NMPUJIOKEHMUE 1

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUA NTPOAYKT

Avastin 25 mg/ml koHuEHTpaT 3a HH(Y3UOHEH pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcexu ml ot koHIIeHTpaTa chabpika 25 mg 6eBanu3ymad (bevacizumab)*.
Bceeku ¢dakon ot 4 ml ceabpixa 100 mg Gearu3ymad.

Bceeku dmakon ot 16 ml chappxa 400 mg GeBanmszymas.

3a pazpekJane u JpyrH MPernopbKu 3a padoTa BUXKTE TOUKa 6.6.

*BeBanm3ymab ¢ peKOMOWHAHTHO XYMaHHU3UPaHO MOHOKIIOHAIHO aHTUTSUIO, TTony4eHo upe3 JJHK
TEXHOJIOTHSI B KIICTHYHH JIMHUU OT SHYHHUK Ha KUTAWCKH XaMcTep.

3a IBJIHUS CIUCHK Ha MOMOIIHUTE BEIIECTBA BUKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
KomnmenTtpar 3a nH(Yy3HOHEH pa3TBOP

Buctpa 1o neko onanecuenTHa, 6e31UBeTHa 0 CBETIOKa(siBa TEUHOCT.

4. KJIMHUYHU JAHHHU
41 TepaneBTHYHM OKA3AHUA

Bbepannzymab B koMOuHaLuMs ¢ XUMHOTEpanus Ha 6a3ara Ha (DIyOpONMPUMUINHY € TTOKa3aH 3a
JIeYeHHE TPU Bb3PACTHH MALMEHTH ¢ METacTa3upaj KapLuHOM Ha Ae0eI0TO YepBO WIIM PEeKTyMa.

Bepannzymab B koMOMHAaLMS ¢ TAKIMTAKCEN € TIOKA3aH 3a JICYCHHUE OT ITbPBAa JIMHUS [IPH BB3PACTHU
HAlMeHTH C METacTa3upaj pak Ha MJIEYHaTa Jie3a. 3a AOMbIHUTEIHA HH(OPMALsI OTHOCHO CTaTyca
Ha YOBEIIKHUS PELICHITOP Ha emuaepMaHus pactexer ¢akrop tun 2 (HER2), mons, Buxre Touka 5.1.

Bbepann3ymab B koMOMHAIWMS C KaNleIUTA0KH € TTOKa3aH 3a JICYCHHE OT II'bPBA JIMHHS IPH Bh3PacTHH
MAIMEHTH ¢ METacTa3upall pak Ha I'bp/aTa, IPH KOUTO JICYSHUETO C IPYTH BUI0BE XUMUOTEpaIHs,
BKJIFOUMUTCIIHO TaKCAaHU UJIKW aHTPALIMKIIMHU, HE CC CUMTA IMOAX0AA11a. HaHI/ICHTI/I, IojrydyaBajii CXEMHU
Ha JICYCHHUE, ChIBPKAIIN TAKCAaH M AaHTPAIIMKIMH KaTO afOBAHTHO JICYCHHUE MTPEe3 MOCIICTHUTE

12 mecena, TpsiOBa fa ce U3KIOUaT OT JieueHue ¢ Avastin B koMOuHaIus ¢ KarenuTaduH. 3a
nonbyHUTeNHA nH(opmanus orHocHo HER2 craryca, mons, Buxre Touka 5.1.

Bepanuzymab, 1o6aBeH KbM XUMHOTepanus Ha 0a3ata Ha IUIATHHA, € IIOKA3aH 3a JISUEHUE OT I'bpBa
JIMHUS IPU BB3PACcTHU MAIMEHTH C HeoepaOIeH aBaHCUPAJl, METacTa3upall WM Py JHBHPAI]
HepeOHOKIIEThUEH paK Ha Oeust Apod ¢ pa3MyHa OT peobiiaiaBalia CKBaMO3HOKIIEThUHA
XHUCTOJIOTHSL.

Bepann3yma0, B KOMOHHAIHSA C €pIOTUHHO, € TIOKa3aH 3a JICYSHNE OT ITbPBa JIMHUS MTPU B3PACTHU
HaI[MEeHTH C HeonepaduIIeH HalpeIHall, MeTacTa3upajl MM PElUANBHPAIL HECKBAMO3EH
HepeOHOKIIEThUCH paK Ha Oenust Ipo0 ¢ aKTUBHPAIIM MYTAIlMH Ha PEIenTopa Ha eMuIepMaTHUs
pactexen ¢pakrop (EGFR) (Bxk. Touka 5.1).

Bepann3ymab B komOuHarwst ¢ nHTEpdepoH anda-2a e moka3aH 3a JEYSHHE OT ITbPBa JIMHHS TIPU
BB3PACTHH MAIMEHTH C aBaHCHPAJI /UK MeTacTa3upan ObOpeUHOKIIEThYEH KapIIHHOM.



Bepanuzymab B koMOMHAITNS ¢ KapOOTUIaTHH U MAKIMTAKCEN € [TOKa3aH 3a I'bpBa JIMHUS Ha JICUCHUE
Ha BB3pacTHU narueHTku ¢ HarnpeaHan (craguu Il B, [l C u IV na Mexaynaponnata deepanus no
akymepctBo u ruHekonorus (FIGO)) enureneH KapiHOM Ha SHYHULIUTE, (HATONMUECBUTE TPHOH HITH
I'BPBUYEH [TIEPUTOHEANIEH KapIMHoM (BK. Touka 5.1).

beparnuzyma0, B KoMOMHAIWS ¢ KapOOIUIATHH M TEMIIMTAO0NH, HJIK B KOMOWHAIIMS ¢ KapOOoIIaTHH U
MAKJIMTAKCElI, € MOKa3aH 3a JISYeHHEe Ha Bb3PACTHHU MAIMEHTKU C ITbPBU PEIMINB Ha SUTEJICH paK Ha
SHYHUINTE, (ATJONUEBUTE TPHOU MM ITbPBUYUCH IEPUTOHEAJICH paK, YyBCTBUTEIICH Ha JICUCHHUE C
IUIATHHA, KOUTO HE ca MOoJTydaBalli IPEAIIecTBalla Tepanus ¢ 6eBaim3yMad WM Apyrd HHXUOUTOPH
Ha VEGF nmu VEGF penenrop-nipuiienau areHTH.

beBaru3ymab, B KOMOMHAIMS C MAKITUTAKCEI, TOMOTEKAH WK METHIMPaH JUIT030MaleH
JIOKCOPYOUIIMH, € TTOKa3aH 3a JICYCHHUE Ha Bb3PACTHHU MAIIMEHTKHU C ITbPBUYHO-PE3UCTCHTECH
PELUIMBHUpAII] STUTENICH PaK Ha SITYHUIUTE, (DAIONHUEBUTE TPHOU WK IBPBUYCH IEPUTOHEATICH PaK,
KOUTO Ca TOJTy4aBajy He TIOBEYE OT /[Ba PS)KUMa Ha MbPBUYHA XUMUOTEPAIUI U KOUTO HE ca
MOJy4aBaliy MpeecTBaia Tepanus ¢ oepanuzymad i apyru naxuduropu Ha VEGF, unm
cpenctBa, npuiesBaiy ce BB VEGF-pereniropa (k. Touka 5.1).

Bepannzyma0, B KOMOHHAIHS C TAKJIMTAKCEI U UCIUIATHH, WM aJITEPHATUBHO MAKIUTAKCEI H
TOIOTEKAH MPH MAIUCHTKH, KOUTO HE MOTAT JIa MMOJIy4aBaT Tepamus ¢ IIaThHa, € OKa3aH 3a JICUCHNe
Ha BB3PACTHH NMAIMEHTKH C MIEPCUCTHUPAIL, PELHIMBHPAILl HIIM METacTa3hpall KapiIuHOM Ha MaTOYHaTa
mmiika (BX. Touka 5.1).

4.2 Jlo3MpOBKA M HAYMH HA MPHJIOKEHHE

He pasknamaiite ¢nakoHna.

Avastin TpsiOBa a ce mpuiiara moj| HaOJIrOIEHHE Ha JIEKap C ONMUT B JISYEHUETO C AHTHHEOIIIACTUIHA
JIEKapCTBEHU TTPOTYKTH.

EO3I/I[QOBK3

Memacma3zupan kapuyunom Ha 0eberomo 4epso uiu peKmyma MKP]O

[MpenopwrunTenHata 103a Avastin, mpriokeH o Gopmara Ha UHTpaBeHO3Ha HHQY3us, ¢ 5 mg/kg
wi 10 mg/kg TesnecHo Tero, MPUIIOKSH! BEIHBK Ha Bcek 2 ceamuid, wi 7,5 mg/kg wmu 15 mg/kg
TEJIECHO TETJIO, IPUJIOKEHH BEAHBX Ha BCEKU 3 CEIMMIIH.

[IpernopbuBa ce Ie4eHUETO Ja MPOABIKH A0 MPOrPECcHs HA OCHOBHOTO 3a00JIsIBaHE WIIH /10
HETPUeMIIBA TOKCUYHOCT.

Memacmasupan pak na maeunama scnesa (MPMIK)

[Mpenoppunrtennata go3a Avastin e 10 mg/kg TenecHo Terio, mpuiarai BeHbXK Ha BCEKH 2
ceamui, M 15 mg/kg TenecHo Terino, npuiiaraHu BEAHBXK Ha BCEKH 3 ceaMULIM 1o popMara Ha
WHTpaBeHO3Ha WH(DY3USL.

IIpenopbuBa ce JeYeHHETO J1a MPOABIDKU IO IIPOrPecUsi HA OCHOBHOTO 3a00JIsIBaHE MITH J10
HEMPUEMJINBA TOKCUYIHOCT.

Heopebrnoxknemwvuen pax na 6eaus opod (H/IIKPBEJ])

TTvpea aunus na aevenue nHa neckeamosen H/IIKPBJ] 6 kombunayus ¢ xumuomepanusa Ha bazama Ha
naamuna

Avastin ce mpuiara, Karo ce 700aBsi KbM XHUMHUOTEpanus Ha 0a3aTa Ha IUIaTHHA B IPOABIDKEHUE HA J10
6 IIUKbJIa HA JICYCHHUE, TIOCJIeIBAHN OT MOHOTeparus ¢ Avastin 10 porpecust Ha 3a00JIIBaHETo.
[Ipenopbuntennara qo3a Avastin e 7,5 mg/kg nmm 15 mg/kg tenecHo Terno, npujiarada BeJHbX Ha 3
CeIMMLIM KaTO MHTPaBEHO3HA HHY3HUSL.



Knuangnara nonsa npu namuenTt ¢ H/IKPB/I e noka3ana u npu asere 1034 - ot 7,5 mg/kg u
15 mg/kg (Bx. Touka 5.1).

[IpenoppuBa ce Ie4eHUETO Ja MPOABIDKH A0 MPOrPECcHs HA OCHOBHOTO 3a00JIsIBaHE WM 10
HENPUEMJIMBA TOKCUYIHOCT.

ITvpea aunus na nevenue na neckeamoser HIKPE/ ¢ EGFR akmusupawuy mymayuu 6 kombunayus ¢
eplomuHuo

Ipeau 3amouBane Ha jgedeHue ¢ Avastin B KOMOHHAITHS ¢ ePIOTHHUO, TPSAOBA 1a Ce U3BHPIIH
uscnensane 3a EGFR mytanmu. Baxno e 1a ce nzbepe 1o0pe BATUANPaH U HAISKICH METOI, 3a JIa Ce
n30erHar (aimmBy OTPUIATEITHN MM (aIUBH TTOJIOKUTEIHN PE3yITATH.

ITpemopbunteanaTa go3a Avastin, Kkoraro ce M3Io/I3Ba B JOMbIHEHHE KbM eproTHHHO e 15 mg/kg
TEJIECHO TETJIO, MPHUJIaraHa BEJHBK Ha BCEKH 3 CEMHUIM KaTO MHTPaBEHO3HA HH(Y3HSL.
[IpenopbunTenHo € jgedeHneTo ¢ Avastin B JOMbIHEHHE KbM €PIIOTHHHO J1a IPOIBIKH 710 TPOTPECHS
Ha 3200IBaHETO.

OTHOCHO JT03MpPOBKATa U HAYWHA HA MPUIIOKEHUE HA ePIIOTUHHUO, MOJIs, BUXKTE KpaTKaTa
XapaKTEePUCTUKA Ha EPIOTUHHO.

Asancupan u/unu memacmaszupan Ovopeunoxnemvuer kapyurom (MHKK)

[Ipenopbuntennara qo3a Avastin e 10 mg/kg tenecHo Terno, npuiaraHi BEJHBX HA BCEKH 2 CEAMUIIH
noJ ¢popMaTa Ha MHTPABEHO3HA HH(Y3USL.

IIpenopbuBa ce JeYeHHETO /1a MPOABILKU IO IIPOrPecusi HA OCHOBHOTO 3a00JIsIBaHE MITH J10
HEMPUEMJINBA TOKCUYIHOCT.

Enumenen kapyunom na siynuyume, gaionuesume mpvou u nbpeuder nepumoneanlet KapyuHom

ITvpea nunus Ha neyenue: AvVastin ce npuiara KaTo JOIMBIHEHHE KbM KapOOIUIATHH U HAKIUTAKCEI 10
6 LMKbJIA HA JICYCHHE, TOCJIC/IBAHH OT MPOABIDKUTENIHA yIIoTpeda Ha Avastin kaTo MOHOTeparusi 10
nporpecust Ha 3a00JIBAHETO WM MaKCUMYM 32 15 Mecela nimm 10 HenmprueMiInBa TOKCHYHOCT, KOSITO
HACTBIIBA [O-PAHO.

[penopbuntennara qo3a Avastin e 15 mg/kg temecHo Terio, MpUI0KeHN BEHBXK HA 3 CEIMHIIU KaTo
WUHTPABEHO3HA HHQY3HS.

Jleuenue Ha yyecmeumenno Ha_niamuxa peyuousupauo sabonasane. Avastin ce npuiara B
KOMOHWHAIHs ¢ KapOOIUIATHH M TeMIIMTA0MH B MPOIB/DKCHIE HA 6 IMKbJIa U 10 10 [HUKbIa, UK B
KOMOMHAIMs ¢ KapOOIUIATHH M MAKJIUTAKCEN B IPOABIDKCHUE Ha 6 IMKBJIA U 10 8 [IUKBJIA, TOCIIEABAHO
OT MPOIBDKUTENHA yroTpeba Ha Avastin KaTo MOHOTEpaIus 10 IPOrpecksi Ha 3a00JISIBaHETO.
[penopbuntennara qo3a Avastin e 15 mg/kg tenecHo Terio, npuiaraHa mpe3 3 CeIMHIIM KaTo
WHTPABEHO3HA HHQY3HUS.

Jleuenue na niamuna — pesucmenmuo peyudusupauio sabonasane. Avastin ce npunara B KOMOMHAIIUS
C €IIHO OT CIIETHUTE CPEe/ICTBA — MAKJIUTAKCEN, TOITOTeKaH (IIpUjlaral CeIMUYHO) UIIM TETHMpaH
JuIo3oMaieH nokcopyourms. [Ipenoppunrentara qo3a Ha Avastin e 10 mg/kg TenecHo Terio
BE/IHBXK HA BCEKH 2 CeIMHIIM 10J1 opMara Ha HHTpaBeHo3Ha MH(y3us. Koraro Avastin ce mpuara B
KOMOWHAIIMS C TOMOTEKaH (ITpUjlarat B JieH | — 5, Ha BceKu 3 CeMUIIN ), TPEMOPhUMTEIHATA J103a Ha
Avastin e 15 mg/kg TenecHo Teriio, Mpuiaral Ha BCEKH 3 CeIMHUIM 1Mo]] popmara Ha HHTPaBEHO3HA
uHpys3us. [IpernopruBa ce IeueHNEeTo a MPOABIDKM 10 Iporpecus Ha 00JIecTTa Ui 10 HeTIpueMJIINBa
TOKCHYHOCT (BX. Touka 5.1, mpoyuBane M022224).

Pax na mamounama wuiika

Avastin ce npuiara B KOMOMHAIUS C €/JHA OT CJICAHUTE XUMUOTEPANICBTUYHH CXEMH: TTAKIIUTAKCEI 1
LMCIIJIATUH, UM HAKJIUTAKCE U TOIMOTEKAH.



[penopbuntennara qo3a Avastin e 15 mg/kg tenecHo Terio, npuiokeHa BEIHBXK Ha BCCKU

3 ceMUIM KaTo MHTPaBEHO3HA HHQY3HSL.

[MpenopwuBa ce JIEUSHUETO J1a MPOIBIDKHU J0 MPOrPECHsl Ha MOJISKAIIOTO 3200IIBaHE HITH JI0
HEIPUEMJIMBA TOKCUYHOCT (BXK. Touka 5.1).

Cneuuafmu nonyaayuu

THayuenmu 6 cmapuecka ev3pacm: He ce n3UCKBa KOpUTHpAHE HA J103aTa MPH NAIMEHTH Ha BB3PacT
> 65 roguuU.

THayuenmu c 6vOpeuno yspexcoarne: be3onacHoCTTa v e(PUKACHOCTTA MIPY MAUEHTH ¢ OBOPETHO
YBpEXKIaHE HE ca M3CJIeABaHu (BXK. TOUKa 5.2).

Hayuenmu c uepnoopobno yepexcoane: bezonacHocTTa v e(PUKACHOCTTA MTPU TALUEHTH C
YepHOAPOOHO YBPEKAaHE HE ca U3CIEBaHU (BXK. ToUKa 5.2).

Teduampuuna nonyrayus

BesomacHocTTa M1 eprkacHOCTTa Ha OeBar3ymad npu aena moj 18-roaummHa Bb3pact He ca
ycTaHoBeHH. HannvHuTe moHacTosieM JaHHU ca onucany B Touku 4.8, 5.1 u 5.2, Ho npenopbku 3a
JI03UPOBKATa HE MOTaT J1a ObAaT JaICHH.

Hsama croTBeTHO OPUIIOKCHUEC Ha 6€BaI_II/ISYMa6 B IICIUaTpUYIHAaTA IOIYyJIallud B IIOKa3aHUATA 3a
JICYCHUC Ha PAK Ha ):[66CJ'IOT0 4€pBO, PEKTYMa, I'bpJarta, Oemite ):[pO60Be, PaK Ha ﬂﬁqHHHHTe,

(anonueBuTe TpHOU, MEPUTOHEYMA, IIMKKATA HA MaTKaTa U OBOpenure.

HauuH Ha IpujIo)KeHue

Hauannara no3a Tps6Ba ia ce npuiara B npoab/okeHne Ha 90 MuHyTH noa ¢popmara Ha HHTPaBEHO3HA
nH}y3ua. Ako mepBara uHQY3Us ce oHacs 100pe, BTopara HH(PY3Us MOXKE /1a CE IIPUIIOKH 3a

60 munryTH. AKO 60-MHHYTHaTa MH(Y3HS CE TIOHACS T00pe, BCHYKH ClieBaIy HH(Y3UH MOXKe 1a ce
npuiarar 3a 30 MUHYTH.

He tpsi0Ba ia ce mpuJara KaTo HHTPaBEHO3HA HHXKEKIIHSI WM O0ITyC.
He ce npenopbuBa HaMassIBaHEe Ha J103aTa IPU HEXEJIaHU Peakiuu. AKO € IOKa3aHo, TepanusTa
TpsiOBa Jia ce MPEYCTAHOBH OKOHYATEITHO WJIM BPEMEHHO JIa Ce MPEKbCHE, KAKTO € OMHCAHO B

Touka 4.4.

Ilpeonasznu mepku, Koumo mpsabea 0a ce ezemam npedu paboma c 1eKapCmeenust npoOYKm il
NPUNOHCEHUEINO MY

3a ykazaHHsI OTHOCHO pa3peskKAaHeTo Ha JICKAPCTBEHUS TPOYKT MIPeN MPUIIOKEHHUE BUKTE TOUKa 6.0.
Wudysuonnnte pasrBopu Ha Avastin He TpsOBa J1a ce cMecBaT ¢ pa3TBOPH Ha IUIIOK03a. To3u
JICKapCTBEH MPOJIYKT HE TPsiOBa Jla ce CMECBa C IPYTH JICKAPCTBEHH MTPOJLYKTH, C U3KIIFOUCHUE Ha
IIOCOYECHHUTE B TOUKa 6.6.

4.3 IlpoTuBOMOKA3aAHUA

. CBpPBX4YYBCTBUTEIHOCT KbM aKTHBHOTO BEIIECTBO MJIM KbM HIKOE OT IIOMOIIHUTE BEIIECTBRA,
n30poeHu B Touka 6.1.
. CBpBXYYBCTBUTEIHOCT KbM KJICTHYHU MPOAYKTH OT OBAPUAIIHH KJICTKH HA KHTAHCKH XaMCTep

(CHO) i npyru peKkOMOMHAHTHU YOBEIIKH UM XyMaHU3WPaHU aHTHUTETIA.
o Bpemennoct (Bx. Touka 4.6).



44 CnenuaJHu npeaynpe:xieHus: U Npeana3Hu MepKHU NpH ynorpeda

Ilpocrnedumocm
3a j1a ce moIo0pH MPOCICANMOCTTA Ha OHOJIOTMIHUTE JICKAPCTBEHU TIPOAYKTH, UMETO ¥ TAPTHIHUST
HOMEp Ha MPHJIOKEHUS MPOAYKT TPsIOBa SICHO Ja Ce 3alKCBar.

Iepgpopayuu na cmomawno-upesnus (CH) mpaxm u pucmynu (Bx. Touka 4.8)

Hsikou manueHTH MoXe Ja ca U3JI0KEHH Ha TIOBHIICH PUCK OT pa3BUTHE Ha niepdopalius Ha
CTOMAIITHO-YPEBHUS TPAKT U nepdopalys Ha MUKOYHUS MEXYp TIpH JieueHue ¢ Avastin.
HHTpaabaoMUHaNICH BB3NATUTEICH MPOLeC MOXe Jia ObJie pUCKOB (hakTop 3a mepdoparuu Ha
CTOMAIIHO-YPEBHHS TPAKT MPH NAIMSHTH C METACTa3upajl paK Ha 1e0eI0To YePBO WK PEKTyMa,
MopaJii KOeTo TpsOBa J1a ce BHUMAaBa MpH JICUCHUETO Ha Te3n nanueHTy. [Ipeamecrpamniara
mpyereparnus € puckoB (axrop 3a CH nepdoparys npu maienTy, JeKyBanu ¢ Avastin 3a
MIEPCUCTUPAIL, PEIIUIUBUPAII UITK METACTA3UPajl paK Ha MaTOYHATA IMMWHKA U BCUYKH MAIUCHTH ChC
CY nepdopariust vMaT aHaMHe3a 3a Tpe/IecTBalla JpueTepanus. JIeueHueTo TpssOBa OKOHYATEITHO Ja
Ce MPEyCTaHOBH IPHU MAIMEHTH, KOUTO Pa3BUAT Hepdopalins Ha CTOMAITHO-YPEBHUS TPAKT.

