporpecus Ha 3a00JSIBAHETO CIIe TbPBa JTUHUS Ha JiedeHne ¢ OeBanuzymad. YmoTpebara Ha
cxema, ChIIbpKallla UPUHOTEKAH WM OKCAIUTUIATHH, € CMEHEHA B 3aBUCUMOCT OT M3IOJI3BAHETO
Ha OKCAJHUILIATHH WM UPUHOTEKAH MPH ITbPBa JIMHUS Ha JICUCHUE.

AVF2107g

ToBa e pangOMHU3UPAHO, JBOWHOCIIAINO, aKTUBHO KOHTPOJIMPAHO KIMHIUYHO u3nuTBaHe daza 1l 3a
oueHKa Ha O6eBanu3ymad B komOuHanms ¢ IFL kato mbpBa InHMS J1eUeHne Ha MeTacTa3upai
KapIIMHOM Ha J1e0eI0To Y4epBo U pekTyMa. OCEMCTOTHH U TPUHAICCET MAIUCHTH ca OUIH
pangomusupanu Aa nmomydasat IFL + mmane6o (rpyna 1) wimu IFL + 6eBanuzymad (5 mg/kg mpes

2 cenmuny, rpyna 2). Tpera rpyna ot 110 nauuentu e nomyvasaina 6omyc 5-FU/FA + 6eBanuzymab
(rpymna 3). HabupaHeTo Ha manueHTH B rpyna 3 € OHII0 MPeyCTaHOBEHO, KAKTO € OWJIO MPEABUICHO,
cies1 Kato e Omiia ycTaHoBeHa 0e30MmacHOCTTa Ha cxemara Ha jiedenue ¢ 6earu3aymad u [FL u s e
Ouia mpereHeHa KaTo nprueMinBa. JIedeHneTo BbB BCHUKY TPYIH € TIPOABIKABaJo A0 IpoTrpecHs Ha
3a0oisaBaneTo. O0mIaTa cpeHa Bb3pact ¢ ouna 59,4 roaunau; 56,6 % OT NaIlMEHTUTE ca UMAJId CTaTyC
o ECOG 0, 43 % ca umanu croiinoct 1, a 0,4 % ca umanu ctoiHocTt 2. 15,5 % ca momydmiu
MpeIBAPUTETHO JIbUeTepanus, a 28,4 % ca JIeKyBaHU TpeAr TOBA C XUMHOTEPAIIHsL.

[IbpBUYHUSAT MTOKA3aTEN 32 €PUKACHOCT HAa KIIMHUYHOTO U3MTUTBAHE € 00IIaTa MPEKUBSIEMOCT.
HobassueTo Ha 6eBanu3zymabd kbM IFL e goBeno 1o craTiucTiuecky 3HaYMMO MOBHUILCHUE Ha 00IIaTa
NPEKHUBIAEMOCT, MIPEXKHUBSIEMOCT Oe3 mporpecus 1 o0Ia cTerneH Ha nopiusBane (Bx. Tabnuna 4).
Knuanyna nonsa, u3mepeHa upe3 o01ara npexxuBsieMocT, € Onia HaOIltoJaBaHa BbB BCUUKH
NpEABAPUTEIHO CrieM(DUIIPaHH TIOATPYIH NAIUEHTH, BKIIOUYUTEITHO TE3H, OTIPEIEIICHH 10 BB3PacT,
101, CTAaTycC, IOKaIU3alys Ha MbPBUYHUS TyMOp, Opoil Ha 3acerHaTUTE OPraHy U MPOABIKUTETHOCT
Ha METacTaTUYHOTO 3a00JIsIBaHE.

Pesynrarute 3a eukacHOCT OT MpuUIIOKeHUETO Ha OeBanu3ymad B komOuHarwms ¢ [FL xumuoTepanus
ca nokaszanu Ha TaOimna 4.
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Tabanna 4. PesyaraTn 3a epukacHocT B KIMHMYHO n3nuteane AVF2107g

AVF2107g
I'pyna 1 IFL + miane6o I'pyna 2 IFL + 6eBanu3zyma6”

Bpoil nanyenTu 411 402
O0611a NpexuBIEMOCT

Menuana Ha BpeMETO 15,6 20,3

(mecern)

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

(p-croitHOCT = 0,00004)

[IpexxuBseMocT 6e3 mporpecus

Menuana Ha BpEMETO 6,2 10,6
(Mecern)

Koeduuunent Ha puck 0,54
(p-croitHocT < 0,0001)

OO0111a CTElEeH Ha TTOBIMSIBAHE

Crenet (%) 34,8 | 44,3

(p-croiinoct = 0,0036)

*5 mg/kg npe3 2 ceamur.
°TTo oTHOWIEHNE HA KOHTPOIHATA IPYTIA.

[Ipu 110-te nauuentu, pangomusupanu B rpymna 3 (5-FU/FA + 6eBaunzyma0) npeau
NpeyCcTaHOBSBAaHE HA YYACTHETO Ha Ta3M rpyra, MeJraHaTa Ha o0Iiara MpexxuBsIeMoCT € Ouiia
18,3 Mecela u MeIMaHaTa Ha IPEXKUBIEMOCTTa Oe3 porpecust Ha 3a00IsiBaHeTo € Omia 8,8 Meceria.

AVF2192g

ToBa e paHIOMHU3HUPaHO, TBOHHOCIISIIIO, AKTHBHO KOHTPOJIMPAHO KIMHUYHO W3nuTBaHe ¢asa Il 3a
OIIEHKa Ha e(pUKACHOCTTA U Oe30IacHoCTTa Ha OeBanm3yMad B komOuHanms ¢ 5-FU/FA kato neueHue
OT IIbPBA JIMHUS Ha METACTa3Upall KapIIMHOM Ha JIeOeI0TO YepBO U PEKTyMa MPH MAIlMEHTH, KOUTO He
ca OMJTH ONTUMAJTHU KaHJMIATH 3a JICUCHHUE OT IIbPBa JIMHUS ¢ UpuHOTeKaH. CTO U MeT MalMeHTH ca
Oounu pangomusupanu B rpynara ¢ 5-FU/FA + mnane6o u 104 nauuentu B rpynara ¢ 5-FU/FA +
oeparu3ymab (5 mg/kg npe3 2 cenmuiiu). JIeueHHETO BBB BCUUYKHU TPYIIH € MPOIBIIKABAIIO JI0
nporpecus Ha 3abonsBanero. JlobaBsHeTO Ha OeBanm3ymab 5 mg/kg npes ae cenmunu kbM S-FU/FA
€ JIOBEJIO JIO T10- BUCOKA CTETIeH Ha 0OEKTUBHO MOBJIHSIBAHE, 3HAYMMO TO-TIPOIBIDKUTEITHA
MIPEKUBIEMOCT O€3 mporpecus Ha 3a00JIIBaHETO U TSHJISHITVS KbM MO-TIPOABIKATETHA
NPEKHUBIEMOCT B cpaBHeHME ¢ xumuotepamnus ¢ 5-FU/FA, npuiiokeHa caMoCTOSITEHO.

AVF0780g

ToBa e paHIOMH3UPAHO, AKTUBHO KOHTPOJIMPAHO, OTBOPEHO KIIMHUYHO H3nuTBaHe ¢a3za Il 3a omnenka
Ha OeBarnzymab B komOuHarus ¢ 5-FU/FA karo nedyeHre ot mbpBa JIMHUS Ha METacTa3upat
KapI[MHOM Ha J1e0eI0TO YepBO U peKTyMa. MenuaHata Ha Bb3pacTTa ¢ omia 64 roguau. 19 % ot
MAIMCHTUTE ¢a MOJYYUIIA IPEIU TOBa XuMuoTepanus, a 14 % ca Ouiu ¢ npeiecTraia
mpyerepanus. CeeMaeceT U eMH MaMeHTH ca OWIn paHIOMHU3HUPaHu J1a noiydasat 6omyc S-FU/FA
wi 5-FU/FA + 6eBanusyma6 (5 mg/kg npe3 2 ceqmunn). Tpeta rpyna ot 33 nauueHTu ca
nosydaBanu 6onyc 5S-FU/FA + 6eparm3yma0 (10 mg/kg npe3 2 ceamunm). [Tanpenture ca Ouiu
JIeKyBaHH JI0 Iporpecust Ha 3a0omnsBaneTo. [IbpBruyHHMTE KpallHU TOUYKH HA KIMHUYHOTO U3MHUTBAHE Ca
OuiM cTerneHTa Ha OOEKTUBHO MOBIMSABAHE U MPEKUBSIEMOCTTa 0€3 Iporpecust Ha 3a00JIsIBaHETO.
JloGaBsiHeTo Ha OeBaruzymad S5 mg/kg npes nse cenmuia kbM 5-FU/FA e noBeso 10 mo-Bucoka
CTeTleH Ha 00CKTUBHO MOBJHSIBAHE, MTO-TIPOJIBIDKUTEIIHA TPEKUBIEMOCT 0€3 Mporpecus Ha
3a00JsIBAHETO M TEHAEHIMS KbM MO-TIPOIBIDKUTENHA MIPEKHUBSIEMOCT B CPABHEHHE C XUMHOTEpaIusiTa
¢ 5-FU/FA camocrosrento (Bx. Tabmuia 5). Te3n naHau 3a epUKacHOCT OTTOBApST Ha Pe3yNTaTHTE
OT KIMHUYHOTO m3nuTBane AVF2107g.
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Hannute 3a epuracHocTTa oT KnuHuuHute m3nutBanust AVF0780g u AVF2192g, uzcneasamu
OeBarm3yma0d B komOuHanus ¢ xumuotepamnus ¢ 5S-FU/FA, ca 00600menn B Tabmuia 5.

Ta6auua 5. PesyaraTn 3a epukacHoct B kinanyHu n3nuteanus AVF0780g u AVF2192¢g

AVF0780 AVF2192g
5- 5-FU/FA 5-FU/FA 5-FU/FA 5-FU/FA
FU/FA | + GeBanmsymaé® | + GeBanmsyma6® | + niuane6o | + GeBanmsymas

Bbpoit nanuentu 36 35 33 105 104
O0611a npexuBIEMOCT

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

BPEMETO

(Mecern)

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

Koeduriuent - 0,52 1,01 0,79

Ha PUCK"

p-CTOMHOCT 0,073 0,978 0,16
[IpexxuBseMoct 6e3 nporpecu

Menuana Ha 5,2 9,0 7,2 5,5 9,2

BpPEMETO

(Mecern)

Koeduriuent 0,44 0,69 0,5

Ha PUCK

p-CTOMHOCT - 0,0049 0,217 0,0002
OO01a cTereH Ha MOBJIHSIBAHE

CrenieH 16,7 40,0 24,2 15,2 26

(Ipo1ieHT)

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

33,5

p-CTOHHOCT 0,029 0,43 0,055
[TpoabIKUTETHOCT HA MOBJIUSIBAHE

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

BpPEMETO

(mecern)

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

TIEPCEHTHIIA

(Mecern)

5 mg/kg mpe3 2 ceaMHIM.
°10 mg/kg mpe3 2 ceaMHLH.
"TIo oTHOLIEHHE HA KOHTPOJIHATA IPyIIa.

HJI = He e nocturHaro.

NO16966

Toga e ¢aza I, parmomMuzupano, ABOHHOCISATO (110 OTHOIICHHE HAa OeBallU3yMal) KIMHUIHO
M3MUTBaHe, N3MUTBaLIo OeBanu3ymad 7,5 mg/kg B komOMHauus ¢ KarenuTabrH nepopaiHo U
okcanumuiatiH uHTpaBeHo3Ho (XELOX), npunarano mo 3-ceaMuyHa cxema; uiik OeBaruzymad

5 mg/kg B koMOMHAIUSA C JICBKOBOPHUH ¢ S-(hayopoypariui 00Iyc, MOCASABAHO OT S-hIyopoypanui B
uHQYy3us ¢ okcanumiatud uaTpaBeHo3Ho (FOLFOX-4), npunarano no 2-ceqMuyHa cxeMa.
WznuTBaHeTo ce ChbCTOM OT JIBE YACTH: HauaJlHa OTBOPEHA yacT ¢ 2 rpynu (yact I), mpu KosiTo
MAIMeHTUTE ca PaHJOMU3HUPAHH B Be Tpymu ¢ pazinuyHo jJeueHue (XELOX u FOLFOX-4) u
nocie/Bamia yact ¢ 4 rpymu, 2 x 2 ¢paxropaina, (dact II), mpu KosSTO MalMEeHTUTE ca PaHJOMU3UPAHH
B ueTHpH rpynu Ha jedenue (XELOX + mnane6o, FOLFOX-4 + mmane6o, XELOX + 6eBanu3yma0,
FOLFOX-4 + 6eBanu3yma0). B wact I HazHaueHneTo Ha JeueHUETO € OMII0 JBOWHOCIIAIIO MO
OTHOIIIEHUE Ha OeBaIu3ymMao.
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[TpubmuzurenHo 350 maueHTy ca paHIOMU3UPAHU BbB BCSKA OT 4-Te M3NUTBaHU TpynH B vacT I Ha
U3IUTBAHETO.

Tadauna 6. Cxemu Ha JieueHHe B KIUHUYHO u3nutBane NO16966 (MKUP)

Jleyenne Hauaana no3a Cxema
FOLFOX-4 |OxkcanumiaTiH 85 mg/m’ uHTpaBeHO3HO | OKCATHMILIATHH B JIcH |
W 24
FOLFOX-4 |JleBkoBOpHH 200 mg/m’ JleBkoBOpHMH B 1ieH 1 1 2
+ WHTPABEHO3HO 2 4
GeBarm3ymab | 5-hayopoypaumn | 400 mg/m” Gomyc 5-hnyopoypanui 6onyc/uadysus
UHTPAaBEHO3HO, WHTPaBEHO3HO, BCSIKa B ieH 1 1 2
600 mg/m’
WHTPAaBEHO3HO 22 4
[Tname6o uu 5 mg/kg unrpasenozno | en 1, mpenu FOLFOX-4, Ha Bceku
OeBan3ymab 30-90 MuH. 2 ceIMULIU
XELOX mnu | OxcanuiuiaTua 130 mg/m2 OkcanuniaTtvH B el 1
XELOX + WHTPABEHO3HO 2 4
Oepanuzymab | Kanennrabun 1000 mg/m*2 nbTH Kamnenurabun nepopaiHo 2 mbTH
JHEBHO MEPOPATHO JHEBHO 3a 2 ceAMUIH (TIOCJIEABAHO OT
1 cenMuIia 6e3 JCUCHHE)
[Tnane6o nm 7,5 mg/kg untpasenosno | Jlen 1, nmpenu XELOX, mpe3
OepanmzymMad 30-90 muH. 3 ceaMHUIIH

S-¢uyopoypaluii: HHTpaBeHO3Ha 060JIyC MHKEKIHsI BEHAra CJIe JEBKOBOPUH

[IbpBUYHUSAT MTOKA3aTEN 32 €PUKACHOCT B U3MUTBAHETO € MPOABIDKUTEITHOCTTA Ha MPEKUBIEMOCTTA
6e3 nporpecus. [Ipy ToBa M3NMTBaHE ca MOCTaBEHU JIB€ OCHOBHU ILIEJH: J1a ce Jokaxke, ue XELOX e
He no-Manko eukacHa cxema or FOLFOX-4 u na ce nokaxe, ye 6eBanu3yMad B KOMOHHALMS C
xumuorepanus ¢ FOLFOX-4 unn XELOX e no-eukacHa cxema OT XMMHOTEPAHs CAMOCTOSITEITHO.
W nBeTe OCHOBHU IIENH Ca MMOCTUTHATH:

. [Ipu o61moTo cpaBHEHHE € T0Ka3aHa He Mo-Majka edukacHocT B rpynute ¢ XELOX B
cpaBHenue ¢ rpynute ¢ FOLFOX-4 no oTHOLIeHNE HA IPEKUBAEMOCTTa 0€3 IporpecHst U Ha
oO1m1ara mpexuUBAEMOCT B TIOMYJIAIMATA CIIOPE TPOTOKOIA, OTTOBAPSIIIA HA KPUTEPUUTE 32
BKJIIOYBaHE.

o [Ipu 00110TO CpaBHEHHE € JOKa3aHa M0-100pa ePUKACHOCT B IPyIUTE ¢ OeBann3yMal B
CpaBHCHUEC C I'PYNHUTE CaMO C XUMHOTEpAIIrs 110 OTHOIICHUE Ha MPEKUBACMOCTTA oe3
nporpecus B [TT nonynanusita (Tabmuma 7).

Bropuunute ananusu Ha npexuBsieMocT 0e3 mporpecus (I16I1) Ha 3a0onsaBaneTo, B3 OCHOBA HA
OIICHKA HA OTTOBOPUTE ,,IIPU JICUCHHE , TOTBBPKAABAT 3HAYMMO IMO-TOJIIMATa KIIMHUYHA TI0J13a IIPU
MAIMEHTHUTE, JIEKyBaH! ¢ OeBann3ymab (aHamu3uTe ca moka3aHu B Tabmuiia 7), KOETO ChbOTBETCTBA Ha
CTaTHCTUYECKH MT0-3HAYMMATa MoJi3a, HaOIroJaBana mpyu COOPHUS aHAIN3.
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Tabanna 7. OCHOBHM pe3yJITATH 32 e(PHKACHOCT NPH AHAJIN3a 32 J0Ka3BaHe Ha NMo-100pa
epuxacnoct (ITT nonmynanus, msnureane NO16966)

Kpaiinu Touxku (Mecenn) FOLFOX-4 nian FOLFOX-4 nan XELOX p-
XELOX + miaaneoo + OeBanu3ymMab CTOMHOCT
(n=701) (n=699)
IIspBHYHa KpaiiHa TOUYKa
Menuana ua ITBIT** 8,0 | 9.4 0,0023
Koeduuuent Ha puck 0,83 (0,72 - 0,95)

(97,5 % CI)*

Bropuunu kpaitHu TOUKH

Menuana Ha [1bI1 (ipu 7,9 10,4 <0,0001
nedenue)**

KoedurmenT Ha pruck 0,63 (0,52 - 0,75)
(97,5 % CI)

OO1a cTelnel Ha MOBIUABAHE 49,2 % 46,5 %
(omeHka Ha
n3cnenoBarens)**

Menuana Ha oo1a 19,9 21,2 0,0769
npeXuBIeMocCT *

KoedurmenT Ha pruck 0,89 (0,76 - 1,03)
(97,5 % CI)

* AHanmu3 Ha o0IIaTa IPEXXUBAEMOCT IIPH J1aTa Ha 3aKIII0YBaHe HA KIIMHNYHUTE NaHHU 31 sHyapu 2007 1.
**]I'ppBUUEH aHATIM3 TIPH JlaTa Ha 3aKJII0YBaHe Ha KIMHUYHHUTE TaHHu 31 stHyapu 2006 1.
* ITo OTHOILIEHHE HA KOHTPOJIHATA TPYIIa.

B moarpynara cwc cxema Ha nedenne FOLFOX menuanara Ha I1BI1 e 8,6 mecena npu miare6o u
9,4 Mecenia Ipy NMaIMEHTUTE, JIeKyBaHu ¢ OeBaru3zymad, HR = 0,89; 97,5 % CI =[0,73; 1,08]; p-
croriHoct = 0,1871, chOTBETHHTE pe3yiTaTH B MOATpYyIaTa che cxema Ha jeueHne XELOX ca 7.4
crpsamo 9,3 meceua, HR = 0,77; 97,5 % CI = [0,63; 0,94]; p-ctoiinoct = 0,0026.

Menauanara Ha o01a npexxuBseMoct ¢ 20,3 Mecena npu iane6o u 21,2 Mecelia npy NaueHTUTE,
JIeKyBaHHU ¢ OeBaIu3ymMa0, B moarpymnara cbe cxema Ha aeuenne FOLFOX, HR =0,94; 97,5 %
CI=10,75; 1,16]; p-croitHocT = 0,4937, CbOTBETHUTE PE3YJITATU B MOATPYIIATA ChC CXEMa HA JICUCHUE
XELOX ca 19,2 cnpsimo 21,4 mecenia, HR = 0,84; 97,5 % CI = [0,68; 1,04]; p-croiinoct = 0,0698.

ECOG E3200

ToBa e paHAOMHU3MPAHO, AKTUBHO KOHTPOJIUPAHO, OTBOPEHO KJIMHUYHO M3nuTBane ¢aza 11,
m3nurBamo Oesanuzymad 10 mg/kg B KoMOMHAIMSA C IEBKOBOPUH € 5-(uryopoypauui 60iIyc u cien
ToBa UHPY3Us ¢ S-iryopoypauni, ¢ okcanumiaTi nHTpaseHo3Ho (FOLFOX-4), npunaranu mo 2-
CeIMUYHA CXeMa TIpU Beue JICKYBaHH MallMEeHTH (BTOpPa JIMHKS) C HAPEIHAT KapIUHOM Ha 1e0eTI0TOo
4yepBo U pekTyma. B rpynute ¢ xumuotepamnus B cxemata ¢ FOLFOX-4 ca u3non3Banu ChIIUTE 103U
U cxeMa, IToka3aHa B Ta0muma 6 3a kauandHo u3nuTBane NO16966.

[IbpBUYHUSAT MTOKa3aTeN 32 €PUKACHOCT B M3IUTBAHETO € 00IaTa IPEKUBAEMOCT, OIIpe/ielicHa KaTo
BPEMETO OT paHIOMHU3HPAHE 10 CMBPT MOPaIu BCAKaKBa MpuunHa. OCEMCTOTHH JBA/IECET U JICBET
nanueHTy ca pangomusupanu (292 FOLFOX-4, 293 6eBanusymad + FOLFOX-4 u 244 GeBanusymad
MoHoTepanus). JlooaBsHeTo Ha 6eBaruzymad kbM FOLFOX-4 Bonu 10 CTaTUCTUIESCKU 3HAYUMO
yIBIDKaBaHe Ha TIPEXKUBAEMOCTTa. HabmogaBanu ca v CTaTUCTHYECKH 3HAYMMO TIOA00peHNE Ha
NpEeXUBIEMOCTTa O€3 Mporpecus 1 Ha CTETIeHTa Ha 0OEKTUBHO NoBIMsABaHe (Bxk. Tabnuna 8).
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Tabanna 8. Pesyararn 3a epuxacHocT B KINHNYHO n3nurBane E3200

E3200
FOLFOX-4 FOLFOX-4 + 6eBauuzymat”
Bpoii nanmentu 292 293
O0611a NpexuBIEMOCT
Menuana (Mecenn) 10,8 13,0
95 % CI 10,12 - 11,86 12,09 - 14,03
Koedumuent Ha puck’ 0,751

(p-croiinoct = 0,0012)

[Ipexussiemoct 6€3 mporpecust

Menunana (Mecern) 4,5 | 7,5

KoeduiueHt Ha puck 0,518
(p-croiinoct < 0,0001)

YecToTa Ha 00EKTUBEH OTTOBOP

Crenen 8,6 % | 22,2 %

(p-croitroct < 0,0001)

10 mg/kg npe3 2 ceaMMUIH.
°[To oTHOLICHHE HA KOHTPOJIHATA IPYIIA.

He e naOnronaBana 3HaunMa pasjinka B MIPOABKUTEIHOCTTA HA 00IIATa IPEXKUBIEMOCT MEXKIY
NAIMEHTHTE, TIOTyYaBaIl MOHOTEpanus ¢ OeBanu3ymad, B CpaBHEHHE C MAICHTHTE, JICKYBaHU C
FOLFOX-4. IIpexxuBsiemoctTa 0€3 MpOrpecHst U CTENeHTa Ha OOCKTUBHO MOBIMSIBAHE ca OHIIH T10-
HHUCKH B TpylnaTra ¢ MOHOTepamus ¢ 6eBanu3ymad B cpaBHeHue ¢ rpynata ¢ FOLFOX-4.

MLI18147

ToBa e pangOMHU3UPaHO, KOHTPOJIMPAHO OTBOPEHO KIMHUYHO H3nuTBaHe ¢a3a IIl, n3cnenaio
npuiIokeHnero Ha OeBanmnzymab 5,0 mg/kg Ha Bceku 2 cemmunu i 7,5 mg/kg Ha Bceku 3 ceMHIIN B
KOMOMHALUS ¢ XUMUOTepanus, 6a3upana Ha (IyOpOIUPUMHUINH CIIPSIMO CAMOCTOSTEIIHOTO
NPUIOKEHHE Ha XUMUOTepamus, 6a3upana Ha (ryoponupumuaus npu nauuentu ¢ MKIUP, xouto ca
MPOTPECUpaN TIPH ITbPBa JIMHKS Ha JICUCHHE ChC CXeMa, ChAbpiKaila OeBanuzymao.

[NamuenTure ¢ xucronornyno norespaecH MK/IUP u nporpecus Ha 3a00ms1BaHETO ca paHAOMH3UPAHU
1:1 o 3 Mecena ciesn nNpeycTaHOBSIBAaHE Ha IIbpBaTa JIMHUS HA JieueHHe ¢ OeBanm3yma0 3a mosyyaBaHe
Ha XUMUOTEepanus, 6a3upana Ha (IIyOpOTUPUMHIIH/OKCATUILIATAH HITH
(1yopOonMpUMHINH/UPUHOTEKAH (CMsIHATa HA XUMHOTEpANUsATa € B 3aBUCUMOCT OT ITbpBaTa JIMHUS Ha
XUMHUOTEpaIus) cbe miu 0e3 Oepanusymad. JleueHnero e mpunaraHo A0 nporpecus Ha 3a00IIBaHETO
WJIN JIO HETIPUEMITHBA TOKCUYHOCT. [IbpBUYHHUSAT MMOKa3aTel 3a U3Xo/1a € 00111ara npexuBseMOocCT,
oIpejiesieHa KaTo BpeMETO OT paHJOMU3alHsTa 10 HACThIIBAHETO Ha CMBPT 110 KAKBATO U Ja €
MIpUYUHA.

Pannomusupanu ca o61ro 820 naruentu. JJodaBsHeTo Ha OeBalu3ymMad KbM XUMHUOTEpanus, 0asupaHa
Ha (QIIyOPOITUPUMHUIUH, BOAU 0 CTATUCTHYECKH 3HAYNMO YIbJKaBaHE Ha MPEKUBSIEMOCTTA MTPH
narertu ¢ MKJIYP, xouto ca mporpecupanu mpu mbpBa JHHAS HA JIEYEHHE ChC CXeMa, ChbpiKaiia
oeparuzymad (ITT = 819) (Bxk. Tabnuma 9).
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Tabanna 9. Pesyararn 3a epuxacHoct npu npoyusane ML18147 (ITT nomyJsranms)

ML18147
dayoponupuMUIUH/MPUHOTeKaH | DuayoponupuMUAMH/UPUHOTEKAH
Win WIn
@1yoponMPpUMHUANH/OKCATHILIATHH | (PIyOpONIMpUMHUANH/OKCATHIIIATHH
0azupaHa XHUMHOTepanus 0a3upaHa XuMHOTepanus +

GeBanuzymad”

Bpoii manmenTn 410 409

O0611a NpeXuBIEMOCT
Menuana 9,8 11,2
(mecern)
Koedwuruent Ha 0,81 (0,69, 0,94)
puck (95 % (p-croitHOCT = 0,0062)
JIOBEPHUTEIICH
WHTEpBaN)

[Ipexussiemoct 6€3

nporpecust
Menuana 4.1 5,7
(mecern)
Koedwuruent Ha 0,68 (0,59, 0,78)
puck (95 % (p-ctoitHOCT < 0,0001)
JIOBEPHUTEIICH
MHTEpBa)

CreneH Ha

00EKTHBHO

nosiusiane (COIT)

ITamuenTn, 406 404
BKJIIOUCHH B
aHalm3a
Crenen 3,9 % 5,4 %
(p-croitroct = 0,3113)

5,0 mg/kg Ha Beeku 2 ceaMuny win 7,5 mg/kg Ha BCEKH 3 CEIMUILIN.

Ha6J’IIO,I[aBaHO € CbIIO CTATUCTUYCCKHU 3HAYNMO HO,Z[O6peHI/I€ Ha INPCKUBACMOCTTA 0e3 mnporpecusi.
Crenenra Ha 0OEKTHBHO ITOBIUSIBAHE € HUCKA U B ABCTC I'PYIHU Ha JICUCHUE U pa3jiMKaTa HE € 3Ha4YuUMa.

[Ipoyusane E3200 u3nomn3sa ekBUBaJIeHTHA 1032 OeBannzymad oT 5 mg/kg ceqMUYHO NpH MAlUeHTH,
HeJleKyBaHU ¢ OeBaru3yma0, jgokato npoyusane ML 18147 u3noi3Ba eKBHBaJICHTHA 7032
oeBaru3ymab ot 2,5 mg/kg ceIMUYHO TPU HAIMEHTH, JICKYBaHH IIPEIU TOBa ¢ OeBaIu3yma.
KpbcrocanoTo cpaBHeHHE Ha JaHHUTE 3a €(DUKACHOCT U 0€30MAaCHOCT Ha M3MUTBAHUATA € OTPAaHUICHO
MOpaJN PA3IUKUTE MEXIY TE3U MPOYUBAHHS, Hali-Beye 10 OTHOIIEHHE Ha MOMyIal[MITe MaIlleHTH,
npelecTBaia eKCIo3ulus Ha OeBann3ymMad 1 XUMUOTEpaieBTHUHUTE cxeMu. U nBete
EKBHUBAJICHTHHU 7031 OeBanm3yMad — 5 mg/kg cenmuyno 1 2,5 mg/kg cemMuvHO0, BOAST 10
CTaTUCTUYECKU 3HaunMa nom3a no ornowmenue Ha OIl (HR 0,751 npu npoyusane E3200; HR 0,81 npu
npoyuBane ML18147) u I1bII (HR 0,518 mpu mpoyuBane E3200; HR 0,68 mpu mpoyuBane ML18147).
[To oTHOMmEHNE Ha Ge30MaCHOCTTA ce HaOII0/1aBa MMO-BUCOKA 00IIa YeCTOTa Ha HeXeJIaH! PEaKIiy OT
creneH 3-5 npu npoyusane E3200 B cpaBHeHue ¢ npoyuBane ML18147.

Memacmasupan pax na mreunama dxcineza (MPMIK)

[Be ronemu xkimHnyHYE n3nutBanus ¢asa Il ca npennazHauenn ga u3cieaBatr eexra OT JCUEHHETO C
OeBanu3ymMad B KOMOMHAIIMS C TPH OTEIHA XUMHOTEPANEBTHYHH CPEJICTBa, H3MEPEH Upe3 MbPBUYHA
kpaiina Touka — [1BI1. Knuandno u cratuctuuecku 3Haunmo noxoodpenue Ha [IBII e nabmogaBano B
JIBETE KIIMHUYHU U3MUTBaHMS.
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ITo-mony ca o6o6mmenu pesyararute ot [1BI1 3a oTHeTHITE XUMUOTEPANICBTHUIIN, BKIIIOYCHH B
MOKa3aHUETO:

o IIpoyusane E2100 (makiurakcen)
. yBenuuaBaHe Ha menuanara Ha [1BIT ot 5,6 mecema, HR 0,421 (p < 0,0001; 95 % CI
0,343, 0,516)

o [IpoyuBane AVF3694¢ (xaneuutaOun)
= yBennuaBaHe Ha Meananata Ha [1BI1 ot 2,9 mecenia, HR 0,69 (p = 0,0002; 95 % CI 0,56;
0,84)

JonbaHUTENHN TOAPOOHOCTH 32 BCAKO MPOYYBAHE U PE3YATATUTE ca JaJleHH MO-I0ITy.
ECOG E2100

MznutBanero E2100 e oTBOpeHO, paHAOMHU3NPAHO, aKTHBHO-KOHTPOJIUPAHO MHOT'OLIEHTPOBO
KJIMHAYHO U3MUTBAHE, OIICHSBAIIIO MPHUJIOKCHUETO Ha OeBani3yMad B KOMOMHAIUS C TIAKITUTaKCe
IPY JIOKAJTHO PeLUIMBUpAIL HJIM METacTa3upal pak Ha MJeyHaTa jkjie3a Mpy MalueHTH, KOUTO He ca
NOJTyYaBaId XUMHOTEpanys NPear TOBA 3a JIOKAJTHO PelUINBHPALIO U METacTa3upaio 3a00JsBaHe.
TTanueHTHTe ca PaHIOMU3HPAHH 3a JIeUeHHE C IAKINTAKCEN CaMOCTOsATeNHO (90 mg/m” MHTPAaBEHO3HO
B IPOIBJDKEHUE Ha 1 4yac BEHBXK CEAMUYHO 33 TPH OT YETUPU CEIMHILIN) WIK B KOMOMHALHS C
6eBanuzymab (10 mg/kg nHTpaBeHO3HA MH(Y3HS NIpe3 ABE ceAMUIM). Pa3pemeHo e npeauiIHo
XOPMOHAJTHO JICUeHHE Ha METACTa3upalIoTo 3a00sIBaHe. AJIIOBAaHTHA TEPAIUs C TAKCAH € pa3pelieHa
caMo aKo € 3aBbpIIia Haii-manko 12 Mecela npeay y4acTHeTO B KIIMHUYHOTO u3nuTBane. [loBeyero
ot 722 manueHTH B u3nutBaneTo ca omm HER2-otpunarennu (90 %), kato Manbk Opoi 6oiHu (8 %)
ca OmIM ¢ Hem3BecTeH cTaryc win nokazano HER2-nonoxurenau (2 %), Kouto npeau ToBa ca Ouiu
JICKYBaHM WJIM Ca TPEICHEHN KaTo HEMOIXOIAINH 3a JIeYeHHE ¢ TpacTy3ymad. OcBeH ToBa 65 % oT
NAaIUEHTUTE ca MOJyYMIIN aJIOBAHTHA XUMHOTEPAIys, BKIIIOYUTEIHO MPEIIIECTBAIIO JICYCHHE C
takcanu npu 19 % u ¢ autpauuknunau npu 49 %. [lanuenture ¢ MeTacTasu B LICHTpaJIHATa HEPBHA
CUCTEMa, BKIIIOYUTEIHO C MPEALIeCTBAIIO JeUeHUE UITH C PE3eKIUs Ha MO3BbUHHUTE JIE3UH, ca
M3KIIFOUYEHH OT U3MUTBAHETO.

B ximnanuHoTO M3nuTBaHe E2100 nanueHTHTE ca JIeKyBaHH JI0 porpecus Ha 3aboisBaHeTo. Korato e
0110 He0OXO0JMMO PAHHO MPEYCTAHOBSBAHE HA XUMHOTEPAITUATA, JICUCHUETO ¢ OeBaI3yMad
CaMOCTOSITEITTHO € MPOIBJDKABAIIO JIO MIPOrpecHs Ha 3a00saBaHeTO. XapaKTePUCTUKUTE Ha MAITUCHTHUTE
B Pa3IMYHHTE TPYNH ca mogoOHu. [IbpBUYHATA KpaifHa TOYKa Ha TOBA M3MHUTBAHE € MPEKUBSIEMOCT
6¢e3 mporpecust (I1BI1), B3 ocHOBA Ha OllEHKaTa Ha U3CIIEOBATEIINTE HA U3IMUTBAHETO OTHOCHO
nporpecusTa Ha 3a0osiBaneTo. OCBEH TOBa € M3BBPIICH U HE3aBUCHUM IIpeTjie]l Ha TbPBUYHATA
KpaiitHa Touka. Pe3ynraTute oT TOBa M3MUTBaHeE ca mpenctaBeHu B Tabmura 10.
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Ta6anna 10. PesynraTu 3a epuKkacHOCT 0T KIMHUYHO m3nuTBaHe E2100

[IpexxuBseMocT 6e3 mporpecus

OrneHKa Ha U3CiIeoBaTeNIs * IRF omenka
TTakourakcen TTaknurakcen/ ITaknurakcen IMaxnurakcen/
OeBanu3zymad OeBanu3zymad
(n=354) (n=368) (n=354) (n=368)
Menmnana Ha I1BI1 5,8 11,4 5.8 11,3
(mecern)
HR (95 % CI) 0,421 0,483
(0,343; 0,516) (0,385; 0,607)
p-CTOHHOCT <0,0001 <0,0001
CrernieH Ha MOBJIMSABAHE (3a MAIUEHTH C U3MEPUMO 3a00JIIBaHE)
O1eHKa Ha U3CIEI0BaTENS IRF onenka
Ilaxmurakcen ITaknurakcen/ Ilaxnmurakcen ITaknurakcen/
OeBaruzymad OeBaruzymad
(n=273) (n=252) (n=243) (n=229)
% MHaIUeHTH ¢ 00CKTUBEH 23,4 48,0 22,2 49,8
OTTOBOP
p-CTOHHOCT <0,0001 <0,0001
*  IIppBHUCH aHANN3
O0b11a NpexuBIEMOCT
ITaknurakcen [Nakmurakcen/ 6eBanuzymad
(n=354) (n=368)
Menuana Ha OIl (Mecenn) 24,8 26,5
HR (95 % CI) 0,869
(0,722; 1,046)
p-CTOMHOCT 0,1374

KimuauyHa nossa ot JiedeHneTo ¢ OepanuzymMal, uamepena upes I1BI1, ¢ HaOmronaBaHa BbB BCHUKU
W3CJIeIBaHU, MPEABAPUTEITHO OTPECIICHH MOATPYIH (BKIIIOUYUTEITHO WHTEpBal 0e3 3a0omsBaHe, Opoit
Ha MecTaTa ¢ METacTas3|, IPEIBAPUTEITHO MOTyYaBaHe Ha a[FOBAHTHA XUMHUOTEPAIIUS UK CTaTyC Ha

ectporennute perentopu (ER).

AVF3694g

[poyuBane AVF3694g ¢ MHOTOLIEHTPOBO, PaHIOMHU3UPAHO, IJ1a1le00-KOHTPOIUPAHO KIMHHYHO
m3nutBane ¢aza Ill, npegnasHavyeHo 3a oLeHKa Ha eprkacHOCTTa 1 Oe30macHOCTTa Ha OeBanu3ymad B
KOMOUMHAIINS ¢ XUMUOTEPANVs B CpaBHEHUE C XUMHUOTEPANHs TUTIOC TIae0o KaTo IbpBa JIMHUS Ha
nedyenne Ha nanuenTd ¢ HER2-oTpumarenen MetacTazupai Wil JIOKATHO PEIUANBHpPAII paK Ha

rbpAaTa.

XumuoTepanusita € u30paHa 1o yCMOTpEHHe Ha U3CIe/I0BaTelsl MPEeId PaHIOMU3UPAHETO B
ChOTHOIIEHHE 2:1 3a MoTydaBaHe XMMHUOTEPAITHUS TUTIOC OeBa3yMad WM XUMUOTEPAITHUS TLUTIOC
miane6o. M300pbT Ha XMMUOTEpanus BKIIOYBA KaleIUTa0uH, TakcaH (IIPOTEHH-CBbP3aH
MaKJIMTAaKCe, JOIeTaKkcelN), CpeicTBa Ha 0a3ara Ha aHTPAUKIMHY (TOKCOpYOHIIMH/ uKiIodochamu,
enupyounun/ nuknodochamun, S-payopoypaimt/ qokcopyounus / mukinodochamun, 5-
¢$yopoypauni / enupyounus/ nukiogpochamun), npuiaranu npes tpu cexmunu (q3w). beanusymad
WM T1a1e0o0 e mpuiara B 1o3a oT 15 mg/kg nmpe3 Tpu ceaMuIiy.

ToBa mpoyuBaHe BKJIIOUBa (pa3a Ha 3aciIeTeHo JeueHUe, He3aIbJDKUTEIHA OTKpUTA (a3a clie
nporpecus u (aza Ha IpoclieAsiBaHe Ha IpexkuBsieMocTTa. [1o Bpeme Ha ¢a3aTa Ha 3acieneHo JeueHue
MAI[MCHTUTE MOJIy4aBaT XMMUOTEPaus U U3MUTBAHUS JISKAPCTBEH NPOAYKT (OeBaruzymad wim
rurane0o) mpe3 3 ceMUIH 0 HACTHIIBaHE HA MPOTrPECcHs Ha 3a00IIBAHETO, TOKCUYHOCT,
OrpaHHYaBalla JICUSHHETO, Wi cMbpT. Clie] JOKyMEeHTHpaHa IpoTrpecHst Ha 3200 IsIBAHETO
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MalUCHTUTEC, KOUTO CC BKIIKOUBAT B HC3aAbJIZKUTCIIHATA OTKPHUTA (1)333, MOIKC [1a TOJIy4aBaT OTKPUTO
66BaL[I/I3YMa6 34C¢IHO C HIMPOKa rama T€parnu OT BTOpaA JIMHUA.

CTaTuCTUYECKUTE aHATN3U Ca U3BBPIICHH HE3aBUCUMO 32 1) MaIrueHTH, moTyJyaBaii KarneuTaOuH B
KOMOMHaIUs ¢ OeBaru3ymad wim 1ane6o; 2) manueHTH, MoyJaBaid XUMHOTepanus Ha 0a3aTa Ha
TaKcaH WM aHTPAIMKINH B KOMOWHAIM ¢ OeBarm3ymad wiu mare6o. [IppBuyHaTa kpaitHa Touka Ha
knmuangHoTO M3nutBane e [1BII cmopen ornenkara Ha u3ciempoBarens. OCBEH TOBa MbpBUYHATA KpaitHa
TOYKa € OIIEHsABaHa CHIIO U OT He3aBucuMa HaazopHa komucus (IRC).

PesynratuTe B TOBa KIIMHUYHO U3MUTBAHE OT KpAalfHUTE aHAJIM3H, ONIPEIETICHN B IPOTOKOJA 32
NPEKUBIEMOCTTA 0€3 MPOTPECHs M CTEIIEHTa Ha TIOBIHSIBAHE MPH HE3aBUCHMA KOXOPTA C
kanenuTabul ot npoyuBane AVF3694g, ca npeacrasenu B Tabnuua 11. Pesyntatute ot
M3CIIeI0BATENICKUS aHAJTN3 Ha 00IIaTa MPeKUBIEMOCT, KOUTO BKJIIOUBAT JOMIBJIHUTENHN 7 Mecella Ha
npocieaaBane (MpuOIM3UTeaHO 46 % OT HAIIMEHTUTE Cca TIOYMHAJIN) ChILO Ca IIPEICTABCHH.
[IponeHTHT NanMeHTH, MoMyyaBaau OeBannzymad B oTKpuTara ¢asa, € 62,1 % B rpynara ¢
KanenuTabuH + mwianedo u 49,9 % B rpynara kaneuntaOuH + 6eBanu3zymal.

Tab6auna 11 Pesyararu 3a edpuxacuoct npu npoyusane AVF3694g: — kaneuuradun” u
OeBanuzymad/miaanedo (Cap + deBanuzymad/Pl)

TpeKuBIeMOCT 6e3 porpecHs’

OreHKa Ha U3cIIe0BaTeNs IRC omenka
Cap + Pl Cap Cap + Pl Cap
+ O6eBanu3ymab + O6eBanu3ymab
(n=206) (n=409) (n=206) (n=409)
Menunana Ha [1bI1 (mecern) 5,7 8,6 6,2 9,8
KoeduiueHt Ha puck cperry 0,69 (0,56; 0,84) 0,68 (0,54; 0,86)
rpymarta ¢ marne6o (95 % CI)
p-CTOMHOCT 0,0002 0,0011
Crenen Ha NOBJIHMsBaHE (IIPH NALMEHTH C H3MEPHMO 3a001sBaHe) °
Cap + Pl Cap + 6eBanu3zymab
(n=161) (n=325)
% TAIMEHTH C 00OCKTHBEH OTTOBOP 23,6 35,4
p-CTOHHOCT 0,0097
O6111a MPEKUBSIEMOCT'
HR (95 % CI) 0,88 (0,69; 1,13)
p-CTOHHOCT (E€KCIIIOpaToOpHa) 0,33

41000 mg/m2 MepOopaiHO JIBa IBTH JHEBHO B MPOIBIKEHUE Ha 14 THU, MpUIIaraHu npe3 3 ceaMuIu
GCTpaTHq)I/IquaHI/mT aHaIN3 BKJIFOYBA BCUYKH CHOUTHS Ha MIPOTPECHS U CMBPT C H3KITIOYCHHE HA TE3H, MIPH
KOUTO € 3aroyHara Tepanus u3BbsH npotokona (TUIT) mpeau qokyMeHTHpaHEe HAa IPOTPECUATa; JAaHHUTE OT TE3U
MalMeHTH ca U3BaJICHU MPEeAU MoceHaTa OlleHKa Ha TyMopa npeau HayanoTo Ha TUIL.

Uzpwpmien e Hectpatuduppan aHanu3 Ha [1BI1 (omieHeHa oT u3cnenoBarens), KONTO He B3eMa

NpeABH U3BBHIPOTOKOIHATA TEPAIs IPeay MporpecusiTa Ha 3a0omsBaneTo. Pesynrature ot Te3n
aHaJIM3¥M ca MHOTO MOJJOOHU Ha MbpBUYHUTE pe3ynrtaru 3a [1BI1.

Heopebunoxnemvuen pax na beaus opoo (HAKPBH]])

ITvpsa nunus na newenue Ha Heckeamosen HIIKPH] ¢ kombunayus ¢ xumuomepanusi Ha bazama Ha
niamuna.

bezonacHocTTa ¥ eukacHOCTTa Ha OeBalM3yMal, 1o0aBeH KbM XMMHOTEpamus Ha Oa3aTa Ha
IUTATHHA, TIPY JIEYCHUE OT ITbPBA JIMHKS NPH MMAIHEHTH ¢ HECKBAMO3EH HePEOHOKIEThUEH PaK Ha
oemus npo6 (HAKPB/I), ca m3cnensanu B m3nurBanus E4599 u BO17704. UsnurBane E4599 ¢ noza
ot 15 mg/kg Geparmu3ymad mpe3 3 ceMUIIM MTOKa3Ba MMoJi3a M0 OTHOIICHUE Ha 001[aTa MPEeKUBAECMOCT.
WznutBane BO17704 nokaspa, 4e MPHIOKEHUETO M Ha ABETE 103K OeBarm3ymad — 7,5 mg/kg npes
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3 cenmunm u 15 mg/kg npe3 3 ceaMuIiy, BOOU 1O YBEIMYCHUE HA TIPEKUBAEMOCTTa O€3 Iporpecus u
Ha CTETEeHTAa Ha MOBIIUSIBAHE.

E4599

E4599 e oTtBOpEHO, paHAOMHU3HPAHO, AKTHBHO KOHTPOJIMPAHO, MHOTOLIEHTPOBO KIIMHUYHO U3MIUTBAHE,
KOETO OlieHsABa OeBann3yMab KaTo Jie4YeHre OT IIbpPBa JIMHUS MPHU MAlMEeHTH € JOKaJIHO HarpeaHam
(craguii I1IB cbe 3m0KadecTBEH IUIEBpalicH U3IMB), MeTacTazupan uin pequnusupait HJIKPB/I, ¢
pasnuyHa OT npeobiasaBaila CKBaMO3HOKIEThYHA XUCTOJIOTHSL.

[ManuenTuTe ca paHAOMHU3NPAHH 32 JISYEHUE ¢ XUMHUOTepanus Ha 6a3ara Ha TUaTHHa (MaKIMTaKcel
200 mg/m’* u kap6omatua AUC = 6,0, npuiaranu u 1BeTe Ype3 HHTPABEHO3HA HH]Y3Hs
(maknurakcen/kapoomnatuH-I11K) Ha 1-BH JicH Ha BCEKU 3-CEIMUYCH UKD B TPOIBIDKCHUE Ha JI0

6 mukbaa win ¢ [IK B komOunanus ¢ 6eBaru3ymad B 1o3a ot 15 mg/kg untpaBeno3na undysus Ha 1-
BU JIeH OT BCEKHU 3-ceAMUYEH Kb Ciel 3aBbpIlBaHe Ha IECT LUKbIa XUMUOTEPAIHs C
KapOOIIaTHH-NAKINTAKCEI WM CJICA MPEXKIEBPEMEHHO MIPEYyCTaHOBABAHE HA XUMHOTEPAINUsITa
NAIMEHTHTE OT IpymnaTa ¢ OeBanm3ymad + KapOOIUIATHH-TTAKIUTAKCEN ca MPOABIDKIIIHI JIa TOTyYaBat
OeBalu3yMald KaTo MOHOTEpaIusl 1pe3 3 ceAMULH [0 IporpecHst Ha 3a0o0JsiBaHeTo. 878 ManueHTH ca
PaHAOMU3UPAHU B ABETE IPYIIH.

[To Bpeme Ha manutBaneTo 32,2 % (136/422) ot nanueHTHTE, yYacTBaIIX B HETO, Ca MONyYHIH 7-
12 meTH GeBanmzymad, a 21,1 % (89/422) ot nanuenTure ca noayyniu 13 uau nosedye MbTU

OeBanu3yMao.

[IspBuYHATA KpaiiHa TOYKA € MPOABIDKATEIIHOCTTA Ha MIPEXKUBIEMOCTTa. Pe3ynraTurte ca npeiacTaBeHu
B Tabimma 12.

Ta6auuna 12. PesynaraTu 3a epukacHocT B u3nurBade E4599

I'pyna 1 I'pyna 2
Kap6onsaTun/ Kapoonaarun/ Ilakantakcen +
MakanTakcen OeBauuzymao
15 mg/kg npe3 3 ceamuun
Bpoit nanyenTu 444 434
001112 TPEKUBIEMOCT
Menuana (Mecenn) 10,3 | 12,3
Koeduuuent na 0,80 (p =0,003)
pHCK 95 % CI (0,69; 0,93)
[IpexxuBseMocT 6e3 nmporpecus
Menunana (Mecern) 4,8 | 6,4
Koeduunent na 0,65 (p <0,0001)
pHUcK 95 % CI (0,56, 0,76)
OO011a cTeneH Ha MOBNIUsBaHE
Crenes (mporeHT) | 12,9 | 29,0 (p <0,0001)

[Ipu excropaTopeH aHaJIM3 CTETICHTA Ha IT0J13aTa OT OeBanu3yMad 3a o01aTa MpeKuBIEMOCT € TI0-
c1abo u3paseHa B MOArpyIara MmaueHTH 0e3 XUCTOJIOTHS Ha aJICHOKAPIIUHOM.

BO17704

UznutBane BO17704 e pangomusupano, qBoiHOCANO nanuTeane ¢asa 11 na 6eBanuzymad, nodaseH
KBbM LIMCIJIATHH U TEMUIUTA0NH, B CpaBHEHHE C M1ane0o0, HUCIIATHH U TeMIUTA0NH IPH MAECHTH C
nokanHo HanpeaHan (craauit 1B ¢ meractasu B cynpaknaBukynapeH TuMQpeH Bb3e Win
3JI0KaYEeCTBEH IIJIEBPAJICH WIX IIEpUKapAUaIEH U3JIUB), METaCTa3upall UM peLuANBUpPaLLl
HeckBaMo3eH H/IKPB/I, kouto npean ToBa He ca MmosydaBanyu XuMuoTepanus. [IspBuuHaTa kpaitHa
TOYKa € OMiIa MpexHuBsieMOCT 0e3 Mporpecusi, BTOPUYHUTE KPalHU TOYKH HA M3MHUTBAHETO BKIIIOUBAT
TPOJIBIKUTEIHOCT Ha 00IIa MPEKUBSIEMOCT.
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[NanuenTHTE Ca PaHIOMHU3UPAHH 32 XUMHOTEpAIHUs Ha (a3aTa HA INIATHHA, HUCIIIATHH 80 mg/m’
MHTPABEHO3HA HH(Y3Us Ha JeH 1-Bu U remiurabus 1250 mg/m’uHTpaBeHo3Ha HHY3Hs Ha JeH 1-BH
1 8-MH OT IUKBJIa Mpe3 3 CeAMMIIU B IPOABIDKEHUE HA 10 6 IuKbiIa (ucriaTul/reMuutadun-110) ¢
iane6o mu LI ¢ 6eBanu3ymab B go3a ot 7,5 unu 15 mg/kg narpaBeno3na nadys3us Ha neH 1-Bu oT
LUKBIA pe3 3 ceamuiy. B rpynure ¢ GeBann3zymad manyeHTUTe ca noiayvyaBain OeBanu3ymad
CaMOCTOSITEITHO Mpe3 3 CeAMHUI JI0 PorpecHsl Ha 3a00JIIBAaHETO WIIK JIO MOSIBaTa Ha HEITPUEMIINBA
TOKCHUYHOCT. Pe3ynraTure oT M3MUTBaHETO TIOKa3BaT, 4e 94 % (277 / 296) ot manueHTuTe, KOUTO ca
MOJUIEKaJIM Ha BKIIIOYBAHE, Ca MPOABDKWIIN J1a TTOJTydaBaT OeBalu3yMad caMOCTOSITENTHO B LIUKBJI 7.

TomsM niporieHT OT ManueHTuTe (MPUOTM3UTENHO 62 %) ca MPOABIDKUIIH JIa TTOTy4YaBaT pasInyHI
BUJIOBE ITPOTHBOPAKOBA TEPAIHsl, HEBKIIIOUCHA B IPOTOKOJIA HA M3MUTBAHETO, KOSTO MOXKE JIa €
MOBJIMSJIO aHAJIM3a Ha 0011aTa NpeKUBSIeMOCT.

Pesynrarute 1o oTHOIIEHNE HA ePUKACHOCTTA ca npejicTaBeHu B Tabnuma 13.

Ta6anna 13. PesynraTtu 3a epukacHoct B u3nureane BO17704

Mucmnatun/reMmuntad | Hucnaatun/remuutad | HucniaTud/reMuurad
HH HH HH
+ niauedo + 0eBaumM3ymad + 0eBanU3yMao0
7,5 mg/kg npe3 15 mg/kg npe3
3 ceaMuUIH 3 ceamMuIu
Bbpoit nanmentu 347 345 351
[pexussiemoct 6e3
IPOrpecust
Menuana 6,1 6,7 6,5
(Mecenn) (p = 0,0026) (p=0,0301)
Koedurue 0,75 0,82
HT Ha PHCK [0,62; 0,91] [0,68; 0,98]
Haii-no6pa cremen Ha 20,1 % 34,1 % 30,4 %
00110 MoBJIUsBaHe" (p <0,0001) (p=0,0023)
“HallHEeHTH C U3MEPHMO 3a00JIIBAHE HA M3XOIHO HHBO
O0611a NpeXuBIEMOCT
Menuana (MeceIu) 13,1 13,6 13,4
(p=0,4203) (p=0,7613)
Koedunuent Ha puck 0,93 1,03
[0,78; 1,11] [0,86; 1,23]

Ivpea nunus na neuenue na neckeamosen HIAKPB/[ ¢ EGFR axmusupawu mMymayuu 6 KOMOUHAYUs ¢
epromunud

JO25567

[Ipoyusane JO25567 e pangoMu3upaHo, OTKPUTO, MHOTOLIEHTPOBO npoyuBaHe ¢asza I, mpoBeaeHo B
SnoHus 3a oLeHKa Ha eprKacHOCTTa M 0e30MacHOCTTa Ha OeBanu3yMad, mpuiarad B JOIbJIHEHNUE KbM
epiotuHu6 npu nanueHTn ¢ HeckBamozeH HIAKPB/] ¢ EGFR aktuBupaiiy myraiuu (aeaeius B
ek30H 19 unu mytanus B ex30H 21 L858R), konTo He ca momyyaBainy mpeay TOBa CUCTEMHA Teparnus
3a craguii I1IB/IV nnun penunusupaino 3abomisBaHe.

[IspBuuHaTa KpaitHa Touka e npexussiemocT 0e3 mporpecus (IIBI1) Bb3 ocHOBa Ha OlLIeHKA MTPH
HE3aBHCHM IIperiie]] Ha JaHHUTe. BTopuuHuTe KpaifHH TOYKH BKIIIOYBAT OOILA MPEKUBSIEMOCT, CTEIICH
Ha MOBIUSIBaHE, CTENICH Ha KOHTPOJ Ha 3a00JsIBAHETO, MPOIBIKUTEITHOCT Ha MOBIIMSBAHE U
0e30macHoCT.