CY-sacunannu goucmyau 6 npoyusane GOG-0240

[ManuenTure, aekyBanu ¢ Avastin 3a mepcucTupalll, pelyAMBHPAILl UM METACTa3upall paKk Ha
MaTOYHaTa MIUHKa ca ¢ TOBHUIIEH PUCK OT MOsBa HA (QHCTYIN MEX/y BIArajlIeTo U KOSITO U J1a €
yacT oT croMamrHo-upeBHUs (CY) TpakT (cToMalHo-upeBHU-BaruHaaHu ¢ucrynm). [lpeamecrpamara
JbUYETeparisi € OCHOBEH PUCKOB (hakTop 3a pa3Butrero Ha CYU-BarrHa IHU QUCTYIN U BCUIKH
nanueHTd cbc CU-BarnHaHu QUCTYNIM MMaT aHaMHE3a 3a MpeIIecTBAalla JIbYeTepaItusl.
PemmnuBupanero Ha paka B 00JacTTa Ha MpeAIIecTBAIIATa IbUeTepanus € AOIbJIHUTENICH BayKeH
puckoB ¢akTop 3a pa3putueto Ha CYU-BarnHamHU QUCTYIIH.

Ducmynu uzevrn CH mpaxm (Bxk. TOUKa 4.8)

Koraro ce nexyBat ¢ Avastin, HallueHTUTE MOXKeE Ja Ca U3JIOKEHH Ha TIOBUIIIEH PUCK OT Pa3BUTHE HA
¢ducrymm.

Jleyenueto ¢ Avastin npu namueHTH ¢ Tpaxeoesodareanna (TE) ducrtyna nimm Besikaksa qpyra
¢ucryna or crenen 4 [Hannonanen onkonornded nHCTUTYT Ha CAILl — OOII# TepMHUHOIOTHYHH
kputepun 3a Hexxenanu chouThs (NCI-CTCAE v.3)] Tps0Ba 0OKOHUYATETHO /1a Ce MPEYCTAHORBH.
Hudopmarnusata 0THOCHO NPOIBIDKUTEIHO IPHIIOKEHHE Ha Avastin Py NALMEHTH ¢ Apyrd GUCTYIH €
orpanuveHa. B ciyuaii Ha BpTpeniHa QucTya U3BBH CTOMAIITHO-YPEBHUS TPAKT, TPsiOBa /1a ce
0o0MuCIIM IpeycTaHoBsIBaHE Ha Avastin.

Yenoocnenus npu 3apacmeane na panu (BX. Touka 4.8)

Avastin Moxe 1a noBJMsie HeOIAaronpHUsATHO MIPOIieca Ha 3apacTBaHe HA paHuTe. JloknanBaHu ca
CEPUO3HHU YCIIOKHEHHUS TIPU 3apacTBaHe Ha PaHH, BKIFOUUTEITHO YCIOKHEHHS Ha MSICTOTO Ha
aHacToMo3a, ¢ JieTajeH Kpaid. He TpsiOBa na ce 3amouBa neueHue noHe 28 AHU Cie[ rojsiMa Orepayst
WJIM 10 ITBJIHO 3apacTBaHe Ha ornepaTuBHaTa paHa. [Ipy manueHTuTe, moMydiiii YCIOKHEHUS IPH
3a3/IpaBsBaHE Ha PaHUTE I10 BpEME Ha JICUEHHE, JICUSHUETO TPsIOBa Jja ce MPEKPaTH 0 IIbJIHO
3apacTBaHe Ha paHure. JleueHneTo TpsaOBa Aa ce MPeKbCHE MPU IIAHOBA OIepaLusl.

Psinko ce chobmaBa 3a HeKpoTHu3upai (GaciuuT, BKIIOYATENHO (aTamHu cirydan, IpH MalueHTH,
nexyBanu ¢ Avastin. ToBa cbCTOsIHIE OOMKHOBEHO € CJIC/ICTBHE OT YCIIOKHEHUS IIPH 3apacTBaHETO Ha
paHHTe, CTOMAIIHO-UYpEeBHA nepdopanus i oopasyBane Ha ¢pucryna. [Ipu nanuenTure, KOUTO
Pa3BHSIT HEKpoTU3upail Gacuuur, Tepanusara ¢ Avastin TpsOBa a ce mpeyCTaHOBU U He3a0aBHO Jia ce
3aro4YHe MOAXOAAIIO JICUEHHE.

Xunepmonus (BX. Touka 4.8)

[Tpu manmenTH, JekyBaHu ¢ Avastin, ¢ HaOJIF0aBaHa IOBUILICHA YECTOTa Ha XUITCPTOHMSL.
KimandHauTe naHHM 3a 0€30IaCHOCT MOKa3Bar, Y€ MMa BEPOSITHOCT YeCTOTaTa Ha XMIICPTOHUATA J1a
Obne mo3a-3aBucuMa. [Ipenu 3amouBaHe Ha iedeHne ¢ Avastin TpsiOBa aJleKBaTHO Ja c€ KOHTPOJHpa
npeaniecTamnia xurnepronus. Hama nadopmarus 3a edexra Ha Avastin py HarueHTH ¢
HEKOHTPOJIMPaHa XUITEPTOHMS 10 BPEMETO Ha 3arouBaHe Ha jederneTo. [lo mpuHmumm ce mpenopryBa
MOHHTOPHPAHE Ha apTEPUATTHOTO HAJIATAHE 110 BpEME Ha JICUCHHE.



B moBeuero ciiyqan XUIEepTOHHSITA ¢ KOHTPOJIMpa aJeKBaTHO, KaTo Ce MpuJiara CTaHaapTHO
AHTUXHIICPTEH3UBHO JICUCHUE, MTOAXOSAIIO 32 KOHKPETHOTO ChCTOSIHUC HA 3aCETHATHUS MAIHCHT.

He ce npenopbuBa ynorpebara Ha JUYpPETHUIIH 3a JICYCHHE HA XUTICPTOHUS MTPH MAIMEHTH, KOUTO
MOJTy4aBaT XMMHOTEPANEBTHYHA cXeMa Ha 0a3ara Ha IUCIUIATHH. Avastin TpsOBa OKOHUATEITHO J1a Ce
NPEYCTaHOBH, aKO KJIMHUYHO 3HAUYMMATa XUIIEPTOHUS HE MOJKE J1a C€ KOHTPOJIUpa aJeKBaTHO C
AHTHXHMIICPTOHUYHO JICUCHHE, UJTH aKO MAIMEHTHT Pa3BUe XUITEPTOHNYHA KPH3a HIIM XHUITCPTOHUIHA
eHnedanonarus.

Cunopom na nocmepuopna oopamuma enyegaronamusi (CIIOE) (Bx. Touka 4.8)

Nma penku choOIIeHUS 32 AMEHTH, JIEKyBaHU ¢ Avastin, pa3BHBaIH MIPU3HAIIA U CUMIITOMH, KOUTO
crotBercTBaT Ha CIIOE - psiako HEBPOIOTMYHO HAPYIIIEHHE, KOETO, OCBEH C IPYTO, MOXKE Ja Ce
MaHudecTrpa chC CIACAHUTE MPU3HAIN U CUMIITOMU: I'bPYOBE, TTIABOOOIHE, TPOMEHEHO TICUXUIECKO
ChCTOSIHUE, 3pUTEIHU HAPYIICHUS WM KOPOBA CIIETOTa, ChC WITH 0€3 CBhp3aHa XUIIEPTOHHSI.
Huarnozara Ha CIIOE e HeoOxoaumMo aa ObJie MOTBBPICHA Upe3 00pa3HO U3CIICIBaHE HA MO3bKa, 3a
MIPeANoYnTaHe siqpeHo-Maraurer pe3oHanc (SIMP). 1pu manmenTn, pa3suBaiiu CITOE, ce
MpernopbyBa JICueHUEe Ha CIeNU(DUIHUTE CUMITTOMH, BKITFOUBAIIIO KOHTPOJIMPAHE HA XUITEPTOHUATA
3aeIHO C mpekparsBaHe Ha Avastin. be3omacHocTTa Ha MOAHOBSBAHE Ha TepanusaTa ¢ Avastin mpu
naruenty, nonyum CIIOE mpeny ToBa, He € M3BecTHA.

Ipomeunypus (Bx. Touka 4.8)

[MarmenTr ¢ aHaMHe3a 32 XUIIEPTOHHS MOJKE J]a ca U3JIOKEHH Ha TIOBUIIICH PUCK OT Pa3BUTHE HA
NPOTENHYpHsI IpH JieueHune ¢ Avastin. ChllecTByBaT 1aHHH, KOUTO TIOKa3BaT, Ye BCHUKH CTETICHH
npoteunypus (Harronanen onkonornuer uHCTUTYT Ha CAILl — OO1IM TepMUHOIOTUYHHA KPUTEPHH 32
Hexenanu croutus [NCI-CTCAE v.3]) morat na Obaat cBbp3anu ¢ jo3ara. [Ipenopbusa ce
MOHUTOPHPAHE Ha IPOTEMHYPUATA C aHAJIM3 HA YPUHATa Ype3 TECT-ICHTUIKH NMPeau HadyajJoTo U MO
BpeMe Ha JeueHneTo. HabnmronaBana e mporennypus creneH 4 (HedporudeH cuaapom) mpu 1o 1,4 %
OT MalMeHTUTe, JIeKyBaHu ¢ Avastin. Jleuennero TpsaOBa OKOHYATENHO Aa CE IPEYCTAHOBH MPH
nanueHTtH, kouto pa3sust HepporudeH cunapoM (NCI-CTCAE v.3).

Apmepuanen mpomboemboruzvom (BX. Touka 4.8)

[Tpy KIMHUYHY U3MUTBAHUS YECTOTATa HA apTepHATHATE TPOMOOEMOOIMYHH PEeaKIIuK, BKITFOUUTEITHO
M03b4YHO-ChA0BH HHIHAeHTH (MCH), npexonuu nucxemuynu npucrbnu (IIUI1) u uadapkr Ha
muokapnaa (MM), e Ouna mo-BucoOKa MpH MaIMeHTH, TToTydaBaiy Avastin B KoOMOHHAITHS ¢
XUMHOTEPAIHs, B CPABHEHHE C TE3U, KOUTO Ca MOJIyYHIIM CaMO XUMHOTEPAIIHsL.

[Ipu manmenTwH, neKyBanu ¢ Avastin IJII0C XMMHOTEPAIsl, C aHaMHe3a 3a apTepHUajieH
TpOoMOOEeMOOIN3bM, TUA0ET WM HA BB3PacT HaA 65 roaMHM MMa IOBHUILEH PHCK OT Pa3BUTHE HA
apTepuaiHu TpOMOOEMOOIMYHH PEaKIUK 10 BpeMe Ha JieueHueTo. TpsoBa Jja ce BHUMaBa Mpu
JIeUeHHE Ha Te3U MaIUeHTH ¢ Avastin.

Jleyenuero TpsiOBa OKOHYATEIHO J1a CE TIPEYCTAaHOBHU IPH MAMEHTH, KOUTO Pa3sBHAT apTepHaTHA
TPOMOOEMOOINYHN PEAKITUH.

Benosen mpomboemboruzom (BXK. Touka 4.8)

[Mpu neyenue ¢ Avastin malEHTHTE MOXKE JIa Ca M3JIOKEHH Ha PUCK OT Pa3BUTHE HA BEHO3HH
TPOMOOEMOOINYHN PEAKLIUH, BKIFOUUTENHO U 0e10Apo0eH eMOOIH3BM.

[MTanmeHTHTE, JTEKYBaHH 3a MEPCUCTUPAIL, PEIMIMBUPAIIL HJIK METAaCTa3Mpall pak Ha MaToOYHaTa MIniKa
¢ Avastin B KoOMOMHAITHS C TAKJIMTAKCEIT U [IUCIIATHH, MOYKE J1a Ca C TIOBUIIIEH PUCK OT MOsBa Ha
BEHO3HH TPOMOOESMOOIMYHU CHOUTHSL.

Avastin Tps0Ba 1a ce IpeyCcTaHOBH IIPH NALMEHTH C KMBOTO3aCTpAIIaBaIlH (CTeIeH 4)
TPOMOOEMOOIMYHN Peakitiy, BKIrounTeHO 0enoapoder emoomn3bsM (NCI-CTCAE v.3). IMamuentu ¢
TPOMOEMOOIMYHN peakuu< cTereH 3 TpssoBa BuuMarenHo jaa ce Haomoaasat (NCI-CTCAE v.3).



Kpveousnus

[ManmenTH, iekyBaHu ¢ Avastin, ca U3JI0KEHH Ha TIOBHIIICH PUCK OT KPbBOM3JIMBU, 0COOCHO TAKHBA,
CBBP3aHU C TyMOpa. Avastin TpsiOBa Ja ce CIpe OKOHYATEIHO MPH MAlEHTH, KOUTO TOJIy4aT KbPBEHE
crene 3 wm 4 o Bpeme Ha jteuenne ¢ Avastin (NCI-CTCAE v.3) (8. Touka 4.8).

[MarmenTn ¢ HenekyBanu Metactasu B LIHC pyTHHHO ca M3KITIOYBaHU OT KIMHUYHUTE U3MUTBAHUS C
Avastin, B3 0cHOBa Ha 0Opa3Ha AUArHOCTHKA WK TIPU3HAIM ¥ CUMIITOMH. [opau TOBa PUCKBT OT
kpbBou3uB B [|HC nmpu TakuBa NaliueHTH He € OIEHSIBaH MPOCIIEKTUBHO B PaHIOMU3HUPAHH
KJIMHUYHU U3MUTBaHKA (BK. Touka 4.8). [larmeHTuTe TpsAOBa J1a ce HaOMoqaBaT 3a MPU3HAIK U
cumnromu Ha KbpBere B [{THC, karo jedennero ¢ Avastin TpsOBa 1a ce mpeycTaHOBH B CIyda Ha
BBTPEUEPEITHO KbPBEHE.

Hsma urdopmaryst oTHOCHO npoduiia Ha 0e30IacHOCT Ha Avastin IpH IMallMEeHTH ¢ BPOACHA
XeMOparnyHa Juaresa, Mpua001Ta KoaryJonaTrs WM MPH MAUeHTH, TOTyYaBali ITbJIHA 1032
AHTHKOATYJIAHTH 32 JIeueHrne Ha TpOMO0eMOOIM3bM IIpe/I HaualoTo Ha JieueHue ¢ Avastin, Thil KaTo
TaKMBA MAIMCHTH Ca U3KJIIOUYBAHH OT KIIMHUYHUTE M3MUTBaHusL. [lopamu ToBa TpsiOBa 1a ce BHUMaBa
Ipe/n 3aI0YBaHe Ha JICYCHHUE TP TAaKMBA TMAIMEHTH. [laimenTy, KOUTO ca pa3BHIM BEHO3HAa TPOMOO03a
10 BpeMe Ha JieueHrne o0aue M3rie)k/a HIMar MOBHIIICHA YeCTOTa Ha KbPBEHE OT CTEMEH 3 WM T10-
BHCOKa, KOTaTo Ce JICKyBaT €IHOBPEMEHHO ¢ IbJiHa J103a BaphapuH u Avastin (NCI-CTCAE v.3).

benoopoben kpwveouznus/xemonmusa

[MarmenTH ¢ HEAPEOHOKIIETHYCH pak Ha Oenwst po0, IeKyBaHU ¢ Avastin, MOXe Jia ca U3JI0KEeHHU Ha
PHICK OT CEpHO3€H, a B HAKOH CITy4dan JieTaneH 0enoapodeH KpbBousnus/xeMmontusa. [lamuentu,
npeKapalii Hackopo 0enonpoOeH KppBou3mmB/xemonTtu3a (> 2,5 ml sicHa KpbB) He TpAOBa 1a ObaarT
JICKyBaHH ¢ Avastin.

Anespusmu u apmepuanu oucexayuu

W3znomsBanero Ha naxuOuTOpH Ha bTs Ha VEGF npu nanuenTn cbe nim 0e3 XUIepTOHUS MOXKe J1a
HOZNOMOrHE 00pa3yBaHETO Ha aHEBPU3MM W/UIM apTepuanHu aucekaiuu. [Ipean 3amouBanero Ha
nedeHne ¢ Avastin, TpsioBa BHUMATEIHO J1a Ce TPELEHU TO3H PHUCK MPH MALMEHTH C PUCKOBHU (haKTopH
KaTo XUIIEPTOHUS MJIM aHAMHE3a 32 aHEBPU3Ma.

3acmotina cvpoeuna neoocmamvunocm (3CH) (Bx. Touka 4.8)

ITo BpeMe Ha KIIMHUYHUTE U3MHUTBAHUS Ce ChOOIIaBa 3a peakiuu, orroapsnm Ha 3CH. Haxonkure
BapHUpaT OT ACHMITOMHO HaMaJIeHHE Ha JIeBOKaMepHaTa (ppakuus Ha u3tiacksade 1o uzsaseHa 3CH,
Hajaraia Je4eHue uim xocnuranusaius. HeoOxoauMo e BHUIMaHKe, KOraTo NalueHTH C KITMHAIHO
3HAYMMO ChPJEYHO-CHIOBO 3a00JsIBaHE, HAIIP. MPEAIIECTBAIA UCXEMUYHA OOJIECT HA ChPLETO HIIH

3acTOWHA ChpACYHA HEJOCTAThUHOCT, C€ JIeKyBar ¢ Avastin.

[ToBeueto nanmenTH, kouto ca nomyuunu 3CH, ca imanu Meractazupai pak Ha MJIeuHaTa jkjie3a u ca
ce JIEKyBaJli IIPe/IM TOBA C aHTPAIMKIIHY, C IPEAIICCTBAIIA JIbUeTepanusi Ha JisiBaTa CTeHa Ha
TPBAHUS KOLI WM Ca UMai Apyru puckosu ¢axropu 3a 3CH.

[Ipu naumentute B AVF3694¢, kouto ca nosyyaBajiy WM HE Ca MOJTy4aBad aHTPAlMKIMHA Tpean
TOBa, HE € Ha0JII0/JaBaHa yBeIWveHa YecToTa Ha Bcuuku crenedn 3CH B rpynara ¢ aHTpanukiImH +
OcBariu3ymMal B CpaBHEHHE C JICUCHHETO caMo ¢ aHTparukimiu. Peaknuure Ha 3CH cTenen 3 wiwm mo-
BHCOKa ca OMJIM 10 M3BECTHA CTEIICH M0-UECTH IPH MALUEHTHUTE, oTydaBaiu OeBann3ymad B
KOMOWHAIIMS C XUMHUOTEPAITHs, B CPAaBHEHHUE C MAllUEHTUTE, JIEKYBaHU CaMO ¢ XuMHoTepanust. ToBa
CBHOTBETCTBA Ha pe3yNATaTUTE IpY MaLKMEHTUTE B APYTH IPOYyUBAHUS Ha METACTa3upaj paK Ha I'bpAara,
KOMTO He ca nosy4daBaiu eqHoBpeMeHHo Jiedenue ¢ antpauukiman (NCI-CTCAE v.3) (k. Touka
4.8).

Heymponenus u ungpexyuu (Bx. Touka 4.8)

[NoBHIIeHa YecTOTa Ha TEXKA HEYTpOoreHus, (eOpHIIHA HeYTPOTICHHsI W MH(EKIUS ChC Uin 0e3
TEXKa HEYTPOMEHHs (BKIIOUUTEIHO C JeTaJIeH U3X0/) ca HabJII0AaBaHy MPH MAalMEHTH, IEKYBaHH C
HSIKOM MUEJIOTOKCHYHH CXEMH Ha XMMHUOTEPAITUS IUTF0C Avastin, B CpPaBHEHUE ChC CAMOCTOSTEITHO
MPHIOKEHHE Ha XUMHOTeparus. ToBa ¢ HabJI0AaBaHO PEAUMHO B KOMOHMHAIIMS ¢ Tepamnws Ha 6azaTa



HAa IJIaTHHA WK Takcanu rpu jedenne Ha HJIKPB/l, MPMXX u B koMOHrHaITUS ¢ TaKITUTaKCE U
TONOTEKAH IPU IePCUCTHPAILl, PSIUANBHUPAIIl UM METacTa3upall PaK Ha MaTOYHAaTa IIMHKa.

Peaxyuu na cepvxuyscmeumentocm/peaxyuu kom ungyzusima (Bx. Touka 4.8)

[NarrieHTUTE MOXKE Ja ca U3JI0KESHU Ha PUCK OT Pa3BUTHE HA PEAKIMH KbM HH(Y3HATA/PEaKIMK HA
CBPBXYYBCTBHUTEIHOCT. [IpenopbuBa ce BHUMATEIIHO HAOJIOICHUE Ha MAIIMEHTA [0 BPEME U CJIe]
MPUIIOKEHUETO Ha OeBaIu3yMad, KakTo ¢ce 0YaKBa IPU BCAKa WHQY3HsI HA TEPATICBTUYHO
XyMaHH3UPaHO MOHOKJIOHAIHO aHTHTsL10. [Ipy Bh3HUKBaHE Ha peakius uHQy3usaTa TpsOBa Ja ce
NPEYCTaHOBH U JIa Ce 3al0YHE MOIXOIAII0 MEMKaMEHTO3HO JieueHne. He ce Hanmara cucteMHa
TpEeMe KIS,

Ocmeonekposa na yenrocmma (ONJ) (Bx. Touka 4.8)

Cro0miaBar ce ciy4yad Ha ocTeoHeKpo3a Ha democtTa (ONJ) mpu manueHTH ¢ pax, JIeKyBaHH C
Avastin, MOBEYETO OT KOUTO Ca MOTy4aBaIU MPEIIISCTBAIO WM STHOBPEMEHHO HHTPABEHO3HO
nedenue ¢ oudocdonatu, npu koero ONJ e unentudunrpan puck. Heo0xoaumo e moBUIeHo
BHHUMaHUe, Koraro Avastin u 6udochoHaTH HHTPAaBEHO3HO CE MPHUIIaraT eAHOBPEMEHHO HJIH
MIOCJIEI0BATEIHO.

HHBa3zuBHATE CTOMATOJIOTMYHU TIPOLIEAYPH CHIIIO ca uieHTUHIMpaH puckos dakrop. [Ipean
HAYaJIo0TO Ha JieueHue ¢ Avastin TpsOBa J1a ce OOMHUCI CTOMATOJOTWYCH TPEryie/] U OAXOIAII0
MPpo(UIIAKTHYHO 3600JICUeHHE. AKO € BB3MOXKHO, IPU HMAIIMEHTH, KOUTO MPEIHU ca JICKYBaHU UM CE
neKyBar ¢ oudochoHaTH HHTPABEHO3HO, TPSOBA J]a ce U30ATBAT MHBA3WBHU CTOMATOIOTHYHHA
MPOIIETyPH.

Hnmpasumpeanno npunodicenue
Avastin He € pa3paO0TeH 3a UHTPABUTPEAIIHO IIPUJIOKCHHE.

Hapywenus na ouume

Nma cpolbuienns 3a HHOAMBUAYAIHHU CIydayd Ha CEpUO3HN OYHU HEXKEJIAHH PEeaKLUUH IPU HeonoOpeHo
WHTPABUTPEATTHO MPHUIIOKEHUE Ha Avastin oT (JIakoHH, 000pEHU 332 MHTPABEHO3HO MPUIIOKEHHE TIPU
MAaIMeHTH ¢ pak. Te3n peakuu BKIIOYBAT HHPEKIMO3EH eHA0PTAIMUT, BETPEOYHO Bb3MajJeHUe, KaTo
CTepHJIeH EHAOPTAIMUT, YBEUT U BUTPEUT, OTJICNIBAHE HA PETUHATA, Pa3KbCBAHE HA MMTMEHTHHUS
enuTes Ha peTHHATA, YBEJIIMYEHO BhTPEOYHO HAISTaHe, BhTPEOUCH KPHBOM3INB, KATO KPHBOU3IIUB B
CTBHKJIIOBUIHOTO TSUIO HJIM PETHHATA, KPbBOU3IIMB B KOHIOHKTUBATA. Hsikou OT Te3u peakuuu ca
JIOBEJM 10 pa3/InyHa CTEIeH Ha 3ary0a Ha 3peHHETO, BKJIIOUNTEIHO TpaiiHa cienora.

Cucmemnu epekmu cned uHMpasUMpPeanrHo NPULONHCEHUe

Jloka3aHo e HamaJIeHHe Ha KOHIeHTpanusaTa Ha mmpkymmpantis VEGF ciex nuaTpaBurpeanto antu
VEGF neuenne. Vima ch00IICHNS 32 CHCTEMHH HEXEJIaHH PEaKIMH, BKIFOYUTEITHO HEOYHU
KPBBOU3JIMBY M apTEPUATTHU TPOMOOEMOOIMYHH PEAKIIUH CJIel MHTPAaBUTPEATHO MIPUIIOKEHUE Ha
VEGF unxuburopu.

Osapuanna nedocmamvyHocm/hepmunumem

Avastin moxe na yBpenu dbeprunmreTa npu sxkenu (Bxk. Touku 4.6 u 4.8). [Topanu ToBa cTpareruure 3a
3amasBaHe Ha (epTuiuTera TpsAOBa 1a ObaaT 00CHACHH C JKEHUTE C ACTEPOACH MOTESHITUAN TIPETN
3amoYBaHe Ha JedueHue ¢ Avastin.

Basxkna nHgopmManus 3a HIKOHM OT ChCTaBKUTE Ha Avastin
ToBa nekapcTBO Chabpka mo-maiko ot 1 mmol natpwuii (23 mg) B enuH ¢GIiakoH, T.e. MPAKTHISCKH HE
CBABPKA HATPUH.

4.5 B3aumopelicTBHe ¢ IPYId JIeKAPCTBEHU MPOAYKTH M APYrd (pOpMH HA B3auMoaeicTBIe

Egexm na aumuneonracmuunume npooykmu 6vpxy GapmaxokuHemukama Ha oesayusymad

BB3 ocHOBa Ha pe3yTaTUTe OT MOMYJIAIMOHHN (hPapMaKOKHHETHYHY aHAJIM3H, HE € HA0JI0/JaBaHO
KIMHAYHO 3HAYMMO B3aHMMO/ICHCTBIE HA €THOBPEMEHHO MPHIIOKEHA XHMHOTEPAIHsI BBPXY
(apMakokrHeTHKaTa Ha OeBanu3yMad. He ca HaOmoaBaHy HUTO CTATHCTHYECKU 3HAYUMU, HUTO
KIMHAYHO 3HAYMMH Pa3IMKH B KJIMPBHCA Ha OeBaly3yMal MpH MalueHTH, JJEKYBaHH ¢ MOHOTEPAITHS C



Avastin, B CpaBHEHHE C MAIMEHTH, TIOTydaBain Avastin B komOuHaIus ¢ uatepdepoH anda-2a,
epaotunn6d nmn xumuorepanus (IFL, 5-FU/LV, kapOoruiaTiH/makInTakcen, KanenuTaouH,
JTOKCOPYOUITHH WJTM UCTUTATHH/TeMITUTa0WH ).

Egexm na 6esayusymab evpxy papmaxoxuHemukama Ha Opy2u aHMUHeONAACmMuyHY NPoOyKmu

He e nabnronaBan KIMHUYHO 3HaYMM e(eKT Ha OeBalln3ymMad BbpXyY papMaKOKHHETHKATA Ha
€THOBPEMEHHO TMpuiaran uHTepepon anda-2a, epaotunud (1 Herosus aktiBeH Metabomur OSI-420)
WM XHMHOTEPAIHsI ¢ UPUHOTEKaH (M HErOBHS akTuBeH MeTaboaut SN38), kameruradu,
OKCaJIMILIaTHH (OIpe/IeIIeH Ype3 M3MEepBaHe Ha CBOOOAHATA M o0IIaTa PpakKiys Ha IJIaTHHATA), U
nucruiaTiH. He Morat na ce HanmpaBsT 3aKII0YCHUs OTHOCHO BJIMSHUETO Ha OeBaln3yMal BbpXY
(hapMaKOKHMHETHKATa Ha IeMIIMTA0HH.

Kombunayus na besayuszymad u cyrumunud manam

B 1Be KIMHWYHY W3MUTBAHUSA IIPH MeTacTaszupall 0bOPEeUHOKIETEYEH KapluHOM ce ChoOIIaBa 3a
MHUKpoaHTHonaTuyHa xeMmonutnuHa aneMust (MAXA) npu 7 ot 19 nanyenTH, JeKyBaHH €
komOuHanus ot 6eBann3ymad (10 mg/kg npes aBe cenmunm) U cyHUTHHUO Manar (50 mg THEBHO).

MAXA e XeMOJIMTUYHO HapylIeHUEe, KOETO MOYKE Jia Ce MPOsIBY ¢ (pparMeHTHpaHe Ha YePBEHUTE
KPBBHU KJIETKH, aHeMUs ¥ TpomOonuTorneHus. OCBEH TOBa, TIPU HIKOM OT TE3H MAI[MSHTH Ce
HAOJII01aBa XUMEPTOHUS (BKIFOYMTETHO XUIIEPTOHUYHN KPU3H ), TIOBUIIIEH KPEATHHUH U
HEBPOJIOTHYHU CUMITOMHU. BCHYKHM Te€31 HaXOJKK ca 00paTUMH Clie]] MPEYCTAaHOBSBAHE HA JICUCHUETO
¢ OGeBar3yMab u CyHUTHHUO ManaTt (BxkK. Xunepmonus, Ilpomeunypus, CIIOE B Touka 4.4).

Kombunayus ¢ mepanus na 6azama na niamuna uiy makcanu (Bx. Touku 4.4 u 4.8)

[ToBuieHa yecToTa Ha TeXKa HeyTporeHusl, (peOpuiiHa HeyTpoTieHHst Wi HHQEKINS ChC Uim 0e3
TEXKKa HeyTPOIeHUs! (BKIFOUYUTEIHO HAKOH JICTAJHH ClTydan) € HaOJro1aBaHa MpeIMHO IPH
MAIVEHTH, JIEKYBaHU C Tepanus Ha 0a3aTa Ha MJIaTHHA WM TAaKCaHH, 10 BpeMe Ha JieueHHe Ha

HJIKPBJI 1 MPMX.

Jlvuemepanus
bezomacHocTTa 1 erKacHOCTTa Ha CHITBTCTBALIO MPUIIOKEHUE HA JTbueTepanus U Avastin He ca
YCTaQHOBEHH.

EGFR monokronannu anmumena 6 komoOuHayus ¢ XuMuomepanesmudtu pexcumu ¢ besayusymad

He ca mpoBesxnann mpoy4Banus 3a B3anmozeiictusta. EGFR MoHOKI0OHAMHYE aHTHTENa HE TPsOBa 12
ce npuJarat 3a Jieduenue Ha MKPK B koMOMHaIIMsI ¢ XMMUOTEparus, ChIbpiKaiia OeBanr3ymao.
Pesynrarure ot pannomusupanute ¢asa |l msnurBanus, PACCE nu CAIRO-2, npu nanmenTH ¢
MKPK npeamnonarar, ge yrnorpebata Ha anTH-EGFR MOHOKIIOHaTHHTE aHTUTEIa TAHUTYMyMal
1IETyKCHMMa0, ChOTBETHO, B KOMOMHAIIUS ¢ OeBaI3ymMal IUII0C XMMUOTEpanus, Ce CBbp3Ba ¢
noHmxeHa npexussiemoct 6e3 nporpecus (I1bI1) n/mm obma npexussiemoct (OI1), u nouiena
TOKCHYHOCT, B CPaBHEHHE CaMo ¢ OeBaIiu3ymad IIroCc XUMUOTEpaITusl.

46 @epTuauTer, )PEeMEHHOCT U KbpPMeHe
JKenu ¢ demepooen nomenyuan

JKenute ¢ nerepojicH MOTEHIIMA TPsIOBa Ja M3MOI3BaT e(PeKTUBHA KOHTpAIISIIIH 110 BpeMe Ha (1 110
6 Mecera) cieJ JICYCHHETO.
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bpemennocm

Hsima naHHuM OT KIMHWMYHYA U3MUTBAaHUSI OTHOCHO yroTpebaTa Ha Avastin nmpu OpeMEHHH JKEHH.
ExcnepuMeHTaTHUTE IPOYYBAHMS MTPU KHUBOTHHU IMOKA3BAT PENPOAYKTUBHA TOKCHUHOCT,
BKITIOUHTENHO Mandopmanuu (Bx. Touka 5.3). M3BectHo e, 4e IgG nmpemMuHaBar npe3 miamneHTara u ce
ouakBa Avastin Ja MOTHCHE aHTHOreHe3aTa Ha (heTyca, KaTo Taka ce PEeroiara, 4e Moxe J1a
MPUYIMHHU TEXKKH Maj(opMalriii Ha HOBOPOJICHOTO, aKo ce MpHJIara 1mo BpemMe Ha OpemeHHOCT. [Ipu
MOCTMAapKETUHTOBATA yIoTpeda ca HaOIIoaBaHu cliyyan Ha (eTaTHA aHOMAJTHH TIPH JKEHH, JICKYBaHU
¢ OGeBar3yMald caMOCTOSITEITHO WJIM B KOMOMHAIIHS C M3BECTHH EMOPHOTOKCUYHU
XMMHOTEPAIIEBTHYHN CcpeCTBa (BK. Touka 4.8). Avastin e mpoTHBOITOKa3aH 110 BpeMe Ha OpeMEHHOCT
(Bk. Touka 4.3).

Kvpmene

He e uzBecTHO nanmu GeBanmsymad ce eKcKpeTupa B kKbpMarta. Tt karo Maiiunante IgG ce
EKCKpeTHpaT B KbpMaTa 1 OeBarm3yMad MOXe J1a YBPEeaIr pacTexka U pa3BUTHUETO Ha JACTETO (BXK. TOUKA
5.3), »xkeHute TpsAOBa J1a MPEYCTAHOBST KHPMEHETO TI0 BpeMe Ha JIeYEHHE U JIa He KbpPMSIT MOHE MIeCT
Mecella clie]l IOCJIEAHOTO MPHIIoKEeHHe Ha Avastin.

Depmunumem

[IpoyuBaHusTa 32 TOKCHYHOCT IPX MHOTOKPATHO MPUJIOKEHHE MPU )KUBOTHH 00ade ca MmoKas3aim, 4e
OeBarM3ymMad MOXKe J1a UMa HekellaH eeKT BhpXy (epTHIIMTETa Ha JKeHCKHUTE (BXK. Touka 5.3). B
eaHo KIMHMYHO n3nuTBane (a3za Il ¢ agioBaHTHO JeUeHne Ha TAMeHTH C PaK Ha J1e0eI0To YepBo,
MPOYYBAHETO Ha MOJTPYIa KEHHU B IIPEIMEHOINAay3a MOKa3Ba M0-BUCOKA YeCTOTa Ha HOBH CIIy4au Ha
OBapHajiHa HeJOCTATHYHOCT B Tpynara ¢ 6eBanu3yMad, B CpaBHEHHE ¢ KOHTponHaTa rpymna. Cren
MpeyCcTaHOBABAHE Ha JieueHHeTo ¢ OeBann3ymal, oBapuaiHara (GyHKIUS ce Bb3CTaHOBSABA IPH
MOBEYETO MaIMeHTKH. [Ibarocpounute eekTr OT JIedeHHeTo ¢ OeBarm3ymad BbpXy hepTunnTera He
Ca U3BECTHH.

4.7  Edexru BbpXy cnioco0HOCTTa 32 IOQUPaHe U padoTa ¢ MAaLIMHA

Avastin He MOBIMABA WK MIOBJIHSBA TPEHEOPEKMMO CITIOCOOHOCTTA 3a IIo(upaHe U paboTa ¢ MaIllHHH.
CpobrmaBa ce obaye 3a CHHIMBOCT U CHHKOII Ipu yriorpeda Ha Avastin (Bx. Tabmuna 1 B Touka 4.8).
Axo MalMCHTUTEC NTOJy4YaT CUMIITOMU, KOMTO 3acCAraT 3pC€HUETO, KOHUCHTpauuAaATa uM, Ui
crocoOHOCTTa UM 3a pearvpane, Te Tpsa0Ba Jja ce OChBETBAT Aa He Mo(upaT uiK paboTsT ¢ MALIUHU
JI0 OT3BYYaBaHE HA CUMIITOMHUTE.

4.8 Hexenanm JeKapcTBeHU PeaKINU

Pesrome Ha npodmiia Ha Oe30I1acHOCT

OOuwsT mpoduit Ha Oe30MacHOCT Ha Avastin ce ocHOBaBa Ha AaHHH oT Hax 5 700 marueHTH ¢
Pa3IMYHU 37I0KAaYEeCTBEHHU 3a00JIIBaHMsI, JIEKYBAHH MPETMMHO ¢ Avastin B KOMOMHAITUS C
XUMHUOTEPAITUS 110 BpeMe Ha KITMHUYHUTE U3ITUTBAHUS.

Haﬁ-CepI/IOSHI/ITe HCIXKCJIAHU PCAKIUU Ca:

[epdopariu Ha cTroManIHO-YpeBHUS TPAKT (BXK. ToUKa 4.4).

o KpbBon3nuB, BKIIIOYUTETHO 0€101p00SH KPHBOU3IMB/XEMOITH3a, KOUTO C€ HAOJII0aBaT 1mo-
YeCcTO MPH NAIMEHTH C HeJAPEOHOKIIEThUEH paK Ha Oenust 1pod (BK. Touka 4.4).
. AprepuaineH TpoM00eMOO0IH3bM (BK. TOuka 4.4).

Hati-yecto Ha6JI}OIlaBaHI/ITe HEXCJIaHU PCaKIU OT KIIMHWUYHU U3IUTBAHUS IIPH IMAIITUCHTH,
nojry4aBaji Avastin, Ca XUIICPTOHUA, YMOpaA WU ACTCHUSA, JUapus U KOpEMHa OoJKa.

Amnanu3ute Ha KIMHAYHATE JaHHH 3a 0e30macHoCT IMOoKa3Bar, 4€ uMa BEPOATHOCT II0sIBaTa HA
XUICPTOHUSA U IPOTCUHYPUS ITPU JICUCHUC C Avastin Ja € 103a-3aBUCHMa.
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TabanueH COUChK HA HEKETAHNUTE peaKuuru

HexenanuTe peaknuu, U30pOCHU B Ta3W TOYKA, CIIAJIAaT KbM CJICHUTE KAaTErOPUU HA YeCTOTATa!
MHoro gecta (>1/10); wectr (>1/100 mo <1/10); Heuectu (>1/1 000 mo <1/100); peaxu (>1/10 000 mo
<1/1 000); muoro peaku (<1/10 000); ¢ Hens3BecTHA YecTOTA (OT HATMIHUTE JAaHHU HE MOXKeE Ja Objie
HarpaBeHa OICHKA).

B Tabmumu 1 1 2 mo cucremo-opraned kiac mo MedRA ca mpefcTaBeHn HE)KEIaHUTE PEakInH,
CBBP3aHM ¢ yrorpedara Ha Avastin B KOMOMHAIIUS C Pa3TUYHU CXEMH Ha XUMHUOTEpaIus MpH
MHOECTBO MOKA3aHU .

Ta6mima 1 nmpencraBst BCHUKH HEKEJIAHU PEAKIFH 10 YECTOTa, 32 KOMTO € YCTaHOBEHO, Ye MMaT
IPUYMHHO-CIIEICTBEHA BPb3Ka ¢ Avastin upes:

o CpaBHHTEIIHA YECTOTA MEXKIY IPYITUTE HA JICYCHNE B KIMHUYHUTE M3IUTBAHUS (C Hali-MaJIKO
10 % pasnuka B cpaBHEHHE ¢ KOHTPOJIHATA Ipymia 3a peakuuure ot creneH 1-5 criopen NCI-
CTCAE, wum Haii-mManko 2 % pa3ivka B CpaBHEHHE C KOHTPOJIHATA TPyIia 3a PeakIMUTe OT
crenier 3-5 ciopen NCI-CTCAE),

IOCTMapKETHHIOBH IPOYyYBaHUs 3a 0€301MacHOCT,

CIIOHTAHHM CHOOIIEHNUS,

SMUAEMUOJIOTHYHH [TPOYYBaHHS\HEHHTSPBEHIIMOHAHH HJIH 00CSPBALIMOHHH POYUYBaHHSI,
WM Ype3 OIleHKa Ha MHINBHIyaTHUTE CHOOIICHHS.

Tabmma 2 mpeacTaBs 4ecToTaTa Ha TeXKUTE HEXKEJIAaHU peakiuu. TexXKUTE PEaKIUu Ce ONPeIesT
KaTo HeXKeJIaH! peaKlny ¢ Hal-Malko 2 % pa3nika B CpaBHEHUE C KOHTPOJIHATA Irpyla B KIMHUYHUTE
M3MUTBaHus 3a peaknuute ot crened 3-5 cnopen NCI-CTCAE. Tabnwia 2 BkimrouBa ChI0
HEeXXeJIAHUTE PeaKIuu, KOUTO ce cunutar ot [PV 3a KIMHUYHO 3HAYMMU UJIM TEKKH.

[TocTMapKeTHHrOBHTE HEXKEIAHN PEaKUK ca BKIFOYeH! B Tabmmy 1 1 2, KBAETO € IPHII0KUMO.
[Monpo6Ha uHbopMalus 3a Te3U MOCTMAPKETUHIOBH PeaKIyy € najeHa B Tabnmma 3.

Hesxenanute peakuuu ca IpeACTaBeHH B ChOTBETHATA KATETOPHUs 110 YECTOTA B TAOJIUIUTE MO-10Ty
Crope Haii-BUCOKaTa 4ecToTa, HaOJII0JaBaHa IPH BCSIKO ITOKa3aHHeE.

BB Besika KaTeropus 1o 4ecToTa, HeXKeNaHNTe PeakIuy ce U30posiBaT B HU3XOASML Pell IO
OTHOIIICHHE HA TSAXHATA CEPUO3HOCT.

Hsikon oT HexkenaHuTe peakiuy ca peakiui, KOUTO ce HabJIoAaBaT YecTo 10 BpeMe Ha
XUMHOTepanus; Ho Avastin obade Moxe 1a 000CTPH TE3HM PEaKIMi, KOraTo ¢c¢ KOMOMHHUpA ¢
XUMUOTEpAIeBTHIN. [IpuMepHTe BKIIIOYBAT CHHPOM Ha MajiMapHO-TUIAHTAPHA SPUTPOIAN3ECTE3HS C
TIETTIIMPaH JIMTO30MEH JOKCOPYOHIIMH MM KaneluTa0uH, iepudepHa ceH30pHa HEBPOIATHS C
MAKJIMTaKCeI UM OKCAITUIIATHH, HApyIICHNsI Ha HOKTUTE WJIM aJIOTeNUs C MAKJIMTAKCEN ¥ MapOHUXHUS
C epIoTHHHO.
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Taoauna 1

He:xenann PE€aKIMA Mo 4ecrora

Cucremo- MHoro yect Yectn Heuectu Penxn MHoro peaku C HeusBecTHA
opraHeH Kiac YEeCTOTa
WNudexumm u Cercuc, HekpoTuszupar
undecranuu A6cuecd, dacuunr?
Henynur,
WNudeknns,
Nndexunst
Ha
MMKOYHUTE
ITBTHINA
Hapymenus na Debpunna AHemus,
KpBBTa U HEYTPOIICHHUS, JImmdonenn
nuMmdHara JleBkonenus, A
cucremMa Heytponerus®,
Tpombouurore-
HUS
Hapymennst na CBpBXUyBCT
HMMyHHaTa BUTEIIHOCT,
cucTeMa peakiyu
KBbM
nHpy3uITA
a,0,r
Hapywenus na AHopexcus, Jexunpara-
Merabomm3Ma n | XUIIOMartesue- st
XpaHEHETO MU,
XunoHarpuemus
Hapymenus na Iepudepna Mo3buHo- CunznpoM Ha XunepTeH3UBHA
HEepBHATa CEH30pHa CHJIOB MOCTEPUOPHA eHuedao-
cucremMa HeBponaTus’®, HHIUJICHT, obpaTuma maTus?
Husaptpus, CuHkor, eHuedanomna-
I'maBo6osme, COMHOJIEHT- TS 20T
Hucreysust HOCT
Hapymenus na Ouno
ouute HapyIlIeHue,
YBenuueHo
CBI300T/IENsTHE
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Cucremo- MHoro yectn Yectn Heuectu Penxn MHoro peaku C HeusBecTHA
opraHeH Kiac 4ecToTa
Cobpaeunu 3acroiiHa
HapyIIeHHUs ChbpJeUHa
HEZ0CTaTh4-
HOCT®",
CymnpaBeH-
TPUKyJIapHA
TaXUKap AU
CoaoBu Xuneprouus®, Tpombo- BrbOpeuna
HapyILLEeHUs. Tpombo- eM00In3BM TpOMOOTHYHA
eMO0JM3BM (apTepua- MUKPOAHTHO-
(Benoszen)%" nen)%r, natus®s,
KpbBous- AHeBpu3MHu U
uB%, apTepuaiHu
Jbndoka JIMCEKALIH
BECHO3HA
Tpomb03a
Pecniupartophy, Jucnnes, Benonpoben BenoapobHa
TPBJIHU U Punwr, KPbBOU3IINB/ XHUIEePTEH3Us?,
MeAMaCTUHAIH Emucrakcwuc, Xemonruza® Mepdoparnus Ha
U yCIIOKHEHHS Kammima r HOCHaTa
Benonpoben nperpama?
eMOOJIH3bM,
Xunokcws,
Juchonns?
Cromanizo- Pexranen Cromanizo- Cromanizo-
YpeBHU KPBBOH3IIUB, YpeBHA YpeBHa A3Ba?
HapyLICHUS Cromarur, nepdopa-
3amek, SO,
Huapus, UpesHa
lanene, niepgoparms
[ToBpbiuane, ,
Kopewmna 6oka Uneyc,
UpesHa
obcTpyKus,
Pexro-
BarMHAITHA
bucTynu",
CromaniHo-
YPEBHO
HapyIleHHE,
[Ipokranrus
Xemnarobunmap- Iepdoparms Ha
HH HapyIIeHHUs HKITbUHHS
mexyp®
Hapymenus va | Ycnoxsenus npu | CUHAPOM Ha
Ko’Karta u 3apacTBaHe Ha HajaMapHo-
MOJIKOKHATA panuted" IUTAHTapHa
TBHKaH Excomarn epUTpOAU3E
BEH JIEpMaTHT, cTe3ust
Cyxora Ha
KOJKara,
IIpomsna B 1BeTa
Ha KOXKaTa
Hapymenus na Aptpairus, ®uctymna®”, Octeonekposa
MYCKYJIHO- Muanrus MyckyiHa Ha yenocTTa?®
CKeJleTHaTa crabocr, OCTEOHEKpO3a,
cucTeMa u Bonxka B KOSITO He 3acsira
CheIMHUTENIHAT repba JoJHaTa
a ThKaH gemocT®®
Hapymenus na [TpoTenny pust®”

O0nOpermTe U
[MKOYHHTE
IBTHILIA
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Cucremo- MHoro yectn Yectn Heuectu Penxn MHoro peaku C HeusBecTHA
OpraHeH Kiac 9ecToTa
Hapymenus na OBapuaiHa Boika B Taza
BB3IIPOU3BOIM- HEI0CTaThy-
TeHaTa HOCTOB"
cucreMa u
rppjaaTa
Bponenn, dertanau
(baMmwHu 1 aHoMamuu®°
TEHCTHUYHU
HapyILICHUs.
O06uwm AcreHus, Jleraprus
HapyLICHUS U Ymopa,
edexTu Ha [Mupexcus,
MSICTOTO Ha Borka,
MPUIIOKEHHE Bo3nanenne Ha
JINTaBUITUTE
WzcnenBanus Hamaneno terio

Korato cpbutnsra ca or6ensi3aHu €AHOBPEMEHHO KaTO HEXKENaH! JICKapCTBEHU PEaKLM1 OT BCHYKU CTENICHH M OT CTeleH 3-5
B KIMHUYHHUTE W3IUTBAHMS, ce Ch0OIaBa Hali-BICOKaTa YeCTOTA, Ha0JI01aBaHa IpH HMarueHTuTe. JlananTe He ca

KOPUTHPAHH CHOPE Pa3INuHATA MPOIBIKUTETHOCT Ha JICYCHHETO.