EGFR MyTannoHHHAT CTaTycC € ONpeAeNcH 3a BCEKH MAUEHT MPpeIu CKpUHUHTA U 154 nanueHTu ca
paHIOMH3UPAHU JIa TIoJy4yaBaT epyioTHHUO + OeBaiu3zymad (epioturud 150 mg nepopanHo THEBHO +
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6eBanu3ymab [15 mg/kg HHTpaBEHO3HO Ha BCEKU 3 CEIMHIIN]) WIIM MOHOTEpANHs C €pIOTUHHO

(150 mg nepopanHo AHEBHO) 110 porpecus Ha 3abonsBanero (I13) nnm HenmpueMnyBa TOKCHYHOCT.
[pu nunca Ha [13 mpeycTaHOBSBaHETO HA €IUH OT KOMITOHEHTHTE Ha U3MUTBAHOTO JICUYCHUE B IpyIaTa
Ha epoTHHUO + OeBann3yMad He € JOBEJO 10 IPEYCTaHOBSIBAHE HA JPYTHs KOMIOHEHT OT
M3MUTBAHOTO JICYCHHE, KAKTO € ONPEesICHO B MPOTOKOJIA HA U3MUTBAHETO.

Pesynararute 3a epukacHOCT Ha MPOYYBAHETO ca mpeacTaBeHu B Tabauia 14.

Tabanna 14. PesynraTu 3a epukacHoct npu npoyusane JO25567

Epnorunnd Epaornnud + 6eBanuzymad
N=77" N =75
IIBII" (mecern)
Menuana 9,7 16,0
HR (95 % CI) 0,54 (0,36; 0,79)
p-CTOMHOCT 0,0015
OO01a cTereH Ha MOBJIHIBAHE
CremnieH (Opoit) 63,6 % (49) 69,3 % (52)
p-CTOHHOCT 0,4951
00612 npexuBsieMocT* (Mecern)
Menuana 47,4 47,0
HR (95 % CI) 0,81 (0,53; 1,23)
p-CTOHHOCT 0,3267

#PaH,Z[OMI/IBI/IpaHI/I ca 06110 154 manmentr (ECOG dynknmonanen craryc 0 win 1). J[Bama OT paHIOMH3HPaHUTE
MALMEHTH Ca TPEKPATIIIN yJacTHEe B U3MUTBAHETO, IPEH 1A TTOTydaT U3IMHUTBAHOTO JICUCHHUE.

A3acneneH He3aBUCHUM TIperiie] (OTpeIesieH Mo MPOTOKON MbPBUYEH aHAN3).

*ExcruiopaTopeH aHaiu3: okoH4uaTeneH aHanu3 Ha OIl nmpu naTa Ha 3aximoyBaHe Ha KIMHUYHUTE JaHHU

31 oxtromepu 2017 1., mpubausurenHo 59 % or manueHTHTE ca TOYHHANM.

CI, noepurenen unrepsai; HR, koeduruent Ha puck ot Hectpatuduipan Cox perpecroneH aHanus; HJI, e
€ IOCTUTHATO.

Hanpeonan u/unu memacmasupan 6vopeunokniemvyuen kapuurom (MBKK)

Besayusymab 6 kombunayus ¢ unmepgepon angha-2a 3a nrevenue om nvpea JUHUAL HA HANPEOHA U/UTU
Memacmasupan 0vopeunokiemvuer kapyurom (BO17705)

ToBa e pangOMHU3UpaHO, [BOWHOCIANO H3nuTBane ¢asa IIl, mpoBeaeHo ¢ men omneHka Ha
epukacHOCTTa U Oe30macHOCTTa Ha OeBann3ymad B komOuHanus ¢ uarepdepon (IFN) anda-2a B
cpaBHenue ¢ IFN anda-2a camocroarento, kaTo mepBa JuHUs Ha nedeHue npu MBKK. 649-te
paHIOMHU3MpaHu ManueHTy (641 nekyBaHM) ca UMaIM cTaTyc Ha npeacrassHe mo Karmofsky (KPS)
> 70 %, munica Ha MeTacta3u B LIHC u anexkBatHa pyHKIms Ha opranute. Ha nanuenTure e
U3BbpILICHA He(YPEKTOMHUS IIPU MBPBUYEH KapLUUHOM Ha ObOpeunure kiietku. beanusymad 10 mg/kg
e OuJ gaBaH Ha BCEKH 2 CeAMUIM 0 Iporpecus Ha 3a0omsBanero. IFN anda-2a e naBan 1o

52 ceaMUIM WK 10 TIPOTPECHS Ha 3a00JISIBAHETO B MPETIOPBhUUTETHA HavanmHa 103a oT 9 MIU tpu
IBTH CEIMUYHO, KOETO TI03BOJISIBA HamMalieHne Ha fo3ata 10 3 MIU Tpu IbTH CEIMUYHO B 2 CTHIIKH.
[NanuenTure ca ctparuduIpaHy O CTPaHU U cKOp Ha Motzer, KaTo rpynuTe 3a JeYeHue ca
OanaHcupaHu JOOpE MO OTHOIIICHHE Ha IPOTHOCTHYHHTE (PaKTOPH.

[IppBHYHaTa KpaiiHa TOUKa € 00I1aTa MPEeKUBIEMOCT C BTOPUYHH KpailHW TOUYKH Ha U3IIUTBAHETO,
KOHMTO BKIIIOUBAT NPEKUBAEMOCT Oe3 nporpecus. Jlob6assiero Ha 6eBanm3zymad kbM IFN-anda-
2aznauyntenno nopwumasa [1bI1 u crenenTa Ha 00EKTUBHO TYMOPHO TIOBIUsABaHE. Te3u pe3ynTaTu ce
NOTBBPKIABAT OT HE3aBUCUM PEHTIeHOrpa)CKu mperiel. Y IbDKaBaHeTo Ha 00IIaTa MpeXUBIEMOCT
KaTo IIbPBUYHA KpaifHa Touka ¢ 2 Mecena obaue He e ctaructTudecku 3HaunmMo (HR=0,91). I'omsim
MIPOLICHT OT narueHTure (npuodausutento 63 % IFN/mnaneto; 55 % oearu3ymad/IFN) ca momydniu
pa3IMvHu Hecnenn(UIHU BUOBE IPOTUBOTYMOPHO JICUCHUE CIIe]] U3ITUTBAHETO, BKIIFOUNTEITHO
AQHTHHEOIUIACTHYHH CPEACTBA, KOUTO MOJKE J1a ca Ce OTPa3HIIM Ha aHAIM3a Ha 00IIaTa MpeXuBsIEMOCT.
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Pesynrarute 1o oTHOLIEHNE HAa epUKACHOCTTA ca mpeacTaBeHu B Tabnuma 15.

Ta6auuna 15. PesynraTtu 3a epuxacnoct B uznureane BO17705

BO17705
Manaue6o+ IFN* | BV® + IFN®
Bpoii nanmentu 322 327
[IpexxuBseMocT 6e3 nmporpecus
Menunana (Mecern) 5,4 10,2
Koedwumuent na puck 95 % CI 0,63
0,52; 0,75

(p-croitrocT < 0,0001)

Crenen Ha 00exkTHBHO noBnuaBaHe (%) MpH MaIUEHTH C
M3MEpUMO 3a00JIs1BaHe
n 289 306
YecToTa Ha OTTOBOP 12,8 % 31,4 %
(p-croitHocT < 0,0001)

*Nurepdepon anda-2a 9 MIU 3 mbTH ceqMUIHO.
SBepammsyma6 10 mg/kg npes 2 ceMHIH.

001112 TPEKUBIESMOCT
Menuana (Mecern) 21,3 | 233
Koeduruent Ha puck 95 % CI 0,91
0,76; 1,10

(p-croitroct 0,3360)

Excmopatopen MmHoroBapuanter Cox perpecCHOHEH MOJIEIN, KOMTO U3M0I3Ba 00paTHa CeJeKIus,
NIOKa3Ba, 4e CICIHUTE U3XOJHU IPOrHOCTHYHU (PAKTOPH Ca CHITHO CBBP3aHU C IPEKHUBIEMOCTTA,
HE3aBUCUMO OT JICUCHHUETO: T10J1, OpOil Ha OeJIu KPbBHHU KJICTKH, TPOMOOIIUTH, 3ary0a Ha TEerjo npe3
6[Te Mecelia mpey BKIIOYBAHETO B U3MUTBAHETO, OOl HA MecTaTa ¢ MeTacTa3u, cymara Ha Hal-
TOJIEMHTE JMaMETPU Ha TapreTHHUTE JIe3uH, CKop Ha Motzer. Kopurupanero criopen Te3u H3XOIHU
(hakTopu BOIHU 10 KOePHIIMEHT Ha puck oT Jeuenueto ot 0,78 (95 % CI[0,63; 0,96], p=0,0219),
noKa3Bail] HamalneHue ¢ 22 % Ha pucKa OT CMBPT NPHU MAlMEHTUTE B Tpynara ¢ bepanuzymad + [FN
anda-2a B cpaBHenue c rpynara ¢ [IFN anda-2a.

Hesernecet u cenem (97) maumentu B rpymnara ¢ [IFN anda-2a n 131 manuenTtu B rpynara ¢
OeBaru3yMat ca Hamaniu go3ara Ha IFN anda-2a or 9 MIU no 6 wiu 3 MIU Tpu bTH CEAMHYHO,
KaKTO MPEABAPUTEIHO € YTOUYHEHO B mpoTokoina. HamansBanero Ha no3ata Ha IFN anda-2a usrnexna
HE Ce 0Tpa3sBa Ha €PUKACHOCTTAa OT KOMOMHaNUATa Ha OeBan3ymab u IFN anda-2a ciopen
yecroraTa Ha [1BI1 6e3 chOUTHSI BHB BpEeMETO, KaKTO € JOKa3aHO MPY aHa 3 Ha moarpynute. 131
NanyueHTy B rpynara ¢ 6esanusymad + [FN anda-2a, kouto ca HaMaJIWIK ¥ MOJABPKAIM 103aTa Ha
IFN anda-2a na 6 mnu 3 MIU no Bpeme Ha M3MUTBAaHETO, ca MoKa3aiu Ha 6, 12 u 18 Mecena crenex Ha
I1BI1 6e3 crOuTHs OT chOTBETHO 73, 52 11 21 % B cpaBHeHue ¢ 61, 43 u 17 % B ob1IaTa momyJiarys
NanueHTH, nosyyasamy oeBannzymad + IFN anda-2a.

AVF2938

ToBa e paHAOMHU3UPAHO, JBOWHOCIIANO KIMHUYHO 3nuTBane ¢a3a I, uzcneasamio 6eBanusymad

10 mg/kg B 2-ceqMu4Ha cXeMa, ChC ChlllaTa 03a OeBaru3ymad B KoMOUHAIMs ¢ epioTuHuO 150 mg
JTHEBHO TIPH MAIMEHTH ¢ MeTacTazupal cBerioxiersueH bKK. O6mo 104 manuenTtu ca
paHIOMHU3HPaHU 3a JEYCHHE B TOBA U3NMUTBaHe, 53 ¢ 6eBaum3zymad 10 mg/kg Ha Bceku 2 cenmunu
noc miane6o u 51 ¢ 6esaunzymad 10 mg/kg Ha Bceku 2 cenmunu mioc epnotuHuO 150 mg aHeBHO.
AHaM3bT Ha IBPBUYHATA KpaifHa TOYKa HE MOKa3Ba pa3iiuKa MEXIy rpymara ¢ OeBanmuzymad +
iane0o u rpynara Oesanuzymad + epnotunub (Meanana Ha [IBII 8,5 copsimo 9,9 mecena). 1o cenem
NalMEHTH BbB BCAKA IPyIa ca MMalu 0OEKTHBHO MoBnusBane. [JJo0aBsiHeTO Ha epIOTHHUO KbM
OeBaru3yMab He e moBeno 1o nogoopenue Ha OIl (HR = 1,764; p = 0,1789), npoabIKUTETHOCTTA Ha
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o0exTHBHO noBnusiBane (6,7 cpemty 9,1 mMecena) niam BpemeTo 10 mporpecupane Ha cumntomure (HR
=1,172; p=0,5076).

AVF0890

ToBa e pangOMH3MpPaHO KIMHUYHO M3nuTBaHe (aza II, mpoBeneHo 3a cpaBHsABaHE Ha €PUKACHOCTTA H
Oe3onacHocTTa Ha OeBanm3ymad ¢ riane6o. O6mmo 116 nanueHTy ca paHJOMU3UPaHH Ja [TOTy4YaBat
oeBanu3ymabd 3 mg/kg npes 2 ceamunu (n = 39), 10 mg/kg npe3 2 ceamuiu (n = 37) wnu miaauedo

(n =40). MexxaMHHMAT aHAJIH3 € MTOKa3all, Y& UMa 3HAYMMO yIbDKaBaHe Ha BPEMETO 0 MPOrpecHs Ha
3a0oisBaHeTo B rpymnara ¢ 10 mg/kg B cpaBHeHue ¢ rpynara ¢ mianedo (koeuIueHT Ha puck 2,55; p
<0,001). Uma manka pa3nuka ¢ TpaHHYHA CTATUCTUYECKA 3HAYUMOCT MEXK/Ty BPEMETO JI0 IPOTpecus
Ha 3a0oJsiBaHeTo B rpynara ¢ 3 mg/kg v npu rpynara ¢ miane6o (KkoeuIueHT Ha puck 1,26; p =
0,053). Yetnpuma nanueHTH ca Malid 00EKTUBHO (YaCTUYHO) TOBJIMSBAHE U BCHUKH TE Ca
nojiy4aBaiu 6eBaru3ymad B 1o3a ot 10 mg/kg; crenenTa Ha 0OEKTHBHO MOBJIMSBAHE 32 J103aTa OT

10 mg/kg e 10 %.

Enumenen xapyunom na ﬂﬁtmuuume, d)aﬂonueeume mpb6u U nvpeuveH nepumornealeH KapyuHom

IIvpea nunus na nevenue Ha KAPYUHOM HA AUYHUYUME

beszomacHocTTa M ehpkacHOCTTa Ha OeBal3yMad KaTo IbpBa JIMHUS Ha JICUCHUE Ha TTAlUeHTH C
eNHTeNICH KapLHOM Ha SIHYHULUTE, (PaJIONUEeBUTE TPHOH WK IbPBUYCH NEPUTOHEATICH KaPLIMHOM Ca
W3CNIE/IBaHU B JIBe KIIMHIMYHH n3nutBanus ot daza I (GOG-0218 u BO17707), KouTo OleHsBaT
edexTa Ha ToOaBsIHETO Ha OeBaM3ymMad KbM KapOOIUIATHH U MAKIUTAKCENl B CPABHEHUE ChC
CaMOCTOSITETTHa XUMHOTEPANIeBTUYHA CXEMa.

GOG-0218

Knuanganoro npoyuBane GOG-0218 e ¢asza Il MmHOroneHTpoBO, paHAOMHU3UPAHO, TBOWHOCIISIIO,
1a11e60-KOHTPOJIMPAHO MPOYYBaHE ¢ TPH I'PYIH, OLEHABAII0 edhekTa Ha fo0aBsiHe Ha OGeBau3ymad
KBM 0/I00peHaTa XMMHOTEpaNieBTUYHA cXeMa (KapOOIUIATHH U MAKIMTAKCEN) TPH NAIUeHTKH C
HanpenHan (craguu 1B, IIIC u IV, ciopen Bepcusita 3a craaupane no FIGO ot 1988 r.) enutenen
KapLUHOM Ha SHYHULINTE, (HaTONHEBUTE TPHOU HIIH IBPBUYCH MEPUTOHEANICH KAPLIMHOM.

[lanuenTuTe, KOUTO Cca MOTy4aBaIX NpEALIeCTRAILA Tepaus ¢ OeBau3yMad WiId NpeaniecTBaa
CHCTEMHAa IPOTHBOPAKOBA TepaNus 3a KapLUHOM Ha SIMYHULUTE (HAIp. XUMHOTEpAaIus, Tepamus ¢
MOHOKIIOHAJTHU aHTUTeNa, TeParus ¢ HHXMOUTOPH Ha TUPO3UH KHHA3aTa WIIK XOPMOHAITHA TEPATIVIs)
WIH IIPEIIECTBAIIO JIbYEIICUCHNE Ha KOPEMa WIN Ta3a, ca U3KIIIOYCHH OT IIPOYUYBAHETO.

0610 1 873 nmarnMeHTKH ca paHJIOMHU3UPAHU B €IHAKBO CHOTHOIICHUE KbM CIICAHUTE TPH TPYIIH:

. CPP rpyna: Iler nmuxsbia ¢ miare6o (3armoyBaniy OT MUK 2) B KOMOMHAINS ¢ KapOOTUIaTHH
(AUC 6) n maxnurakcen (175 mg/mz) B NMPOABIDKEHUE HA 6 IIUKBIIA, TOCIEIBAHU OT
MIPHUJIOKEHNE caMo Ha Tuiare6o, o01mo 1o 15 Mecerna Teparus

. CPBI15 rpyna: Iler nuknsia ¢ 6eBann3zymad (15 mg/kg Ha 3 ceamuIiiy, 3an0YHAIN OT IUKBI 2) B
xoM6uHanus ¢ kapoomtarun (AUC 6) u nakmurakcen (175 mg/m®), B IpoabkeHHe Ha
6 NUKbIa, TOCTEBAHN OT MIPHUIIOKEHHE caMo Ha Tuiarebo, oomo 1o 15 mecemna Tepanus

. CPB15+ rpyna: Ilet nukbia ¢ 6eBanmzymad (15 mg/kg na 3 ceamunm, 3aro9HaNN OT ITUKBIT 2)
B KoMbuHarms ¢ kapoormatua (AUC 6) u nakmurakcen (175 mg/m?), B IpoabmkeHne Ha
6 UKbBIIA, TOCIIEIBAHH OT IPOIBIDKUTENHA yroTpeba Ha 6eBaru3yMad (15 mg/kg Ha
3 cemMuIM), KaTO MOHOTEparnwsi, 00110 10 15 Mecera.

[ToBeuero oT manMeHTHTE, BKIIOYEHU B IPOYYBAHETO, ca OT Ostata paca (87 % u B TpuUTe TPYIIN);
cpennata Bp3pacT e 60 ronunu B CPP u CPB15 rpynure u 59 rogunn B CPB15+ rpynara, a 29 % ot
narertute B CPP wimm CPB15 u 26 % B CPB15+rpynara ca Hax 65-roaumniaa Be3pact. Q01110
npudmm3urenHo 50 % ot manuenTkuTe mMat 0 Touku 1o GOG PS Ha uzxoaHo HUBO, 43 % nMar 1
touka o GOG PS u 7 % umar 2 touku no GOG PS. IToseuero maumentu numat EOC (82 % npu CPP
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u CPBI15, 85 % npu CPB15+), cnensano ot PPC (16 % npu CPP, 15 % npu CPB15, 13 % npu
CPB15+) u FTC (1 % npu CPP, 3 % npu CPB15, 2 % npu CPB15+). [loBedero ot nauueHTute ca
MMaJii CEepO3CH XUCTOJOTHYeH Thll afgeHokapuHoM (85 % mipu CPP u CPB15, 86 % mpu CPB15+).
0610 npudausuTento 34 % ot nauuentute ca FIGO craawmii 111, ¢ onTuManen perpec u
MaKpOCKOIICKH C OCTaTh4HO 3a0osiBane, 40 % ca B craauii 11l cbe cybonTumanen perpec u 26 % ca
MMaIeHTH B cTaauii [V.

II'spBuyHaTa kpaitna Touka e I1bI1, Bb3 OCHOBa Ha OLIEHKATa Ha U3CIEAOBATENS 3a IPOrPECHs],
OCHOBABAIlla C€ Ha PE3yJITATUTE OT CKeHepa win HuBaTa Ha CA-125, iy Ha CUMIITOMaTUYHO
BJIOIIIABAHE IO MPOTOKOJIa. B TOMbIHEHNE € MPOBEICH MPEABAPUTEIIHO CHICIU(PHUIIMPAH aHATN3 Ha
naHHute, oneHsBaim CA-125 nmporpecusita Ha CbOUTHATA, KaKTO M He3aBUCUM niperien Ha [1BI1,
omnpeereHa OT pe3yJTaTUTE OT CKeHepa.

UznuTBaneTo mocTHra mbpBUYHATA CH 1ies — nojoopenue Ha [1BI1. B cpaBHeHue ¢ nanueHTure,
JIEKyBaHH CaMO C XMMHUOTepanus (KapOOoIUTaTHH U MaKIUTAKCEN) KaTo IbpBa JIMHUA Ha JICUCHHE,
OonHuTe, nomyyaBanu Oesanu3ymad B 1o3a 15 mg/kg Ha 3 ceaMuy, B KOMOMHAIMS C XUMHOTEpAIus
Y TIPOIBIDKUIIN J1a TTosrydaBat camo OeBanuzymab (CPB15+), uMaT KITMHUYHO H3pa3eHo u
CTaTUCTUYECKU 3HaunMo nogoopenue Ha [1BI1.

[Ipu nanpeHTKHUTE, KOUTO ca MOyYaBaId caMo OeBalu3yMad B KOMOMHAIIMS ¢ XUMUOTEpanus U He ca
MPOAB/DKUIIH JieueHue caMo ¢ OeBarn3zymad (CPB15), He ¢ HaOto1aBaHa KIIMHUYHO U3Pa3eHa Moji3a
o otHouieHue Ha [1BI1.

Pesynrarute oT TOBa npoy4BaHe ca 00061ieHy B Tabnuma 16.

Ta6anna 16. Pesynrartu 3a epuxacHoct ot npoyusane GOG-0218

1
[IpexxuBseMocT 6e3 nmporpecus

CPP CPBI15 CPB15+
(n=625) (n=625) (n=623)
Menmnana Ha I1BI1 10,6 11,6 14,7
(mecern)
Koeduuuent Ha puck 0,89 0,70
(95 % CIy* (0,78, 1,02) (0,61, 0,81)
p-cToiiHoCcT 0,0437 <0,0001
YecToTa Ha ACHCTBHTEICH OTTOBOP
CPP CPBI15 CPB15+
(n=396) (n=1393) (n=403)
% TALIMEHTKH C 63,4 66,2 66,0
00EKTHUBEH
OTTOBOP
p-CTOMHOCT 0,2341 0,2041
O6111a MPEKUBSIEMOCT'
CPP CPBI15 CPBI15+
(n=625) (n=625) (n=623)
Menuana na OI1 40,6 38,8 43,8
(mecern)
KoeduiueHt Ha puck 1,07 (0,91, 1,25) 0,88 (0,75, 1,04)
(95 % CI)*
p-cToiiHOCT’ 0,2197 0,0641

' Ananus Ha oreHeHata ot m3ciaegosaress 1111, crenuduuupan 8 GOG nportokona (6e3 nposepka 3a CA-125
nporpecus, Huto 3a TUII npeau mporpecus Ha 3a00JsIBaHETO) C KpaifHa faTa 3a chOMpaHe Ha JaHHUTE

25 despyapu 2010 r.

cTpaTUGHUIKpPaH KOSPUIIMEHT Ha PUCK, OTHACSII Ce 32 KOHTPOJIHATA TpyIa.

Ennoctpanna log-rank p-croifHOCT.

“[Ipu rpannua Ha p-croitHocTTa oT 0,0116.

5
HaI_II/IGHTKI/I C UBMEPUMO 3a00J1gBaHe Ha HU3XOJHO HHUBO.




6
OKoOHYATEJICH aHaIn3 Ha 06H.[aTa IMPEIKUBACMOCT, IPOBEJICH TP CMBPTTA HA 46,9 % ot NaIMCHTKUTC.

[IpoBenenu ca npensapuTenHo cnenuduuupany ananusu Ha [1BI1, BcuukuTe ¢ kpaiiHa qarta 3a
cpOupane Ha nanaute 29 centemBpu 2009 r. Pesynrarure ot Te3u MpeaBapUTeIHO crieluUuIupaHu
aHaJIM3U ca KaKTo ClIe/iBa:

. Ananu3st Ha [1BI1, criopes olieHKaTa Ha M3CJIe0BaTesl, CSU(UIIMPaH B IPOTOKoIa (0e3
npoBepka 3a CA-125 nporpecus unu 3a Tepanus u3BbsH nporokoina [ TUII]), moka3sa
cTpatuduimpan koedumueHt Ha puck ot 0,71 (95 % CI: 0,61-0,83, eqHoctpanna log-rank p-
crortaoct < 0,0001), korato CPB15+ ce cpaBnsBa ¢ CPP, ¢ menuana na I1BI1 10,4 mecemna B
CPP rpynara u 14,1 mecena B CPB15+ rpynara.

. IIepBuunusaT ananm3 Ha [1BI1, ciopen orenkara Ha u3cneaoBarens (cien nmposepka 3a CA-125
nporpecust u TUII), nokasea crpatuduimpan koedunueHt Ha puck ot 0,62 (95 % CI: 0,52-
0,75, ennoctpanna log-rank p-croiinoct < 0,0001), korato CPB15+ ce cpaBusiBa c CPP, c
meauana Ha [IBII 12,0 mecena B CPP rpynata u 18,2 mecenia B CPB15+ rpynara.

. Amnamusbt Ha I1BI1, nenen ot He3aBucuMa Hag30pHA KoMmucws (poBepka 3a TUII), mokas3sa
cTpatuduimpan koeduimeHt Ha puck ot 0,62 (95 % CI: 0,50-0,77, eqHoctpanHa log-rank p-
croitHOoCT < 0,0001), korato CPB15+ ce cpasusisa ¢ CPP, ¢ meauana na I1BII 13,1 8 CPP
rpynara u 19,1 mecena B CPB15+ rpynara.

Honrpynoeute ananusu Ha [1BI1 mo cranuii Ha 32a00sBaHETO U CHCTOSTHHUE Ha perpec ca 0000IIeHN B
Tabmuua 17. Te3u pe3yntatu moka3BaT HEUyBCTBUTEIHOCT Ha MeTo1a Ha aHanu3 Ha [1BI1, kakTo e
nokasano B TaOmuia 16.

Tadauua 17. Pe3yararu 3a IBIT' no craauii Ha 3260,15BAHETO M CHCTOSIHHE HA perpec ot
npoyuysane GOG-0218

v 2
Pannomusupanu nanuentu craaui 111 3abonsiBane ¢ onTUMalieH perpec Ha 3a00J11BaHETO N

CPP CPBI15 CPB15+
(n=219) (n=204) (n=216)
Menunana Ha [1BI1T 12,4 14,3 17,5
(mecern)
Koeduuuent nHa puck 0,81 0,66
(95 % CI)* (0,62, 1,05) (0,50, 0,86)
PanIOMI3HpaHH MALHEHTH Che cTanuii 111 3a60ms1Bane che CyOONTHMANCH perpec’
CPP CPBI15 CPB15+
(n=253) (n=256) (n=242)
Mennana Ha I1BI1 10,1 10,9 13,9
(mecern)
Koedunuent Ha puck 0,93 0,78
(95 % CI)* 0,77, 1,14) (0,63, 0,96)
Pannomusupanu nanuenTn B ctaauii [V 3a0onsBane
CPP CPBI15 CPB15+
(n=153) (n=165) (n=165)
Menuana ua I1BI1 9,5 10,4 12,8
(Mecern)
KoeduiueHt Ha puck 0,90 0,64
(95 % CIy* (0,70, 1,16) (0,49, 0,82)

"Ananus Ha onenenara ot uscnegoBarens IIBII, cnemuduipan B GOG mpotokoia (6e3 nmpoBepka 3a CA-125

nporpecust, HuTo 3a TUII npenu nporpecus Ha 3a00JsIBaHETO) C KpaiiHa JjaTa 3a CbOMpaHe Ha JTaHHUTE

25 ¢espyapu 2010 1.

2
C ocTaTh4HO 3a00JsIBAHE MAKPOCKOIICKH.
3 .
3,7 % ot o0ImaTa paHIOMHU3UpaHa OIYJIAIHS TallueHTH ca uMau craauii [11B 3a0omnsBane.
4
OrtHacs1 ce 32 KOHTPOJIHATa Ipyma.




BO17707 (ICON7)

BO17707 e muoronentposo daza III, pangomMu3upano, KOHTPOIUPAHO, OTKPUTO KITMHHIHO
NpOyYBaHe C JBE IPYIH, CPaBHsBaIIO edekra oT JoOaBsiHE Ha OeBalM3yMad KbM KapOOTUIATHH TUTIOC
NAaKJIWTAKCe I TP NAlMEHTH CIIE/ OTIepalysl Ha CUTENeH KapuIUHOM Ha SSHYHULINTE, (aTONUeBUTE
TpBOU Win epBHUYeH neputoHeaneH kapuuHoM FIGO cranuii | unu 1A (crenen 3 unu camo uncTa
kneTbyHa xucronorus; n = 142) niau FIGO craauii [IB - [V (Bcuuku cTeneHu 1 BCUIKU
xucronoruyHu tumose, n = 1386) (NCI-CTCAE v.3). B ToBa u3nuTBaHe € U3IM0JI3BaHa BEPCHSITA 32
cragupane o FIGO ot 1988 r.