@ 3a gomrpHUTENHA HHpOpManus Mot BikTe Tabmmma 3 ,,Hexxenanu peakiyu, ch00IEHH IPH IOCTMapKeTHHTOBaTa

ynotpeba”.

6 TepMUHHTE TIPEICTABIISBAT TPyTIa CHOUTHUS, KOWTO OMUCBAT TIO-CKOPO MEIUIMHCKOTO MOHSTHE, & HE OTAETHOTO ChCTOSHUE
win npeanoyntad TepmuH o MedDRA (MeauumHCKH peuHHK 3a peryiaropuure aeiinoctd - Medical Dictionary for
Regulatory Activites). Tasu rpyna MeIUIMHCKH TEPMHHU MO3KE JIa KMa €/lHa U ChlIa MoJIexania narodusunoorys (Hamp.
apTepHaIHi TPOMOOEMOOIMIHY PEAKINH BKIFOYBAT MO3BUHO-ChHI0OB HHIMACHT, HHPAPKT HA MUOKApP/Ia, IPEX0IeH

HCXEMHYEH MPHUCTHII U APYTH apTEPUATHA TPOMOOEMOOINIHU PEAKLIUHN).

® Bp3 ocHOBa Ha IpoyuBaHe Ha moArpymna ot 295 nanuenta 8 NSABP C-08
" 3a JomrBIHUTETHA HHPOPMALHS BIDKTE MO-J0Ty B TOUKa "JlombiHUTEIHA HHPOPMAIUs OTHOCHO H30paHU CepHO3HA
HEeXeJlaHU peakiyn".
A PekTO-BarMHAIHUTE (QUCTYJIN ca Hal-decTHTe (QHUCTYIH B Kateropusita CU-BarnHaHu GUCTYIIH.

e HabnronaBanu camo npu neauaTpyu4HaTa MOy IaLus
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Taoauua 2

TexKn HeKeJJaHH P€aKkuuu Mo 4ecrora

CucreMo-opranex MHoro yectu Yectu Heuectn | Penxn Msnoro C HensBecTHa
KJ1ac penku YeCTOTa
Wudexum u Cercuc, HexpoTusupar
nHpecTanuu Hemymur, Gdactmut®
Abcuec?,
Undexuns,
WNudeknns va
MMKOYHUTE IMbTHUILA
Hapymenns na DebpuiHa Anemus,
KpBBTa U HEyTPOIEHHUS, JInmdonenns
muMmdHara cucteMa JleBkomenus,
Heyrtponenus?,
Tpombonuro-
TEeHHS
Hapymenns na CBpBXUyBCTBUTEI-
HMMyHHATa CHCTeMa HOCT,
peaKImu KbM
undysusra 20»
Hapywenus Ha Hexunparanys,
MeTabosm3Ma u XuroHarpueMus
XpaHEHETO
Hapymenns na [lepudepna Mo3b4YHO-CHI0B CunzpoM Ha
HEepBHATa CHCTEMa CEH30pHA HHIUICHT, MOCTepHOpHA
HEBpOTATHA? CuHKoT1, oOparuma
CBHIIMBOCT, eHuedao-
I'naBoGosue maTusa®0®,
XunepreH3uBHa
eHuedanonaTus®
Cobpaeunn 3acroiiHa cbpAeyHa
HapyLICHU HENOCTaThIHOCTY,
Hanxamepna
TaXHUKap s
CpaoBHu Xuneptorus*® ApTtepuaneH Bbrbpeuna
HapyILCHUS TpomMboembo- TPOMOOTHYHA
M3BMAP, MHKPOAHTHOTIATHS O,
Kp®Bou3mms??, AHeBpu3MHu U
Tpomboemboa3bM apTepHanHi
(BeHO3EH)™0 JUCEKAIH
JIpn060ka BeHO3HA
Tpomb03a
Pecnmparophu, Benonpoben Benonpo6Ha
TPBIHA U KPBbBOM3IIUB/ XHUIEPTEeH3Hs®,
MEINACTUHAIIHU Xemonruza??, [Mepdoparmst Ha
HapyIIeHHUs benoapoben HOCHAaTa nperpazna®
eMO00IM3bM,
Enucrakcuc,
Jucnnes,
Xunokcus
CToManIHO-4peBHU Huapus, Upesna nepdoparys, CromanHo-4peBHa
HapyUIeHUs I'anene, Hneyc, nepdopanus®,
[ToBpbiuane, UpeBHa 00CTpyKIHS, CTOManiHo-uypeBHa
Kopemna 6omxa Pexro-Barunanuu s13Ba®,
¢bucTymm4, Pexranen
CroManrHo-4peBHO KPBBOM3IINB
HapylIleHHue,
CroMarur,
IIpokrairus
XenaroOunuapHu [Mepdoparmst Ha
HapyIIeHUs AKITBUHHSA
mexyp®®
Hapymenus na

KoXXara u
IIOAKOKHaTa TbKaH

YcnoxxHeHus npu

3apacTBaHe Ha
panute?®,

CunzpoM Ha

HaJIMapHO-
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CucremMo-opraHex Mtmoro yectu Yectu Heuectu | Penku Mmoro C Heu3BecTHa
KJac peaxu 4ecToTa
IUTaHTapHA
epUTPOAU3ECTE3 S
Hapywenus Ha ®ucryna?, OcTeoHekpo3a Ha
MYCKYJIHO- Mpuanrus, gemoctTa®®
CKeJICTHAaTa Aptpanrns,
cucTeMa u MyckynHa cnabocr,
CbECIUHUTEIIHATA Bonxa B repba
THKaH
Hapyuienus Ha Iporeunypus®S
O0bOpermte U
ITMKOYHHTE
ITBTHINA
Hapywenuns Ha bonxa B Taza OBapuaiHa
BB3IIPOU3BOIU- HENOCTaThIHOCTP
TEeJHaTa CUCTEMA U
rppjara
CucremMo-opraHex Mmoro yectu Yectu Heuectu Penku Mmoro C Heu3BecTHa
KJ1ac penKu 4ecToTa
Bponenn, Deranuu
baMunHu 1 aHoManuu®®
TeHEeTHYHI
HapyIIEeHHUs
OO0um HapyIIeHus AcTtenus, Bounxka,
1 eeKTH Ha YMopa, Jleraprus,
MSCTOTO Ha Bw3nanenue na
TPUIIOKEHUE JIMraBUIIUTE

Tabuvua 2 npeAcTaBst 4eCTOTAaTa HA TEKKUTE HEXKENaHN Peakluuu. TeXKUTE PEakLMy Ce ONPEACIIAT KaTo HeXKENaH! Peakiuu
¢ Hali-MaJko 2 % pasinKa B CpaBHEHHE C KOHTPOJIHATA IPyIa B KIMHUYHHUTE U3MUTBAHMS 32 PEAKIIMUTE OT CTeleH 3-5
cniopen NCI-CTCAE. Ta6nuua 2 BKIIOYBA CBILO U HEXKEJIAHH PEaKLiH, KOUTO ce cuuTaT oT [IPY 3a KIMHUYHO 3HAYUMU W
TeXKH. Te3u KIMHUYHO 3HAYMMH HEXKeJIaHH PEAKIMU ca ChOOLIEHH B KIIMHIUYHUTE M3IIUTBAHMUS, HO PEAKIUUTE OT CTemneH 3-5
HE OTTOBapsIT Ha Ipara OT Hail-Manko 2 % pasirKa B CpaBHEHHE C KOHTPOJIHATA TpyTa. Tabnuia 2 BKIIIOYBA CBIIO U
KJIMHUYHO 3HAYMMH HEXeJIaH!U PEaKIUM, KOUTO ca HaOII0daBaHU caMo IPH MOCTMapKeTHHIoBaTa yrnoTpeda, mopaayu KOeTo
yecrorara u crenenra cnopes NCI-CTCAE ue ca usBectHu. Ilopagu ToBa, Te3u KIMHUYHO 3HAYUMU PEAKLUH Ca BKIIFOUECHH
B Tabmmma 2 B koJloHAaTa, 03ariiaBeHa ,,C HeM3BeCTHa yecTora’.

@ TepMHUHHTE IPEACTABILIBAT IPyNa ChOUTHS, KOUTO OIMCBAT I10-CKOPO MEIUIIMHCKOTO HMOHATHE, @ HE OTACIHOTO ChCTOSIHUE
i npeanoyrrad TepMuH no MedDRA (MeauunHCKH peuHHK 3a peryiaropHure aeiiHoctd - Medical Dictionary for
Regulatory Activites). Tasu rpya MEIHIIHHCKH TEPMUHH MO3KE Jla IMa €[[Ha U ChlIa MoJexKalna narodusnonoryst (Hamp.
apTepuaIHd TpPOMOOEeMOOIMYHH PeaKLiK BKIIOUBAT MO3bYHO-Ch/I0B HHIUICHT, MHPAPKT Ha MHOKap/ia, IPEXOeH
HCXEMUUCH NIPUCTBII ¥ APYTH apTePUATHH TPOMOOSMOOIIMIHHU PEAKIIUH).

5 3a monbiHuTENHA HHPOPMALUS BIKTE TI0-10J1y B TouKa "OnucaHue Ha N30paHy CEPUO3HU HEKENAHH Peakiuu',

®3a momsJHUTENHA HH(pOopMarms Mot Brokte Tabumma 3 ,,Hexenanu peakiiun, cbo0IIeHN IPU TOCTMapKEeTHHIOBAaTa

ynotpeba”.

" Pexro-BarnHanuute QUCTYM ca Hali-uectute GucTynu B kareropusita CU-BaruHaiHu GUCTYIIH.

Onucanue Ha W30PaHU CEPUO3HU HEKEIIAHHN PEAKIIAN

Iepghopayuu na cmomawmno-upesrus (CH) mpaxm u pucmyau (Bx. Touka 4.4)
Avastin ce CBBp3Ba CbC CEPHO3HU CITydan Ha nepdoparwis Ha CTOMAITHO-YPEBHUSI TPAKT.

Crob1iaBa ce 3a mepgoparuu Ha CTOMAIITHO-YPEBHUS TPAKT IO BpeMe Ha KJIMHUYHUTE U3MUTBAHUS C
yectora o 1 % Tpu marMeHTy HeCKBaMo3eH HeJJpeOHOKIEThYCH pak Ha Oemmwist Apo0, 1o 1,3 % npu
MAI[UeHTH ¢ METACTa3upall paK Ha MIleuHaTa *xJie3a, 710 2,0 % npu nanueHTy ¢ MeTacTa3upan
OBOPEUHOKIICTHYCH PaK WM TPH MAIIMEHTKH C PaK Ha SHIHUTMTE U 10 2,7 % (BKIFOUUTEITHO
CTOMAIIHO-4YpeBHA (PUCTYJIa ¥ a0CIIec) MPH MAIIMEHTH ¢ METacTa3upajl KOJOPEKTaleH KapiHoM. Ot
KJIMHAYHO M3MUTBAHE TPHU MAIMESHTH ¢ TIEPCUCTHUPAILl, PSIIMANBHPAI MM METACTa3upal pak Ha
marounara nmiika (npoyusane GOG-0240), CU nepdopanuu (BCHUKHA CTEIICHH) ¢a ChOOIICHHU TTPU
3,2 % OT manueHTUTe, KaTO BCHYKHU ca MMaJI aHaMHe3a 3a MPEX0K/Iallla JIbueTepanys Ha Tasa.
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Yecrorara Ha Te3u CHOUTHS Bapupa Mo BUJI U TEXKeCT OT HabJro1aBaHe Ha CBOOOJIEH ra3 Mpy HATHBHA
peHTreHorpadus Ha Kopema, KOeTo € mpeMHHaIIo Oe3 JedeHue, 10 nepdopaius Ha yepBara ¢
abromMuHaNeH a0CIIec U JieTajeH n3Xo/1. B HAKOM cilydan € MMajio CHITBTCTBAIIO HHTPAadIOMHHATHO
BB3MAJICHUE OT s13BeHa OOJIECT Ha CTOMaxa, TyMOpHa HeKpO3a, IMBEPTUKYJIUT WM KOJIUT, CBBP3aH C
XHMHUOTEPAITUITA.

Jletasnen u3xo/ e OMIT ChOOIIEH MPU MPUOIU3UTEITHO EJIHA TPETa OT CEPHO3HUTE CIIydau Ha
CTOMAIHO-YPEBHHU Tepdopaliy, KoeTo mpeacraisaa Mexay 0,2 %-1 % oT BCHYKH MaIlUeHTH,
JekyBanu ¢ Avastin.

[py KIMHUYHUTE U3MUTBaHKS ¢ Avastin, cTomanHo-upeBHH (GUCTyH (BCUUKHU CTETIEHH) ca
CHOOIIaBaHU C 4eCTOTa 10 2 % MpU MalMeHTH ¢ MeTacTa3upall KOJIOPEKTAJeH paK U pak Ha SHYHUKA,
HO ca ChOOIaBaHU MO-PSAKO TPH MAIMEHTH C IPYTH BUAOBE PaK.

CY-sacunannu ucmyau 6 npoyusane GOG-0240

B u3nuTBaHe npu nanyeHTy ¢ NepcucTUpalll, peLyAMBUpall WX METacTa3upal pak Ha MaTO4YHaTa
mmiika, yecrorara Ha CU-saruHaanu guctyiu e 8,3 % mnpu marpenTute, iekyBanu ¢ Avastin, u 0,9 %
MpHU KOHTPOJTHATA TPYIa MAIMEHTH, KATO BCHUKHU Ca MMalli aHaMHe3a 3a MPe/IIIeCcTBaIla ThueTepanus
Ha Ta3a. Yectorara Ha CY-BaruHanHu GUCTYIH B rpynaTa, JekyBana ¢ Avastin + xumuoTeparnus e mo-
BHCOKA IIPY NAIIMEHTH C PEILMIUB B 00J1aCTTa Ha IpeAiIecTalia Jpuerepanus (16,7 %), B cpaBHEHHE
C maueHTH 0e3 mpeAuIecTBalla JbueTepanus u/uim 6e3 peuuarB B 00J1acTTa Ha MpeIecTBala
apuerepanus (3,6 %). ChoTBETHUTE YECTOTH TIPU KOHTPOJIHATA IPyIIa, MOJyJaBalia caMmo
XUMHOTepamnus, ca cboTBeTHO 1,1 % crpsimo 0,8 %. [Taumentute, konto passusat CH-BarnHaiHu
¢buctynu, MOXXe ChILO Aa UMAT YpeBHA OOCTPYKLMS U CE HY>KAAAT OT XUPYPruiHa HHTEPBEHIINS,
KaKTO U OT OTKJIOHABAIIIK OCTOMUHU.

Qucmynu uzevrn C4 mpaxm (Bxk. TOUKa 4.4)
Ynorpebara Ha Avastin € CBbp3aHa CbC CEPHO3HH CIy4au Ha (UCTYIH, BKIIIOYUTETHO PEAKLHH,
3aBBPILIIN ChC CMBPT.

OT KIMHHUYHO U3MUTBAHE TIPH MAIMEHTH C MIEPCUCTHUPAIL], PEIMIMBUPAILL HJIM METacTa3Hpall paK Ha
matounara mmiika (GOG-240), ce crobiasa, ue 1,8 % ot manuenrute, gekyBanu ¢ Avastinu 1,4 %
OT KOHTPOJIHATA TPYIIA MAllMEHTH ca MaJi (DPUCTYJIH H3BbH CTOMAITHO-YPEBHUS TPAKT — BAarMHAJIHH,
Ha MUKOYHKS MEXYP HIIM Ha JKEHCKaTa [0JI0Ba CUCTEMA.

Heuyecro (> 0,1 % no <1 %) ce croOmIara 3a GUCTYJIH, KOUTO 3acsiraT 00JIACTH B OPraHW3Ma U3BbH
CTOMAIIHO-YPEBHUS TPAKT (HAMp. OPOHXOIUIEBPATIHU 1 OUIMapHU (QHUCTYIH ), HA0MOAaBaHU TIPH
pa3nuynau nokazanus. Crobiasa ce 3a GUCTYIM U 110 BpeMe Ha TIOCTMAapPKETHHIOBOTO IPUIIOXKEHHE.

Peakiuu ce cpo0maBar no pa3iMyHO BpeMe Ha JICYEHUETO, BApUPaIlo OT €AHA CeaMHLA A0 Hax |
TO/IMHA CJIe]l Ha4aJIoTO Ha MPUJIOKEHUETO Ha Avastin, KaTo IOBEUYETO PEaKLUK Bb3HUKBAT IIpe3
I'BpBUTE 6 Mecela OT TepaIusTa.

3apacmeane na panu (Bx. Touka 4.4)

Tpii kaTo Avastin Moxe Ja oBJHsie HeOIAronpUsTHO Ha 3apPACTBAHETO HA PAHUTE, MALIUCHTH, IPU
KOHMTO € TIPOBe/IeHa ToJsiMa orepalus npe3 nocieAHuTe 28 THU, ca OMIIM W3KIIIOYEeHHU OT y4acThe B
KJIMHAYHUATE W3nuTBaHus ¢asa I1I1.

Ilo Bpeme Ha KIMHUYHUTE U3MUTBAHUS Ha METACTAa3Upall paK Ha 1e0eJI0TO YepBO WM PEKTyMa HE €
Ha6J'IIO}IaBaH IMOBUIIICH PHUCK OT MOCTOIICPATHBHO KbPBCHC UJIM YCJIOKHCHHS ITPU 3apaCTBAHE HA
paHara npy nanueHTH, KOUTO ca O MOJJIOKEHH Ha rojisiMa orieparius 28-60 JHM mpeny HayaaoTo
Ha npuiarade Ha Avastin. [loBuiieHa yecToTa Ha MOCTONEPATUBHO KbPBEHE MM YCIIOKHEHUE MTPH
3apacTBaHe Ha paHaTa, KOUTO ca ce MPOsSBUIM A0 60 1HU criell rosMa onepaiys, € Ha0Jlro1aBaHa, ako
MAIMEeHTHT € OMJI JIeKyBaH ¢ Avastin KbM BPEMETO Ha orepanusra. YectoTara e Bapupaia MexIy

10 % (4/40) u 20 % (3/15).
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JloknaznBaHU ca CEpUO3HU YCIIOXKHEHUS IIPU 3apacTBAHETO HAa PAHU, BKJIIOYUTEIIHO U YCIIOKEHUSI Ha
aHACTOMO3H, HAKOM OT KOUTO Ca 3aBbPILIMIN (paTasHo.

[pyu M3MUTBAHUS TIPH JIOKAJTHO PEIIUIUBUPALI] U METACTA3UPall PaK Ha MJICYHATA *JIe3a ca
HAOJIFOTaBaHM YCIIOKHCHUS MTPH 3apacTBaHe HAa paHH OT cTereH 3-5 mpu jo 1,1 % oT marueHTure,
nony4aBanu Avastin, B cpaBHeHue ¢ 10 0,9 % or nanuentute B koHTponaute rpymu (NCI-CTCAE
v.3).

[py KIMHAYHKUTE U3MUTBAHUS IPH KAPIIMHOM Ha SHYHHUIIMTE ca HaOJII0IaBaH! YCIOKHEHHS TPU
3apacTBaHe Ha paHata ot crenen 3-5 npu 10 1,8 % or marueHTKHTE B rpynara ¢ 6eBaru3ymao,
crupsmo 0,1 % B korrponnara rpyna (NCI-CTCAE v.3).

Xunepmonus (BX. Touka 4.4)

B xymHWYHKTE M3NUTBaHMUS, ¢ H3KITIOYeHNe Ha mpoyuBane JO25567, oOmara yectora Ha XHIEPTOHUS
(Bcuuku crenenn) gocrura 1o 42,1 % B rpymnure, 1ekyBaHu ¢ Avastin, B cpaBHeHHe ¢ 10 14 % nipu
KoHTpoiHUTe rpynu. Obmara yecrora Ha xunepTonus crered 3 u 4 mo NCI-CTC npu nanuenrture,
nekyBaHu ¢ Avastin, Bapupa ot 0,4 % no 17,9 %. Xunepronus crenex 4 (XunepToHUYHA KpU3a) €
HaOmoaBana mpu 110 1,0 % or manueHTuTe, JeKyBaHu ¢ Avastin 1 XMMUOTepanus, B CPaBHEHHUE C 10
0,2 % OT manueHTHuTe, JeKyBaHH ChC ChIaTa XMMUOTEPAITHS CAMOCTOATEITHO.

B npoyuBane JO25567, XxuniepToHUsI OT BCHYKH CTENICHH € HaOimonaBana rnpu 77,3 % OT malueHTuTe,
noy4yaBasu Avastin B KOMOMHAIMS ¢ €PIIOTUHHUO KaTO JICUCHUE OT ITbPBa JIMHUS HA HECKBAMO3EH
HAKPB/] ¢ EGFR aktuBupamu myranum, B cpaBaeHue ¢ 14,3 % 0T maieHTuTe, JISKyBaH! C
epIIOTHHUO CaMOCTOSATENHO. XUTIEPTOHUS CTereH 3 e Habmomasana mipu 60,0 % ot namuenTure,
JekyBanu ¢ Avastin B KoMOMHAIIUS C epIIOTHHUO, B cpaBHeHue ¢ 11,7 % npu nanmeHTuTe, JISKyBaH! C
epiaoTHHuO camocToaTesnHo. He ca HaOronaBaHy cilyyan Ha XUIIEPTOHUS CTeneH 4 uim S.

XunepToHusTa 0OMKHOBEHO € Orjia aAeKBaTHO KOHTPOJIIMPaHa C IEPOPaIHU aHTUXUIIEPTEH3UBHU
CpeacTBa KaTo MHXUOUTOPH Ha aHTMOTEH3WH-KOHBEPTHPAIIUS €H3UM, TUYPETHUIIN U KaJIHeBU
aHTaroHUCTU. B penku citydau 15 € moBena 40 NpeyCTaHOBSBaHE Ha JEUEHUETO ¢ Avastin niu
XOCITHATAJN3ALHSL

Mma MHOro penku choOILeHHS 3a ClTydard Ha XUIIEPTOHWYHA eHLe(aIonaThs, HIKOU OT KOUTO ca Ouim
C JIETAJICH U3XOJ.

PHCKBT OT XUIIEpTOHMS, CBBp3aHa ¢ Avastin, He € KOpepall ¢ M3X0HUTE XapaKTePUCTUKU Ha
MAaIMEHTUTE, C OCHOBHOTO 3200 IsIBAHE MJIH CHITBTCTBAIIIOTO JICUCHHUE.

Cunopom Ha nocmepuopha obpamuma enyegparonamus (Bx. Touka 4.4)

I[Tpu nampeHTH, JieKkyBanu ¢ Avastin, uma peiku ChOoOIICHNS 32 Pa3BUTHE HA MIPU3HALIA U CUMIITOMH,
crotBercTBaiy Ha CIIOE, psako HeBpoiornuHo Hapymienue. [IposBuTe Moske Ja BKITIOUBAT I'bPYOBE,
r1aBodose, IPOMEHEH ICUXUYEH CTAaTyC, 3pUTENIHA HAapYyILLEeHU UJIM KOPOBa CJIENOTa, ChC Win 0e3
cpbTeTBaa xunepronus. Knmuanunute npossu Ha CIIOE yecto ca HecnennduyHu u mopajyu Toa
3a quarHoctuiupade Ha CIIOE e HeoOxoauMo norBbepxkIeHre upe3 oOpa3Ha AMArHOCTHUKA HA MO3BKaA,
3a MpeNoYUTaHe TOCPEICTBOM SAPEHO-MarHuTeH pezonanc (SIMP).

ITpu naumenty, pazsusamu CIIOE ce npenopbuBa paHHO pa3no3HABaHE HA CHMIITOMHUTE ¢ He3a0aBHO
JiedyeHne Ha crnenuGUIHUTE CUMIITOMH, BKJIIOYATEIHO KOHTPOJI Ha XUIIEPTOHUATA (aKo 3a00IsIBAaHETO
€ CBBP3aHO C TeKKa HEKOHTPOJIMPAHA XUIICPTOHHS), KAKTO H MPEYCTAHOBSIBAHE HA TEpPAITHsTA C
6epar3ymad. CuMntToMuTe OOMKHOBEHO OT3BYYaBaT WM C€ 1O100pSABAT 10 AHU CIIE/ CIUpaHe Ha
JICUEHHETO, BBIIPEKU Y€ HIKOU OT MALMEHTUTE Ca MMaJId HEBPOJIOTMYHU MOciieAcTBUL. bezonacHocTTa
IIpY MTOJTHOBSIBaHE Ha TepanusTa ¢ Avastin npu namuentu, noayunm CITOE npenu ToBa, He €
U3BECTHA.

[To Bpeme Ha KIMHUYHUTE U3NMUTBaHUS ca choOmeHu § cinyydas Ha CITOE. B nBa ot ocemte ciy4ast
HsIMa PaJuOJIOrMYHO MOTBBPXKAECHUE ocpeacTBoM SAMP.
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Ipomeunypus (Bx. Touka 4.4)
I[To Bpeme Ha KIMHUYHUTE U3MUTBAHUS ce ChoOIaBa 3a mpoTenHypust B rpanuiure Ha 0,7 1o 54,7 %
OT MAIMEHTUTE, TTOTyJaBalm Avastin.

[IporennypwusiTa € Baprpaia o TEXKECT OT KIMHUYHO OS3CHMITOMHA, IPEXO/IHA, CIIETU OT
NPOTEHHYPHS 10 HEPPOTHUICH CHHIPOM, KaTo B TOSIMOTO MHO3MHCTBO OT CIIydauTe ¢ Onia
npoteunypus creren 1 (NCI-CTCAE v.3). IIporeunypusi crenen 3 ce cpobmasa npu 10,9 % ot
JIeKyBaHUTE NanueHTu. [Ipotennypus crerneH 4 (HedpoTuieH cuHpoM) € HaOmronaBana mpu 1o 1,4 %
OT JIEKyBaHHTE ManueHTH. [IpernopruBa ce u3ciaeaBane 3a MPOTCHHYPUS, TIPS Ja Ce 3al0vHe
nedyenue ¢ Avastin. [Ipu moBe4eTo KIMHMYHN H3MUTBAHKS HUBA HA IIPOTEHUH B ypHUHATA OT

> 20/24 gaca ca J0BeNH 10 3a1bprkaHe Ha MIPHIIOKEHHUETO Ha Avastin 0 Bb3CTaHOBSBAHE 10

< 20/24 yaca.

Kpveousius (Bxk. Touka 4.4)

ITo BpeMe Ha KITMHUYHHUTE W3MUTBAHUS MPH BCUYKH MTOKA3aHUs 00I[aTa YeCTOTa Ha PEAKIUUTE C
kbpBeHe creneH 3-5 cnopen NCI-CTCAE v.3 ca Bapupamu ot 0,4 % 1o 6,9 % npu nanuentuTe,
JIeKyBaHU ¢ Avastin, B cpaBHeHue ¢ 10 4,5 % 0T manueHTuTe ¢ XMMHUOTEpanus B KOHTPOJTHATA TPyTia.

OT KIMHUYHO M3MHUTBAHE MTPU MALMEHTH C TIEPCUCTUPALIL, PEIVIUBUPAIL] HJIH METACcTa3upas pak Ha
marouHara nmika (nmpoyuBane GOG-0240), peakiiuu ¢ KbpBeHe cTerneH 3-5 ce choOIIaBar mpH He
nosede oT 8,3 % oT nanueHTuTe, JekyBaHu ¢ Avastin B KOMOUHAIIHS ¢ TTAKJIMTAKCEN U TOMOTEKaH, B
cpaBHEHHE C He ToBeue 4,6 % OT MalMeHTHUTe, JICKYBaHH C TAKITUTAKCE U TOMOTCKAH.

XeMOparndHUTe peakiiy, KOUTO ca Ha0JI0IaBaHH 110 BpeMe Ha KIIMHUYHUTE U3MUTBAHUS, Ca OMIIH
MPeMMHO KPBBOU3JIMBH, CBBP3aHU C TyMOpa (BXK. TI0-J10TY), U MAJIKK KOXHO-JTUTaBUYHH
KPBBOU3JIMBY (HAIP. EMUCTAKCHUC).

Kpveousnus, cevpsan ¢ mymopa (Bx. Touka 4.4)

lNomam nim macuBeH 6enogpoOeH KPbBOM3IMB/XEMONTH3A € Ha0I0JaBaH MPEAUMHO IPU
WBIUTBAHUSATA IPU TIAIIMEHTH C HeipeOHOKIeThUeH pak Ha 6emus apod (HAKPB/I). BeamoxuuTe
pHUCKOBH (haKTOPU BKJIFOUBAT CKBAMO3HOKJIETBYHA XUCTOJIOTHS, JICUEHHE C
aHTI/IpeBMaTI/I‘IHI/I/HpOTI/IBOB'b3HaJ'II/ITeJ'IHI/I BCHIECTBA, JICHCHHWEC C aHTUKOAr'yJIaHTH, NpEAICCTBaIla
JTpyeTepanus, Tepanus ¢ Avstin, aHaMHe3a 3a aTepOCKIePO3a, LIEHTpaJIHA JIOKAJIM3a Ul Ha TYMOpa U
KaBUTALUA HA TYMOPUTE MMPEAN UJIU 110 BPEME Ha JICUCHHUCTO. EJII/IHCTBGHI/ITG IIOKa3aTeJjin, KOUTO
MOKa3BaT CTAaTUCTUYECKU 3HAYMMa KOpeJalys ¢ KbPBEHETO, ca TepanusTa ¢ Avastin u
ckBaMo3HOKJeTbhuHaTa xucroiorus. [lamuentu ¢ HIIKPB/] ¢ n3BecTHAa CKBaMO3HOKIIEThYHA
XHUCTOJIOTHS MJIM ChC CMECEH KJIEThUEH THII C Mpeo0iiaiaBalia CKBAMO3HOKIIEThYHA XHUCTOJIOTHS ca
M3KIIIOYEHH OT MOCcTeBalliTe N3MUTBaHus BbB (a3a I, a ca BKIoUBaHM MAalMEHTH ¢ HEM3BECTHA
TYMOpPHa XHUCTOJIOTHS.

ITpu manmentu ¢ HJAKPB /I, npu kouTo € n3kiroueHa npeodJiajaBaiia CKBaMO3HOKICThUHA
XHCTOJIOTHSI, Ca HAOJIIOIaBaH! PEAKIIH OT BCHUKHU CTETICHH C 4ecToTa 10 9,3 % mpu JeueHue ¢
Avastin mIIOC XUMHOTEpAIIUs B CpaBHEHHUE C 10 5 % NpH MALUEHTHUTE, JIEKYBaHU CaMo C
xumuotepanusi. HabmonaBanu ca peakiiuut ot crerneH 3-5 npu 10 2,3 % OT MalieHTHuTe, JIeKyBaH! C
Avastin ruroc xumuorepanusi, B cpaBieHne ¢ < 1 % npu te3u camo ¢ xumuoreparus (NCI-CTCAE
v.3). lossim mim MacuBeH 0eoipo0eH KPBhBOM3IIHMB/XEMOITH3a MOXKE /1a B3HUKHE BHE3AITHO, KaTO J10
JIBE TPETU OT CEPUO3HUTE OEI0IPOOHN KPBBOU3IUBHU Ca 3aBBPLIMIIM JIETAIHO.

Nma cpoOiieHns 3a KpbBOU3IUBHU OT CTOMAIIHO-YPEBHUS TPAKT, BKIIOUUTEIHO KbPBEHE OT PEKTyMa U
MeJIeHa, IPY MalMeHTH C KOJIOPEeKTalleH KapLMHOM, KaTo T€ ca OLIEHEHU KaTO KPhbBOM3IUBHU, CBbP3aHU
C HAJIMYHMETO Ha TYMOD.

TyMop-cBBp3aH KPEBOU3IMB € OWJI PSIIKO HAOOAaBaH v IIPU APYTY BUJIOBE TYMOPH U JIOKAJIM3AIINH,

BKJIIOUMTEIJIHO U CIIy4au Ha KbpBeHe B LeHTpaiiHaTa HepHA cuctema (LIHC) npu naumenTu c
meractasu B LIHC (Bk. Touka 4.4).
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Yecrorara Ha kbpBeHe B [IHC npu nanmenTu ¢ HenekyBanu Meractasu B [IHC, momyyaBamnm
OeBarM3ymMa0, He € OlleHsIBaHa MPOCIIEKTHUBHO B PAHAOMU3UPaHH KJIMHUYHU H3nuTBanus. [1pu equH
EKCILIOPaTOPEH PETPOCTICKTUBEH aHAIN3 HA TAaHHU OT 13 3aBBPIICHH paHIOMU3UPAHU H3TUTBAHUS
MIPU TIAIMEHTH C pa3iuyieH BUJ TyMopH, 3 oT 91 mamuentu (3,3 %) ¢ MeracTa3u B MO3bKa ca
nonyunsm kbpeeHe B LIHC (Bcuukure creneH 4) npu jgeueHne ¢ 6esauuzymad, B cpaBHeHHUE ¢ 1
ciydaii (crereH 5) or 96 naruentn (1 %), KOUTO He ca eKCITOHMpaHu Ha OeBaru3yma0. [lpu nBe
MOCJICTIOBATEIHU M3MUTBAHUS (KOUTO BKITFOYBAT 0K0J10 800 MAaIMeHTH ), MPH MAIMEHTH C JICKYBaHH
MeTacTa3u B MO3bKa 10 BpeMe Ha MEXIMHHUS aHaln3 Ha 0e30ImacHoCTTa ce choOIiaBa 3a 1 ciryyaii
npu narmenT ¢ Kppousus B [{THC cremnen 2 ot o010 83 nwia, nekyBanu ¢ 6eBaimsymao (1,2 %)
(NCI-CTCAE v.3).

BB BCHUKM KIMHUYHH W3MUTBAHUST KOXKHO-TIMTaBUYHN KPHBOUBJIMBY ca HabronaBanu npu 1o 50 %
OT MalMeHTUTe, JIeKyBaHu ¢ Avastin. Te ca Ounm Haii-uecto enmctakcuc crereH 1 cnopen NCI-
CTCAE v.3, koiiTo € mpoIbIKIII TIO-MAJIKO OT 5 MUHYTH, OT3BYyYall € 0e3 Jiekapcka Hameca U He €
W3KCKBAJ IPOMEHH B CXeMaTa Ha JieueHue ¢ Avastin. KmiHUYHNTE TaHHU 32 6E30MacHOCT MOKA3Bar,
Ye 4ecToTaTa Ha MaJKUTE KOYKHO-JTMTABHYHHA KPHBOM3JIMBY (HAIp. EMMCTAKCHC) MOXKE J1a ObJIe 103a-
3aBHCHMA.

HabmtonaBanu ca v mo-peiku peakiini Ha MaJIKi KOXKHO-JIMTaBUYHN KPBBOHM3IUBH C JIPyTa
JIOKaJIu3alusl, KaTo KbPBEHE OT BEHLUTE WM BarMHAJTHO KbPBEHE.

Tpomboembonuzovm (BX. Touka 4.4)

Apmepuanen mpomboemboruzvm: HabmomaBana € moBuIlieHa YeCTOTA HA apTEPHATTHH
TPOMOOEMOOINYHY PEAKLIMH IPY TTALMEHTH, JIEKYBaHH ¢ Avastin Ipu MoKa3zaHWsI, BKIIOYBAIIN
MO3bYHO-ChHJIOBU MHIIUJIEHTH, HH(APKT Ha MHOKAP/a, IPEXOIHU HCXEMUYHH MPUCTHITN U JPYTH
apTepuaIHyd TPOMOOEeMOOIMYHH PEeaKLUH.

[lo Bpeme Ha KIMHUYHNTE W3MMTBAHUS O0LATa YECTOTA HA apTEPHATHUTE TPOMOOEMOOINIHN
peakuuu Bapupa 110 3,8 % npu rpymnure, JeKyBaHu ¢ Avastin, B cpaBHeHue ¢ 10 2,1 % B KOHTPOIHUTE
TpyIH, MoJydyaBaiu XuMuorepanus. ima cpobmienus 3a neranex uzxon npu 0,8 % ot nauueHTuTe,
neKyBaHu ¢ Avastin, B cpaBHenue ¢ 0,5 % oT manueHTHTe, MoTyyaBalid cCaMOCTOSTETHO
XUMUOTECPpAIIU. MOST)‘-IHO'CT))IOBI/I HMHIIUICHTN (BKJ’IIO‘II/ITCJ]HO IMPEXOJHU UCXEMUYHU HpI/ICT’bHI/I) ce
cpoOmiaBar npu 10 2,7 % OT ManuMeHTuTe, JeKyBaHu ¢ Avastin B KOMOMHAIHSI C XHMUOTEpaItus, B
cpaBuenue c 10 0,5 % oT manmenTuTe, MoryyaBaim XUMUAOTEpaIus camoctosTeHo. MadapkT Ha
MUOKapza ce cboOuiasa npu 10 1,4 % ot naumeHTuTe, JeKyBanu ¢ Avastin B KOMOMHAIUSA C
XUMHUOTEpanus, B cpaBHeHue ¢ 10 0,7 % or manmeHTuTe, Moy4aBajid XMMHUOTEPANS CAMOCTOSTEITHO.

B paMkuTe Ha eHO KIMHUYHO M3MUTBaHE, OleHsBaio Avastin B KomOuHaIws ¢ 5—
dayopoypanmit/honuHoBa kucenuna, AVF2192g, ca BKIIIOUSHH MAlMEHTH ¢ MeTacTasupall
KOJIOpPEKTaJICH KapIIMHOM, KOMTO HE ca OMJIM KaHIWIaTH 3a JICYCHHE C HPHHOTEeKaH. B ToBa n3nmreaHe
ca Ha0JII0]aBaHu apTepuaiHu TpomOoemOomuuHu peakuuu npu 11 % (11/100) ot manueHTuTe, B
cpaBHeHue ¢ 5,8 % (6/104) B kOHTpoNHATA IPyHa C XUMHOTEPAIIusl.

Benozen mpomboembonuszwvm: Yecrorata Ha BEHO3HU TPOMOOEMOOIMYHHI PEAKLIUHU PH KIMHUIHHUTE
W3MUTBAHUS € TI0JJOOHA TIPY MAI[USHTHUTE, MOTyYaBaiy Avastin B KOMOWHAIIAA C XUMUOTEPanusi, B
CpaBHEHHE C TE€3W B KOHTPOJHATA I'PYTIa, JIEKYBaHU caMO C XUMUOTepanusi. BeHo3HuTe
TPOMOOEMOOIMYHN PEAKLIMK BKIIFOYBAT TPOMOO03a HAa ABJIOOKUTE BEHH, 0€101poOeH eMOOIN3bM U
TpoMOO(IeOHnT.

[To Bpeme Ha KIMHUYHUTE U3MUTBAHUS TP MOKA3aHUATA 00IIATA YECTOTa HA BEHO3HU
TpOMOOEMOOINYHN peakLuu € Bapupaia ot 2,8 % no 17,3 % npu nauueHTure, JeKyBaHu ¢ Avastin, B
cpaBHenue ¢ 3,2 % 10 15,6 % npu KOHTPOITHUTE paMeHa.

Mma cphoOieHus 3a BeHO3HU TpoMboembonmnunu peakimu ot crener 3-5 (NCI-CTCAE v.3) npu o
7,8 % OT manueHTHTe, JCKYBaHU ¢ XUMHUOTEpAIUs IUTI0C OeBann3yMad, B cpaBHeHue ¢ 10 4,9 % oT
MAIUCHTHTE, JEKYBaHH CaMO ¢ XUMUOTEparus (3a BCHYKH [TOKa3aHusl, C H3KTIOUCHHE Ha
MEPCUCTUPALLL, PEIUAMBUPAILl UM METacTa3upaj pak Ha MaTOYHATA IIIHIKa).
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OT KIMHUYHO U3IUTBAHE MPH MALMEHTH C IEPCUCTHPAILL, PELMAMBUPALL MM METACTa3upajl PaK Ha
MarouHara mmiika (mpoyusane GOG-0240), BeHO3HH TPOMOOSMOOIMYHN PEaKIUK OT CTerneH 3-5 ce
cboOIIaBat npu He noseue or 15,6 % ot manmenTure, nekyBanu ¢ Avastin B KoMOUHAIHS C
NaKJIMTAKCeN U UCIUIATHH, B CpaBHEHHE ¢ He moBede oT 7,0 % OT manueHTHTe, JIeKyBaHH C
HaKJIMTAKCe U UCIUIATHH.

[NarmenTH, KOUTO ca MOMYYHIIM BEHO3HA TPOMOOEMOOIIYHA PEaKIvsi, MOXKE J1a ca H3JIOKEHH Ha I10-
BHCOK PHCK OT PEIUJINB, aKO MoJTydaBaT Avastin B KOMOMHAITUS C XUMHUOTEpANs B CPABHEHUE ChC
CaMOCTOSITEIIHOTO MPUIOKEHUE HA XUMUOTEPAIHSL

3acmotina cvpoeyna nedocmamvunocm (3CH)

B kimmHuYHKTE M3MUTBaHMS ¢ Avastin, € HaOJItoJjaBaHa 3acToiHa chpaeuHa HepoctaTbuHocT (3CH)
IIPY BCUYKH MTOKA3aHMsI C paK, U3CIIeIBaHH JI0CeTra, HO € Bb3HUKBAJA IPEAUMHO P MAIUSHTH C
MeTacTa3upal pak Ha MIleuHara xie3a. B yernpu nznureanus ¢asa [ (AVF2119g, E2100, BO17708
n AVF3694Q) npu namyeHTH ¢ MeTacTa3upall pak Ha MjieuHarta ie3a ce otoeisspa 3CH cremen 3
(NCI-CTCAE v.3) nnu no-rossima mipu 110 3,5 % OT manueHTuTe, JeKyBaHu ¢ Avastin B KOMOWHAILHS C
XuMuoTepanus B cpaBHerure ¢ 70 0,9 % B koHTponHUTE rpynu. [Ipy manueHTuTe OT Mpoy4BaHe
AVF3694g, nonyyaBaiy aHTpaMKIMHA €AHOBPEMEHHO ¢ OeBann3ymal, yecrorata Ha 3CH crenen 3
WJIM TTO-BHCOKA CHOTBETHO B paMeHaTa ¢ OeBaln3yMad W KOHTPOJIHUTE paMeHa € 1oo0Ha Ha Ta3H B
JIpyruTe MpOoy4BaHuUs MPH METacTa3upai pak Ha repaara: 2,9 % B paMOTO C aHTPaLMKIMH +
oeBannzymad u 0 % B paMoToO ¢ aHTpanukiInH + mane6o. OcBen ToBa B mpoyuBane AVF3694¢
yectorara Ha 3CH ot Bcuuku crenenu e mogoOHa B paMeHarta ¢ aHTpalMkIMH + Avastin (6,2 %) u
AHTPAIMKIMH + 1tare6o (6,0 %).

[loBeueTo ot mammenTure, kouto pazsusat 3CH nmo Bpeme Ha kKIMHUYHUTE U3nUTBaHUs 328 MPMIK, ca
MOKa3aJiM MOJ00pEHUE Ha CHMIITOMHUTE W/UJIM Ha JICBOKaMepHaTa (PYHKIIUS CJIe]] ITOAX0AIIa
MEINKaMEHTO3HA TEpanusl.

[Mpy moBevyeTo KIMHIUYHU W3NMHUTBaHus ¢ Avastin marmentute ¢ npemmecrsaima 3CH mo NYHA (New
York Heart Association) Il — IV ca 6uin H3KIFOUYEHH, TOPAJX TOBA HsIMa HH(OpPMALUs OTHOCHO PHCKa
ot 3CH npu Ta3u nomynamus.

BB3M0KHO € mpeaecTBallo Je4eHue ¢ aHTPALMKIMHY U/UITH TPEILIeCTBaIIo 00JIbUBaHEe Ha CTEHaTa
Ha rpbAHUS KOLI ]a ca PUCKOBHU (pakTopu 3a passurue Ha 3CH.

B kymHMYHO M3MUTBaHE pH ManMeHTH ¢ qudys3eH B-eapokiersuen muMdom e HabmoaBaHa
nosuuieHa yecrora Ha 3CH, koraTo e noiydaBan OeBaun3ymad ¢ KyMyJIaTUBHA J03a JTOKCOPYOUIIMH
no-roxsimMa ot 300 mg/m?. Tosa xmuHMYHO M3MHTBaHe daza 111 cpaBHsBa
putykcumad/uukinodocdamun/nokcopyouia/BuHKprcTHH/Ipeiar30H (R-CHOP) mmroc
oeBarnzymad ¢ R-CHOP 6e3 6eBaninzymab. Benpeku ue uecrorara Ha 3CH B n1Bete rpymu e mo-
BHCOKa OT Ha0JII0/1aBaHaTa TIPEIM TOBA IIPH TEPAIHsI C JOKCOPYOHUIIMH, YeCTOTaTa € MO-BUCOKa B
rpynara R-CHOP mumtoc 6eBanin3yma6. Tesu pe3ynraTu mpernonarat BHUMAaTEIHO Ha0I0CHUE U
Iperr3Ha OleHKa Ha ChPJICUHUS CTATyC Ha MAMEHTH C KyMYJaTUBHU J03H JTIOKCOPYOHIIMH HaJ|

300 mg/m?, koraTo e KOMOMHHpAH ¢ GeBAM3YMa0.