[NanuenTHTe, KOUTO Cca MOTYy4aBaIX MPEANIeCcTRAINA Teparus ¢ 6eBalu3yMad WM NpeaniecTBaila
CHCTEMHAa IPOTHBOPAKOBA TepaNys 3a KapLUHOM Ha IMYHULUTE (HAIp. XUMHOTEpAaIus, Tepamnus ¢
MOHOKIIOHAJTHU aHTUTeNa, TeParnus ¢ HHXMOUTOPH Ha TUPO3UH KHHA3aTa WIIK XOPMOHAITHA TEPaTIHs)
WM PEJIIECTBAILO JIbYEIICUEHUE Ha KOPEMa WM Ta3a, Ca U3KIYEHHU OT IPOYYBAHETO.

O06m1o 1528 nauyeHTKH ca paHIOMU3UPAHU HA PABHU YaCTH KbM CICTHHUTE JIBE TPYIIH:

. CP rpyna: Kap6ormnatun (AUC 6) n naxuraxcen (175 mg/m”) B mpobkeHne Ha 6 MUK ¢
MPOABIDKUTEITHOCT OT 3 CeMUIIH
. CPB7,5+ rpyna: Kap6oratua (AUC 6) u nakmurakcen (175 mg/m”) B mporbkeHne Ha

6 nuKbaa oT 3 cemqmuIy mitoc Oepanmzymad (7,5 mg/kg Ha 3 cemmurn) no 12 mecena
(npuioxeHneTo Ha OeBalK3yMal 3armo4vBa B IUKBI 2 OT XUMHOTEPAIINATA, aKO JICUCHUETO ©
3aroyHao A0 4 CEAMHUIIN OT ONIEPAINATA, WK B IUKBJI 1, aKO JIEYEHUETO € 3aTI0YHANIO ITOBeUe
OT 4 CeMUIIH CJIe]T OTIePAIIHATA).

[ToBeueTo OT MalMEHTKUTE, BKIIOYCHH B IPOYUYBaHETO, ca Omin ot Ostata paca (96 %), cpenHara
BB3pacT € 57 rOJUHHU B IBETE IPYIU Ha JieueHue, 25 % oT O0MHUTE BBB BCsAKA Tpyla Ha JICUCHHUE ca Ha
BB3pacT 65 roauHu WK nosede u npudnusutento 50 % ot nanuentkute ca umanu ECOG PS — 1;

7 % OT manMeHTKUTE BHB BCsiKa rpyna Ha jJedenne ca nmanu ECOG PS — 2. [ToBedeTo oT manueHTuTe
ca umamu EOC (87,7 %), cnensano ot PPC (6,9 %) u FTC (3,7 %) i koMOWHAIMS OT TPUTE

(1,7 %). IloBeuero manmenTu ca 6umu FIGO cramuii 111 (u nBere 68 %), cieasanu ot FIGO cramuii [V
(13 % u 14 %), FIGO cramuii II (10 % u 11 %) u FIGO cramuii [ (9 % u 7 %). bonmmacTBOTO
NAIMEHTH BBB BCsKa rpyna Ha yieuenue (74 % u 71 %) ca nmanu Ha U3X0IHO HUBO clabo
mudepeHuupanu (creneH 3) IbpBUYHE TyMOpH. YecTtoTara Ha Bceku xuctoiorndex noarun EOC e
noJo0Ha B rpynuTe Ha jedeHue; 69 % oT malueHTHTEe BbB BCSIKA rPpyNa Ha JCUYCHHE Ca UMAJIH CEPO3CH
XMCTOJIOTHYCH THIT 4ICHOKAPIIHHOM.

IIspBuunaTa kpaiina Touka e I1bII, onenena ot nzcnenosarens ¢ nomouira Ha RECIST.
WznuTBaneTo mocTHra mbpBUYHATA CH 1ies — nojoopenue Ha [1BI1. B cpaBHeHue ¢ nanueHTHTe,
JIEKYBaHHM CaMO C XUMHUOTepanus (KapOOoIUIaTHH U MAaKIUTAKCEN) KaTo IIbpBa JIMHUA Ha JICUCHHE,
MAaIMeHTUTE, KOUTO ca MojTyJyaBaiu OeBanu3ymad B 703a oT 7,5 mg/kg Ha 3 ceAMMIIM B KOMOMHAITUSA C
XUMHOTEPAIUA ¥ ca IPOABDKUIM Ja MoJIydaBar OeBanuzymMad no 18 1ukbiia, ca uMaiiu

CTaTUCTUYECKU 3HaunMo nogoopenue Ha I1BI1.

Pesynararute oT TOBa nmpoy4BaHe ca 000601ieHn B Tabnuma 18.
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Ta6anna 18. Pesynrartu 3a epuxacnoct npu npoyusane BO17707 (ICON7)

[IpexxuBseMocT 6e3 mporpecus

CP CPB7.5+
(n=1764) (n=764)
Menuana ITBIT (Mecerm)’ 16,9 19,3
Koedwuruent na puck [95 % CIJ? 0,86 [0,75; 0,98]

(p-croitrocT = 0,0185)

o 1
YecToTa Ha ACHCTBUTENIEH OTTOBOD

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

(p-croitroct = 0,0188)

OO6111a NPEeXUBAEMOCT

CP CPB7.5+
(n=764) (n=1764)
Menunana (Mecern) 58,0 57,4
Koedwuruent Ha puck [95 % CI] 0,99 [0,85; 1,15]

(p-croiinoct = 0,8910)

'Tpu manpenTy ¢ H3MepuMo 3aG0IIBAHE HA H3XOIHO HHBO.

? Anamus Ha ITBI1 criopex OLeHKATa Ha H3CIIE0BATENs ¢ KpaifHa 1aTa 3a chOmupaHe Ha JaHHATE 30 HOCMBPH
2010r.

3OKOHYATEITHUAT aHAIN3 Ha 001aTa MIPEXKUBSIEMOCT € HalpaBeH, koraTo 46,7 % OT MalMeHTUTE ca MMOYUHAJH, C
KpaifHa nata 3a csOupane Ha ganaute 31 mapt 2013 1.

[IspBuununsT ananu3 Ha [1bI1, cnopen onenkara Ha u3caeoBaTeNs ¢ KpaiiHa garta 3a cbOupaHe Ha
nmanHute 28 gespyapu 2010 r., mokasBa HecTpaTuduupad koepuureHt Ha puck ot 0,79 (95 % CI:
0,68-0,91, nByctpanna log-rank p-croitnoct 0,0010) ¢ meaunana Ha [1BIT ot 16,0 Mecenia B CP rpynata
u 18,3 mecema B CPB7,5+ rpymara.

Honrpynoeute ananusu Ha [1BI1 mo cranuii Ha 3200sBaHETO U CHCTOSTHHE Ha perpec ca 0000IIeHN B

Tabmuia 19. Te3u pe3ynraTu MoKa3BaT HEUYBCTBUTEIHOCT HA METO/a HAa IbpBUYHMS aHanu3 Ha [1BI1,
KaKTO € ImokaszaHo B Tabmuma 18.
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Ta6auna 19. Pesyararu 3a [IBIT' ciiopen cTaqusi Ha 3a60/151BAHETO H CHCTOSIHHETO HA Perpec oT
KJINHUYHO npoyusane BO17707 (ICON7)

Pannomusupanu nanuentn craaui 111 3abonsBane ¢ onTuMaleH perpec Ha 3a00JsBaHETO 2,3
CP CPB7.5+
(n=368) (n=383)
Menauana Ha I1BI1 (mecerm) 17,7 19,3
Koedunment Ha puck (95 % CI 4 0,89
o puac (95 % C1) (0,74, 1,07)
Pannomusupanu nanuentn cbe craauii 111 3abonsiBane che cybonTrManex perpec3
CP CPB7.5+
(n=154) (n = 140)
Menauana Ha IIBI1 (Mecerm) 10,1 16,9
4 0,67
Koedumnment na puck (95 % CI >
¢ prack (95 % C1) (0,52, 0,87)
Pannomusupanu nanuenTn B ctaauii [V 3a0onsBaHe
CP CPB7.5+
(n=97) (n=104)
Menunana Ha [1BI1 (Mecern) 10,1 13,5
Koeduuumenr na puck (95 % CI 4 0,74
o praci (95 % C1) (0,55, 1,01)

' Ananmus Ha TTBIT criope] OLEHKATa Ha H3CISI0BATEIS C KpaifHa 1aTa 3a ChOMpaHe Ha naHHHTE 30 HOGMBpPH
2010 .

’C nm 6e3 0CTaThUHO 3a00IABAHE MAKPOCKOIICKH.

35,8 % oT olIaTa paHAOMH3MpaHa MOMYJIAIs TAUeHTH ca uMaiu ctaauii [11B 3abomsBane.

*OrHacs ce 3a KOHTPOJIHATA TpyIA.

Peyuousupawy kapyurom na atiunuyume

Eduxacnocrra 1 6e3onacHocTTa Ha OeBannM3yMad MpH JIeUCHUE Ha pEeLUIUBHPAILl eTUTENICH
KapLUHOM Ha SSHYHULINTE, (haToNueBUTE TPHOU M IbPBUYEH MEPUTOHEANICH KaPLIMHOM, Ca U3CICABAHN
B TpH knuHnyHE u3nutBanus daza [ (AVF4095g, M022224 u GOG-0213) npu paznuaHu

nomyJjanuy mManueHTU U CXEMH Ha XUMUOTCpaIus.

o AVF4095¢g onensiBa eukacHocTTa 1 6€30MacHOCTTa Ha OeBalu3yMad B KOMOMHAITUS C
KapOOIJIaTHH U TEMIMTAONH, ITOCIEIBAHO OT OeBanu3ymMab caMOCTOSTEIIHO TIPH MAIHEHTH C
YyBCTBHUTEJIEH HA TUIATHHA PEIMIUBHUPAIL] SUTEICH KAPIIMHOM Ha SHUIHUIMTE, (aToIMeBUTE
TPBOU WK MPBUYCH MIEPUTOHEATICH KaPIIUHOM.

o GOG-0213 omensiBa epukacHOCTTa 1 Oe30MacHOCTTa Ha OeBar3ymMald B KOMOWHAIINS C
KapOOIUTATHH M MAKJIUTAKCE, TOCNICBAHO OT OeBaIM3yMad caMOCTOSTEIIHO MTPH MAIUCHTH C
YyBCTBHUTEJIEH HA TUIATHHA PEIMINBHUPAIL] CUTEICH KAPIIMHOM Ha SHYHUIMTE, (aToIMeBUTE
TPBOU WK MPBUYCH MIEPUTOHEATICH KaPIIUHOM.

° MO22224 onensiBa epukacHOCTTa 1 6€30MaCHOCTTa Ha OeBann3ymMad B KOMOMHAITUS C
MAKJIATAKCEN, TOMOTEKAH WK TIETHINPAH JIMTI030MAJICH JOKCOPYOUIIMH MTPH MAIUEHTH C
IUTaTHHA-PE3UCTEHTEH PEIMINBUPAIIl CIIUTENIEH KaPIIMHOM Ha SHYHUIIUTE, (PaTOHEBUTE TPHOU
WIH ITbPBUYCH TIEPUTOHEATICH KapPIIHHOM.

AVF4095g

BezonacnoctTa n eukacHOCTTa Ha OeBaM3yMal MpH JICUCHUE HA MALUCHTKU C PELUANBUPALL
eMHTENICH KapLHOM Ha SIMYHULUTE, (QaJlONUEeBUTE TPHOU WM IbPBUUECH [IEPUTOHEATICH KapLIUHOM,
YYBCTBHUTEJIEH KbM JICUCHHE C TUIATHHA, KOUTO HE ca MOJTy4yaBaJld IPEN TOBA XUMHUOTEPAIHUs 3a
peuMauBHpano 3a00sABaHe WM JIeUeHre ¢ OeBalu3yMal, ca 3CIeBaHy B €IHO PaHIOMHU3HPAHO,
JBOHHOCIIATIO MTale00-KOHTPOIUPAaHO KIMHUYHO n3nuTBane ¢asa Il (AVF4095¢g). Kinmuanunoro
W3MUTBaHE CpaBHsABA e)eKTa Ha N0OaBsHE Ha OeBan3yMad KbM XUMUOTEPAITUs ¢ KapOOTUTaTHH U
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FeMHI/ITa6I/IH " IpOAbJI’KaBaHC Ha 6eBaI_II/I3yMa6 KaTO MOHOTEpamnus A0 nmporpecusd CbC CaMOCTOATCIIHO
IMPUIJIOKCHUC Ha Kap6OHJ'IaTI/IH n FeMLII/ITa6I/IH.

B KJIMHUYHOTO U3MUTBaHE ca BKIIOYBAHU CaMO MAIlUEHTKH ¢ XUCTOJIOTUYHO T0Ka3aH KapIMHOM Ha
SIMYHULIUTE, TBPBUYECH NEPUTOHEATICH KaPLIMHOM HMJIM KapLIMHOM Ha (hanonueBuTe TphOH,
peuuanBHpai > 6 Mecera ciel XUMHOTEpanys Ha OCHOBaTa Ha IJIATHHA, KOUTO HE ca MOoIy4YaBallu
XMMHOTEpAIHs 32 peHUANBIPATIOTO 3200 IsIBaHe U HE ca MOJTy4aBai MIPEALIeCTBAIlA TePAIHs C
oeBanuzymad, apyru naxuoutopu Ha VEGF nnmm apyru VEGF penenrtop-npunensu areHTu.

O06m10 484 ManMeHTKH ¢ U3MEPUMO 3a00JIsIBaHE ca PaHJIOMHU3HPAaHU B choTHOIIeHUE 1:1 3a

IMoJIfy4aBaHC HaA:

. Kap6omnarun (AUC 4, nen 1) u remuura6un (1000 mg/m” B gun 1 1 8) 1 e1HOBpeMEHHO
ruTane0o Ha BCEKH 3 CEIMUITU B MPOIbIKeHne Ha 6 1 1o 10 1uKbIIa, mocieiBalu oT rmiaredo
CaMOCTOSATENTHO (Ha BCEKH 3 CEAMMUITN) IO MPOTPECHUS Ha 3a00JISIBAHETO WIIM HETIPUEMITHBA

TOKCHUYHOCT.

. Kap6ormnarun (AUC 4, nen 1) u remuura6un (1000 mg/m” B gun 1 1 8) 1 e1HOBpeMEHHO
oeBarm3yma0 (15 mg/kg nen 1) Ha Bceku 3 ceqMuIy B poabinkeHne Ha 6 u o 10 1ukbia,
nocneaBanu ot oeBanm3yMad (15 mg/kg Ha Bceku 3 ceqMUII) CaMOCTOSTEIHO JI0 POTPecHs Ha
3a00JISIBAHETO WITM HETIPUEMIINBA TOKCHYHOCT.

[IspBuYHATA KpaiiHa TOYKA € MPEKUBIEMOCT 0€3 MPOrpecus Bh3 OCHOBA HA TpEIeHKaTa Ha
uscaenonatens ¢ nmomoinra Ha Moguduippad RECIST 1.0. [lonbIHATETHUTE KPAWHN TOYKH
BKITIOUBAT 0OCKTUBEH OTTOBOP, MPOIBIKUTEITHOCT HA OTTOBOPA, 001IIa PEXKUBIEMOCT H O€30TaCHOCT.
M3BBpILEH € ChILO U HE3ABUCUM MPETIie] Ha MbpBUYHATA KpailHA TOYKA.

Pesyararute oT TOBa npoy4BaHe ca 00061mieHy B Tabmuma 20.

Ta6anna 20. Pesynrartu 3a epuxacHoct oT npoyusane AVF4095g

[IpexxuBseMocT 6e3 mporpecus

O1eHKa Ha U3CIEI0BaATENS IRC orenka
[Tnane6o + | beBammsymad + C/G | Ilmane6o + | beausymab + C/G
C/G (n=1242) C/G (n=242)
(n=242) (n=242)
be3 nposepka 3a TUII
Menunana Ha 8.4 12,4 8,6 12,3
IIBI1 (mecerm)

Koedunuent na
puck (95 % CI)

0,524 [0,425, 0,645]

0,480 [0,377, 0,613]

p-CTOMHOCT

<0,0001

<0,0001

C nposepxa 3a TUII

MenmnaHna Ha
ITBIT (mecenm)

8,4

12,4

2

8,6

12,3

Koedwuruent Ha
puck (95 % CI)

0,484 [0,388, 0,605]

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

p-CTOHHOCT <0,0001 <0,0001
UYecroTa Ha OOCKTHUBEH OTTOBOP
O11eHKa Ha HU3CIEIOBATEIA IRC onenka
[Tnane6o + | beBammsymad + C/G | Ilmane6o + | beanusymab + C/G
C/G (n=242) C/G (n=242)
(n=1242) (n=242)
% mamueHTH ¢ 57,4 % 78,5 % 53,7 % 74,8 %
00EKTHBECH
OTTOBOP
p-CTOMHOCT <0,0001 <0,0001

O0611a NpeXUBIEMOCT
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[Tnane6o + C/G Bepanmzymab + C/G
(n=242) (n=1242)
Menuana na OI1 32,9 33,6
(mecern)
Koeduriuenrt Ha 0,952 10,771, 1,176]
puck (95 % CI)
p-CTOMHOCT 0,6479

ITonrpynosute ananusu Ha [1BI1 B 3aBUCHMOCT OT pelIUAMBUPAHETO CIIE] TIOCIIEIHATA TEPAIUS C
IUIaThHa ca 00001eHu B Tabimma 21.

Taoauma 21. Hpe)KI/IBﬂeMOCT 0e3 nporpecus Crmopea BpeMeETo OT mocjeaHara Tepamnus ¢
IJIATUHA 10 peuUuJIUBUPAHETO

Ouenka Ha M3cjen0BaTest
Bpeme ot nocJiegHaTa Tepanus ¢ IUIaTHHA Inanedo + besaumnsymao + C/G
J10 peluIMBMPAHETO C/G(n =242) (n =242)
6 — 12 mecena (n=202)
Menuana 8,0 11,9
Koedunuent Ha puck (95 % CI) 0,41 (0,29-0,58)
> 12 mecemna (n=282)
Menuana 9,7 12,4
Koedwuruent Ha puck (95 % CI) 0,55 (0,41-0,73)
GOG-0213

GOG-0213 e paHaOMHU3HPaAHO, KOHTPOJIMPAHO, OTKPUTO KIMHUYHO n3nuTBaHe ¢asa I, koeTo
u3cienBa 0e30macHocTTa ¥ e()UKacHOCTTa Ha OeBaI[M3ymal MpH JICYCHHE Ha MallueHTH ¢
PelMIUBHpAIL STUTEIICH KaPIIMHOM Ha AHYHUIMTE, (ATOMUEeBUTE TPHOU HITH MbPBUYCH
MIEPUTOHEATICH KapIIMHOM, YYBCTBUTEICH KbM JICUCHHUE C TUIATHHA, KOUTO HE Ca MOJTyYaBaIH MPean
TOBa XMMHUOTEPAIUs 32 pelUAnBUpaIiio 3adossiBane. [IpeuiHa aHTHAHTHOT€HHA Tepamnus He ¢
u3KIrouBanl kpurepuid. [IpoyuBanero oneHsBa ehexta Ha 100aBsHEe Ha OeBaNN3yMa0 KbM
KapOOIIaTHH + MAKJIUTAKCEN U MPOIbIKABAHETO Ha OeBaI3yMad caMOCTOSITEITHO JIO TIPOTPECHsl Ha
3a00JIIBAHETO WJIM HEMIPUEMJIMBA TOKCHYHOCT, B CPABHEHUE ChC CAMOCTOSITEIIHOTO MPHUIIOKEHHE Ha
KapOOIUIaTUH + MaKJINTaKCeT.

O6H_IO 673 MalreHTU Ca paHAOMU3HNPAHU B CAHAKBO CHbOTHOIICHNUEC KbM CJICAHUTC ABC I'PYIIU HaA
JICUCHUC!

. CP rpyna: Kap6ormnatun (AUC5) u maxutakcen (175 mg/m® HHTPaBeHO3HO) Ha BCEKH
3 cenMHULIM B IPOABIDKEHHUE HA 6 U 10 8 IUKBJIA.
o CPB rpyma: Kap6omnatun (AUCS) i nakmuraxcen (175 mg/m’ HHTPaBeHO3HO) U

eaHoBpeMeHHO OeBaru3zymad (15 mg/kg) Ha Bceku 3 ceqMuIy B MpoAbDKeHNE Ha 6 B 710
8 1uKnbIa, nociaeasaHo oT oesarusymad (15 mg/kg Ha BCeku 3 CeIMUIIU) CAMOCTOSITEIIHO 10
MIPOrpecHs Ha 3a00JIIBAHETO HIIM HEMPUEMIINBA TOKCHYHOCT.

IToBeuero manmentu B CP rpymara (80,4 %) u CPB rpynata (78,9 %) ca ot 6suata paca. Meaunanata
Ha BB3pactTa € 60,0 roguau B CP rpynara u 59,0 ronunu B CPB rpynara. [lo-ronsimMara gact ot
narentute (CP: 64,6%; CPB: 68,8%) ca BB Bb3pacToBara Kateropus < 65 roauau. Ha uzxoaHo
HUBO ITOBEYETO MAIMEHTH B JBeTe Ipynu Ha yiedenne ca umanu GOG PS 0 (CP: 82,4 %: CPB; 80,7 %)
wm 1 (CP: 16,7 %: CPB; 18,1 %). ®ynknuonanen craryc 2 no GOG Ha U3X0JJHO HUBO € ChOOIIeH
npu 0,9 % ot nauuenture B CP rpynara u 1,2 % ot nanuenture B CPB rpymnara.

[IspBuuHaTa KpaiiHa To4ka 3a epukacHocT € obiara npexupsemocT (OIT). OcHoBHAaTa BTOPHUYHA

KpaiiHa Touka 3a eukacHocT e npexxusemocT 6e3 nporpecus ([TBIT). Pesynrarure ca npencraBenu B
Tabmuma 22.
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Ta6auna 22. PesyaraTu 3a edpukacuocr™’ ot npoyusane GOG-0213

IIspBHYHa KpaiiHa TOUYKa
O61ma npexussiemoct (OIT) CP CPB
(n=336) (n=337)
Memuana Ha OIl (Mecernn) 37,3 42.6
Koedunuenr Ha puck (95 % CI) (eCRF)* 0,823 [CI: 0,680, 0,996]
p-CTOMHOCT 0,0447
Koedunuent Ha puck (95 % CI)(dopmyisip 3a 0,838 [CI: 0,693, 1,014]
peructpanys)
p-CTOMHOCT 0,0683
Bropuuna kpaiiHa Touka
[pexussiemoct 6e3 nporpecus (I1BIT) CP CPB
(n=336) (n=337)
Menanana Ha [1BI1 (mMecenm) 10,2 13,8
Koedunuent na puck (95 % CI) 0,613 [CI: 0,521, 0,721]
p-CTOMHOCT <0,0001

'OxoHuaTesICH aHATH3

*TyMOpHHTE OIEHKH H OLICHKHTE Ha OTTOBOPA Ca OIpE/IENeHH 0T H3CIe0BaTeuTe ¢ moMomTa Ha GOG
kputepunrte Ha RECIST (Ilpepaboreno prroBoactso Ha RECIST (Bepens 1.1) Eur J Cancer. 2009;45:228Y247).
*Koe(pHIMEHTHT HAa PUCK € U3YHCIIEH OT NPOMOPLUOHAIHI MOJIEU Ha pucka o CoX, CTpaTu()UIMpaHu Mo
NPOABIDKUTEITHOCT Ha HHTepBaia Oe3 JIeueHHe ¢ IUTaTHHA MPEId BKIIOYBAHETO B TOBA NpoyuBaHe, cropen eCRF
(eMeKTpoHHA KIIMHUYHA KapTa) U CTaTyC 110 OTHOLICHHE Ha BTOPUYHA XUpypruuHa uuropeaykuus Ja/He (da =
PaHIOMH3UPAHH [ MPETHPIAT HUTOPESIYKIMS WIH PAaHIOMU3UPAHH J1a He IPETHPIAT HuTopeaykuus; He = He e
KaHIUJIAT WK He J1aBa ChIJIacHe 3a MMOJyIaraHe Ha UTOPEIYKIIHs).

°CrpaTruuIEpani MO MPOXBIKATENTHOCT Ha HHTEPBaa 6e3 JIeUeHHe IPEIH BKIIOUBAHETO B TOBA POyUBAHE
chrilacHo (hOpMyJIsipa 3a PErHCTpalys M CTaTyca MO OTHOIEHWE HAa BTOPHYHA XUPYPrUYHA HUTOPETYKIIHS
Ha/He.

KIMHUYHOTO M3MUTBAHE € MOCTUTHAIIO CBOSITa OCHOBHA 1€ 3a monoopsBane Ha OIl. JleuenueTo ¢
OeBanu3ymab c jo3a 15 mg/kg Ha Bcekn 3 ceqMuUIM B KOMOMHAIMS ¢ XUMHOTEpanus (KapOoriaTuy 1
MaKJIUTAKCEN) B IPOIB/KCHHE Ha 6 U J10 8 IHKbJIa, OCISABAHO OT OeBalu3yMad 0 IPOrpecHs Ha
3a00JIIBaHETO MJIM HENPUEMIIMBA TOKCUYHOCT NP JaHHH, osrydeHu oT eCRF, Boau 10 KIMHUYHO
3HAYMMO U CTATUCTUYECKH 3HAaYMMO nozo0penue B OI1 B cpaBHEHHE C JIeYeHHETO ¢ KapOOIUIaTHH U
MAKJIUTAKCEIl CAMOCTOSTEITHO.

MO22224

[IpoyuBanero M022224 orensiBa eprkacHOCTTa U 0€30IIaCHOCTTA Ha OeBalM3ymMad B KOMOMHAITUS C
XUMHOTEPAIUs Py PE3UCTEHTESH HA TUIATHHA PEIMIUBUPAL STIUTEICH KapIIMHOM Ha SHYHUIINTE,
(anonueBuTe TPHOU MM IBPBUYEH MEPUTOHEAICH KapMHOM. ToBa MpoyyBaHe € MIaHuPaHO KaTo
OTBOpPEHO, paHmoMu3upano (asa Il ¢ aBe rpymnu 3a olieHKa Ha OeBaU3yMad ILIFOC XUMUOTEPAIIHS
(CT + BV) cnpsmo xumuotepanus camoctosirerano (CT).

O06m1o 361 manMenTH ca BKIFOUEHH B TOBA M3MUTBAHE U Ca IOyYWIH XUMHOTEpanus (MakiIuTaKcell,
TOIOTEKAaH IV METWIINPAaH JIM030MeH jokcopyourma (PLD) camocTosTeTHO Wik B KOMOUHAIIUS C

OeBar3ymao:

CT rpyna (XuMuoTepanus caMOCTOSTETHO):

. Iaxmtakcen 80 mg/m’ kato 1-yacoBa HHTpaBeHO3HA MH(Y3Us B auu 1, 8, 15, 1 22 Ha BCeKH
4 cenmuI.
. Tonotexan 4 mg/m” kato 30-MUHYTHA MHTpaBeHO3HA MH(Y3Hs B 1uu 1, 8, i 15 Ha Beeku

4 ceMuI. ATITEPHATHBHO MO Ja ce IPHIOKH 11032 oT 1,25 mg/m’® B IpOIbKEHIE HA
30 MuHyTH B THA 1-5 Ha BCEKH 3 CEIMMIIH.
2 .
. PLD 40 mg/m” kaTo uHTpaBeHO3Ha HHPY3Us cbC cKkopocT 1 mg/min camo B nieH |1 Ha Bceku 4
cenmuny. Crneq HuKBI 1 1eKapcTBOTO MOKE Jla ce Mpuiiara kato 1-yacoBa nHQpy3Hs.
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CT + BV rpyna (xuMuoTtepanus mwiroc 6eBanu3zymad):

o W3bpanara xummoTepanus € komOuHupaHa ¢ Oesarmuzymad 10 mg/kg MHTpaBEHO3HO Ha BCEKU
2 cepmui (i GeBannzymad 15 mg/kg Ha Bcekn 3 ceIMHUIIM, aKo ce U3M0I3Ba B KOMOWHALS
¢ Tororekad 1,25 mg/m2 B HU 1-5 Ha BCeku 3 ceaMUIIn).