Peaxyuu na cepvxyyscmeumennocm/peakyuu kom ungysuama (Bx. rouka 4.4 u [locmmapkemuneos
onum No-J10ITy)

[Ipu HAKOM KIIMHUYHU M3MTUTBAHUS aHA(DUITAKTHYHN PEaKIMU U PEAKIUK OT aHA(PUITAKTOUICH THII C&
CHOOIIABAT TIO-YECTO MPH MAIMEHTH, ITOJTyYaBany Avastin B KOMOWHAINS ¢ XUMHUOTEPAIHs,
OTKOJIKOTO TIPH CaMOCTOSTEIIHO TPHJIaraHe Ha XUMHUOTepanus. Te3n peakiimu NP HAKOM KITMHUIHU
M3NMTBaHUSA Ha Avastin ca 4ecT (10 5 % npH manueHTHTe, JeKyBaHH ¢ OeBaru3ymal).

HUnghexyuu

OT KIMHUYHO U3NUTBAHE NPH MAIMEHTH C IEPCUCTHPAILL, PELMANBHPALI HIIM METACTa3upaj paK Ha
MmarouHara mmiika (mpoyusane GOG-0240), uHbexuuu crenen 3-5 ce choOIIaBar npu He MoBeYe OT
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24 % ot maumeHTuTe, JeKyBanu ¢ Avastin B KoMOMHAIMS C TAKJIMTaKCeI U TOITOTEKaH, B CPABHEHHUE C
He noBeye oT 13 % oT manmeHTure, JeKyBaH! € MAKINTAKCeN U TOMOTEKaH.

Osapuanna nedocmamvunocm/gpepmuiumem (Bx. Touku 4.4 u 4.6)

B NSABP C-08, ximuanuso u3nutase ¢asa |l Ha Avastin mpu aioBaHTHO JieYeHHE Ha MAUCHTH C
pak Ha J1e0esI0TO YepBO, YECTOTaTa Ha HOBH CITy4ad Ha OBapHaJHA HEJOCTATHYHOCT, ONpe/ieieHa KaTo
amMeHopes ¢ IPOIB/DKUTEHOCT 3 MK IoBede Mecera, HuBo Ha FSH > 30 mIU/mL u otpunaresiex
TecT 3a OpeMeHHoCT pu n3MepBane Ha B-HCG B cepyma, e oneHsBaHa mpu 295 KeHU B
npeaMeHonaysa. HoBu ciyyan Ha oBapHaiiHa HeJOCTaThYHOCT ce chobmiasar mpu 2,6 % ot
nanuentkure B MFOLFOX-6 rpynara, B cpaBaenue ¢ 39 % B rpymara MFOLFOX-6 + GeBaruzyman.
Crnienn mpeycTaHOBSIBAHE Ha JICUCHUETO ¢ OeBalu3yMad, oBapraaHaTa QYHKIIHS Ce € Bh3CTaHOBUIIA TIPH
86,2 % OT Te3u OLeHsBaHH KeHH. J[BIrOCpOYHHTE €(EKTH OT JCUECHHETO C OeBam3yMad BbpXy
(hepTHIIUTETA HE Ca U3BECTHHU.

JlabopamopHhu omknoHeHus
Tepamnusita ¢ Avastin Moske Jia ce CBbpKe ¢ HaMaJleHHe Ha Oposi Ha HeYTpoHIIMTE, HaMalieH Opoit Ha
OenuTe KPBBHU KJICTKH U HAJIMYKME HA TPOTEHH B ypUHATA.

B KIMHUYHKTE U3MUTBAHUS IPH NALIUEHTHTE, JIeKyBaHu ¢ Avastin, ca HaCTBIMJIIN CIICTHHUTE
nabopatopuu orkiaoHenus ot creneH 3 u 4 (NCI-CTCAE v.3) ¢ Haii-maiko 2 % pasnuka B cpaBHCHHE
ChC CHOTBETHUTE KOHTPOJIHU TPYIIH: XUIIEPrIIMKEMUS], TOHMKEH XEMOTJIOOMH, XHITOKAINEMHSI,
XHUIIOHATPUEMU S, HaMalleH Opoii Ha OennTe KpbBHU KPETKH, TIOBUILIEHO MEKITYHAPOIHO
HopMasm3upano cbotHomeHre (INR).

KnvHu4YHATE U3MUTBAHUS ca TIOKA3ald, Y€ MMPEXOJHATE MMOBUIIICHHSI HA CEPyMHUSI KpEaTHHUH
(Bapupanm mexay 1,5-1,9 mbTH Hal M3XOIHOTO HUBO), ChC WM 0€3 MPOTCHHYPHSI, Ca CBBP3aHHU C
ymotpebara Ha Avastin. Habmo1aBaHoTo MOBUIIIEHHE HA CEPYMHHUS KPEATHHHUH HE € CBBP3aHO C IM0-
BHCOKATa YeCTOTA Ha KIIMHUYHUTE MPOSIBU HA OBOPEYHO YBPEXkKIaHe IPU MaLUEHTUTE, JIEKYBaHU C
Avastin.

ﬂ[)YI U CIICTIMAJIHY OITYJIAIUN

Iayuenmu 6 cmapuecka év3pacm

[Tpu pangoMH3UpaHN KIMHUYHU U3MUTBAHUS, Bh3pacTTa > 65 rouHu npu JiedueHne ¢ Avastin e ouna
CBBp3aHa C TIOBHUIICH PUCK OT pa3BUTHE HA apTepHaIHU TPOMOOSMOOIMYHH PEaKIUH, BKIIOYHTEIHO
MO3bUYHO-CHA0BU uHIMAeHTH (MCH), npexomnu ncxemuunu npuctenu ([TAIT) u nadapkr Ha
muokapaa (UM). [lpyru peakiuu, HaOIr01aBaHU C ITO-BUCOKA Y€CTOTA IIPU MAIIMEHTH Hal 65, ca Ouiu
neskorenus crenex 3-4 u rpombonurornenust (NCI-CTCAE V.3); 1 BCHUKH CTETICHN HEYTPOIICHHS,
JUapusi, TaJieHe, r1aBo0ore U yMOpa, B CpaBHEHHE € Bh3pacTHUTE < 65 roanHu, JeKyBaHu ¢ Avastin
(Bk. Touku 4.4 u 4.8 ipu Tpomboemboruzvm). B eMHO KIMHUYHO U3MHMTBAHE YECTOTATA HA
XUMEPTOHHUS CTeTIeH > 3 € 1Ba ITBTH MO0-BUCOKA IIPU MAIMEHTUTE Ha BB3pacT > 65 rolnHHU, OTKOIKOTO
B ITO-MJIaJIaTa Bbh3pacToBa rpyma (<65 roauan). B enqHo mpoyuBaHe npy NaMeHTKH ¢ PE3HCTEHTEH Ha
IUIATHHA PELUIUBHpAI PaK Ha IMYHUIIUTE ce ChOOIIaBa ChIO U 3a AJIOMNELHs], Bb3NajleHHe Ha
JMTaBUITE, Iepr(epHa CCH30pHA HEBPOMATHSI, IIPOTEUHYPHUS U XUIIEPTSH3USI, KOUTO BH3HUKBAT C
yecTora Hal-Manko ¢ 5 % mo-Bucoka B rpymnara ¢ CT + BV npu nanueHTKUTE, ICKYBaHU C
OeBarn3yma0, Ha Bb3pacT > 65 ronuHH, B cpaBHEHUE ¢ OOJIHUTE, JIEKyBaHU ¢ OeBaru3ymad, Ha
BB3pacT < 65 roauHu.

He e HabmroaBaHO MOBHIIIEHUE B YECTOTATa Ha JPYTH PeaKlny, BKIIOUUTEIHO nepdoparus Ha
CTOMAIIHO-YPEBHUS TPAKT, YCIOKHEHHUS MIPU 3a37paBsBaHe HAa PaHUTE, 3aCTONHA ChpACYHA
HEOCTATHYHOCT M KPHBOU3IIUB IIPH TAIIHEHTH B CTapyecka Bb3pacT (> 65 roauHu), moyvaBarm
Avastin, B cpaBHEHHE C TIAIIEHTHTE HA BB3pacT < 65 rojuHu, 1eKyBaHu ¢ Avastin.

Tleouampuuna nonynayus
besomacHocrTa n epukacHoCcTTa HA Avastin ripu ferna mox 1 8-roaummHa Bp3pacT He ca YCTAHOBEHH.
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B npoyuBane BO25041 na Avastin, koiito e 106aBeH kbM nocronepatuBHa Jpuerepanus (JIT)
CBI'BTCTBAIIIO C 3JFOBAHTHO MPUJIOKESHHE HA TEMO30JIOMHU/ TIPH TISAHATPUYHH TTAIUEHTH C
HOBOJMArHOCTHIIMPAH CYIPaTeHTOPHAJICH, HH(pPATCHTOpHAJICH, iepedeapeH WK MeAyHKYIapeH
BHCOKOCTETICHEH TJIMOM, TPO(UITET Ha 6E30IMacHOCT € CPAaBHUM C TO3H, HaOJIF0IaBaH MpH APYTH
BUJIOBE TYMOPH TIPH BB3PACTHH, JIeKyBaHH ¢ Avastin.

B npoyuBane BO20924 na Avastin ¢ HacTOSIIOTO CTaHIAPTHO JICUCHUE IPU METaCTaTHICH
padIoMHOCapKOM M CapKOM Ha MEKHUTE ThKaHH, pa3nyceH OT paboMHOCapKOM, TPOGUIBT Ha
0€30MacHOCT IpH JIella, JieKyBaHu ¢ Avastin, e cpaBHuM ¢ mpoduIia, HaOII0JaBaH MPU Bb3PACTHH,
aekyBaHu ¢ Avastin.

Avastin He e 0100peH 3a yrorpeda npy NalMeHTH Ha Bb3pacT noa 18 rogunu. B mybnukyBanu

JUTEepaTypHH CHOOIICHHUS ca HAOMI0JaBaH! clTydan Ha OCTEOHEKPO3a, KOSATO HE 3acsra JIojiHaTa
YEITIOCT, MPH MAIlMEHTH Ha Bb3pacT 1o 18 roauuu, texysanu ¢ Avastin.
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ITocTMapKETHHTOB OITUT

Tadauua 3

Hesxenanu peakuuu, cb001eHH MPU NOCTMAPKETHHI0OBATA yHoTpeda

CuCI’I’lBMO-OpZGH@H Kaac

Peaxyuu (wecmoma*)

(COK)
Hupexyuu u Hexporusuparn pacuunr, 0OMKHOBEHO KaTO BTOPUYHA MTPOsIBA HA
ungpecmayuu YCIIO’KHEHUS IIPU 3a3APaBIBAHETO HA PaHU, CTOMAIIHO-YpPEBHA

nepdopaunst umm odpaszyBaHe Ha ¢uctyia (peaku) (BXK. ChIIO
Touka 4.4)

Hapywenus na
UMYHHamMa cucmema

Peakiiu Ha CBPBbXYYBCTBUTEIIHOCT U PEAKIIUH KbM HHQY3UsATA (C
HEW3BECTHA YECTOTA) ChC CIICITHUTE BH3MOKHH CHII'BTCTBAIIM ITPOSIBH:
JICTIHES1/3aTPy/THEHO UIIIaHe, 3aUepBsiBaHe/depBeHIHA/00pUB,
XHITOTOHUS WM XUTICPTOHHMS, KHCIIOPO/IHA JiecaTyparus, O0JIka B
bpJNTE, TPBHIIKH U TaJIeHE/TIOBPBINaHe (BXK. CHIIO Touka 4.4 1
Peakuyu Ha CBpBX4yBCTBUTEIHOCT/PEaKIK KbM HH(DY3HATA TIO-TOPE)

Hapywenus na
HepeHama cucmema

XuneproHnyHa eHnedanonartus (MHOro peaku) (BXK. ChIo Touka 4.4
u Xunepmonus B To4ka 4.8)

Cunapom Ha noctepuopHa ooparima entedanonarus (CIIOE),
(penkn) (BK. ChIIO ToUKa 4.4).

Cv0osu HapyuieHus

brOpeuna TpoMOOTHYHA MUKPOAHTHOIIATHS, KOATO MOXKE KIMHUYHO
Jla ce TMPOSIBU KAaTO MPOTCHHYPUSI (C HEM3BECTHA YECTOTa) ChC MM O3
CBII'BTCTBAILO MTPUJIOKEHUE HA CYHUTHHUO. 3a OMBIHUTEIHA
nHpOpMaIus 3a MPOTEUHYpHUSITa, BUXKTe Touka 4.4 u [lpomeunypus B
Touka 4.8.

Pecnupamopnu, epvonu u
MeouacmuHaIHU
HapywieHus

[Mepdoparus Ha HazamHATA Mperpaaa (C HeM3BECTHA YECTOTA)
BenoapoOHa xunepToHus (C HEU3BECTHA YE€CTOTA)

Jucdonus (uectn)

Cmomawno-upesHu
Hapyuienus

CromanrHo-4peBHa s13Ba (C HEM3BECTHA YECTOTA)

Xenamobunuapnu
HapyuieHus

IMepdoparus Ha HKITBYHUS MEXYP (C HEU3BECTHA YECTOTA)

Hapywenus na
MYCKYIHO-CKelemHama
cucmema u
CHeOUHUMETHAMA MbKAH

CrobmaBar ce ciryyan Ha OcreoHekposa Ha genmoctta (ONJ) mpu
HalUeHTH, JISKyBaHH ¢ Avastin, IoBe4eTo oT KOMTO ca Bh3HUKHAIIN
IPH MAIMEeHTH ¢ uIeHTH(uIMpanu puckosu dakropu 3a ONJ, no-
CTEIMAaJHO eKCITO3UIIUS Ha MHTPaBEHO3HU OndochoHaTH U/Mim
aHaMHe3a 3a 3a00JIIBaHe Ha 3b0MTE, HAaJaralo HHBa3WBHH
CTOMAaTOJIOTUYHHU TIPoIenypH (BK. ChI0 ToukKa 4.4)

Ha6nromaBaHu ca ciydan Ha OCTEOHEKPO3a, KOSTO HE 3acsra J0oIHaTa
YeJIFOCT, MPH MEANATPUYHH MAIMEHTH, JIeKyBaHu ¢ Avastin (BK. Touka
4.8, IlennaTpuyHa momymanus).
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Cucmemo-opeanen Kiac Peaxyuu (vecmoma*)

(COK)

Bpooenu, pamunnu u HabmonaBanu ca cinyvan Ha (heTajaTHA aHOMAJIMH TP JKEHH, JICKyBaHU
2eHemuyHU Hapywenus | ¢ 6eBalM3yMad caMOCTOATEIHO UM B KOMOMHAIUS C U3BECTHU
e€MOPHOTOKCUYHU XUMHOTEPAIICBTUYHU CPECTBA (BXK. TOukKa 4.6)

* aKo e OIIpe€ACIICHa Y€CTOTaTa, T4 € MOJYyYCHAa OT JaHHU OT KJIMHUYHUTC U3IIUTBAHUA.

Cbo6gaBaHe Ha MoAO3WPaHN HEKECTIAHNU PECAKIINU

Cpo011aBaHeTo Ha MOI03MPAHH HEXKEIIaHN PEaKLMH CJIe]] pa3peliaBaHe 3a ynorpe0da Ha JIeKapCTBEHUS
IPOIYKT € BaKHO. ToBa 1103BOJIsIBA Aa MPOABIKA HAOIIOIEHNETO Ha ChOTHOLIEHHETO MOJI3a/PUCK 3a
JeKapCcTBEHUS MPOMYKT. OT METUIMHCKHUTE CIIEHATIMCTH CE M3UCKBA J]a ChOOIIaBaT BCSIKa
[0ZI03MPaHa HeXeJlaHa Peakiys ype3 HalMoHaIHa CHCTeMa 3a ChoOIIaBaHe, OCoYeHa B

[punoxenwne V.

49 TIlpeno3upane

[MpunoxxeHuero Ha Hal-BUCOKATa J103a, U3MUTBaHA BEPXY Xopa (20 mg/kg TenecHo Terdo,
WHTPaBEHO3HO MPe3 2 CeMMUITH), € OMII0 CBBhP3aHO C TeKKA MUTPEHA ITPH HIKOJIKO MAI[UCHTH.

5. ®APMAKOJIOITMYHU CBOMCTBA
5.1 ®dapmakoguHAMHUYHH CBOMCTBA

d)apMaKor Cpali€BTU4YHAa rpyna: aHTUHCOINIACTUYHA 1 UMYHOMOAYJIMpalinu CpEaCTBa,

AQHTHUHEOIJIACTUYHY CPEJICTBA, APYTH aHTUHEOILIACTUYHHU CPEICTBA, MOHOKIOHAIHH aHTuTena, ATC
xoxm: LO1FGO1

MexaHu3bM Ha AeCTBUE
Beparnuzymab ce cBbp3Ba Che ChI0BUS eHoTeNeH pactexeH Gakrop (VEGF), ocHoBeH cTuMynarop

Ha BaCKyJIOT€He3aTa M aHT'MOreHe3aTa 1 10 TO3H HauyMH HHXuOupa cebp3BaHetro Ha VEGF c HeroBute
peuentopu - Flt-1 (VEGFR-1) u KDR (VEGFR-2), Hamupaiiy ce Ha OBbPXHOCTTa Ha CHIOTEITHUTE
knetkn. HeyTpamizupaneto Ha 6uonorndynara akruBHocT Ha VEGF Boam 10 perpecus Ha
BaCKyJIapu3alusaTa Ha TYMOPUTE, HOPMaJIN3Upa OCTaHAJIUTE TYMOPHH KPHbBOHOCHH CHJIOBE U
UHXUOUpa 00pa3yBaHETO HA HOBH CHJIOBE B TYMOPA, KaTo 110 TO3W HAYUH WHXUOUPA TYMOPHUS
pacrex.

dapmakoHaMUYHU eheKTH

[punoxennero Ha 6eBaM3ymMad WM CPOIHOTO MY MHILE aHTUTSIIO HA KCEHOTPAHCIUIAHTUPAHU
MOJIEJH Ha paK [P T'OJIK MUIIKHU € JOBEJIO JO €KCTEH3MBHA aHTUTYMOPHA aKTHBHOCT IIPH PaK IpH
YOBEKa, BKIFOYMTEITHO Ha Ie0EJIOTO YepBo, MJIeYHATa JKIe3a, MaHKpeaca U mpocrarara. [Iporpecusra
Ha METacTa3upajoTo 3a0osBaHe ¢ Ouia MOTHCHATA 1 MUKPOBACKYJIAPHUST TIEPMEaOUIUTET € Onit
HaMaJieH.
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KnnanvHa edukacHocT

Memacma3zupan kapuyunom Ha 0eberomo 4epso uiu peKmyma MKP]O

BesomacHocTTa M1 eprKacHOCTTa Ha MpenopbhUMTeNHaTa 103a (5 mg/kg TenecHo Tero npe3 1Be
CEeJIMHUIIN ) TIPH METACTa3Mpall KapLMHOM Ha J1e0eJIOTO YepBO MM PEKTyMa ca IPOyYBaHU B TPH
PaHIOMH3UPaHH, AKTUBHO KOHTPOJIMPAHU KIMHUYHH U3ITUTBAHUS B KOMOHHAIIUS C ITbPBA JIMHHS
XHUMHUOTEPAIisi, OCHOBaHa Ha (hIyopOnMprMUIMHN. Avastin € O KOMOMHUPAH C IBe CXEMH Ha
XUMHOTEPAITHSL:

. AVF2107g: Cxema Ha ceJMUYHO MPHUIIOKECHNE Ha UPHHOTEKaH/00TyC
5-thayopoypauui/donuHoa kucenuna (IFL) B npoabimkeHne Ha o010 4 ceMUIN OT BCEKU
6-cenmuueH UKD (cxema Ha Saltz).

. AVF0780g: B komOunanus ¢ 6omyc 5-diyopoyparr/domuaosa kucenvHa (5-FU/FA) B
MIPOIBIDKCHHE Ha 0010 6 CEIMUII OT BCEKH 8-ceMuueH MUKbI (cxema Ha Roswell Park).

. AVF2192g: B komOunanus ¢ 6onyc 5-FU/FA B npoabiokenvie Ha 00110 6 CEMUI OT BCEKU
8-cenmuuen nmukbia (cxema Ha Roswell Park) mpu nanuenTH, KOUTo He ca OMITH ONTHMAITHUTE
KaH/IW/IaTH 32 ITbPBa JIMHUS HA JIeYCHUE C MPUHOTEKAH.

[IpoBeneHu ca TpU IOIBIHUTEIHH MTPOoyYBaHus ¢ OeBan3ymad npu nanmentd ¢ MKPK: mepBa muHusS
(NO16966), Bropa /muus 6e3 npeniiectaiio jgeueHue ¢ 6eBarmzymad (E3200) u Bropa jauHus ¢
MpeANIECTBAIIO JISUeHUE C OeBaM3yMad Ciie/1 IMporpecus Ha 3a00JIIBaHETO MPHU IThPBA JIMHUS
(ML18147). Ilpu Te3u nmpoyuBaHus, OeBai3ymad € npuiiarad B CJICJAHUTE CXEMH B KOMOUHAITUS C
FOLFOX-4 (SFU/LV/okcanumiarun), XELOX (kaneunTaOuH/OKCaIUILIATHH ) U
(IyOopOnMPUMUIUH/MPUHOTEKAH U (DITyOpPOIMPUMUANH/OKCATATIIIATIH:

. NO16966: Avastin 7,5 mg/kg TenecHo Terio Ha BCEKH 3 CEeIMHIIM B KOMOMHAIIHS C KarleI[UTa0HH
NepopaHO ¥ OKcauIuIaTiH nHTpaBeHo3HO (XELOX) unun Avastin 5 mg/kg Ha Bceku 2 ceaMuIu
B KOMOWHAIIUS C JICBKOBOPHH ILTIOC 5-(pIryopoypamui 00iryc, MocaeIBaHO OT HHQY3HS Ha
5-¢uyopoyparun u okcaymmiuiaTud uHTpaBeHo3Ho (FOLFOX-4).

. E3200: Avastin 10 mg/kg TenecHo Terio Ha BCEKH 2 CEAMUIIM B KOMOHHAIIUS C JICBKOBOPHH H
5-bnyopoypanun 6omyc, mocneBano oT HHGY3Hst Ha S-(hIyopoypaiuil U OKCATUTLIATHH
unTpaBeHo3HO (FOLFOX-4) npu marmenTH, KOMTO He ca JIeKyBaHu ¢ OeBarm3yman.

e  ML18147: Avastin 5,0 mg/kg TenecHo Teryio Ha Bceku 2 cenmuiy uim Avastin 7,5 mg/kg
TEJIECHO TETJIO Ha BCEKU 3 CEIMUIIM B KOMOUHAIHS ¢ (IIyOPOITHPUMHIHH/MPUHOTEKAH M
(yoponupHMEIMH/OKCATHUILIATHH IPH MAMEHTH C TIPOTPecHs Ha 3a00IIsIBaHETO eI TbpBa
JMHHS Ha JiedeHne ¢ OeBarm3ymMal. Yiorpebara Ha cxema, ChIbpiKalla HPUHOTCKAH WU
OKCAITMIUIATHH € CMEHEHA B 3aBHCUMOCT OT M3IOJI3BAHETO HAa OKCAJMILIATHH MM UPHHOTCKAH
IpH TbPBA JIMHUS Ha JICYCHHUE.

AVF2107g

ToBa e paHIOMH3HPaHO, TBOHHO-CIIAIO, AKTHBHO KOHTPOJIMPAHO KIMHUYHO u3nuTBaHe ¢asa 11 3a
olieHka Ha Avastin B komOuHamus ¢ IFL kaTo mbpBa juHMS JleueHrne Ha MeTacTa3upall KapiuHOM Ha
ne0enoTo yepBo WM pekryma. OCeMCTOTHH M TPUHAIECET MAIleHTH ca OWIM paHIOMHU3UPaHH 12
nony4asar IFL + mane6o (rpymna 1) wu IFL + Avastin (5 mg/kg npe3 2 ceamuu, rpymna 2). Tpeta
rpyna or 110 manuenTu e nomyvaana 6omyc 5-FU/FA + Avastin (rpyna 3). Habupaneto Ha
MAIMEHTH B Tpyma 3 € OUII0 MpeyCcTaHOBEHO, KAKTO € OMJIO MPEABUACHO, CIIe/I KaTo € Oniia ycTaHOBeHa
0e30MmacHOCTTa Ha cxeMara Ha JieueHue ¢ Avastin u IFL u T4 e Ouiia npereHeHa KaTo IprueMIInBa.
JleyeHneTo BHB BCHUKH I'PYIH € IPOABIDKUIIO J0 Tporpecus Ha 3adomsaBanero. Obmiara cpeaHa
BB3pacT e ouna 59,4 romunan; 56,6 % ot nanmenture ca umanu craryc mo ECOG 0,43 % ca umanu
crouHoct 1, a 0,4 % ca numanu croitHoct 2. 15,5 % ca moiay4niau npeaBapuTeIHoO TbYeTepanisi, a
28,4 % ca nekyBaHU eIy TOBA C XUMHOTEPAIIusI.
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[TbpBUYHUSAT TTOKa3aTeN 332 €PUKACHOCT HA KJIMHUYHOTO U3MUTBAHE € 00IIaTa MpexXnuBsieMOCT.
JloOaBsteTo Ha Avastin keM IFL e 10Be10 10 CTATHCTHYECKH 3HAYMMO ITOBUIIICHHE Ha o0IIara
HPESKUBIEMOCT, MPESKUBIEMOCT Oe3 IPOrpecHs U 00IIa CTENeH Ha MoBUsiBaHe (Bxk. Tabmmia 4).
Kimaundna nmossa, u3MepeHa upe3 oolaTa npexkuBsIeMocT, ¢ Oujla HaOJltoJjapaHa BbB BCUYKU
IpeABapUTEIHO CIICIH(PUIIMPAHH TIOATPYIH MAIMEHTH, BKIIOYUTEITHO TE3H, OMPEISIICHH 110 BB3PacT,
TOJI, CTaTyc, JIOKAIM3aIHsI Ha IbPBUYHUS TyMODP, OpOi Ha 3aCErHATHTE OPTaHH U MPOIBIDKUTEITHOCT
Ha METaCTaTHYHOTO 3200JIsIBaHE.

Pesynrarute 3a edrikacHOCT OT MprIIOKeHHETo Ha Avastin B komOuHarus ¢ [FL xumuorepanus ca
mokasanu Ha TaOiuma 4.

Tabauna 4 Pe3yararu 3a epukacHocT B KIMHUYHO n3nutBane AVF2107g
AVF2107g
I'pyna 1 I'pyma 2
IFL + murane6o IFL + Avastin®

Bpoii nmauuentu 411 402
001112 TPEKUBSIEMOCT

Menuana Ha BpeMeTo (Meceln) 15,6 20,3

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

(p-ctoitnoct = 0,00004)

IIpexxuBsiemocT 0€3 mporpecust
Menuana Ha BpeMeTo (Mecelu) 6,2 | 10,6
Koedunmenr Ha puck 0,54

(p-croiinoct < 0,0001)

OO0111a CTENEH Ha TOBJIASBAHE
Crenen (%) 34,8 | 448
(p-ctoitHoct = 0,0036)

25 mg/kg npe3 2 cenmunu
®Tlo oTHOUIEHHME HA KOHTPOJIHATA IPyIIa

[Tpu 110-Te manmenTty, pangomusupanu B rpymna 3 (5-FU/FA + Avastin) npeju npeycTaHOBsSBaHE Ha
y4acTHETO Ha Ta3u rpylia, MeJMaHaTa Ha o0Iara nmpexuBsieMocT e Oma 18,3 mMecena n MemanaTa Ha
MpeXUBsIeMOCTTa Oe3 mporpecus Ha 3a00isIBaHeTo ¢ Ouna 8,8 Mecerna.

AVF2192¢g

ToBa ¢ paHIOMH3UPAHO, IBOWHO-CJISAINO0, AKTUBHO KOHTPOJIMPAHO KIIMHUYHO M3nuTBaHe ¢asa I 3a
OIleHKa Ha e)MKaCHOCTTa U Oe30macHocTTa Ha Avastin B komOuHamus ¢ 5-FU/FA kaTo neuenne ot
I'bpBA JIMHUS Ha METAacTa3upas KOJIOPEKTaJIeH KapIHOM ITPH NMaIMEeHTH, KOUTO HE ca O
ONTUMAJTHH KaHWJATH 32 JICUCHUE OT MbPBa JIMHUS ¢ UpHHOTeKaH. CTO M MeT MalMeHTH ca o1t
pangomusupanu B rpynata ¢ 5S-FU/FA + mane6o u 104 nanmenTu B rpynara ¢ 5-FU/FA + Avastin
(5 mg/kg nipes 2 cenmunn). JIeueHHETO BBB BCHUKHU TPYITH € TMPOABIIKABAIIO J0 IPOTrPECHS Ha
3abomsBanero. JlodaBsiHeTo Ha Avastin 5 mg/kg npe3 nBe cenmuim kM S-FU/FA e noBeso 1o mo-
BHCOKA CTETICH Ha 00CKTUBHO TOBJIMSIBAHE, 3HAUUMO TO-TIPOIBIDKUATEIIHA TPESIKUBIEMOCT 0e3
Mporpecus Ha 3a00JIIBaHETO U TCHCHIUS KBbM MO-TTPOABDKUTEIHA TPEKUBIEMOCT B CPABHEHHUE C
xumuoTepanus ¢ 5-FU/FA, npuitojkeHa caMOCTOSTEIHO.

AVFO0780g

ToBa e paHIOMH3HPaHO, aKTUBHO KOHTPOJIMPAHO, OTBOPEHO KIMHUYHO H3muTBaHe (asa Il 3a omenka
Ha Avastin B komOuHaiwms ¢ 5S-FU/FA kato jieueHue OT mbpBa JIMHHUS Ha METacTa3upall KOJIOPEKTaJICH
KapIMHOM. MearaHara Ha Bb3pacTTa e ouna 64 ronuau. 19 % oT naumeHTuTe ca Nnoay4uiIi Mpeau
ToBa xumMuorepanus, a 14 % ca Oumm ¢ mpeamecTBaia spuerepanus. CenemMeceT U eUH NallieHTH
ca Ouym panoMu3rpanu na nonydasat oomyc S-FU/FA um 5-FU/FA + Avastin (5 mg/kg nipe3 2
cemqmuim). Tpera rpyna ot 33 naipeHTH ca nonyvasainu ooiyc 5-FU/FA + Avastin (10 mg/kg mpe3 2
cenmuin). [laneHTHTe ca OMIM JISKYBaHH JI0 IIPOrpecus Ha 3a0oisiBaHeTo. [IbpBUYHUTE KpaitHU
TOYKH Ha KIIMHUYHOTO U3IUTBAaHE Ca OMJIM CTEereHTa Ha 0OEKTHBHO ITOBIIMSBAHE U MTPEKHUBIEMOCTTA
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0e3 nporpecus Ha 3a0omsaBaneTo. J{obaBsiHeTo Ha Avastin 5 mg/kg npe3 nBe ceamuiy kpM 5-FU/FA e
JIOBEJIO JI0 ITO-BHCOKA CTEINIEH Ha OOEKTHBHO MOBJIMSABAHE, MO-TIPOIBIDKUTEIIHA ITPEKUBIEMOCT 0€3
mporpecus Ha 3a00JIIBAHETO U TEHICHITNS KBM TO-TTPOIBIDKUTEIHA MTPEKUBIEMOCT B CPAaBHEHHE C
xumuorepamusra ¢ 5-FU/FA camocrostento (Bx. Tadmuma 5). Te3u nanHu 3a e(hUKacCHOCT OTrOBapST
Ha pe3yATaTUTe OT KIMHUYHOTO u3nmTBane AVF2107g.

Jannaute 3a edpukacHocTTa OT KimHuyHUTE n3nuTBaHus AVF0780g u AVF2192¢, uzcnenpamtu
Avastin B komOuHanus ¢ xumuotepanus ¢ 5S-FU/FA, ca 0600mienu B Tabmma 5.

Tabuna 5 Pesyararu 3a epukacHoct B Ka1uHu4HU n3nurBanusi AVF0780g u AVF2192¢g
AVF0780¢g AVF2192¢g
5-FU/FA 5-FU/FA + 5-FU/FA + 5-FU/FA + | 5-FU/FA +
Avastin® Avastin® mane6o Avastin
bpoii manuenTH 36 35 33 105 104
O01ma npexuBsIeMOCT
Menuana Ha BpeMeETO 13,6 17,7 15,2 12,9 16,6
(Mecerm)
95 % ClI 10,35 - 16,95 13,63 -
19,32
Koedwurment Ha puck” - 0,52 1,01 0,79
p-CTOHHOCT 0,073 0,978 0,16
[pexussiemoct 6e3
nporpecus
Menuana Ha BpeMETO 5,2 9,0 7,2 55 9,2
(Mmecerm)
Koedurment Ha puck 0,44 0,69 0,5
p-CTOMHOCT - 0,0049 0,217 0,0002
OO11a crerneH Ha
[TOBJIUSABAHE
CrerreH (TIporeHT) 16,7 40,0 24,2 15,2 26
95 % nmosepuTeneH 70-335 244 -578 11,7-42,6 9,2-239 18,1 -35,6
WHTEpBa
p-CTOHHOCT 0,029 0,43 0,055
[IpoabKUTETHOCT HA
[IOBJIUSIBAHE
MenuaHna Ha BpeMETO HI 9,3 50 6,8 9,2
(Mecern)
I[MponenTn 25-75 55-HJ 6,1-HJ 38-78 559-9,17 |5,88-13,01
(Mmecerm)

*5 mg/kg npe3 2 ceamuiu

510 mg/kg npes 2 ceqmunm

*Tlo oTHOIIEHNE Ha KOHTPOJIHATA IPYIIa
HJ = ne e nocturnaro

NO16966

Tosa e da3a I, pangomu3upano, qBOWHO-CIATIO (10 OTHOIICHKE HA OeBari3ymal) KITMHUIHO
W3NHTBaHE, U3NUTBAIO Avastin 7,5 mg/kg B KOMOMHAIHS C KalleIUTaOuH MEPOPATHO U
okcanmumiaryH i.v. (XELOX), mpunarano mo 3-cenmMuuHa cxema; uim Avastin 5 mg/kg B komOuHaIust
C JIEBKOBOPHH ¢ S-(hyopoypauui 00iyc, mociaeBano oT S-(payopoypauni B UHPY3HUs C
okcanmmiarut i.v. (FOLFOX-4), mpuarano no 2-ceiMu4Ha cxema. M3MuTBaHETO ce ChCTOM OT JIBE
YacTH: HaYaJlHa OTBOPEHA YacT ¢ 2 rpynH (4acT I), mpu KoATO marueHTuTe ca paHIOMHU3HPAaHH B JIBE
rpynu ¢ paznmuuno Jederne (XELOX u FOLFOX-4) u nocneaBaria yact ¢ 4 rpymn, 2 x 2
¢akropanna, (dact II), mpu KOATO MAMEHTUTE Ca PAHIOMU3UPAHU B YSTUPU TPYIIH HA JICUSHHE
(XELOX + manie60, FOLFOX-4 + mnane6o, XELOX + Avastin, FOLFOX-4 + Avastin). B wacr II
Ha3HauYEHHETO Ha JICYCHUETO € OMII0 ABOMHO-CIISIIO MO0 OTHOIIICHNE Ha Avastin.

29



[Mpu6mm3uTenHo 350 manuenTy ca paHIOMU3UPaHU BBB BCSKa OT 4-Te M3MUTBaHU IpynH B vacT Il Ha

U3IHMTBAHETO.
Tadmauua 6 Cxemu Ha jJeuenne B u3nursane NO16966 (MKPK)
Jleuenue Hayanna noza Cxema
FOLFOX-4 Oxcamumiatna | 85 mg/m?i.v. 2 u. OxcauruiaTiH B JieH 1
W JleBKOBOpHH 200 mg/m?i.v. 2 4. | JIeBKOBOPHH B jieH | 12
FOLFOX-4 + . 5-¢uyopoyparmmn i.v.
- 5- 400 mg/m? i.v.
Avastin dryopoypaman | Gonye, 600 mg/m? Oomyc/uH(]y3us, Bcsika B JieH 1 u
1.v.22 4.
[Tnane6o nm 5mg/kgi.v.30-90 | Hewn 1, mpexu FOLFOX-4, na
Avastin MUH. BCEKH 2 CeIMHUIIA
XELOX Oxcamumaarna | 130 mg/m?i.v. 2 4. | Okcanumniarus B JeH |
WITH Karenuradun 1000 mg/m? 2 mstH Kareriurabun nepopaito 2 IbTu
XELOX+ Avastin JIHEBHO epopanHo | AHEBHO 33 2 Ce/IMUITM
(mocneapano ot 1 cenmuia 6e3
JICUCHHUE)
[Tnare60 wm 7,5 mg/kg i.v. 30-90 | Jlen 1, mpenn XELOX, mpe3
Avastin MUH. 3 ceqmunm
5-¢yopoypamui: i.v. 60Jyc HHKEKIIHS BeIHara cjeI JJCBKOBOPHH

[TppBrYHMAT TOKA3aTEN 32 €PUKACHOCT B M3IMUTBAHETO € MPOABIDKATECIHOCTTA HA MPEKUBIEMOCTTA
0e3 nporpecus. [Ipy ToBa M3NKUTBaHE ca MOCTaBEHH JIBE OCHOBHHM IEIH: Jia ce nokake, ye XELOX e
He no-MaJiko edekruBHa cxema or FOLFOX-4 u na ce nokaxe, ue Avastin B KOMOWHAITHUS C
xumuorepanusi ¢ FOLFOX-4 unmn XELOX e no-edurkacHa cxema OT XUMUOTEPAITUsI CaMOCTOSTEIHO.
W1 nBeTe OCHOBHM 11€JIU ca MOCTUIHATH:

. [Ipu o6m1oTO CpaBHEHUE € T0Ka3aHa He To-nomia edpukacHocT B rpynure ¢ XELOX B
cpaBHenue ¢ rpynute ¢ FOLFOX-4 o oTHoIeHNe Ha IPEKUBAEMOCTTa 0€3 IpOrpecHs 1 Ha
o0111aTa MPEeKUBAEMOCT B MOITYJIALMATA CIIOPEA IPOTOKOJIA, OTTOBapsIla Ha KPUTEPUUTE 32

BKJIFOYBaHC.

. [Tpu 0610TO CpaBHEHUE € JT0Ka3aHa Mo-100pa ePUKACHOCT B IpynuTe ¢ Avastin B cpaBHEHHE C
IPYNHTE CaMO C XUMHUOTEPAITUS 10 OTHOIIICHHE Ha TIpexXuBsieMocTTa 6e3 mporpecusi B ITT
nonynanusra (Tabnuna 7).

Bropuunute anamis3u Ha npexuBsiemoct 0e3 mporpecus ([1b11) Ha 3abonsaBaneTo, BH3 OCHOBA Ha
OIIEHKA Ha OTTOBOPUTE ‘on-treatment’, MOTBLPKIABAT 3HAYUMO ITO-TOJIIMaTa KIMHHYHA 110132 TIPU
MaIMeHTUTE, JIEKyBaHU ¢ Avastin (aHamu3uTe ca moka3anu B Tabmuia 7), KOeTo ChOTBETCTBA Ha
CTaTUCTUYCCKH MI0-3HAYMMATA 110133, HaOJII0JaBaHa MPH COOPHUS aHAIH3.
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Taomua 7 OCHOBHH pe3yJITaTH 32 e(ppUKaCHOCT NMPH aHAJIN3A 32 JOKa3BaHe HA MO-100pa
epuxacuoct (ITT nomynanus, usnureane NO16966)

Kpaiiau Touku (Mecern) FOLFOX-4 FOLFOX-4 P-croitroct
wm XELOX wm XELOX
+ mranebo + OeBanuzymao
(n=701) (n=699)
[IppBHUHa KpaiiHa TOUKa
Menuana ua [1BIT** 8,0 94 0,0023
Koedwurmenr na puck 0,83 (0,72-0,95)
(97,5 % CI)?

BTopuunu kpaiiHu TOUKH

Menauana na I1BI1 (on 79 10,4 < 0,0001
treatment)**

Koeduiment Ha prck 0,63 (0,52 - 0,75)
(97,5% CI)

OO11a crened Ha 49,2 % 46,5 %
MOBJIMSIBAHE
(omeHka Ha
u3cuenoBarens )™ *

Menunana Ha o0Ima 19,9 21,2 0,0769
MPEKUBSIEMOCT *

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

* AHanu3 Ha oOm1ara NpeXUBsIEMOCT IIPH JaTa Ha 3aKJII0YBaHe Ha KIMHUYHUTE TaHHu 31 sHyapu 2007 r.
** [IppBrYeH aHAIM3 TIPH JjaTa Ha 3aKJII0YBaHe Ha KIMHUYHUTE JaHHu 31 stayapu 2006 r.
2 110 OTHOIICHHE HA KOHTPOJTHATA IPyIa

B moarpymara csc cxema na neueane FOLFOX menuanara Ha [1BI1 e 8,6 mecena mpu mmarie6o u 9,4
Mecella IIpy MalueHTHTe, JeKyBanu ¢ O6esaruzymad, HR = 0,89 ; 97,5 % Cl = [0,73; 1,08]; p-
croitHoct = 0,1871, choTBEeTHHUTE pe3yATaTH B OATpyIaTa che cxema Ha JeueHne XELOX ca 7,4
crapsamo 9,3 meceria, HR = 0,77 ; 97,5 % Cl = [0,63; 0,94]; p-croiinoct = 0,0026.

Menunanara Ha o61a npexuBsiemoct € 20,3 mecena mpu 1urane6o u 21,2 Mecena npy marueHTuTe,
JIeKyBaHU ¢ OeBa3yMab, B moarpymnara cbe cxema Ha nedenrne FOLFOX, HR = 0,94 ; 97,5 %

Cl =1[0,75; 1,16]; p-croitnocT = 0,4937, ChOTBETHHUTE PE3YJITATH B MOATPYIIAaTa ChC CXEMa Ha JICUCHUE
XELOX ca 19,2 cripsimo 21,4 meceria, HR =0,84; 97,5 % Cl =[0,68; 1,04]; p-croitnoct = 0,0698.

ECOG E3200

ToBa e paHIOMHU3HPAHO, AKTUBHO KOHTPOJIMPAHO, OTBOPEHO KIIMHUYHO H3nuTBaHe ¢a3za IlI,
m3rmmtBamio Avastin 10 mg/kg B koMOMHAIMSA ¢ JIEBKOBOPUH C 5-(QIIyopoyparit O0IyC U Cie I TOBa
uHdy3us ¢ 5-payopoypanun, ¢ okcanmumuiatad i.v. (FOLFOX-4), npunaranu mo 2-ceiMu4Ha cxeMa
MIPU BeYe JICKYBaHU MAIMCHTH (BTOPA JIMHUS) ¢ aBaHCHPAIT KOJIOPEKTAJICH KapHoM. B rpymnuTe ¢
xumuoTepamnus B cxemara ¢ FOLFOX-4 ca u3noi3BaHu ChIIUTE 03U U CXeMa, Iloka3aHa B Ta0imia 6
3a KIMHUYHO n3nuTBane NO16966.

[TBpBUYHUAT ITOKa3aTeN 32 €(PUKACHOCT B U3MUTBAHETO € 00IaTa MPEKUBIEMOCT, OIpe/IeICHa KaTo
BPEMETO OT PaHAOMHU3HUPAHE IO CMBPT ITOPAJIN BCAKAKBA puurHA. OCEMCTOTHH JBAJCCET U JIEBET
nanvenTr ca pangomusupann (292 FOLFOX-4, 293 Avastin + FOLFOX-4 u 244 Avastin
moHorepanusi). JlobaBsHero Ha Avastin kbM FOLFOX-4 BoM 10 CTaTUCTHYECKH 3HAYUMO
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yI'bJDKaBaHe Ha MpexuBseMocTTa. HabmroiaBanu ca M CTaTUCTUYECKH 3HAYMMO TI0100pEHHEe Ha
MPEKUBIEMOCTTa O€3 MPOrpecHst U Ha CTEIIEHTa Ha 00EKTUBHO OBMsIBaHe (BK. Tabmuia 8).

Tabauna 8 Pe3yararu 3a epuxacHoct B manurBane E3200
E3200
FOLFOX-
FOLFOX-4 4 + Avastin®
Bpoii mannentu 292 293
001112 TPEKUBSIEMOCT
Menunana (Mecern) 10,8 13,0
95 % ClI 10,12 -11,86 12,09-14,03
Koeduuuent Ha puck’ 0,751

(p-ctoitnoct = 0,0012)

ITpexuBsIeMOCT O€3 IPOrpecHst
Menuana (Mecern) 45 75

Koeduuuenr na puck 0518
(p-croitHoct < 0,0001)

CrereH Ha OOCKTUBHO TTOBJIHSIBAHE
CreneH 8,6 % 22,2 %
(p-ctoitHoct < 0,0001)

210 mg/kg Ha BcekH 2 ceMUIA
% 110 OTHOILICHHE HAa KOHTPOJIHATA IPyIIa

He e nabmoaBana 3HaunMa pasinKa B POIBIDKHTEIHOCTTA HA 00IIATa IPEKUBIEMOCT MEXKITY
MaIVEeHTHTE, ITOJTyYaBajii MOHOTeparus ¢ Avastin, B cpaBHeHHUE ¢ TanuenTuTe, jJekyBanu ¢ FOLFOX-
4. IIpexuBsieMocTTa 0e3 MPOrpecus 1 CTerneHTa Ha 00EKTUBHO MOBJIMABaHE ca OWIIM ITO-HUCKH B
rpymara ¢ MoHoTepanusi ¢ Avastin B cpaBaenue ¢ rpynara ¢ FOLFOX-4.