[Nonxoasmure 3a BKIIOYBAHE MALUCHTH €A HMAJIH SUTENICH KapIMHOM Ha SHYHULNTE, (paronueBuTe
TpBOU WM IBPBUYEH NEPUTOHEATECH KapLUHOM, KOITO € Iporpecrpal B paMKUTE Ha < 6 Mecela oT
Mpe/IIecTBalla Tepamnus ¢ MIaTHHa, ChCTOSIIA Ce OT Hal-MaJIKo 4 IMKbBJIa Ha TEpaIus C MIaTHHA.
[NanuenTkuTe TpsOBa Aa ca MAJIM OYaKBaHa MPOABIKUTETHOCT Ha XKHUBOT OT > 12 ceAMULM U J1a HE
ca IoJTy4yaBajiil IIPey TOBa JibueTepanys Ha Ta3a u kopema. [loBeueto manuentku ca 6unu ¢ FIGO
craauii I1IC wu cramuii IV. [ToBedyeto ot OonHuTe B 1BeTe rpynu ca umanu ECOG ¢yHKInoHaIeH
craryc (PS) 0 (CT: 56,4 % cpemy CT + BV: 61,2 %). IlponientsT Ha narmentkure ¢ ECOG PS ot 1
wi > 2 e 38,7 % u 5,0 % B rpynara ¢ CT u 29,8 % u 9,0 % B rpynata ¢ CT + BV. Uma nundopmanus
3a pacoBaTa IpUHAISKHOCT Ha 29,3 % OT marueHTKUTe, KaTO MOYTH BCUYKHU OOTHH ca OMIH OT
Osutata paca. MeauaHaTta Ha Bb3pacTTa Ha nanueHTkuTe ¢ 61,0 (rpanuna: 25-84) ronunu. O06110

16 manuentku (4,4 %) ca Ha BB3pacT > 75 roauHu. O0maTa yecToTa Ha MpeyCcTaHOBsABAaHE MOPaIu
Hexxenanu crouTus e 8,8 % B rpymnata ¢ CT u 43,6 % B rpynara ¢ CT + BV (npeaumuo nopaau
HEXEJIAaHU CHOUTHS CTETCH 2—3), a MeInaHaTa Ha BpeMeTo J0 IpeycranoBsiBane B rpymnara ¢ CT + BV
e 5,2 Mecena B cpaBHeHHe ¢ 2,4 Mecena B rpynara ¢ CT. Yectorata Ha mpeyCTaHOBsIBaHE TIOpaan
HE)XeJIaHU ChOUTHS B OATpYyNaTa MaldeHTKy Ha Bb3pacT > 65 rogunu e 8,8 % B rpynara c CT u
50,0 % B rpynara c CT + BV. HR 3a IIbIl ¢ 0,47 (95 % CI: 0,35, 0,62) u 0,45 (95 % CI: 0,31, 0,67) B
noarpynure < 65 u > 65 CbOTBETHO.

[IppBUYHATA KpaifHa TOUKA € MIPEXKUBIIEMOCT O€3 IPOrpecusi, C BTOPUYHU KpalHHU TOYKH, BKIFOUBAIIH
CTereH Ha 0OEKTUBHO MOBIHUSABAHE U 001I1a MpeXXUBsieMOCT. Pe3ynrarute ca mpeacTaBeHy B

Tabnuma 23.

Ta6auuna 23. PesyaraTu 3a epukacHocT oT npoyuBane M022224

IIspBHYHa KpaiiHa TOUYKA

[Ipexussiemoct 6e3 nporpecus™

CT CT + BV
(n=182) (n=179)
Mennana (MeceIu) 34 6,7
Koedwuruent Ha pruck
(95 % CI) 0,379 10,296, 0,485]
P-CTOMHOCT <0,0001

Bropuunm kpaliHu TOUKH

CreneH Ha 00EKTUBHO MMOBIHsBaHe* *

CT CT +BV
(n=144) (n=142)
% marmenTy ¢ 00EKTHBHO 18 (12,5 %) 40 (28.2%)
TIOBJIMSIBAHE
p-CTOHHOCT 0,0007
001112 IPeKUBSIEMOCT (OKOHUYATEJICH aHaIu3)***
CT CT +BV
(n=182) (n=179)
Menanana Ha OII (Mecenn) 13,3 16,6
Koedunuent Ha puck
(95 % CI) 0,870 0,678, 1,116]
p-CTOMHOCT 0,2711

Benukn aHanmsm, npeAcTaBeHH B Ta3W TabauIa, ca CTpaTH(OUINPAH aHATIM3H.

*[IppBUYHAAT aHATH3 € U3BBPIICH C KpaifHa Aara 3a crOupane Ha naHaute 14 HoemBpu 2011 1.
**PaHIOMU3MpPAHU TTALMEHTH C U3MEPHMO 3a00JIIBaHEe Ha U3XOJIHO HUBO.

**F*OKoHUATETHUAT aHAJIN3 Ha 00IIaTa MPEeKUBAEMOCT € U3BBPIICH IpH HaOMI01aBaHeToO Ha 266 CMBPTHH
ClIy4au, KOoeTo mpejacTapisBa 73,7 % OT BKIIOUCHUTE TAIlECHTH.
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WznuTBaneTo noctura mbpBuYHaTa cu uen — nogoopenne Ha [1BI1. B cpaBHeHne ¢ nanueHTHte €
peuManBHpAlll, Pe3UCTEHTECH Ha TUIATHHA KAPIIMHOM, JIEKYBAHU C XUMHOTEpanus (MaKJINTaKCel,
rornoTekaH wiu PLD) camocTosTeHO, MallMEHTHTE, KOMTO ca MoJIyyaBaiu OeBau3yMal B 103a

10 mg/kg na Bceku 2 ceamuiy (min 15 mg/kg Ha Bceku 3 ceMUIIM, aKO € W3IOI3BaH B KOMOWHAIIUS C
1,25 rng/rn2 TOTIOTEKaH B THU 1—5 HA BCEKU 3 CEIMUITM) B KOMOMHAIIUS C XUMHOTEPAITUs 1
NPOIBJDKABAT J1a MOJTyyaBaT OeBalu3yMad 0 Iporpecust Ha 3a00JsIBAaHETO WIIM HEMIPUEMIINBA
TOKCHUYHOCT, Ca MMaJIi CTAaTUCTUYCCKHU 3HaunMo rogoopenue Ha [1BI1. ExcroparopHuTe aHau3u Ha
[IBIT u OIl ciopen XuMHOTepaneBTHIHATAa KOXOPTa (MakiIuTaKcen, Tonotekad U PLD) ca 06001ienu B
Tabmuia 24.

Ta6auua 24. Excniioparopan anaausu Ha IIBIT u OII cnopen xXuMHoTepaneBTHYHATA KOXOPTa

CT | CT + BV
IHakauTakcesa n=115
Menunana Ha [1BI1 (mecern) 39 | 9,2
Koedumnment Ha puck (95 % CI) 0,47 [0,31, 0,72]
Menanana Ha OII (Mecenn) 13,2 | 22,4
Koegunment Ha puck (95 % CI) 0,64 [0,41, 0,99]
Tonorexkan n=120
Menauana Ha I1BI1 (mecenn) 2,1 | 6,2
Koedumment Ha puck (95 % CI) 0,28 [0,18, 0,44]
Menanana Ha OIl (Mecenn) 13,3 | 13,8
Koedurment Ha puck (95 % CI) 1,07 [0,70, 1,63]
PLD n=126
Menanana Ha [1BI1 (mMecenm) 3,5 | 5,1
Koedwumment Ha puck (95 % CI) 0,53 [0,36, 0,77]
Menanana Ha OII (Mecenn) 14,1 | 13,7
Koegunment Ha puck (95 % CI) 0,91 [0,61, 1,35]

Pax na mamounama wiuixa

GOG-0240

Eduxacnocrra n 6e3onacHocTTa Ha OeBann3ymMad B KOMOMHALIUS ¢ XUMUOTEpanus (ITaKJIUTaKCeN U
UCIIATHH WM NAKJIMTaKcel U TONOTEKaH) MPpH JieueHHEe Ha MAIMEHTH C MePCUCTHPAII,
PEeIMINBUPALL] HJTH METAacTa3upajl KapLMHOM Ha MaTOYHATa IIUiiKa e olleHeHa B npoyuBaHe GOG-
0240, pangoMHU3HpaHO, OTKPUTO, MHOTOLIEHTPOBO KIMHUYHO H3nuTBane ¢asa Il c yernpu pamena.

0061110 452 NalMEeHTH ca PaHIOMU3MPAHH Ja MTOJTy4aBaT €HA OT CICTHUTE CXCMH:

. Haxmraxcen 135 mg/m” uHTpaBeHo3HO 3a 24 yaca Ha aeH | u nucruiaTue 50 mg/m’
MHTPaBEHO3HO Ha JEH 2, BceKU 3 cenmuuu (q3w); uin
ITaxmuraxcen 175 mg/m2 WHTPaBEHO3HO 3a 24 Jyaca Ha feH 1 u rucruiatua S50 mg/m2
MHTPaBEHO3HO Ha JEH 2, BCeKU 3 cenmuuu (q3w); uin
axmrakcen 175 mg/m naTpaBeHosHo 3a 3 yaca Ha e | i nucruiatus 50 mg/m’
WHTpaBeHO3HO HA 1ieH 1 (q3w)

. Haxmraxcen 135 mg/m” uHTpaBeHo3HO 3a 24 yaca Ha aeH | u nucruiaTie 50 mg/m’
MHTPaBEHO3HO Ha JeH 2 1moc OeBannszymad 15 mg/kg naTpaBeHo3Ho Ha aeH 2 (q3w); uiH
Iakaurakcen 175 mg/m” uHTpaBeHo3HO 3a 3 yaca Ha el | u mucmatuH 50 mg/m’
MHTPaBEHO3HO Ha JieH 2 TuIroc OeBaru3ymad 15 mg/kg nHTpaBeHo3HO Ha jeH 2 (q3w); Win
Maxmtakcen 175 mg/m” urTpaBeHo3Ho 3a 3 yaca Ha el 1 u uucnnarus 50 mg/m’
MHTPaBeHO3HO Ha AeH | mmoc OeBanmszymad 15 mg/kg nntpaBeHo3Ho Ha neH 1 (q3w)

o axurakcen 175 mg/m® MHTpaBeHO3HO 3a 3 yaca Ha jeH | u TonoTekan 0,75 mg/m’
MHTpaBeHO3HO 3a 30 MuHyTH Ha qHH 1-3 (q3W)
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. axmrakcen 175 mg/m” uHTpaBeHO3HO 3a 3 yaca Ha jeH 1 u TonoTeka 0,75 mg/m’
MHTpaBeHO3HO 3a 30 MuHyTH Ha qHM 1-3 Toc OeBannszymad 15 mg/kg nHTpaBeHO3HO Ha JeH |

(93w)

IMoaxonsmure 3a BKIIOYBAHE MALMEHTH Ca UMANIM IEPCUCTUPAIL, PELUANBUPALL WIH METaCTa3upa
CKBaMO3HOKJIEThYEH KapLUHOM, aJCHOCKBAMO3EH KapLIMHOM WJIH aICHOKapIIUHOM Ha MaTO4YHATA
HIHf/'IKa, KOMTO HE Ca CC MOBJIMAJIN OT XUPYPIUYHO JICUCHUEC I/I/I/IHI/I JIBYCTCpAIIA U KOUTO HE Ca
MOJTy4YaBaJIM Mpe/IIecTBaiia tepamnus ¢ Oearuzymad wim apyru VEGF naxuburopu, wim cpencraa ¢
muieHa VEGF-peuenropa.

Menauanata Ha Bp3pactTa € 46,0 ronunu (rpanumy: 20—83) B rpymnara caMmo Ha XUMHOTEPAIUsI U

48,0 ronunu (rpanuny: 22—85) B rpynaTa Ha XuMuoTepamnus + oesaunzyma0; kato 9,3 % ot
MAIEeHTUTE B rpynaTa caMo Ha XuMuoTtepanus u 7,5 % oT mareHTuTe B rpynaTa Ha XUMHAOTepanus +
OeBaru3yMa0 ca Ha Bb3pacT HaJll 65 roauHu.

Ot 452 nanueHTH, paHIOMHU3UPAaHU Ha U3XOIHO HUBO, MO-ToJIsIMaTa 4acT ca ot Ositara paca (80,0 % B
rpyrmara caMo Ha xuMuorepanus u 75,3 % B rpynara Ha xumuoTepanus + 6eBanuzyma0), umar
CKBaMO3HOKJIEeThUYeH KapuuHoM (67,1 % B rpymara camo Ha xuMuoTtepanus u 69,6 % B rpynara Ha
XUMHUOTepanus + 6eBanu3zymal), IMaT epCUCTUPAIO/penuanBuparo 3adonssane (83,6 % B rpynara
camo Ha xumHuoTepanus U 82,8 % B rpymnara Ha XuMHOTepanus + OeBanu3ymal), IMaT MeTacTasu Ha
1-2 mecta (72,0 % B rpymnara camo Ha XUMHOTepanus u 76,2 % B rpymnara Ha XUMHOTEpanus +
OeBanu3ymal), UMaT 3acsrane Ha JumbHuTe Bb3IH (50,2 % B rpynara caMo Ha XUMHOTEpanus 1

56,4 % B rpynaTta Ha XUMHOTepanus + OeBaru3ymal) U UMaT UHTEpBaJl 0e3 JICUCHHUE ¢ TUIaTHHA >

6 mecerna (72,5 % B rpynara camo Ha xumuoTepanus u 64,4 % B rpynara Ha XUMHOTEpaIus +
OeBaru3ymao).

[IppBUYHATA KpaifHa TOUKa 32 e(PUKACHOCT € 00IaTa MPeKUBIEMOCT. BTopruuHHTE KpaliHH TOUKH 32
e(MKacCHOCT BKJIIOUBAT MPEXKHUBSIEMOCT 0€3 MpOrpecHst U CTEeNeH Ha 0OEKTUBHO MOBIIMSBAHE.
Pesyarature oT MbpBUYHUS aHATIU3 U MPOCIEASABAIIMS aHATN3 ca NIPEICTABEHH CIIOPE] ICYEHUETO C
OeBarM3yMab u Cropeji JCUSHUETO B M3IUTBAHETO, ChOTBETHO B Tabmnuia 25 u Tabmuna 26.

Tabanna 25. PesynraTu 3a epukacHoct ot npoyusane GOG-0240 criopesn JieueHHETO €
OeBanmu3ymad

Xumuorepanusa | XumuoTepanus + 6eBanuzymad
(n =225) (n=227)
IIepBHYHa KpaiiHa TOYKa
06112 IpeKuBAEMOCT — [IbpBHYeH aHanmu3’
Mezauana (Mecery)’ 12,9 | 16,8
Koedwuruent Ha puck [95 % CI] 0,74 0,58, 0,94]
(p-croitnoct’ = 0,0132)
0612 npeskuBsemMoct — [Ipociensan aHamu3’
Menuana (Mecern)' 13,3 | 16,8
Koedwuruent Ha puck [95 % CI] 0,76 [0,62, 0,94]
(p-croitnoct™® = 0,0126)

Bropuunu kpaiiHu TOUKH
TpesxupseMocT 6e3 nporpecust — [TspHUeH aHATH3
Menuana ITBIT (Mecern)'
Koeduuunent na puck [95 % CI]

6,0 | 8,3
0,66 [0,54, 0,81]
(p-croitnoct’<0,0001)

Haii-106po 06110 nosusizane — [TsprueH aHamns’
Pecron/iepy (CTeneH Ha MOBJIHsABAHE)” 76 (33,8 %)

103 (45,4 %)

95 % CI 3a CTENEHH Ha MOBJIUSIBAHE"

[27,6 %, 40,4 %]

[38,8 %, 52,1 %]

Paznuka B cTenieHHTE Ha IMOBIUSBAHE

11,60 %
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95 % CI 3a pa3nukara B CTCTICHUTE Ha

l'IOBJ'II/ISIBaHe4

[2,4 %, 20,8 %]

p-croitHOoCT (XU-KBaJparT TecT)

0,0117

'Onenku o Kaplan-Meier.

2 .
[TareHTH 1 IPOLIEHT Ha MAIlEHTHTE ¢ Haili-mo6po o610 nosnusiBaHe ¢ moTBbpAeH CR nim PR nporent,
M3YHCIICH [0 OTHOIICHHE Ha MAIlMEHTHUTE C M3MEPUMO 3200 sIBaHe Ha N3XOAHO HUBO.

395 9% CI 3a eiHa GHHOMEHAIHA IPO6a ¢ M3MOT3BaHe HA MeToxa Ha Pearson-Clopper.

4 o

[Mpubnuzutenen 95 % CI 3a pa3nukara oT IBe CTOHHOCTH C U3MoJI3BaHe Ha MeToza Ha Hauck-Anderson.
>JIorapuTMHUYHO NIPeoOpa3yBaH PAHKOB TecT (CTpaTHOUIMpPaH).
SIIbpBUYHUAT aHATH3 € H3BBPLICH NMPH KpaliHa 1aTa 3a chOupane Ha gaHHHTe 12 nexkemBpu 2012 T. i ce cunTa 3a

OKOHYAaTCJICH aHaJIn3

7 o

[pocreasiBamusT aHATN3 € U3BBPIICH MPH KpaifHa Jata 3a choupane Ha ganaute 07 mapt 2014 1.
8 v

P-CTOIHOCTTa € IoKa3aHa caMo C OIMcaTeHa IIe.

Tadauua 26. Pe3yaraTu 3a o01a npe:kuBsieMoct ot npoyuBane GOG-0240 cniopes jieyeHUeTo B

H3NMUTBAHETO

CpaBHsiBaHe Ha jiedennero |JIpyr ¢akrop Oo6ma npesxkuBsieMoct | O0IA NPEKUBIEMOCT
— II'bpBuyeH anamn3' — IIpocaensiBain
Koepuument Ha puck anam3’
95 % CI) Koeduuuent Ha puck
95 % CI)

Bepanuzymab copsmo bes
OeBanu3zymab

Hucnnatun +
ITaxknmurakcen

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

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

Tonorekan +

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

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

crpsamo Hucrnatun +
TTaxnurakcen

Ilaknmurakcen (14,9 cpsimo 11,9 (16,2 cipsimo 12,0
mecera; p = 0,1061) Mmecera; p = 0,1342)
Tonorekan + [TaxnuTakcen bepanuzyma0 1,15 (0,82, 1,61) 1,15 (0,85, 1,56)

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

(16,2 cnpsimo 17,5
Mmecera; p = 0,3769)

bes 6eBaunzymad

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

1,08 (0,80, 1,45)
(12,0 cripsimo 15,0
Mmecera; p = 0,6267)

T "
[IppBUYHAAT aHATH3 € U3BBPIICH IPU KpaliHa aTa 3a chOupaHe Ha naHHuUTe 12 mexemBpu 2012 r. u ce cunra 3a

OKOHYAaTCJICH aHaJIn3

2 .
[pocreasiBamusT aHAIN3 € H3BBPILCH MPH KpaifHa aara 3a crOupane Ha qanaute 07 mapt 2014 r.; BCHYKH p-
CTOMHOCTH ca ITOKa3aHH CaMo C ONKCATETHA [El.

He()uampulma nonyaayus

EBporietickaTa areHus Mo JeKapcTBaTta 0CBOO0XKIaBa OT 3abJDKCHUETO 32 MPEI0CTaBSIHE Ha
pe3yaTaTHTEe OT IPOYYBaHHUATA ¢ OeBalM3yMad BbB BCUUKH MTOATPYIIH HA NIeAUATPUYHATA TOITYJIAIUs
3a 0100peHNUTE MTOKa3aHUs MPHU pakK Ha I'bpJaTa, aJICHOKAPIUMHOM Ha JIe0eII0TO YePBO U PEKTyMa,
KapIIMHOM Ha OenuTe TpoOoBe (IpeOHOKIeThYCH U HepeOHOKIEThUSH KapIIMHOM), KapIIMHOM Ha
0BOpeka u ObOpedHOTO JIereHYe (C 3KII0UYEeHUE Ha HeBpobIacToM, HehpobiacToMarosa,
CBETJIOKJIETBYEH CApKOM, Me3001acTeH HepoM, OBOpeUeH MeTyapeH KapIliMHOM U pabJIouIeH TyMOp
Ha OBOpeKa), KapIMHOM Ha SHYHHUIHTE (C M3KIII0UYEHNE Ha Pa0OMHUOCAPKOM U
FepMUHATUBHOKICTHYHU TYMOPH), KAPIIMHOM Ha (HaJIONMUEBUTE TPHOH (C U3KIIOUCHHUES Ha
pabIOMHOCAPKOM M FePMUHATHBHOKJICTHYHHN TYMOPH ), IIEPUTOHEAICH KaPIIMHOM (C M3KIIOUYCHUE Ha
0JIaCTOM M CapKOM), KapIIMHOM Ha IIMHKaTa Ha MaTKaTa U KapIliMHOM Ha MaTKaTa.

Bucokxocmenenen enuom

He e maOnronaBaHa aHTUTYMOPHA aKTUBHOCT B JIBE ITO-PaHHU MpOy4YBaHus 1pu o61io 30 memna Ha
BB3pacT >3 roAVHU C peuruauBHUpall UKW IMIPOTrPECUBEH BUCOKOCTCIICHCH I'NIMOM, JICKYBaHU C
oepar3ymab u upuaotTekad (CPT 11). Hama nocrarbuno uHopManus, 3a 1a ce onpeaein
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Oe30ImacHoCTTa U G(I)I/IKaCHOCTTa Ha 6eBaI_II/ISYMa6 npu ae1a ¢ HOBOAUArHoCTUpaH BUCOKOCTCIICHCH
TJIMOM.

. B exno knmuanuHo npoyuBane ¢ eqna rpyna (PBTC-022) 18 gena ¢ peruanBupan win
MIPOTPECUBEH BUCOKOCTEIICHEH TIHOM M3BBHH BapOMEBHUS MOCT (BKIIFOUUTETHO § C TIIHO0IacTOM
[C30 crenen IV], 9 c anamnactuuen actpouutoM [creneH [II] u 1 ¢ ananmactuuex
omuroaenaporauom [crerneH I1I]) ca nexyBanu ¢ 6eBanmzymad (10 mg/kg) pe3 nBe ceamuny u
crey1 ToBa ¢ Gearm3ymab B kombunamus ¢ CPT-11 (125-350 mg/m?) BeaHbX HA JBE CEAMHIM
1o porpecusi. Hama o0eKkTHBEH (YaCTHUYEH WITH ITBJICH) PaHoJIOTHYeH OTIOBOp (KpUTEpHH Ha
MacDonald). TokcH4HOCTTa U HeXKEITaHUTE PEaKIIUH BKIFOUBAT apTepHaIHa XUIIEPTOHUS U
ymopa, kakto u ucxemus Ha LTHC ¢ ocTbp HeBposorudeH aeuimr.

o B perpocnekTuBHa cepus B €IHO JieueOHO 3aBeeHne 12 mociaeqoBaTeTHO HOCThINIIN JIela
(2005 1. mo 2008 r.) ¢ penUaMBHpALL UM IPOTPECUBEH BUCOKOCTENeHeH oM (3 cbe C30
crerie [V, 9 c¢be crenen I11) ca nexyBanu ¢ 6eBanmzymab (10 mg/kg) n upuHOTEKaH
(125 mg/m®) npe3 2 ceamuuy. HaMa IbJIHKM OTTOBOPH, KATO HMa 2 YaCTMYHH OTTOBOPA
(xputepun Ha MacDonald).

B enno pangomusupano npoyusane ¢aza [ (BO25041) o6mo 121 nanueHTy Ha Bb3pacT > 3 TOIUHH
10 < 18 rogMHu ¢ HOBOMArHOCTUIMPAH CYNPAaTeHTOPHAJICH WM HH(paTeHTOpUalleH LepedenapeH
WIN TIeAyHKyapeH BucokocTeneHeH riauoM (high-grade glioma, HGG) ca nexyBanu mocronepaTuBHO
¢ mpuerepanus (JIT) u agroBanten Temo3onomun (T) cbe unu 6e3 OeBanuzymad: 10 mg/kg npes

2 ceIMHIIM UHTPABEHO3HO.

[Ipoy4uBaHeTO HE OCTUra MbPBUYHATA CH KpaliHa TOYKa 3a JJOKa3BaHE Ha 3HAYMMO MOJ00pEeHUE Ha
npexuBsemoctTa 6e3 crouTns (I[16C) (onenka Ha lleHTpanHara KOMUCHs 3a TIperie] Ha
pentrenorpadcekure qanau (Central Radiology Review Committee, CRRC) ciien no6aBsine Ha
oeBarm3ymab kpM pamoto ¢ JIT/T B cpaBrenue ¢ pamoto camo ¢ JIT/T (HR = 1,44; 95 % CI: 0,90,
2,30). Te3u pe3ynratu CHOTBETCTBAT HA PE3YITATUTE OT Pa3INIHU aHAIM3HM HA YyBCTBUTEITHOCTTA U
HAa CHOTBETHUTE KIIMHUYHH MOATPyNH. Pesynrature ot Becnuku Bropuunu kpaitau Touku (I16C,
oneneHa ot m3cnenosarens, 1 COII u OIl) He moka3Bat nogoOpeHne, CBEP3aHo ¢ T00aBSIHETO Ha
oeparu3ymabd kpM pamoto ¢ JIT/T B cpaBHeHue ¢ pamoTo camo ¢ JIT/T.

Hob6assueTo Ha 6eBanu3zymabd kbM JIT/T He nokas3sa kMHWYHA Mon3a B poyuBaHe BO25041 npu
60 manueHTy — Aena, NOAXOAAIIH 3a OLIEHKA, C HOBOAMArHOCTUIIMPAH CYIPaTEHTOPHAIIEH HITH
uH(paTeHTOpHAJICH IiepedeIapeH Wi MneayHKyaapeH BucokoctenerneH rirom (HGG) (Bxk. Touka 4.2
3a HHQOpPMALHsI OTHOCHO yroTpeda B MeANaTpusITa).

Capkom HA MeKume mvKaHu

B eqHo parnmommsupano npoyuBane ¢asa 1 (BO20924) o6mo 154 nanueHT Ha BB3pacT > 6 Mecerna
10 < 18 roarHN ¢ HOBOAWATHOCTHIIMPAH MeTacTazupail pabJoMHOCapKOM B CApKOM Ha MEKHUTE
THKaHH, pa3InyeH OT pabIOMHOCapKOM, ca JIEKYBaHU ChC CTAHJIAPTHO JieueHue (MHAYKINS
IVADO/IV A+/- nokanHa Tepamnusi, MocjaeIBaHO OT MOALbPIKaIlla Tepanus ¢ BUHOPEIOUH U
mukinogochamu) cbe wiu 6e3 6eBanusymad (2,5 mg/kg/cenmuna) ¢ 001a NpoAbIHKATETHOCT Ha
JeueHneTo npubam3uTenHo 18 mecena. KbM MOMEHTa Ha OKOHYATEIHUS TbPBUYCH aHAIIN3
IbpBUYHATA KpaliHa Touka npexussiemoct 6e3 cpoutne (I16C), onienena mpu He3aBUCHUM LEHTpaJICH
nperses, He 0Ka3Ba CTaTUCTUYECKU 3HAYMMa Pas3iiiKa MeXy ABeTe pameHa Ha itedenue, HR 0,93
(95 % CI: 0,61, 1,41; p-croitHocT = 0,72). Paznmukata B COII Mexay n1BeTE paMeHa Ha JICUCHHUE TTPU
MAJIKOTO MAI[EHTH, KOUTO Ca MMAJIM H3MEPUM TYMOP Ha M3XOJTHO HHBO M IOTBBPACH OTTOBOP MPEIH
NOJTy4YaBaHe Ha KaKBaTO M Ja € JIOKaJHa Tepamnus, OLCHEH NPH He3aBUCHUM LIEHTpaleH npernen, € 18 %
(CI: 0,6 %, 35,3 %): 27/75 namuentu (36,0 %, 95 % CI: 25,2 %, 47,9 %) B rpynara Ha XUMHOTEPAITHS
u 34/63 nauuentu (54,0 %, 95 % CI: 40,9 %, 66,6 %) B rpynara ¢ BV + xuMmuorepanus.
OxoHYaTeTHUTE aHATU3HU Ha oOmara npexxussemMocT (OIl) He moka3BaT 3HaUMMa KIMHWYHA 0138 OT
no0aBsiHETO Ha OeBalM3yMad KbM XUMHOTEPAINus P Ta3H MOIMYJIALHs MAalUEeHTH.
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B kmuanuno n3nutBane BO20924 nobassiHeTo Ha OeBann3ymMad KbM CTaHAAPTHOTO JICUCHHE HE €
MOKa3aJI0 KIIMHUYHA T10J13a TIPH MOUIeXkKAIUTE Ha olleHKa 71 manueHTH Aena (Ha Bb3pacT oT 6 Mecena
no oy, 18-roauiHa BB3pacT) ¢ MeTacTa3upai padbJOMHOCAPKOM B CApKOM Ha MEKHUTE ThKaHH,
pasjiuueH OT padgoMuocapkoM (Bk. Touka 4.2 3a nHbopMaIys OTHOCHO yIoTpeOa B MeuaTpusTa).

Yecrorara Ha HeXeJIaHU CHOUTHS, BKIFOUHTEITHO HEXKEITAHU CHOUTHS CTEIeH > 3 U CEpUO3HU
HEXEJIaHW CHOUTHS, € CXO/IHA MEX Iy JBETE paMeHa Ha jieueHue. M B ABeTe paMeHa Ha JIeueHHe He ca
HACTHITWIN HEXeJIaH! CHOUTHUS, BOJIEIIN 0 CMBPT; BCHUKA CMBPTHH CIy4dau ce OTJaBaT Ha
nporpecus Ha 3a0omnsBaHeTo. JJo0aBsHETO Ha Oe3annu3yMad KbM Pa3IMIHUTE BH3MOKHOCTH 32
CTaHJIAPTHO JICUCHUE M3IJISK A CE MTOHACS J00pe B Ta3H MeIUaTPUYHA HOIYJIAIHU.

5.2 ®apmMaKkoKWHETHYHH CBOJCTBa

DapMaKOKWHETUYHUTE JJAHHU Ha OeBai3yMal ca MOMYUYeHH OT JIeCeT KIMHUYHH U3ITUTBAHUS TIPH
NalUeHTH ChC CONUIAHN TYMOpPH. IIpy BCHUKM KIMHWYHY U3MUTBAHHUS OeBaln3yMal e Ipuiiarat upes
MHTpaBeHO3Ha HHPY3us1. CKOpOCcTTa Ha HHPY3HUATA € 3aBHCENa OT IOHOCUMOCTTA, KaTo
NPOJIBIDKATEIHOCTTA HA HayaHaTa nHpy3us ¢ 6una 90 munytn. @apMakoKUHETUKATA HA
OeBanu3yMab e IMHelHa pu A03u, Bapupany oT 1 1o 10 mg/kg.

PasnpeneneHue

OOwnyaiinaTa CTOMHOCT 3a 00eMa Ha pasnpeaeseHue B HeHTpaIHus komnapTuMent (Ve) e 2,73 1u
3,28 1 chOTBETHO 32 MBKE U )KEHH, KOETO € B TPaHUIINTE, onucany 3a [gG u Ipyru MOHOKJIOHATHH
anturena. OouyaiiHaTa cToiHOCT 3a nepudepus odem Ha pasmpeneneHue (Vp) e 1,69 1u 2,351
CHOTBETHO 32 MBXE U JKE€HH, KOraTto 0eBannuzymad ce mpuiiara eHOBpeMEHHO C aHTHHEOIUTACTHYHH
cpeacta. Cren KOpUrupaHe Cropel TEIECHOTO TerIo MBXeTe ca MMainu no-roisiM Ve (+ 20 %) B
CpaBHEHHE C )KEHHTE.

Buorpanchopmarus

Onenkara Ha MeTabosn3Ma Ha OeBar3ymMad Tpy 3aifliy cliell eTHOKpaTHa HHTPaBEHO3HA J103a OT
1251-6eBannzymad e nmokasana, 4e MeTabOIUTHUAT My PO € mogo0eH Ha TO3U, OYaKBaH MPH
HatuBHaTa IgG Monekyna, kosto He cBbp3Ba VEGF. MeTtabonm3MbT U eTMMUHUPAHETO Ha
OeBanm3ymab ca mogoOHM Ha mpolecuTe Ipy enporenHus IgG, T.e. mpeauMHO Ype3 IPOTEONUTHIEH
KaTaOOMU3bM B OPraHU3Ma, BKIIOUYUTEIHO B €HAOTEIHUTE KICTKH, KaTO HE Ce Pa3uuTa NpeANMHO Ha
eIMMUHMpaHe npe3 0p0penuTe U yepHus apo0. Cebp3Banero Ha IgG ¢ FcRn penenTop Boau no
NpefoTBpaTsIBaHEe Ha KICTHUYHUS METa0OIN3bM U JI0 TIO-TIPOIBIDKUTEIICH TEPMUHAJICH TIOTYKUBOT.

Enumunupane

CroitHOCTTa Ha KIMpbhHCA € paBHA cpeaHo Ha 0,188 u 0,220 | fHEeBHO CHOTBETHO 3a MBXKE U )KCHHU.
Crnien KOpUTHpaHe CIIOpe]] TEIECHOTO TETTI0 MBXKETe NMAaT MO-BUCOK KIIMPBHC Ha OeBaru3zymad

(+ 17 %) B cpaBHeHue ¢ xeHuTe. Criopea IByKOMITAPTUMEHTHSI MOJIET €TUMUHAIIMOHHHST
IMOJIY>KUBOT € 18 JHU ITPU TUIIUYHUTE MaIUCHTU XKCHU U 20 OHU IIPU TUITUIHUTE NAalIUCHTU MBIKEC.

Huckute croifHOCTH Ha anOyMuHa ¥ BUCOKOTO TYMOPHO HaTOBapBaHE OOMKHOBEHO ca MOKa3aTeIHH 3a
TeXecTTa Ha 3a0onsaBaneTo. KnmupbHCHT Ha OeBanmzymad e npubausutenso ¢ 30 % no-0bp3 npu
HAI[MEHTUTE C HUCKU HUBA HA CEPYMHUS aIOYMUH U CbC 7 % MO-0bP3 NPHU MALUESHTH C TI0-BHCOKO
TYMOPHO HAaTOBapBaHE B CPABHEHUE C TUIIMYHUS MAIMEHT C MEIHAaHHH CTOWHOCTH Ha aJOyMUH U
TYMOPHO HaTOBapBaHe.

(DaDMaKOKI/IHeTI/IKa OpH CriCIYaJIHN MOIYJIaliir

[omynanuonnara GapMakoKMHETHKA € OWJIa aHATM3UpaHa MTPU Bb3PACTHU U MEAUATPUIHH MAIUSHTH
C IIeJT OIIEHKA Ha e)EeKTUTE Ha JIeMOTpa)CKUTE XapaKTEpUCTHKH. [Ipy Bb3pacTHH MAlUEHTH
pe3yaTaTuTe He ca MoKa3ajiy 3Ha4ylMMa pasjihka BbB (papMaKOKHHETHKaTa Ha OeBanu3ymal 1o
OTHOLUEHUE Ha Bb3PacTTa.
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bvbpeuno yspeocoane

He ca npoBexnanu nmpoy4BaHus 3a u3cieBaHe Ha hapMakOKMHETHKATa Ha OeBalu3ymal mpu
NanyueHTH ¢ ObOPEeYHO yBpeXkaaHe, Thid KaTo ObOpeuTe He ca OCHOBHUST OPTaH 3a METa0OoIM3UpaHe
WIN eKCKpeLus Ha OeBann3ymao.

Yeproopobro yepedxcoane

He ca npoBexaanu mpoyuBaHus 3a M3ClIe[BaHe Ha (hapMaKOKHHETHKAaTa Ha OeBaln3ymad mpu
MAIMCHTH C YSPHOAPOOHO YBPEKAAHE, Thi KaTO YSPHUAT IPO0 HE € OCHOBHHAT OPIaH 3a
MeTaboNM3upaHe Wik eKCKpelus Ha OeBarm3yma.

Ileduampuuna nonyrayus

dapmakoKnHEeTHKaTa Ha OeBann3ymal € oleHeHa npHu 152 nena, I0HOIM U MIIad Bb3PacTHU

(7 mecena no 21 roauay, 5,9 no 125 kg) B 4 KIMHUYHU NPOYYBAHHS TIPU M3II0JI3BAHE HA
NOIMyJIaOHEH (papMaKOKUHETHYeH Moae. PapMaKOKMHETUYHUTE PE3YITaTH MIOKa3BaT, 4ye
KIMPBHCHT U 00EMBT Ha pa3npenesieHie Ha OeBann3ymMad ca CpaBHUMU NPH NEAUATPUUIHUTE U MIIa 11
BB3pPACTHU MAIMEHTH, KOTaTo Ce KOPUTUPAT CIPSAMO TEIECHOTO TETJI0, KaTO MMa TeHACHIIUS
€KCIIO3UIMATA /1a ce IOHW)KaBa IIPY HaMaJlsiBaHe Ha TEJIECHOTO Terilo. Bb3pacTra He € cBbp3aHa ¢
(hapMakoKMHETHKaTa Ha OeBallM3yMald, KOraTo ce B3eMe MpeaBHU TEJIECHOTO TETJIO.

dapmakoknHeTHKaTa Ha OeBanu3ymab e o0pe oxapakrepusupana upe3 OK mMozen Ha neauaTpudHa
norryanus npu 70 manuenT B npoyusane BO20924 (1,4 no 17,6 ronunu; 11,6 no 77,5 kg) u

59 manuentu B npoyusane BO25041 (1 zo 17 romunu; 11,2 no 82,3 kg). B npoyusane BO20924
EKCTIO3UIUTA Ha OeBalln3yMal o MPUHIIMII € TTO-HUCKA B CPABHEHUE C TUITMYCH Bb3PACTCH MAIUEHT
npu chiara no3a. B nmpoyusane BO25041 excriozunusra Ha OeBanmu3ymad e mojo0Ha B CpaBHEHHUE C
TUIHWYEH BB3PACTCH MallMeHT IpH chlllaTa 103a. B n1BeTe npoy4BaHus UMa TEHACHIMS €KCIO3UIUATA
Ha OeBanu3yma0 Jia ce TOHIKaBa P HaMalsiBaHEe Ha TEJIECHOTO TETJIO.

5.3 IIpeakJMHUYHU JaHHM 32 0€30IACHOCT

[Ipu npoy4BaHus ¢ MPOIBIDKUTESIHOCT A0 26 CSAMUIIM ITPH JBJATOOMAIIATA MaKally € Ha0JItojaBaHa
JUCTIIIA3HS HA eMr()U3UTE TIPU MITATU )KUBOTHH C OTBOPEHU PACTEIKHU TUIOYKH TIPHU CPETHU CEPYMHHU
KOHIICHTpaIlnu Ha OeBaru3yma0 1oJ] OYaKBaHUTE TEPAIEBTUYHH CPEIHU CEPYMHHU KOHIIGHTPALIUU TIPH
xopa. JlokazaHo e, ue npu 3aii1y OeBann3ymMad HHXUOHUpPA 3a3/[PaBIBAHETO HA PAHUTE B JIO3H 0]
npejiaraHara KIIMHU4YHa J103a. JlokazaHo e, ue eekThT BbpXy 3a3/IpaBsIBaHETO Ha PaHUTE € OWII
HAI'BITHO 00paTHM.

He ca ipoBexpanu Mpoy4YBaHUs 3a OIpEAeisiHe Ha MyTareHHHs M KaHIIEPOTECHEH TOTEHITHA Ha
OeBarm3yMao.

He ca u3BbpiiBanu crieriuUIHN TPOYYBAHUS BPXY )KUBOTHH 3a OIpeJelisiHe Ha eeKTa BBpXy
¢depruntera. Moxe obaue a ce oyakBa HexelaH eeKT BbpXy GepTHINTETa [IPU )KEHUTE, Thil KaTo
NPOYYBAHUATA 32 TOKCHYHOCT MPH MHOTOKPATHO MPUIIOKEHHE IIPU KUBOTHH €A MTOKa3aJIn
WHXUOWpaHe Ha Y3psBAaHETO Ha SHYHUKOBHUTE (QOIHMKYIM M HamalsiBaHe/oTcheTBUe Ha Corpus luteum
(>KBJTO TST0) M CBBP3aHO C TOBA HaMaJIeHHe Ha TETJIOTO Ha SIITUYHUIINTE U MaTKaTa, KakTo U
HaMaJsiBaHe Ha OpOs HAa MEHCTPYAIHUTE LIUKIIH.

Joxka3aHo e, ye OeBann3ymal nMa eMOPHOTOKCHYEH U TePaTOreHeH e(eKT NPy MpuilaraHe npy 3ailiu.
HabmionaBanute edexty ca BKIOYBAIN HaMaIsIBaHE HA MAYMHOTO U (PETATHOTO TEJIECHO TETJO,
yBenu4ueH Opoil (eTaHu pe30pOLMHY U MOBUIICHA YECTOTA Ha CHeUU(UIHHU TOJIEMU BUCLIEPATHU U
ckenetHH (ertanau Mandopmannu. Hebnaronpusten edpekT BpXy PeTycute e HabmoaBad npu
BCUYKH U3CJICABAHU JI03H, OT KOUTO Hali-HUCKATa 71032 € JIOBENa JI0 CPETHU CEPyMHHU KOHICHTPALIUH
NpUOTU3UTETHO 3 BT MO-BUCOKU OT JOCTUTHATUTE MPY MHAUBHIM, ody4aBain 5 mg/kg mpes
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2 cenmunu. Madopmanus 3a Gperannu MandopMaiuy, KOUTo ca HaOMoaBaH!u IpU
MOCTMapKETHHIOBaTa ynorpeoda, ¢ faaeHa B Touku 4.6 u 4.8.

6. DOAPMALEBTUYHU JAHHHU

6.1 Choucbk Ha NOMOIIHHUTE BElIECTBA

Tpexanosza tuxuapar

MonoocHoBeH HaTpueB Gocdar MOHOXHIPAT

Junatpues gocdar

[onmucopbar 20

Bona 3a nnmxeknuu

6.2 HecbBMEeCTHMOCTH

To3u nexkapcTBEH NPOAYKT He TPsIOBa Jla ce CMECBa ¢ APYrH JICKAPCTBCHH MPOAYKTH, C U3KITFOUCHUE Ha
IIOCOYEHUTE B TOUKA 6.6.

HabnromaBaH e 3aBUCHM OT KOHIIEHTpALUATa MPOQUI Ha pasrpaxjane Ha OeBalu3ymad mpu
paspexaane ¢ TIIOKO3HU pa3TBopH (5 %).

6.3. Cpok Ha roaHOCT

HeortBopen duiakon

36 Mmecera

Pa3pez[eH JCKApCTBEH NPOAYKT

Jokazana e XuMU4YHa 1 (pU3NYHA CTAOWIIHOCT 110 BpeMe Ha yrnoTpeda B npoabbkeHne Ha 30 THU pH
2°C po 8°C m IOIBIHUTETHO B IPOABIKEHUE Ha 48 Jaca pu TeMIieparypa, HeHaasuiasania 30°C, B
WHXXEKIIMOHEH pa3TBOp Ha Hatpues xuopua 9 mg/ml (0,9 %). OT MukpoOnoIOTHYHA TIIeHA

TOYKa MPOJAYKTHT TPSIOBA J]a Ce M3IOJI3BA BeIHAra. AKO HE Ce U3I0JI3Ba BeHara, BpeMeTO 1
YCIIOBUAATA HA ChXPAaHEHHUE ca OTTOBOPHOCT Ha MOTpeOUTENsl 1 OOMKHOBEHO He TPSAOBa 1a HAAXBBPIIAT
24 qaca ipu 2°C go 8°C, 0CBEH aKko pa3pexAaHETO HE € U3BBPIICHO NPH KOHTPOIUPAHH U
BaJIMIMPAHN aCENITUYHH YCIIOBHSI.

6.4 Crhenuananm ycaI0BHs HAa CbXpaHeHHe

Ha ce cexpanssa B xnammiauk (2°C — 8°C).

Jla He ce 3ampa3sBa.

CoxpansBaiiTe (prakoHa B KapTOHEHATa OTIAKOBKA, 3a J]a C€ MPEe/Ia3u OT CBETIHHA.

3a yCcIoBHUATa HAa CbXPaHEHHUE Ha JICKAPCTBEHUS MPOIYKT CIEN pa3pexkaaHe BIKTE ToUKa 6.3.

6.5 Bwuau chabp:kaHue HA OMAKOBKATA

4 ml pa3tBop BBB (prakoH (cTBKIO THT I) Che 3amymanka (xmopoOyTriioBa ryma), chabpikan 100 mg
OeBan3yMao.

16 ml pa3TBop BB (uakoH (cThKi0 THH ) che 3amymnanka (XJIopoOyTrioBa ryma), chabpixkant 400 mg

OeBarm3yMao.

OnakoBka ot 1 ¢urakoH.
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6.6 CrnenuajaHu nNpeana3Hu MepKH NPH U3XBbPJIsiHEe H padoTa
He pasknamaiite ¢nakoHa.

Oyavas Tpfl6Ba Ja C€ MPUTOTBA OT MECANIMWHCKHU CIICHHUAINCT, KaTO CC M3I10JI3BA aCCITUYHA TCXHUKA,
3a 1a C€ OCUTYpPHU CTCPHUIIHOCTTA HAa MPUTOTBCHUSA pa3TBOP. 3a MOPUTOTBAHCTO HA Oyavas TpSI6Ba Ja ce
H3MO0JI3BAaT CTCPUIIHA UTJIa U CIIPUHIIOBKA.

Heo0xoaumMoTo KoIMuecTBO OeBaru3yMald TpsOBa Jja ce U3TEIJIM M pa3peaIu 10 Hy)KHUs 00eM 3a
NPUIOKEHHE ¢ MHXEKIIMOHEH pa3TBop Ha HaTpueB xiopua 9 mg/ml (0,9 %). Konuentpauusta Ha
KpaiHus pa3TBop Ha OeBanuszymal TpsiOBa aa Obae B rpanunure ot 1,4 mg/ml no 16,5 mg/ml. B no-
rojisiMa 4acT OT CIydauTe Heo0XoauMoTo konudecTBo Oyavas Moxe 1a Obje paspenaeHo ¢ 9 mg/ml
(0,9 %) nHXeKIMOHEH Pa3TBOP Ha HATPHEB XJIopH[ 10 0011 o6em ot 100 ml.

He e HabmronaBana HecbBMeCTUMOCT MKy Oyavas M CAKOBE OT HOJIMBHHMI XJIOPHL HIIH
MOJIMOJIC(UH UK CUCTEMUTE 32 UH(Y3USL.

[Ipenu npunaraHeTo UM JISKAPCTBEHUTE MPOIYKTH 32 MaPSHTEPATHO IPUIIOKEHHE TPsIOBa aa ce
MPOBEPAT BU3YAITHO 32 HAIMYNE HA BUANMHE YaCTHITH U TIPOMSHA Ha I[BETA.

Oyavas e caMo 3a eTHOKpaTHa ynorpeda, Thil KaTo IPOAYKTHT HE ChIbpKa KOHCEPBAHTH.
Hewusnon3BaHusIT JeKapCTBEH MPOAYKT WK OTHAAbYHUTE MaTepHalId OT HEro TPsIOBa Ja ce U3XBBPIIAT
B CHOTBETCTBUE C MECTHUTE U3NCKBaHU.

7. IMPUTEXATEJ HA PAZPEIIEHUETO 3A YIIOTPEGA

STADA Arzneimittel AG

Stadastrasse 2-18

61118 Bad Vilbel

I'epmanus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/20/1510/001 — 100 mg/4 ml

EU/1/20/1510/002 — 400 mg/16 ml

9. JATA HA TBbPBO PASPEIIABAHE/IIOJIHOBSIBAHE HA PASPEHIEHUETO 3A
YIHHOTPEBA

[ata Ha mBpBO paspemanane: 26 mapt 2021 .

10. JATA HA AKTYAJIMU3UPAHE HA TEKCTA

ITonpoOHa uHpOpMaLKs 3a TO3M JICKApCTBEH MPOAYKT € NMPEI0CTaBeHa Ha yeOcalita Ha EBponeiickara
areHIys 1o JieKapcTBaTa https://www.ema.europa.eu/.
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HNPUJIOKEHHUE I1

MNNPOU3BOJUTEJ HA BUOJOI'MYHO AKTUBHOTO BEIIECTBO U
INPOU3BOAUTEJL, OTTOBOPEH 3A OCBOBOXKIABAHE HA ITAPTUIN

YCJIOBUA NI OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA
JAPYI'U YCJIIOBUSA U U3BNCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA

YCJIOBUA NN OTPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS IPOAYKT
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A.  TIPOU3BOJIUTEJ HA BUOJIOI'MYHO AKTUBHOTO BEINIECTBO "
MNNPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOKIJABAHE HA ITAPTUIN

Nme n aapeC Ha MPOU3BOAUTCIIA HA OMOJIOTHYHO aKTHBHOTO BCIICCTBO

GH GENHELIX S.A.
Parque Tecnologico de Leon
Edificio GENHELIX
C/Julia Morros, s/n
Armunia, 24009 Ledén
Hcnanus

mAbxience S.A.U.
Calle Jose Zabala 1040
Garin, B1619JNA
Buenos Aires
ApxeHTUHa

Hme n aJpeC HA MPOU3BOAUTEIIA, OTTOBOPEH 34 OCBO60)K,Z[aBaHe Ha IapTHAUTC

GH GENHELIX S.A.
Parque Tecnolédgico de Ledn
Edificio GENHELIX
C/Julia Morros, s/n
Armunia, 24009 Ledn
Ucnanus

STADA Arzneimittel AG
Stadastrasse 2—18

61118 Bad Vilbel
I'epmanus

B. YCJI0OBHMA NN OIT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA
JlexkapcTBEHUSAT MPOJYKT C€ OTITYCKa 10 CIIEUATHO ¥ OTPaHHYEHO JIEKapCKO MpeAnrucanue (BxK.
[Ipunoxenue I: KpaTka xapakTepucTuka Ha IpoIyKTa, Touka 4.2).

C. JAPYI'M YCJIOBUA U UBUCKBAHUA HA PASPEIIIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJu3upaHu 1okjaaau 3a 6ezonacuoct (ITA/IB)

W3uckBanusTa 3a nonasane Ha [TAJIb 3a To31 JIeKapCTBEH NPOAYKT Ca IIOCOYEHH B CITUCHKA C
pedepentauTe natu Ha EBpomnetickus cpio3 (EURD criuchk), mpensuaen B wi. 1078, an. 7 ot

Hupextrsa 2001/83/EO 1 BbB BCUUKH CJICABAIIN aKTyalIH3allUY, TyOJIMKYBaHU Ha
eBpOTICHCKHS yeOImopTal 3a JeKapCcTBa.

D. YCJIOBUA WIN OTPAHUYEHUA 3A BESOITIACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUA ITPOAYKT
. ILnau 3a ynpasJjienue Ha pucka (ITYP)

[IpurexxatensaT Ha pasperienuero 3a ynorpeda ([IPY) Tps6Ba na n3BbpIIBa H3UCKBAHUTE
JEHHOCTH U ACHCTBHSA, CBBP3aHHU C IIPOCIIEASIBAaHE HA JIEKapCTBEHATa 0€3011aCHOCT, IIOCOYEHH B
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onobpenus [IYP, npeacrasen B Moayin 1.8.2 Ha pa3perieHueTo 3a ynorpeda, KakTo U Ipu
BCHUYKH CIIEABAIM CBIVIACYBAaHM aKkTyanu3anuu Ha [TYP.

Axryanmsupan [TVP Tps6Ba na ce monasa:

o 1o uckaHe Ha EBponelickara areHIus 1o JeKapcTBara;

o BUHAI'W, KOTaTO C€ U3MEHs CHCTEMara 3a yIpaBJIeHHE Ha pHCKa, 0COOCHO B pe3yiTaT Ha
NOoJTyYaBaHe Ha HOBA HH(pOPMAIIKS, KOSITO MOXKE J1a JOBEJIE 10 3HAYMMH MTPOMEHH B
CHOTHOIICHHUETO TOJI3a/PHCK, HIIH CIIE]T TOCTHI'aHe Ha BaKEH eTaIl (BbB Bpb3Ka C IPOCIIe/IsIBaHe
Ha JIeKapCcTBeHaTa 0€30MaCHOCT WM CBEXKIAHE Ha PUCKA 10 MUHUMYM).

62



INPUJIOKEHUE I11

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA TA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Oyavas 25 mg/ml KoHIIeHTpaT 3a HHPY3UOHEH Pa3TBOP
OeBar3ymad

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

Bceku ¢uakon ¢ konnentpar ceabpxka 100 mg OeBanmzymad.

‘ 3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

Tpexanosza TuxuapaT, MOHOOCHOBEH HaTpueB dochaT MOHOXUAPAT, TMHATpHEB hocdarT,
nosiucopoar 20, Boja 3a HHKCKIUH

‘ 4. JIJEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJJHA OITAKOBKA

Konnenrpat 3a nHy3n0HEeH pa3TBoOp
1 ¢pmakon ¢ 4 ml
100 mg/4 ml

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBT(UIIA) HA BBBEXJIAHE

3a i.v. IPUIIOKEHHUE CTIe]] pa3pexiaHe.
[Ipenun ynotpeba npoyerere IMCTOBKATA.

6. CIHEHUAJIHO IMIPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBbXPAHABA HA MACTO JAJIEY OT HOTJIEJA 1 TOCET'A HA TEITA

Ja ce cexpaHsBa Ha MSCTO, HEJOCTHITHO 3a JeTa.

‘ 7. APYI'U CHEIUAJIHA HNPEAYIIPEXIEHUSA, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:

‘ 9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

[a ce cpxpaHsBa B XJIaJUIHHK.
[la He ce 3aMpa3ssBa.
CopxpansBaiitTe (h1akoHa B KapTOHEHATa ONIAKOBKA, 3a J]a Ce MPEANa3u OT CBETIIHHA.
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10.

CIIEHUAJIHHA ITPEJAITAZHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

HUME U AJIPEC HA IPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
T'epmanus

12.

HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/20/1510/001

13.

IHHAPTUJAEH HOMEP

ITapTuna:

| 14.

HAUYMH HA OTIIYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HH®OPMAIIUA HA BPAJIOBA A3BYKA

[Ipueto e ocHOBaHKE 2 HE ce BKIOUM HH(popMaus Ha bpaiinosa a3oyka.

|17

YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJ ¢ BKJIIOYEH YHUKAIEH HACHTU(HUKATOP.

| 18.

YHUKAJIEH TIEHTUO®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
NN

66



MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EAUHNYHHU
II'bPBUYHU OITAKOBKH

DJIIAKOH

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT U IIbT(MLIA) HA BBBEXKJIAHE

Oyavas 25 mg/ml crepuneH KOHIEHTpAT
OeBaru3ymMad
1.V. Clle]] pa3pexaaHe

‘ 2. HAYYH HA ITPUJIOKEHUME

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

EXP

4. IHAPTUJAEH HOMEP

Lot

5. CBbABbP/KAHUE KATO MACA, OBEM WJIHN EJUHULIN

100 mg/4 ml

6. JIPYTO
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JAHHHU, KOUTO TPABBA TA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Oyavas 25 mg/ml KoHIIeHTpaT 3a HHPY3UOHEH Pa3TBOP
OeBar3ymad

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

Bceku ¢uakon ¢ koHnentpar ceabpxka 400 mg Oepanmzymad.

‘ 3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

Tpexanosza TuxuapaT, MOHOOCHOBEH HaTpueB dochaT MOHOXUAPAT, TMHATpHEB hocdarT,
nosiucopoar 20, Boja 3a HHKCKIUH

‘ 4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

KonueHTpaT 3a HHQY31OHEH pa3TBOp
1 dpnakon ¢ 16 ml
400 mg/16 ml

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBT(UIIA) HA BBBEXJIAHE

3a i.v. IPUIIOKEHHUE cTIe]] pa3pexiaHe.
[Ipenun ynotpeba npoyerere IMCTOBKATA.

6. CIHEHUAJIHO IMIPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBbXPAHABA HA MACTO JAJIEY OT HOTJIEJA 1 TOCET'A HA TEITA

Ja ce cexpaHsBa Ha MSCTO, HEJOCTHITHO 3a JeTa.

‘ 7. APYI'U CHEIOUAJIHUA TPEAYIIPEXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:

‘ 9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

[a ce cbxpaHsiBa B XJIaqUIHHK.
[la He ce 3aMpa3ssBa.
CopxpansBaiitTe (h1akoHa B KapTOHEHATa ONIAKOBKA, 3a J]a Ce MPEANa3u OT CBETIIHHA.
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10.

CIIEHUAJIHHA ITPEJAITAZHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

HUME U AJIPEC HA IPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
T'epmanus

12.

HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/20/1510/002

13.

IMAPTUJEH HOMEP

ITaptuna:

| 14.

HAYYH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HH®OPMAIINA HA BPAJIOBA A3BYKA

[Ipuero € ocHOBaHUe N1a HE ce BKIOYM nH(opMalius Ha bpaiiosa a30yka.

| 17.

YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JIByn3mepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HASHTH()HUKATOP.

| 18.

YHUKAJIEH WIEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EAUHNYHHU
II'bPBUYHU OITAKOBKH

DJIIAKOH

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT U IIbT(MLIA) HA BBBEXKJIAHE

Oyavas 25 mg/ml crepuneH KOHIEHTpAT
OeBaruzymad
1.V. ClIe]] pa3pexaaHe

‘ 2. HAYYH HA ITPUJIOKEHUME

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

EXP

4. IHAPTUJAEH HOMEP

Lot

5. CBbABbPKAHUE KATO MACA, OBEM WJIHU EJUHULIN

400 mg/16 ml

6. JIPYTO
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b. IUCTOBKA
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JlucroBka: uHdopmanus 3a NoTpedUTEIs1

Oyavas 25 mg/ml koHueHTpaT 3a HHPY3MOHEH PA3TBOP
oesamm3ymab (bevacizumab)

vTo31/1 JIEKapCTBEH MPOAYKT MOJIEKH Ha JOIBJIHUTEIHO HabroieHne. Tosa e no3sonu 6bp30To

yCTaHOBABaHE HAa HOBA MH(pOpMaLus OTHOCHO Oe3omacHocTTa. MosKeTe 1a gafere cBOs MPHHOC, KaTo
ChOOIIHUTE BCAKA HEXKENNaHa PeaKIys, KOsTO CTe MOyYHiIH. 3a HaulHa Ha ChOOIIaBaHe HAa HEeXETaH!

peaxIuu BIKTE Kpast Ha TOYKa 4.

HpO‘IETeTe BHUMATE/IHO IsJIaTa JIUCTOBKA, IIPEAM 1A 3all0YHETE 1a U310Ja3BaTe TOBA

JIEKApCTBO, Thil KATO TS CbABbPiKa BaKHa 3a Bac HH(bOpMaIII/lﬂ.

- 3ama3eTe Ta3u JIUCTOBKA. Moxke Ja CC HAJIOKU Aa S MPOYCTCTC OTHOBO.

- Axo mMaTte HIKaKBU AOI'BJIHUTCIIHU BBIIPOCH, nonuTaite Bamms JICKap, (bapMaueBT NI
MCIUIIMHCKA CECTpa.

- Axo MOJIYYUTC HAKAKBU HCIKCIIAaHU PCAKIIUU, YBEAOMCTC Bamms JICKap, (l)apMaLICBT nin
MCIUIMHCKA CECTpa. ToBa BKII0OYBA U BCUYKU Bh3MOXKHU HEXKEIaHU pcaKkuumn, HCONMMCaHU B
Ta3| JIMCTOBKA. Bikre Touka 4.

Kakso CbAbpPiKa Ta3u JIUCTOBKA

KaxBo npencrapnsBa Oyavas U 3a KaKBO C€ U3M0JI3Ba
Kakso TpsiOBa 1a 3Haere, mpeau Aa uznon3Bate Oyavas

Kax ga uznonssare Oyavas

BB3MokHE HEeXKETaH! peaKIIiH

Kak na cexpansaBare Oyavas

CwapprkaHre Ha OMIAKOBKATa U JIOIBITHUTETHA HH(DOpMAIUs

S S e

1. Kaxkso npeacraBiasisa Oyavas 1 3a KaKBO ce M3I10JI3Ba

Oyavas chbbp)ka aKTHBHOTO BEIIECTBO OeBaIlM3yMad, KOeTo € XyMaHH3UPAHO MOHOKIIOHAITHO
aHTUTSUIO (BUI OENTHK, KOUTO OOMKHOBEHO C€ MPOU3BEXa OT UMyHHATa CHCTEMa, 3a J1a IOANIOMOTHE
3alMTaTa Ha OpraHu3Ma oT nHGekus u pax). beanusymab ce cBbp3Ba N30HpaTEHO C OSNTHK,
HapeueH YOBCIIKU ChJIOB eHoTeeH pactexeH (paktop (VEGF), koiiTo ce Hamupa Bbpxy BbTpelIHaTa
MOBBPXHOCT Ha KPHBOHOCHUTE U TMM(HU chI0Be B opranusma. bentbkbT VEGF npenussuksa
MPOpacTBaHEe Ha KPhbBOHOCHUTE CHIOBE B TYMOPA, KaTO T€3U KPbBOHOCHHU ChIOBE CHAOAsIBAT TyMopa ¢
XpaHUTEJIHU BellecTBa U kuciaopos. Cies kato 0eBanu3zymad ce cebpike ¢ VEGF, TyMopHUAT pacTex
ce BB3MPEMATCTBA OT OJIOKMUpaHe Ha MPOPACTBAHETO HA KPHBOHOCHHUTE ChIOBE, KOUTO CHAOsIBAT
TyMOpa ¢ XpaHUTEIHH BELECTBA U KUCIOPOJ,.

Oyavas € JICKaApCTBO, KOCTO CC M3II0JI3BA 3a JICYHCHUC HAa Bb3PACTHHU MAIIUCHTH C paK Ha ;[e6en0To
YCPBO WK PCKTyMa B HAIpCAHAJ CTaHHﬁ. Oyavas aie ce mpujiara B KOM6I/IHaHI/I${ C
XUMHUOTCPAINICBTUYHO JICYHCHUC, ChABPIKAILIO JICKAPCTBO OT I'pyIiaTa Ha (I)J'IYOPOHI/IpI/IMI/II[I/IHI/ITG.

Oyavas CC€ M3II0JI3BA CHIIO TaKa U 3a JICUCHUEC Ha Bb3PACTHU IMALIUCHTH C METAaCTasupall paK Ha
MIIeuHaTa kje3a. Koraro ce u3nonspa IIpU MaUCHTU C PAK Ha MJICYHATA KJIC3a, TOM e ce mpujiara
3a€IHO C XUMHOTCPAINICBTUYCH JICKAPCTBCH MPOAYKT, HAPCUYCH MAKIIMTAKCEJI NI KaHeHI/ITa6I/IH.

Oyavas CC U3IIOJI3BA U 3a JICUCHUC HAa Bb3PACTHU IMALUCHTHU C He,[[pe6HOKHeT’L‘IGH paK Ha Oemus ):[p06 B
HarpeaHal CTa}IPIﬁ. Oyavas e Cce Mpujiara 3a€AHO C XUMUOTCPAIICBTUYHA CXEMa, CbAbpPiKallla
IIaTuHa.

Oyavas ce U3I0JI3Ba U 3a JIeUeHUE Ha Bh3PACTHHU MAIMECHTH C HAIpeHAIl HeIpeOHOKIEThYEH PaK Ha
Oenust 1po0, KOraTo pakOBUTE KIICTKU UMAT CHEHU(PUUHNA MyTallMi Ha ¢IUH BUJ OCNITHK, HApEUCH
perenitop Ha enuaepMainus pacrexet pakrop (EGFR). Oyavas 1ie ce npuiara B KOMOUHAIHS C
epIOTHHUO.
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Oyavas ce U3MoJI3Ba U 3a JIeUCHUE Ha Bh3PACcTHU MAIMEHTH C PaK Ha ObOpenuTe B HANpeIHAT CTaIHH.
Koraro ce u3nos3ea npu manygeHTy ¢ pak Ha ObOpenuTe, TOH I ce Ipusiara 3aeIHo ¢ APyT BU
JICKapCTBO, HAPEUEHO HHTEP(HEPOH.

Oyavas ce H3M0/I3Ba U 3a JIEUEHUE Ha Bb3PaCTHU NAllMEHTH C HAaIlpeIHaN EUTENEH KapIUHOM Ha
SWYHATATE, (PajJonreBUTe TPHOH WK ITEPBHYCH NIEpUTOHEaIeH KapiuHoM. KoraTto ce u3non3sa npu
NAKUEHTH C SMUTEJICH KapLUUHOM Ha SIfYHULUTE, (aToNueBUTE TPHOU WM IbPBUUCH MIEPUTOHEAJICH
KapLUHOM, TOH 1ie Obe Ipuiiaral B KOMOMHAIMA C KapOOIUIaTHH U MAKIUTaKCedl.

Korato ce n3momn3Ba npu Te3u Bh3pacTHU MAIUCHTH C HAIIPEIHAT CITUTENICH KapIIMHOM Ha SITIHUIINTE,
(hanorueBUTE TPHOM WITH ITEPBUYCH NIEPUTOHEANICH KapIIMHOM, YHETO 3a00JIsIBaHEe € PEIUANBHPAIIO
Hal-MaJIKo 6 Mecera clie]] IocieaHaTa XUMHUOTEpaIlns, ChAbPKAIll CPEACTBOTO IiaTuHa, Oyavas e
ce mpuiara B KOMOMHAINS ¢ KapOOIJIaTHH U TeMIIMTaOWH MK C KapOOILJIaTHH U MaKJIUTaKCell.

Koraro ce n3nonsBa npu Te3u Br3paCcTHU NAIMEHTH C HANIPETHA eMUTENIeH KapIIUHOM Ha SIHYHUIINTE,
(hajonueBUTE TPHOU WU MBPBUYCH IICPUTOHEAICH KapIIMHOM, YHUETO 3a00JIsIBAaHE CE € Bb30OHOBUIIO
Mpeu U3THYaHe Ha 6 Mecela clie/I MOCIeHOTO JICYCHHE ¢ XUMUOTEPaIeBTUIHA CXeMa, ChIIbprKalla
rtatuHa, Oyavas I1e ce Ipuiara B KOMOMHAIHS ¢ TTAKIUTAKCEN, TOTIOTEKaH WK MeTHIHPaH
JIUTI030MEH JTIOKCOPYOHUITHH.

Oyavas ce U3M0J13Ba U 3a JICUCHUE Ha Bb3PACTHU MALUEHTHU C IEPCUCTUPALL, PELUAUBUPALL WIH
MeTacTa3upall pak Ha MaTo4HaTa mmuiika. Oyavas Ie ce npuijiara B KOMOWHAIINS C TAKIIUTAKCEI 1
IIUCIIIATHH, WU AITSPHATHUBHO, C TIAKJIUTAKCEI ¥ TOMOTeKaH, IPHU MaIMeHTH, KOUTO HE MOTaT Ja
MOJTy4YaBaT JIeYeHUE C IIaTHHA.

2. Kakso TpsioBa 1a 3HaeTe, npeau aa u3nojssare Oyavas

He u3nou3Baiite Qyavas, ako:

o CTe aJIepruyHH KbM OeBann3yMad WM KbM HKOSI OT OCTaHAIIMTE ChCTABKH Ha TOBA JIGKAPCTBO
(u30poeHu B TOUKA 6).

. CTe aJIeprUuHH KbM KIETHYHH MIPOLYKTH OT KJIETKH Ha SiYHKK Ha Kutaiicku xamctep (CHO) nmn
JpYTH PEKOMOMHAHTHH YOBEIIKY WM XyMAaHU3UPAaHH aHTUTEINA.

o cTe OpeMeHHa.

Hpeuynpemz]eﬂnﬂ U NpEeANasHu MEPKHA
T OBOpPCTC C Bamms JICKap, (l)apMaLIGBT WM MCOUIIMHCKA CECTpa, MPEAn Na U3IMO0JI3BATC Oyavas:

o Bw3MoxkHO € Oyavas a yBelTu4r pUcKa OT Pa3BUTHE Ha epopaluy B YpeBHATA cTeHA. AKO
umare 3a00IsBaHe, PEAN3BUKBAIIO BB3IMAIHTENIEH MPOoIec B Kopema (Harp. IUBEPTUKYITHT,
CTOMAIITHA 513Ba, KOJIMT, CBBP3aH C XMMUOTEPAIHsl), MOJIsi, 00ChIeTe ToBa ¢ Bamms inekysaii
JeKap.

® Oyavas MOXE J1a YBCJIMYM pHUCKaA OT IOABATa Ha IMMaTOJIOTMYHO KaHaI4€ UM XO04 MEXKAY JIBa
OopraHa W KPbBOHOCHHU CBbIOBE. PucksT oT Pa3BUTUC HaA MATOJOTUYHHU KaHATUCTa MCKIY
BJIAraJIMMICTO U KOATO U Ja € 4aCT OT U€pBaATa MOXKE J1a CC YBCINYH, dKO UMATC IICPCUCTHUPALL],
peuuaBUpaIl Wik MCTaCTa3upal paKk Ha MaTOYHATa IIAMKA.

o Oyavas MOe Jla YBEJTUYH PUCKA OT KbPBEHE WM PUCKA OT MPOOJIEMH TIPU 3apacTBaHE Ha
panara cien onepaims. AKo Bu npencTou omnepanus, ako ¢Te MPEThPIICIH roisiMa OTepaIus
npe3 MOoCcieHUTE 28 JTHU WK aKO BCE OIlle UMATe He3a3paBsiia paHa cie]] orepalus, He
Tpsi0Ba J1a ce JIeKyBaTe ¢ TOBa JIEKapCTRBO.

o Oyavas Moe Jla YBEJTUYH PUCKA OT Pa3BUTHE HA CEPHO3HU MHEKIMH HA KOXKATA U TI0-
JBJIOOKUTE TIOJKOMXHHU CIIOEBE, 0COOCHO aKO CTe MMaITK mepdopaIiisl Ha YpeBHATA CTCHA HITH
npo0JIeMHU ChC 3apacTBaHE HA PAHHTE.
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Oyavas Moe J1a IOBHIIN YECTOTaTa Ha BUCOKO KPBBHO HaJsiraHe. AKO UMaTe MOBHUILIEHO
KPBBHO HAJIATaHE, KOETO HE Ce KOHTPOJIMpPa A0OpE € JIeKapcTBa 3a KPbBHO HANATAHE, MOJIS,
KOHCYJITHpaiTe ce ¢ Bamus nekap, Thi KaTo € BaXKHO Jja Ce YBEPUTE, ue KPbBHOTO Bu Hansrane
€ 110/l KOHTPOJI, IIpe/i J1a 3arouHere jedeHuero ¢ Oyavas.

AXo0 nMaTe WM CTe UMaIn aHCBpU3Ma (pa3m1/1pﬂBaHe U OTcJIa0BaHEe HA CTeHA Ha KPBbBOHOCCH
C"L,Z[) HJIN Pa3KbCBAHC Ha CTCHA HA KPbBOHOCCH CBH.

Oyavas MOIXKE [1a YBCJIMYHA pUCKaA OT IOABA HA OCITHK B YpuHara, 0COOEHO aKO Beue UMAaTe
IMOBUIICHO KPBbBHO HAJIATAHC.

PuckbT oT 00pasyBaHe Ha KpbBHU ChCUPELIM B apTepuuTe (BUJ KPHBOHOCHHU CHIIOBE) MOXKE JIa
Ce yBEJIM4H, aKo cTe Haj 65-roJuIlHa Bb3pacT, ako UMaTe AUadeT UK ako IIpeJy CTe UMallid
KPBBHHU ChCUPELHM B apTepunte. Mo, roBopete ¢ Bamns nekap, Thid KaTO KPbBHUTE ChbCUPELU
MOXe Jja JOBeAAaT 10 WH(ApKT Ha MHOKapaa U HHCYIT.

Oyavas Moe CBIIO Jia TOBUIIIH PUCKA OT pa3BUTHE Ha KPHBHU ChCHPEIH BHB BEHUTE (BHIT
KPBHBOHOCHH ChI0OBE).

Oyavas Moxe Jia MpeU3BUKa KbPBEHE, 0COOCHO CBBP3aHO ¢ TyMopa. MoJisi, KOHCYyNTHpaiTe ce
¢ Bamust nekap, ako npu Bac unv BsB Baiieto cemeiicTBO MMa ciiydau Ha KbpBEHE WIIH aKO
B3eMare JIeKapCTBa 3a pa3pekaHe Ha KPhBTA M0 KAKBATO M J1a € IPUYHUHA.

Oyavas MOIXKE J1a TPCAN3BHUKA KbPBCHC B U OKOJIO MO3bKa. MOJ'ISI, O6C’BI{€TG ToBa ¢ Bamms
JICKAp, akoO UMaTC¢ MO3bYHU MCTACTA3U.

Oyavas MoJe J]a yBEeJTU4M PUCKa OT KbPBEHE B OeluTe ApoOOBE, MPOSBABAIIO CE C KaILTHIIA
WIY TUTIOEHE Ha KpbB. Mo, 00chaeTe ToBa ¢ Bamus nekap, ako cre ro 3a0emns3aiy npeju.

Oyavas Moe J]a yBeJTUYM PUCKa OT Pa3BUTHE Ha ChpJedHa ciabocT. Baxno e BammsT nekap na
3Hae, aKO HSKOTa CTE Ce JICKYBAIIM C aHTPALMKIMHY (HApuUMep, JOKCOPYOHIIUH — crieliuruieH
BUJ] XUMHOTEPAIIKs, KOSITO CE MpUjIara 3a JIeueHre Ha HSIKOU BUJOBE pak) win Bu e mpaBeHa
JpYETEpaIusl Ha TPhIHMS KO, WIIK aKO UMAaTe ChpJeYHO 3a00IIsBaHe.

Oyavas Moxe Ja per3BUKa HHPEKIMH U HamalleHHe Ha Opos Ha HeyTpoduuTe (BU KpbBHH
KJICTKH, BO)KHU 32 3amurara Bu ot GakTepun).

Oyavas Moe Jia MPeU3BUKA CBPbXUYBCTBUTEITHOCT (BKITFOUUTETHO aHADUIAKTHUCH II0K)
W/WITK peakivui KbM HHQY3uATa (PEaKIK, CBbP3aHH C HHKCKTHPAHETO Ha JIEKAPCTBOTO).
Mo, yBegomeTe Barmms iekap, apMarneBT HiIr MEAUIIMHCKA CECTPa, aKO CTE MMAJIH TPEean
TOBA MPOOJIEMH ClIe/T HHKEKTHPAHETO, HAIpP. 3aMaiiBaHe/TipHIaiaHe, 3a1yX, MOyBaHe HITH
KOXEeH 00pUB.

Psnxa HeBposornvHa HexelaHa peakiys, HapeueHa CHHIPOM Ha IOCTepuopHa oOpaTuma
ennedanonarus (CIIOE), e cebp3ana ¢ jeuenuero ¢ Oyavas. AKO UMaTe IJ1aBo00IKMe, IPOMEHH
B 3pEHUETO, 00BPKAHOCT WM I'bPUYOBE C WM 0€3 MOBUIICHO KPHBHO HANATAHE, MOJIS, CBBPKETE
ce ¢ Bamms nekap.

CroOmiaBa ce 3a 3aruBaHe Ha KOCTHA ThKaH (OCTEOHEKpO3a) B KOCTHTE, Oe3 3acaraHe Ha
JTOJTHATA YeIIOCT, PH MallueHTH Ha Bh3pacT noj 18 roqunm, nexysanu ¢ Oyavas. bonka B
ycTara, 3501Te W/HITU YeNF0CTTa, IOAYBaHe WU paHU B yCTaTa, 3TPHIIBAHE WM YyBCTBO Ha
TEXKECT B YEJIIOCTTa WM pa3KjalllaHe Ha 360 MOXke Ja ObJaT MPU3HAIY ¥ CHMITOMH Ha
YBpEKIaHE Ha KOCTTa Ha YEJIIOCTTa (OCTEOHEKPOo3a). YBeaoMeTe He3abaBHOo Baius ekap uiu
3b00JIeKap, aKO MOIYYHTE HIKOH OT TAX.
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Monmns, koHCcyATHpaiTe ce ¢ Bamus nekap, 10pU ako HIKOE OT TOPHUTE TBRBPACHUS CE € OTHACSIIO A0
Bac B munanoro.

IIpenn na Bu ce mpmioxu Oyavas win 1okato ce jJexyBate ¢ Oyavas:

o BeJHara yBegoMmere Bamms gexap u 3p0051eKkap, ako ©MaTe WK CTe UMajy 0OJIKa B ycTaTa,
3b0UTE W/WIIH YENI0CTTa, ITOAyBaHe WM PaHH B yCTaTa, M3TPHIIBAHE WIM YYBCTBO HA TEXKECT B
YEITI0CTTA, WM pa3KIIallaHe Ha 350.

o aKo TpsOBa Jja ce MOJI0KHUTE Ha MHBa3HBHO 300JICUCHUE WIIH CTOMATOJIOTHYHA OTIeparius,
Kaxxere Ha Bamms 3p007¢ekap, ye ce nexypare ¢ Oyavas, 0COOCHO KOTraTo MoJy4aBaTe WiH CTe
MOJTyYaBaIA U MHXKEKIUsS ¢ OnpoCcPOHAT HHTPABEHO3HO.

Moxe na ObJieTe TOCHBETBAHHM Ja CE MOJIOKUTE Ha CTOMATOJIOTUYEH TpeTrJie]| MPeIy 3amouBaHe Ha
nedenneto ¢ Oyavas.

Oyavas e pa3paboTeH 3a JieueHre Ha paK MOCPEICTBOM HHKEKTHPAHETO MY B KpBBTa. [IpOyKTHT HE €
npeHa3HAYeH 33 HHKEKTUpaHe B 0KOTo. [lopaau ToBa He € pa3pelieHo /1a ce M3I0JI3Ba 110 TO3H HaYKH.
[Ipu nupextHO HHX)ekTUpaHe Ha Oyavas B 0KOoTO (HeoaoO0peHa ynorpeda) Morar 1a Bb3HUKHAT
CJICIHUTE HEXEJIaH! PEaKluu:

. UH(DEKIMS WK BB3AJICHHE HA OYHATA S0BIIKA,

L] 3aqepB;IBaHe Ha OKOTO, I1I0sIBa Ha MAJIKM TOYHIIU HUJIN IICTHHIIA B 3pI/ITeJIHOTO I10JIE (HJIaBaIIII/I
YaCTHUIH), O0JIKA B OKOTO,

o BIOKJIAaHE Ha MPOOJISICHIM CBETIIMHA C MJIaBaIy YaCTHUIIM, IPOrPecHpaia 10 YacTHYHa 3aryoa Ha
3penuero By,

° MOBHIIICHO BETPEOYHO HAISITAHE,

o KPBHBOH3JIMB B OKOTO.

Jlena u roHOIIM
Ynorpebara Ha Oyavas He ce IpernophbyBa MpH Jelia U IOHOIIN Ha Bb3pacT 1o 18 roauHu, Thid KaTo
0e30IMacHOCTTA U TOJI3aTa MPH Ta3M MOMyJalys MAIUeHTH He ca YCTaHOBCHH.

HApyru nexapcta u Oyavas
Tps6Ba ga kaxere Ha Bamus nekap, GpapmManeBT WiIM MEAUIMHCKA CECTPa, aKO MPHEeMaTe, HACKOpO CTe
IpUEeMalIi WIK € Bb3MOXKHO J1a IPUEMETe JPYTH JIEKapCTBa.

Kombunnpanero na Oyavas ¢ Apyro JiekapcTBO, HAPEUEHO CYHUTHHUO ManaT (IPEANKUCBaHO P PaKk
Ha ObOpELUTE U CTOMAIIHO-YPEBHUS TPAKT), MOXKE /1a IOBEJIE 10 TEXKKU HEXKeJaHH PEaKLUH.
Oo6cnaete ToBa ¢ Bammis nekap, 3a 1a ce yBepure, ye pu Bac He ce KOMOMHUPAT TE3H JIEKapCTBa.

YBenomere Bamms nekap, ako ce JieKyBaTe ¢ XHUMHOTepaIisl Ha OCHOBAaTa Ha TUIaTHHA WM TaKCaHH 3a
pak Ha Oenute qpoOOBE WIM METACTa3UPaJl paK Ha MIIEYHATa kJie3a. Te3u BUIoBe Teparus B
koMOuHanus ¢ Oyavas MOXKe J]a yBeJTMYaT PUCKa OT TEKKU HEXKETIaH! PEaKIHH.

Momns, undopmupaiite Bamms nekap, ako Hackopo Bu e npunarana nnu Bu ce npuiiara rpuerepanus.

Bpemennoct, kbpMeHe U (epTHINTET

He tpsi0Ba na u3nomn3eare ToBa JeKapcTBO, ako cte OpeMenHa. Oyavas MOXKe 1a YBpeIu HEPOIEHOTO
Bu nere, Thi KaTO MOXKeE J1a cTIpe Ipolieca Ha 00pa3yBaHe Ha HOBU KPhbBOHOCHHU ChJIOBE. Bammsr
nekap e Bu moceBeTBa 1a mpuaraTe MepKH 3a Ipefa3BaHe OT 3a0peMeHsBaHe [0 BpeMe Ha
nedenueto ¢ Oyavas 1 oHe 6 Mecena ciel nocienHaTta go3a Ha Oyavas.

Axo cte OpeMeHHa, cMATATe, 4e MOJKe J]a cTe OpeMeHHa W IUIaHUpaTe OpEeMEHHOCT, TOCHhBETBANTE
ce ¢ Bamms nexap unu gapmaneBT npeau ynorpedaTta Ha TOBa JEKapCTBO.

He 1psi0Ba na xbpmute 1o BpeMe Ha jieueHue ¢ Oyavas U IIoHe 6 Mecella Clle/l IPUIaraHeTo Ha

nociearara mo3a Oyavas, Thil KaTO TOBA JIEKAPCTBO MOJKE JIa TMTOBIIHSE PAcTeKa M Pa3BUTHETO Ha
Bamrero 0e6e.
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Oyavas Moxe Ja yBpeau GpepTHUIUTeTa Py KeHuTe. Mo, KOHCyITupaiiTe ce ¢ Bammus nekap 3a
noseve HHPOpMAaIHAL.

JKenwnre B mpeameHomnaysa (>keHH, KOUTO UMAT MEHCTpYyaIlns) Morat Jia 3a0elexar, e
MEHCTpyalusaTa UM cTaBa HEpPeJOBHA WJIM JIUIICBA U MOTaT J1a IMOJIyyaT yBpexXJaHe Ha (epTHIINTETA.
AKo BB3HaMepsBaTe Aa UMare Jena, TpsoBa Aa o0chauTe ToBa ¢ Bammus nekap, npeay Ja 3amovHeTe
JIEUCHHUE.

lodupane u padora ¢ MalIUHU

Hsama nannu, ue Oyavas HaMassiBa CliocOOHOCTTa 3a modupane win padota ¢ MamuHu. ChoOiaBa ce
00aye 3a ChHJIMBOCT U IPHUIIAAbILHU IpHU yrioTpeda Ha Oyavas. AKO MOIyYUTe CUMIITOMH, KOUTO
3acsraT 3peHHUETO, KOHIIEHTPALMATA WU criocoOHocTTa BU 3a pearnpane, He modupaiite u He
pa60TeTe C MalllMHHU, JOKATO CUMIITOMHUTC HC M34YC3HAT.

Oyavas cbabpaka HATPUH
ToBa nekapcTBO ChaBPrKa MO-Manko oT 1 mmol Hatpuit (23 mg) Ha enuH (aakoH, T.e. MOXe Ja ce
Kake, Y€ MPAKTUIECKH He ChbpKa HaTPUH.

3. Kaxk 1a usnoasare OQyavas

Jo3upoBKa M 4ecTOTA HA MPUJIOKEHHE

Heo6xonmumara no3a Oyavas 3aBHCH OT TeJIECHOTO BU Termno u Buja Ha pakoBOTO 3a00JsiBaHe, KOETO
TpsiOBa Aa ce jekyBa. [Ipemoppunrennara no3a e S mg; 7,5 mg; 10 mg win 15 mg Ha Kumorpam
TeJecHo Teruo. BammusaT nekap me Bu npennuine nosza Oyavas, KoATo € noaxozsiia 3a Bac. Bue e
nonmyuyaBate Oyavas BeHBXK Ha 2 wiu 3 cenMuii. bpost Ha uHdy3unte, kouto e Bu ce Hampassr,
3aBUCH OT OTroBopa Bu Ha neueHuero; Bue TpsOBa na npoabiikaBaTe JCUEHUETO C TOBA JICKAPCTBO,
nokaro Oyavas mpecTaHe Jia BB3MPEISTCTBA pacTeka Ha TyMopa. Bamusr iekap mie o0chu ToBa ¢
Bac.

MeTtoa 1 HAYMH HA MPUJIOKEHHE

He pasknamaiite gnakona. Oyavas e KOHIEHTpAT 3a HH(Y3HOHEH pa3TBop. B 3aBucuUMoOCT 0T no3aTa,
KosiTo Bu e nmpennucana, 4acT WM LSI0TO chABpKaHue Ha ¢uakona Oyavas e ce pa3peau ¢ pa3TBop
Ha HaTPHEB XJOPUJ Mpeau ynoTpeda. Jlekap mim MeaunuHCKa cecTpa me Bu npunoxar To3u
paspenen pa3rBop Ha Oyavas nof opmara Ha HHTpaBeHO3Ha HHQY3Us (BEHO3HO KankoBo). [IspBaTta
MH(Y3HUs 1e ce TpuIoku 3a 90 MUHYTH. AKO T ce ToHece Ao0pe, BropaTa HH(Y3Hs MOXKe Ja ce
npuitoxu 3a 60 munyTr. Creapanure nHGY3uH Moxe Ja Bu ce npunarar 3a 30 MUHYTH.

IIpuiroxennero Ha Oyavas TpadBa 1a 0bJe BpeMeHHO NIPEKbCHATO

° aKo KpBBHOTO By HajsiraHe ce MOBUIITM CHITHO M CE€ HAJIOKU JICUCHHUE C JICKApCTBa 3a KPHBHO
HaJlATaHe,

. aKo MMaTe IPoOJIeMH ChC 3a3/paBsIBaHe HA PAHUTE CJIE]T ONICPALIUs,

. aKo CTE TOJJIOKEHH Ha OTepaItusl.

Ipuiioxennero Ha Oyavas TPAOBa OKOHYATEHO /12 Ob/Je MPEKPATEHO, AK0 MOJTy4YHTe

o CWJIHO NOBUIIIEHNE Ha KPBBHOTO HAJISITaHE, KOETO HE MOXKE J1a Ce KOHTPOJIMpA € JIeKapCcTBa 3a
KPBBHO HAJIATaHE; WM BHE3AIMHO CUIIHO NOBHIIEHNE HA KPBBHOTO HAJIATAHE,

o Hanu4yhe Ha OeNThK B ypHUHATA, MPUIPYKEHO OT OTOIH IO TAIOTO,

o nepdopaliys Ha YpeBHATA CTEHA,

o MaToJIOTUYHA TPH000Opa3Ha Bph3Ka WITH X0 MEX/y AUXaTelHaTa Tph0a U XpaHOIPOBOA,

MCXKAY BBTPCIIHU OPraHy 1 KOKaTa, MEXY BJIarajJuileTO U KOATO U Jia € 4aCT Ha Y€pBaTa Ui
MCIKAY APYTr'U ThbKaHU, KOUTO IO IMPUHIUII HC Ca CBbP3aHU ((bHCTy.l'Ia) 1 KOUTO JICKYBAIIUAT
JICKAp CUuTa 3a TCIKKO OTKIIOHCHUC OT HOPMAJIHOTO CbCTOSHUC,

. CEpUO3HU MH(EKIMK HA KOXKaTa WJIU MO-IBJIOOKUTE MOIKOXKHH CIOEBE,
o KPBBEH ChCHPEK B apTEPUUTE,
o KPBBEH ChCHPEK B KPHBOHOCHUTE CHJIOBE HA OeuTe IpoOoBe,
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o TCKBK KPHBOU3JINB.

AKko ce 1aBa TBbpae MHOro Oyavas,
o MOJKe J1a TOJy4nTe TeXKa MUTPeHa. AKO TOBA ce CIIydH, TpsIOBa He3a0aBHO J1a yBEJOMUTE
Bamms nekap, ¢papMarieBT WM MEJUIIMHCKA CECTpa.

Axo cte npomycHain 103a Qyavas,
o Bammsr nexap e perm xora i1a Bu ce mane cinensamiara nosa Oyavas. TpsOBa 1a o0cbaure
TOBA C JIEKaps CH.

AKo cTe ciipesn ynorpebara Ha Oyavas
[IpeycranoBsBane Ha nedeHnero ¢ Oyavas MoXe J1a cripe edekTa My BbpXy TyMOpHUS pactex. He
npexbeBaiite geuenuero cu ¢ Oyavas, npeny 1a cre o0chaAmIn ToBa ¢ Bamus sekap.

AKO UMaTe HSIKaKBHU JOITBIHUTEIHN BBIIPOCH, CBBP3aHH € yIoTpedara Ha TOBA JIEKapCTBO, IONUTAlTe
Bamms nekap, ¢hapMarieBT WM MEUIIMHCKA CECTpa.

4. Bb3MOKHHU HexkeJIaHU peaKknuu

Kakro Bcnuku JICKApCTBa, TOBA JICKAPCTBO MOKEC 1a IPCAU3BUKA HCIKCIIAHU PCAKIINU, BBIIPCKHU YC HEC
BCCKMU I'M I1IOJTy4aBa.

Hesxenanute peakiuu, n30poeHH Mo-10i1y, ca HabmronaBany, korato Oyavas e mpuiarad
€IHOBPEMEHHO ¢ XUMHUOTepanus. ToBa He 0O3HaYaBa HETIPEMEHHO, Y€ TE€3H HEXXEJaHU PeaKIiu
ca mpuunHeHu TouHo oT Oyavas.

AJIepruYHH peaKIuu

AKO UMare anepruyHa peakiys, yBeAoMeTe BeJHara Bamms gexap uin HAKOH OT METULMHCKUS
nepconai. [Ipu3HanuTe MOXe 1a BKIIIOYBAT 3aTPYIHEHHUS B AUIIIAHETO WK OOJKa B IbpauTe. Moxe
Jia OJYYHTE CHIIO U YEPBEHUHA WM 3aU4ePBsIBAHE HA KOXKaTa WM OOpPHUB, CTYACHHU TPBIIKU U
BTpHUCaHe, rajicHe WIK HOBPBIIAaHe, OTOK, CBETOBBPTEXK, YCKOPEHa ChpJieuHa ICHHOCT U 3aryba Ha
Cb3HAHUE.

Tps0Ba He3a0aBHO 1a NOTBPCUTE MOMOI, AKO MOJYYHTE HAKOS OT MOCOYCHHUTE MO-T0Ty
He/KeJIAHH PeaKnuu.

Texxku HexelaH! peakiuu, KOUTO MOKe Ja Ob/IaT MHOTO YecTH (MOJKE JIa 3acerHar noseue oT 1 Ha
10 gymm), BKIFOYBAT:

. MIOBULIEHO KPBBHO HAJIATAHE,
. YyBCTBO HA U3TPBIIBAHE UM MPABYUYKAHE B PBLETE WM KpaKara,
. HamaJeH Opol KpBBHU KIIETKH, BKIFOUUTEITHO O€JIM KPBBHH KIETKH, KOUTO IoMaraT B bopbara

npoTuB UHPEKnuuTe (ToBa MOKe Jia ObJIe MPUIPYKEHO OT MOBHUILICHA TEMIIEPaTypa), KaKTo U
KJIETKUTE, KOUTO MOAIIOMAraT CbCUPBAHETO Ha KPHBTA,

L4 OTHAaAHAJIOCT U JIUIICA Ha CHCPI'us,
L4 yMopa,
L4 Auapus, raicHe, IOBPBHIIAHC U KOPEMHaA OoIKa.

TexKy HeXeNaHu peaklny, KOUTO MOXe 1a 0baat yecTu (Moke na 3acersar 10 1 Ha 10 gymm),

BKJIIOYBAT:

° ANePTUYHY peakiuy (IPU3HAIUTE MOXKeE JIa BKIIOYBAT 3aTPYIHEHO IUIIIaHe, 3a4epBsIBaHEe Ha
JUIIETO, 0OPUB, HUCKO KPHBHO HAJISITAHE WJIM BUCOKO KPHBHO HAIIATAHE, MAJIKO KOIIMYECTBO
KHCJIOPOJ B KpBBTa, 00JIKA B I'bPJINUTE, WK raJIcHE/TIOBPBILAHE),

o nepdopatus Ha 4epBo,

. KbPBEHE, BKIIOYUTEIHO KbPBEHE OT OCJIMTE IPOOOBE MPU MAI[MCHTH C HeAPEOHOKIEThUCH
KapIIMHOM Ha Genute podoBe,
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3aIylIBaHe Ha apTePUUTE OT KPBBEH ChCUPEK,

3aIyIIBaHe Ha BEHUTE OT KPhBEH ChCHUPEK,

3aIyniBaHe Ha KPbBOHOCHUTE ChIOBE Ha OenTe MpoOOBe OT KPHBEH ChCUPEK,

3aIyIIBaHe Ha BEHUTE Ha KpaKaTa OT KPhBEH ChCHPEK,

ChpJIeYHa HEIOCTATHYHOCT,

POOJIEMU ChC 3a3paBsiBaHE HA paHUTE CJIE]l OTIePaIUs,

3auepBsBaHe, JIOIICHE, 00JIE3HEHOCT, O0JIKA WM MOsIBA HA MEXYPH IO IPBCTUTE HA PBHIETE WIH
Kpakara,

HamaJieH Opoii Ha YepPBEHHUTE KPBBHH KIIETKH,

JUTICA HA CHEPTHA,

CTOMAIITHO ¥ YPEBHO HapyIIeHHE,

MYCKYJIHa U CTaBHa 00JIKa, MyCKYJIHA CJIa0oCT,

CyXoTa B ycTaTa, KOMOMHMpPaHA C JKa)/1a U/ HaMalleHHue Ha KOIMYeCTBOTO Ha YPpUHATA HITH
IIOTHMHSBAHETO M,

BB3MAJICHUE Ha JIMTaBUIIaTa Ha yCTaTa M YepBaTa, OeJIUTe IPOOOBE U AUXATCITHUTE IBTHIIA,
PENPOTYKTUBHUTE OPraHH U MMKOYHHUTE IIBTHIIA,

PaHWYKH B yCTaTa M XpaHONPOBOa (TpbhOaTa OT ycraTa 10 CTOMaxa), KOMTO MOXKeE Ja ca
00JIC3HCHHM U J1a IPUYUHAT 3aTPYHCHO IPETIIbIaHe,

00J1Ka, BKIIFOUUTEITHO TIIaBo0oHe, O0JKa B I'bpOa 1 O0JIKa B Ta3a U 00JIaCTTa HA aHyca,
JIOKAIIM3UPaHO ChOUpaHe Ha THOH,

WH(EKIUS U MTO-CIISIUAITHO HH(EKIU HA KPHBTa WIIM TUKOYHUS MEXYP,

HaMaJICHO KPbBOCHA0IsIBaHE HA MO3bKA WM WHCYIIT,

CBHJIMBOCT,

KbpBEHE OT HOCa,

YCKOpsIBaHE Ha ChPJICYHUS PUTHM (ITyJica),

3aIyliBaHe Ha YepBara,

OTKJIOHCHHS B U3CJICIBAHETO HAa yYpHHATA (OENTHK B ypHUHATA),

3aJlyX WIA HUCKU CTOMHOCTH Ha KHCIIOPOJ] B KPHBTA,

WH(EKIUY Ha KOXaTa WIH JBI0OKUTE CIIOEBE O] KOXKaTa,

(hucTyna: matomornyHa Tpr0000pa3Ha Bph3Ka MEXK/IY BHTPEIIHU OPTaHU B KOXKAaTa, WK APYTH
ThKaHU, KOUTO HOPMAJTHO HE Ca CBBbP3aHH, BKIIFOUUTEITHO BPBH3KH MEXKTy BIATATUINETO U
yepBara IpH MalMeHTH ¢ PaK Ha MaTOYHATa IIMHKa.

Texkn HexelaHH PEeaKIUuK, KOUTO MOXe Ja Obaar peaku (Moxe aa 3acerHar a0 1 wva 1 000 gymm),
BKJIFOYBAT:

BHC3aITHa TCXKKa aJICPrudHa pCakuusd CbC 3aTPyYAHCHO JUIITIAHC, OTOK, CBCTOBBPTCIK, YCKOPCHA

ChpACYHa ,I[eleOCT, H3I0TABAHC U 3ary6a Ha Cb3HAHHUC (aHa(bI/IJ'IaKTI/ILIGH H_IOK).

TexKM HeXeJIaHU Peakilii ¢ HeM3BeCTHA YeCcTOTa (OT HATMYHUTE TaHHU HE MOJKE J1a ObJic HallpaBeHa
OIICHKA) BKITIOYBAT:

Cepro3HU MHMEKIINHN Ha KOXKAaTa WM MO-TBJIOOKHUTE CIOEBE MOJI KOXKaTa, 0COOCHO ako UMaTe
OTBOPH B YpEBHATA CTECHA WJIU MPOOJIEMH, CBbP3aHU ChC 3apacTBAHETO HA PAHUTE,
oTpuliareicH eheKT BbPXY CIIOCOOHOCTTA Ha KEHUTE Jla UMAaT Jielia (BHIKTE MO-J0J1y CITUCHKa C
HEKEJIaHW PEaKI|K 32 JOITBJIHUTEIIHU IPEIOPHKH),

CHCTOSTHUE Ha MO3bKa ChC CHMITTOMH, BKITIOUBAINY I'bPUOBE (IIPUIIABIIN), TIIABOOOITHE,
0o0BpKBaHE U IPOMEHH B 3pEHUETO (CHHAPOM Ha TIOCTEPHUOPHA 00paTuMa eHiedaaonaTs uiu
CIIOE),

CUMIITOMH, KOUTO MPEJIIoJaraT IpoOMEeHH B HOpMaJIHaTa MO3b4YHa (DYHKIUS (IJ1aBOOOIHE,
MIPOMEHH B 3PEHUETO, OOBPKBAHE WIIM I'bPUOBE) U BUCOKO KPBHBHO HaJIATaHe,

pasuupsiBaHe U OTClIa0BaHe HA CTEHA Ha KPBBOHOCEH ChJ] MM pa3KbCBaHE Ha CTEHA Ha
KPBHBOHOCEH ChJI (AHEBPU3MHU U apTEPUATHHU JTUCEKAIINN ),

3aIyniBaHe Ha MHOTO MalIbK(KH) KpbBOHOCEH(HHU) ChI(0BE) B ObOpenuTe,

HEOOMYalHO BHCOKO KPHBHO HaJSITaHE B KPHBOHOCHUTE ChIOBE Ha OennTe MpodoBe, KOETO
npaBu paboTaTa Ha JCHATA CTPaHa Ha ChPIIETO MO-TPYAHA OT HOPMATHOTO,

OTBOp B XPYIISUTHATA CTCHA, KOSTO pa3/ielisi HO3ApUTE Ha HOCA,
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o OTBOp B CTOMaxa MJIM YepBaTa,

o OTBOpEHA paHa MM OTBOP B JIMTaBUIATa HA CTOMAaxa WM THBHKOTO YePBO (CUMIITOMUTE MOXE
Jla BKJIIOYBAT KOpeMHa 00JIKa, YyBCTBO 32 IIOAyBaHE Ha KOpeMa, KaTpaHEHO YepHH
M3MPAXHEHUS WK KPbB B M3NPaXKHEHUATA ((PEKAIUUTE) UK KPBB B IOBBPHATUTE MAaTEPHUH),

o KbPBEHE OT JIOJHUTE OTJICNIN Ha JIe0ETI0TO YepBo,

o JIe3UU Ha BEHIIUTE C OTOJIBAHE HA YENIOCTHATa KOCT, KOUTO HE 3apacTBaT M MOKeE Ja ca
CBBbp3aHM ¢ 00JIKa ¥ Bh3MaJIEHHE Ha OKOJHATA ThKaH (BHXKTE MO-I0JTy CIIUCHKa C HEXKETaH!
PEaKIiy 3a JOMBIHUTEIHN IPETIOPBHKN),

o OTBOP B JKIIBYHUS MEXYp (CUMITOMHTE U IIPU3HALIUTE MOXKE 2 BKIIOUBAT KOpeMHa 00JIKa,
NOBHUIIIEHA TEMIIEpaTypa 1 raJeHe/IOBPbhIIAHE).

TpsioBa BeaHAra 1a NOTHPCUTE MOMOIII, AKO MOJIYYHTE HAKOS OT MOCOYEHHTE MO-T0J1y HeKeTaHU
peakuum.

MHoro yectu(Moske 1a 3acernar nosede ot 1 Ha 10 gymmHexenaHu peakiiui, KOUTO HE ca TEXKKH,
BKJIIOYBAT:

3arexk,

3ary0a Ha amneTwr,

MOBHILIEHA TEMIIEPATYPA,

npo0seMu ¢ ouuTe (BKJIIOYUTEITHO [TOBUIICHO OT/CIISHE HA ChII3H),

IIPOMEHM B peuTa,

IIPOMEHM BbB BKYCOBOTO YCEIIIaHE,

Xpema,

CyXOTa Ha KOaTa, JIIOIEHE U Bb3NaJeHHe Ha KOXKaTa, IpOMsHa B LIBETa Ha KOXKara,
3ary0a Ha TEJIEeCHO TerJIo,

KBPBEHE OT HOCA.

Yectu(3acarar ot 1 go 10 gymmm) HeXxeTaHU peakIui, KOUTO HE ca TeKKH, BKIIIOYBAT:
. MIPOMEHH B IJ1aca M MPECHUITHAIOCT.

[TanuenTrTe Ha BB3pacT HAJ 65 TOMWHY ca C TIOBUIIICH PHUCK OT IMOSBA Ha CICIHUTE HEeXEIIaHU

peaKIuu:

. o0Opa3yBaHe Ha KPbBHU ChCUPEIIM B aPTEPUHUTE, KOSTO MOXKE Jia IOBEJIE 10 MHCYJIT MIIK UH(PAPKT
Ha MHOKapa,

. HaMaJIeHue Ha Opos Ha OeNTUTe KPhBHU KJIETKH, KAKTO M HA KJIETKUTE, KOUTO MOATIOMAraT

ChCHPBAHETO Ha KPBHBTA,

Japusi,

rajeHe,

r1aBo0oJIHE,

yMopa,

BHCOKO KPBHBHO HaJIATaHE.

Oyavas Moe J1a TIPeM3BUKa IPOMEHH U B JIA0OPATOPHUTE U3CIICABAHUS, Ha3HAYCHH OT Bamus
nexap. Te BkirouBaT HamasneH Opoit Ha OennuTe KPBBHU KIETKH, 0COOCHO Ha HEYTPO(UINTE B KPHBTA
(Buz Oenu KpbBHU KIIETKHU, KOUTO MOAIIOMAraT 3aiuTara cpenry HHQEKINHN ); HaJTudue Ha OeNThK B
ypYHaTa; HaMaJICHU KOHIICHTPAIMK Ha KaJIui, HaTpui win Gocdop (MUHEpas) B KpbBTA; MOBUIIICHA
KpbBHA 3aXap; MOBHUIIICHU CTOMHOCTH Ha ankaiHaTa pocdaTasza (€H3UM) B KpbBTa; IIOBUIICH CEPYMEH
KpeaTHHUH (POTENH, U3MEPBaH C KphBHHU TECTOBE, 3a Ja Ce MPOBepH JieiHOCTTa Ha OhOpenuTe Bn);
HaMaJICH XeMOTJIO0MH (HaMHpa Ce€ B YSPBEHUTE KPbBHU KIIETKH, KOUTO MPEHACIT KHCIOPOT), KOUTO
Morar 1a OpIaT TEXKH.

Cpo0maBaHe Ha HeKeJIaAHU PeaKIHH

Axo IMMOJIYYUTC HAKAKBU HCXKCIJIaHU JICKAPCTBCHU PCAKIINH, YBCIOMETC Bamms JICKap, (’papMaueBT 501051
MeIUIUHCKa cecTpa. ToBa BKIIIOYBA M BCHYKY B3MOXKHH HE)KEIIAaHU PEaKLUH, HEOITMCAaHH B Ta3U
JHUCTOBKA. MOKeTe ChILO J1a ChOOLIUTE HEXKEAaH! PEaKLUK AUPEKTHO Ype3 HAIlMOHATHATA CUCTEMa 3a
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C’LOGH.[aBaHe, IIOCOYCHA B H[ZI/IJ'IO)KCHI/IC V. Karo C’LO6H_[aBaTe HCXKCJIaHU PCaKIIUU, MOXKETC Aa NaJICTC
CBOs IIPUHOC 3a IMMOJTYYaBaAHC HA TOBCYC I/IH(I)OpMaI_II/IH OTHOCHO 0€30IacHOCTTa Ha TOBA JICKapCTBO.

5. Kak na cexpansiate Oyavas
Jla ce cbxpaHsiBa Ha MsICTO, HEIOCTBIIHO 32 JeLa.

He u3non3Baiite TOBa JIEKapCTBO CIIEI CPOKa Ha TOJHOCT, OTOENA3aH BhPXY KaPTOHEHATa OIAKOBKA U
BBPXY €THKEeTa Ha (hJJaKOoHa, ChOTBETHO ciieh ,,EXP*. CpoKbT Ha TOAHOCT OTTOBaps Ha MOCICAHHS ICH
OT ITIOCOYEHHUS Mecell.

Ha ce cexpanssa B ximagmiHuK (2°C — 8°C). [la He ce 3ampa3ssiba.
CoxpansiBaiiTe (1akoHa B KapTOHEHATa OMAKOBKa, 3a JIa c€ MPe/Ia3u OT CBETJINHA.

Undys3nonnute pa3rBopu TpsiOBa Aa ce M3MOA3BAT BEAHAra CIIEH pa3pekaane. AKO HE Ce U3IMO0A3BaT
He3a0aBHO, BpEMETO U YCIIOBHITA Ha ChXpaHEHHUE 110 BpeMe Ha yrnoTpeda ca OTTOBOPHOCT Ha
notpedurens U 0OMKHOBEHO He TpsiOBa 1a HagxBBPIAT 24 yaca npu 2°C 1o 8°C, ocBeH ako
MH(Y3MOHHUTE PA3TBOPH HE Ca MPUTOTBEHHU B cTepuiHa cpena. Oyavas € cTabuiIeH 3a IEPHOA 10
30 muu pu 2°C no 8°C cien paspeknane U 3a mepuoj A0 48 gaca mpu TeMIEpaTypH,
Henaasumasamy 30°C.

He u3nomsaiite Oyavas, ako 3a0enexXuTe HIKaKBU BUIUMH YaCTUIIM WK MPOMSHA Ha IBETA MPEIU
ynorpeoa.

He u3xBbpisiite nekapcTBaTa B KaHAIU3aLMATa WIM B KOHTEMHEpa 3a TOMAIIHU OTHAIbIIH.
[Monmraiite Bammst hapManeBT Kak Ja U3XBHPISATE JeKapcTBaTa, KOUTO Bede He n3noin3pare. Te3u
MEPKH 1€ CIIOMOTHAT 34 Olla3BaHe Ha OKOJIHATA Cpefa.

6. Cun)pma}me Ha OMAaKOBKAaTa U JO0IIbJHUTEC/IHA I/IH(l)OpMaIlHH

Kakso cbpabp:xa Oyavas

. AKTHBHOTO BeIIIECTBO ¢ OeBanm3ymad. Beceku ml oT KoHIIeHTpaTa chabpxka 25 mg Oeparu3ymao,
choTBeTCTBaN Ha 1,4 10 16,5 mg/ml, koraro e pa3peieH cropea MpernopbKUTe.
Bceexu ¢naxon ot 4 ml ceapprka 100 mg GeBaumzymad, croTBeTcTBanM Ha 1,4 mg/ml, korato e
paspezeH cropeq MpenopbKuTe.
Bceku ¢nakon ot 16 ml chabpika 400 mg GeBannzymad, choTBETCTBAINM Ha 16,5 mg/ml, xoraro
€ paspejieH crope/ MPernopbKUTE.

o JpyruTe cheTaBKHU ca Tpexanosa JUXUAPAT, MOHOOCHOBEH HaTpueB (ocaT MOHOXHIPAT,
nuHatpueB Qocdat, monucopbar 20 ¥ BoJa 3a MHXKEKIUH (BUXKTE Touka 2 ,,0yavas cbabpxa
HaTpH®).

Kak nm3raexna Oyavas 1 KAKBO ChAbpPiKa ONIAKOBKATA

Oyavas e KOHIEHTpAT 3a HH(PY3HOHEH pa3TBOp (CTepHieH KOHIEeHTpaT). KoHnenTparsT e Ge3BeTHa
JI0 )KBJITEHHKABa I KaQ)eHUKaBa ONaJeCIIEHTHA TEYHOCT B CTHKIICH (PJIAKOH C TYMEHa 3aImyiajKa.
Bceku ¢nakon cpappka 100 mg 6eBanuzymad B 4 ml pasrop mwim 400 mg 6eBanusymad B 16 ml
pastBop. Besika onakoBka Oyavas cbabppika euH (iaakoH.

IIpuTte:kaTes HA pa3pellIeHUETO 3a yNoTpeda
STADA Arzneimittel AG

Stadastrasse 2-18

61118 Bad Vilbel

T'epmanus
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IMpousBoauTe

GH GENHELIX S.A.
Parque Tecnologico de Leon
Edificio GENHELIX
C/Julia Morros, s/n
Armunia, 24009 Ledn
Hcnanus

STADA Arzneimittel AG
Stadastrasse 2—18

61118 Bad Vilbel
I'epmanus

3a JOIIBJIHUTCIIHA I/IH(I)OpMaLII/IH OTHOCHO TOBa JICKapCTBO, MOJI, CBBPIKCTEC C€ C MCCTHUA
MNpEACTABUTCII HA MIPUTCIKATCIIA Ha pa3pClICHUCTO 3a yHOTpe6a.

Belgié/Belgique/Belgien
EG (Eurogenerics) NV
Tél/Tel: +32 4797878

Bbarapus
STADA Bulgaria EOOD
Ten.: +359 29624626

Ceska republika
STADA PHARMA CZ s.t.0.
Tel: +420 257888111

Danmark
STADA Nordic ApS
TIf.: +45 44859999

Deutschland
STADAPHARM GmbH
Tel: +49 61016030

Eesti
UAB ,,STADA Baltics*
Tel: +370 52603926

EALada
DEMO S.A. Pharmaceutical Industry
TnA: +30 2108161802

Espaiia
Laboratorio STADA, S.L.
Tel: +34 934738889

France
EG Labo - Laboratoires EuroGenerics
Tél: +33 146948686

Lietuva
UAB ,,STADA Baltics*
Tel: +370 52603926

Luxembourg/Luxemburg
EG (Eurogenerics) NV
Tél/Tel: +32 4797878

Magyarorszag
STADA Hungary Kft
Tel.: +36 18009747

Malta
Pharma.MT Ltd.
Tel: +356 21337008

Nederland
Centrafarm B.V.
Tel.: +31 765081000

Norge
STADA Nordic ApS
TIf: +45 44859999

Osterreich
STADA Arzneimittel GmbH
Tel: +43 136785850

Polska
STADA Poland Sp. z.0 o.
Tel: +48 227377920

Portugal

Stada, Lda.
Tel: +351 211209870

81



Hrvatska Romania

STADA d.o.o. STADA M&D SRL

Tel: +385 13764111 Tel: +40 213160640

Ireland Slovenija

Clonmel Healthcare Ltd. Stada d.o.o.

Tel: +353 526177777 Tel: +386 15896710

Island Slovenska republika

STADA Arzneimittel AG STADA PHARMA Slovakia, s.r.o.
Simi: +49 61016030 Tel: +421 252621933

Italia Suomi/Finland

EG SpA STADA Nordic ApS, Suomen sivuliike
Tel: +39 028310371 Puh/Tel: +358 207416888
Kvnpog Sverige

STADA Arzneimittel AG STADA Nordic ApS

TnA: +49 61016030 Tel: +45 44859999

Latvija

UAB ,,STADA Baltics*

Tel: +370 52603926

Jarta Ha nocieano npepasriexaade Ha gucrtoBkata <{MM/I'TTT}><{mecen I'TTT}>.
JApyru u3rouHunu Ha uHgopmanus

IMompoOHa uH(popMalys 3a TOBa JEKapCTBO € MpeocTaBeHa Ha yeOcaiita Ha EBpornelickara areHius
o Jekapcraara: https:// www.ema.europa.eu
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