ML18147

ToBa e paHIOMH3HPaHO, KOHTPOJIMPAHO OTBOPEHO KIMHUYHO n3nuTBaHe ¢asa lll, n3cneasamo
npuiiokeHueTo Ha Avastin 5,0 mg/kg Ha Bceku 2 cenmunu uim 7,5 mg/kg Ha Bceku 3 ceqMULIH B
KOMOWHAIMS C XUMUOTEpaIus, 6a3upana Ha (IIyopONTUPUMHUANH CIPSMO CAMOCTOSITEITHOTO
MPUIIOKECHUE HAa XUMHOTEpanus, 6asupana Ha (ayopornupumuauH npu nanueHtd ¢ MKPK, kouTo ca
Mporpecupaiy Mpy IbpPBa JMHUS Ha JISYeHHe ChC CXeMa, ChIbpikala Oeparm3ymao.

[MammenTture ¢ xucronornano norebpaeH MKPK u nporpecus Ha 3a0011BaHETO ca paHIOMH3HPAHH
1:1 1o 3 Mecena ciie/] MpeycTaHOBsIBAHE Ha ITbpBaTa JMHUS Ha JieueHue ¢ Oeparm3yma0 3a momydaBaHe
Ha XUMHOTepanus, 0asupana Ha QIyOopOTUPUMU/IH/OKCATUIIIATAH WA
(hIyopOnMPUMUTUH/UPUHOTEKAH (CMAHATA HA XUMHOTEPAIHITa € B 3aBUCUMOCT OT IThpBaTa JIMHUS Ha
XUMHUOTEpAIHs) cbe i 0e3 OeBau3ymad. JleueHneTo e mpuiiaraso J1o mporpecus Ha 3a00JsIBaHETO
WM 10 HEIPUEMJIMBA TOKCHYHOCT. [IbpBHYHMST IMOKa3aTel 3a M3X0/a € 00Iara mpexuBseMocT,
orpejiesieHa KaTo BPEMETO OT PaHIOMU3AIMITA JI0 HACTHIIBAHETO HA CMBPT MO KaKBaTO U Ja €
MPUYHHA.

Pannomuzupanu ca o6mo 820 naruentu. JlobaBsHeTo Ha OGeBanmM3ymMad KbM XUMHUOTepansi, 6a3upaHa
Ha QIYOPOITUPUMUIMH BOJU JIO CTATUCTHYECKH 3HAYMMO YIBDKABAHE HA MPESKUBICMOCTTA MPH
nanuienTn ¢ MKPK, konto ca nmporpecupanu npy mbpBa JMHUS Ha JIeYeHUE ChC CXEMa, ChbpKallla
oeparm3ymad (ITT = 819) (Bx. Tabuia 9).
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Tabauma 9 Pe3yararu 3a epukacHoct npu npoyuBane ML18147 (ITT momysiamus)

ML18147
(bITyOopOrTMpUMUINH/MPHHOTEKaH qmyOpOHHpHMEEEH/Hp vHoTekat
P v / (ITyOpOITUPHMU THH/OKCATTHILIATHH
YOPOITHPUMHU JMH/OKCATUITIIATHH
0a3upaHa XUMHUOTEPAITHSI Oasupana XuMHOTepaIHy
+ Avastin®
Bpoii mauuentu 410 409
O011a NpeKUBAEMOCT
Menuana (Meceru) 9,8 ‘ 11,2
Koedunuent Ha pruck
0,81 (0,69, 0,94)
0,
p-croitrocT = 0,

I(i':'; e/; ]i?;;epmene}l ( . 0,0062)
Ipe:xuBsiemoct 6e3
nporpecust
Menuana (Meceru) 41 ‘ 5,7
KoeduipeHt Ha prck
(95 % nosepureneH 0’6SU (059, 0,78)
nirepsan) (p-croitroct < 0,0001)
CreneH Ha 00eKTHMBHO
nosiusiBane (ORR)
ITammeHTH, BKIIOYCHH B 406 404
aHaM3a
CreneH (mpolieHT) 3,9% 54 %

(p-croiinoct = 0,3113)

25,0 mg/kg Ha Bceku 2 cenmuny Wi 7,5 mg/kg Ha Bceku 3 ceaMUIA

Ha6J’IIO,Z[aBaHO € ChIIO CTATUCTUYCCKHU 3HAYHNMO HO,[[OGpCHI/Ie Ha IPCKUBACMOCTTA oe3 oporpecus.
CtereHTa Ha OOEKTUBHO ITOBJIUSIBAHE € HUCKA U B JABCTC I'PYIIN Ha JICUCHUC U pa3JIMKaTa HC € 3HAYMMA.

IMpoyusane E3200 u3mon3Ba ekBrBalieHTHA 103a OeBanm3ymad or 5 mg/Kg cenMuvHO Mpy ManueHTH,
HeJIeKyBaHHU ¢ OeBanu3yma0, qokato nmpoyusane ML18147 uznon3Ba eKBUBaJICHTHA /1032
6eBanu3ymab ot 2,5 mg/kg ceqMIYHO TpH MAIMEHTH, JISKYBaHH IIPE/IU TOBa ¢ OeBari3yma0.
Kpbcrocanoro cpaBHeHnE Ha JaHHUTE 33 €(pUKACHOCT U 0€30MaCHOCT Ha M3MMTBAHUATA € OTPAaHUIEHO
HOpajy Pa3MKUTE MEXIy TE€3U IIPOYUBaHHs, Hal-Beue 110 OTHOIICHUE Ha MOMYJIAIMHUTE alUeHTH,
MpeIecTBala eKCno3uuus Ha OeBau3ymad 1 XuMUOTepaneBTUIHUTE cxeMu. U 1Bete
SKBUBAJICHTHH J103u OeBarn3zymab - 5 mg/kg cenmuuno u 2,5 mg/kg ceamuyno, BOAAT 10
CTaTUCTHYECKH 3HaunMa nomn3a o otaomenue Ha OIT (HR 0,751 npu npoyusane E3200; HR 0,81 npu
npoyuBane ML18147) u IIBIT (HR 0,518 npu npoyuane E3200; HR 0,68 ipu npoyusane ML18147).
[o oTHOmIEHNE Ha Ge30macHOCTTa ce HAa0JII0]aBa O-BUCOKa 00II[a YECTOTa HA HEeXEJIAHW PEaKIH OT
crerieH 3-5 npu npoyusane E3200 B cpaBHeHue ¢ npoyuBane ML18147.

Memacmasupan paxk na mieunama scneza (MPMIK)

[Be ronemu xnuHUYHY n3nuTBanus ¢asa 1l ca npennaznauenu nga nscnensar eexra oT JICUEHUETO C
Avastin B KOMOMHAIHS C TPU OTJCIHA XUMUOTEPAeBTUYHU CPECTBA, U3MEPEH Upe3 MbPBUYHA
KpaitHa Touka - [IBI1. Kimmangano u ctaructuuecku 3Haunmo nopodpenue Ha [1BI1 e HaGmogaBaHo B
JBET€ KJIMHUYHU U3IUTBaHHUS.
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[To-nomy ca o606mienu pesynrarute ot I1BI1 3a oraenarTe XUMHOTEPAIEBTHIIN, BKITIOUCHH B
IIOKa3aHUETO:

. MznutBane E2100 (makmurakcen)
. yBennuaBaHe Ha Mmenunanara Ha [1BI1 5,6 meceria, HR 0,421 (p < 0,0001; 95 % CI
0,343; 0,516)

° WznurBane AVF3694g (kanenuraOuH)
° yBenmuaBaHe Ha menunanata Ha [1BIT or 2,9 mecenia, HR 0,69 (p =0,0002; 95 % CI
0,56; 0,84)

I[OHT)J'IHI/ITCJ'IHI/I HO):[pO6HOCTI/I 3a BCAKO KIIMHUYHO HU3IMUTBAHC U PEIYJITATUTEC Ca JaACHU I1O0-10JTIY.

ECOG E2100

WznurBanero E2100 e oTBOpeHO, paHAOMHU3UPAHO, AaKTUBHO-KOHTPOJINPAHO MHOTOIIEHTPOBO
KJIMHUYHO M3MUTBAHE, OLICHABAIIO MPUIOKEHNETO Ha Avastin B KOMOMHAIMSA C MAKIMTAKCEN MPU
JIOKAJTHO PeIMIMBUpAIL UM METacTa3upall pak Ha MIICYHATA XKJIe3a P MAllUeHTH, KOUTO HE ca
HOJTy4YaBaJl XUMHOTEPANHUs IPeIi TOBA 3a JIOKAJTHO PELMIMBHUPAIIIO U METACTa3upato 3a00IsBaHe.
TalueHTHTe ca paHIOMU3MPAHHK 33 IedeHne C MaKIUTaKceN camocTosTenHo (90 mg/m?i.v. B
IpOBIDKeHNE Ha | 9ac BEIHBX CEMUYHO 32 TPU OT YETHPH CEIMUIM) UM B KOMOMHAIM ¢ Avastin
(10 mg/kg i.v. uady3us mpe3 IBe CEAMHUIH ). Pa3peiieHo e npeaniiHO XOPMOHAITHO JICYCHUE Ha
MeTacTa3upanoro 3a0ossBaHe. AIIOBaHTHA TEPANMs C TAKCaH € pa3pelIeHa caMo aKko € 3aBbpILHIa
Haii-manko 12 Mecela rpean y4acTHETO B KIMHUYHOTO u3nuTBane. [loBeueTo ot 722 manueHTy B
m3mmtBaHeTo ca Oumm HER2-otpunateman (90 %), kato Mamsk 6poii 60mamM (8 %) ca Omm ¢
Hen3BecTeH craTyc nim aokazano HER2-nonoxwurennu (2 %), KOUTO Mpe/ii ToBa ca OMIn JIeKyBaHU
WJIM ca MPELEeHEeHH KaTo HEMOAXOSINH 3a JieueHue ¢ Tpacty3ymad. OcBeH ToBa, 65 % OT maueHTuTe
ca MOJTyYMJIM QAI0BaHTHA XMMHOTEPAIHsl, BKIIOUUTEIHO MPEIIECTBAILO JedeHne ¢ TakcaHu rnpu 19 %
U ¢ auTpatmkimay npu 49 %. [lanuenTure ¢ MeracTasu B ICHTpaJHATA HEPBHA CHCTEMA,
BKJIFOUMTEIIHO C IPEJIIIECTBAIIO JeUEHHE UM C PE3EKIHsI Ha MO3BUHHTE JIE3UH, Ca U3KITIOYEHH OT
W3IUTBAHETO.

B xmuanynHOTO M3nuTBane E2100 manmuenTuTe ca IeKyBaHH 0 mporpecus Ha 3abomsiBaneTo. Koraro e
0110 HeOOXOMMO PAaHHO MPEYCTAHOBABAHE HA XUMUOTEPAIIUATA, JICUEHUETO ¢ Avastin
CaMOCTOSITEITHO € MPOABIDKABAIIO JI0 MPOrpechs Ha 3a00JIBaHETO. XapaKTEPUCTUKUTE Ha MAIUEHTUTE
B pa3iM4YHUTE TpynH ca mojo0Hu. [IppBruHaTa KpaifHa TOUKa Ha TOBA M3IMUTBAHE € MPEKUBIEMOCT
0e3 nporpecus (I16I1), Bb3 0OCHOBa Ha OIICHKAaTa Ha M3CJICI0BATEINTE HA U3IIUTBAHETO OTHOCHO
nporpecusita Ha 3a0ossiBaHeTo. OCBEH TOBa € U3BBPILUEH CHILO U HE3aBUCHM IIperiie]l Ha MbPBUYHATA
KpaiiHa Touka. PesynraTure or TOBa M3NMTBaHe ca npeacraBeHu B Tadmmma 10.
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Taoauua 10

Pe3yararu 3a epukacHocT oT KIMHMYHO n3nuTBane E2100

[MpexuBsieMoct 6e3 mporpecust
Ornenka Ha u3cienoBareis™ IRF omenka
ITakmurak ITaxmurakcen/ ITakmurak ITaxmurakcen/
cen Avastin cen Avastin
(n=354) (n =368) (n=354) (n =368)
Menuana xa I[1BI1 5,8 11,4 5,8 11,3
(Mecerm)
HR 0,421 0,483
(95 % CI) (0,343; 0,516) (0,385; 0,607)
p-CTOWHOCT < 0,0001 < 0,0001
CrerieH Ha MOB/MsBaHE (3a MAMEHTH ¢ U3MEPUMO 3a00IsIBaHE)
O1leHKa Ha U3CJIEN0BATENS IRF onenka
IMakmurakcen TTaxnnrakcen IMakmurakcen TTaxnnrakcen
(n=273) /Avastin (n=243) /Avastin
(n =252) (n=229)
% TalyeHTH ¢ 234 48,0 22,2 49,8
0OCKTUBHO
IOBJINSIBAHE
p-CTOWHOCT <0,0001 <0,0001
* MI'bPBUYCH aHAIN3
001112 TPEKUBSIEMOCT
ITaknurakcen ITaknurakcen
/Avastin
(n = 354) (n = 368)
Menunana na OIl 24,8 26,5
(Mecerm)
HR 0,869
(95 % CI) (0,722; 1,046)
p-CTOWHOCT 0,1374

Kimaundna nosza ot jiedeHuero ¢ Avastin, uamepena upes [1BI1, e HaOmonaBaHa BbB BCHUKH
M3CTIEBAHM, IPEIBAPUTEIHO ONIPEACNICHN OArPYNH (BKIIOYUTEIHO HHTEpBal 0e3 3a0osaBane, Opoit
Ha MecTara C MeTacTasu, peBApUTEIHO NoyyaBaHe Ha a/If0BAaHTHA XUMHUOTEpaIus WIH CTaTyc Ha
ecrporennute peuentopu /EP/).

AVF3694g

[MpoyuBane AVF3694g ¢ MHOTOILIEHTPOBO, PaHIOMHU3UPAHO, M1ae00-KOHTPOIUPAHO KIMHUYHO
usnutBaHe ¢asa I, npemHa3HavyeHo 3a oleHKa Ha e(puKkacHOCTTa M Oe30IMacHOCTTa Ha Avastin B
KOMOHMHAIHSI ¢ XMMUOTEpANHsl B CPaBHEHNE C XUMHUOTEPAITHS TUTFOC TUTaledo KaTo bpBa JMHUS Ha
nedenne Ha manueHtd ¢ HER2-orpumarenen Meractasupani Wik JJOKAJIHO peIUANBUpPAIIl paK Ha
rbpaara.

XUMHOTepanusATa € n30paHa 1o yCMOTPEHHE Ha W3CIIeI0BaTENs IPeIn PaHIOMUA3UPAHETO B
chOTHOIIEHHE 2: 1 3a moNy4yaBaHe XUMUOTepaIus Iiroc Avastin MM XMMUOTEpaIus TUTIOC Tiareoo.
W360pbT Ha XUMHOTEpAINKs BKIIOYBA KalleIUTa0WH, TaKcaH (IIPOTENH-CBbP3aH MaKIUTAKCEN,
JIOLIETaKCeN), CpelICTBa Ha 0a3aTa Ha aHTPALMKIMHU (JoKcopyOuumH/ nukiodochamun, enupyOoups/
nukinodochamun, S-payopoypanus/ rokcopyounus / nukinodochamun, 5- Gpayopoyparmn /
enupyOounuH / nukiaopochamun), mpuiaradu npe3 Tpu cexmuuu (q3w). Avastin wim miane6o e
npuiarad B 1o3a ot 15 mg/kg q3w.
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ToBa npoyuBaHe BKIIOUBA (Daza Ha 3aclieneHO JICUeHHE, He3aIbJDKUTEHA OTKpHTa (hasa clies
nporpecus u (paza Ha mpocyesBaHe Ha mpexuBsieMoctTa. [1o Bpeme Ha (a3zara Ha 3acieneHo JieueHue
NAIMEHTUTE MOJTyYyaBaT XUMHUOTEPAITHsI M U3MUTBAHMSI JIEKAPCTBEH MPOAYKT (Avastin nim miane6o)
npe3 3 ceMUIIM JI0 HACTHIIBaHE HA MTPOTrpecrs Ha 3a00JsIBAHETO, TOKCHYHOCT, OrpaHUYaBaIia
nedeHneTo uim cMbpT. Cliel JOKyMEHTHpaHa Mporpecust Ha 3a00JsIBAHETO NaLMEHTUTE, KOUTO Ce
BKITIOUBAT B HE3aIbJDKUTEIIHATA OTKpUTA (haza, MOXKe J1a MOoTydaBaT OTKPUTO Avastin 3ae/JHO C
IIMPOKA T'aMa TEeParuy OT BTOPA JIMHUSL.

CTaTUCTUYECKHUTE aHAJIM3U Ca U3BBPILICHH HE3aBUCHMO 32 1) MallMeHTH, Oy4aBay KalleuTaOuH B
KoMOuHanus ¢ Avastin niu mane0o; 2) nalueHTy, MolyJyaBaid XUMUOoTepanys Ha 0azaTa Ha TaKCaH
WM aHTPALMKINH B KoMOMHaIus ¢ Avastin wum ruiane6o. [TbpBuunaTa kpaiiHa TouKa Ha KIMHUYHOTO
usnurBane e [163 cnopen onenkara Ha uscnenosarensi. OcBeH TOBa, IbpBUYHATA KpailHa TOUYKaA €
OIICHSBaHA ChHILO U OT He3aBucuMa Haa3zopHa komucus (IRC).

Pesynrarure B TOBa KIMHUYHO M3NMTBAHE OT KpalHUTE aHAIM3HU, ONPEJIeNICHN B IPOTOKOJIA 32
npexxuBsieMocTTa 0e3 3a0019BaHe U CTENIEHTa Ha OBJMABAHE ITPU HE3aBHUCHMa KOX0OpTa ¢
karerutadbuH ot npoyuBane AVF3694g, ca npeacraBenu B Tabiuna 11. Pesynrarute ot
M3CJIEIOBATEIICKUS aHAJIN3 Ha 00IIaTa MPEKUBSIEMOCT, KOUTO BKJIFOUBAT JAOMBIHUTENIHH 7 Mecela Ha
npocneasiBade (Mpubau3uTenHo 46 % OT naueHTHTE ca MOYMHAJM) CBILO ca MIPEJICTABEHH.
[IponeHTHT MalMeHTH, MmoyyaBamy Avastin B orkpurara ¢asa, e 62,1 % B rpymnara ¢ KanenuraduH +
tane6o u 49,9 % B rpynara kaneuuTaOuH + Avastin.
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Tab6auna 11 Pesyararu 3a epuxacHoct npu npoyuBane AVF3694g: — kanenuradun? u
Avastin/ nnaue6o (Cap+ Avastin/Pl)

IpesxuBsemoct 6e3 mporpecus’

O1leHKa Ha U3CJIEN0BATENA Onenka Ha IRC
Cap +PI Cap + Avastin Cap +PI Cap + Avastin
n=409 n=409

(n=206) ( ) (n=206) ( )
Menuana na I1BI1 5,7 8,6 6,2 9,8
(mecerm)
Koedummenr Ha pruck 0,69 (0,56; 0,84) 0,68 (0,54; 0,86)
cpelly rpymara ¢
miane6o (95 % Cl)
p-CTOHHOCT 0,0002 0,0011
CrerieH Ha OBJMsABaHE (IPH MAIMEHTH C U3MEPUMO 3a00JIIBaHe) b

Cap +PI (n=161) Cap + Avastin (n=325)

% mamueHTy ¢ 23,6 354
00EKTHUBHO
[TOBJIMSIBAHE
p-CTOHHOCT 0,0097

O6111a IPEeKUBIAEMOCT®

HR

(95 % CI) 0,88 (0,69; 1,13)
p-cToMHOCT

(excrtoparopHa) 0,33

41000 mg/m? nepopaltHo [Ba IITH JHEBHO B IPOILIKCHUE Ha 14 JHHU, NpuUiaraHy npe3 3 ceAMHULIN.

SCrpaTnuurpaHusT aHATU3 BKIOYBA BCHYKU CHOMTHS Ha IIPOTPECHS U CMBPT C U3KIIOYEHHE HA TE3H, IIPHU
KOWTO € 3arovyHara tepanus u3BbsH mpotokosa (TUI) npeau moKyMeHTHpaHEe Ha MPOTPECHSITa; TAHHUTE OT
TE3U MAaLMEHTH ca U3BaJCHU IIPEIU MOCIeIHaTa OLEHKa Ha TyMopa npeay HayanoTo Ha TUIIL

W3Bwpiien e HecTparuduimpan aHanu3 Ha [1BI1 (oneHeHa oT u3cnenoBatelis), KOWTO HE B3eMa

MpeIBU U3BBHIIPOTOKOJIHATA TEPAIIUs peId porpecusTa Ha 3a0ossBaHeTo. Pe3ynararure ot Te3u
aHaJIM3M ca MHOTO MMOJ00HH Ha IbpBUYHUTE pe3ynraTu 3a [1BI1.

Heopebnoxnemwvuen pax na 6eaus opod (H/IIKPBEJ])

Tlvpea aunus na aeuenue Ha neckeamoszen H/[KPB/] 6 kombunayus ¢ xumuomepanus Ha 6asama Ha
nAAMUHA

bezonacHocrTa M epukacHocTTa Ha Avastin, 700aBeH KbM XUMHOTEpanus Ha 0a3ara Ha TIATHHA, TPU
JICYCHHE OT IThpPBA JIMHKS IPH MAIMEHTH ¢ HECKBAaMO3EH HePeOHOKICThYEH pak Ha Oems 1po0
(HAKPBU), ca n3cnensanu B uznutBanus E4599 u BO17704. Usnureane E4599 ¢ no3a ot 15 mg/kg
OeBaru3yMao mpe3 3 ceJMUIM MTOKa3Ba I0JI3a 10 OTHOIICHHE Ha 00IIaTa mpexuBsIeMocT. M3nuTBane
BO17704 nokas3Ba, ue NpHJIOKEHUETO U Ha J1BeTe 403U OeBarm3ymad — 7,5 mg/kg npes 3 cenmuiy u
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15 mg/kg npe3 3 ceamuIy, BOJIU 10 YBEJTHUSHHUE HA TIPEKHUBSIEMOCTTa O€3 MPOTrpecHsl U Ha CTereHTa
Ha TOBJIMSIBaHE.

E4599

E4599 e orBOpeHO, paHAOMH3UPAHO, AKTUBHO KOHTPOJIMPAHO, MHOTOLIEHTPOBO KIMHUYHO U3MUTBAHE,
KOETO OLIeHs1Ba Avastin KaTo JIeYeHHe OT ITbPBa JIUHUS P NALUEHTH C JIOKAJIHO aBaHCHUpal (cTaui
IIIb cbe 3m0KaUecTBEH IIEBpajieH U3MUB), MetacTaszupai wm peuuausupan] HAKPB/L, ¢ pasmiuna ot
npeobiaaBalia CKBaMO3HOKIIETbYHA XUCTOJIOTHS.

[NanmenTture ca paHIOMHU3UPAHH 32 JICUCHNE C XUMUOTEpaIus Ha 6a3ara Ha IIaTHHA (TTaKITHTaKCel
200 mg/m? u kap6ormarua AUC = 6,0, puiarasy U ABeTe upes i.v. nHdy3us
(makmmrakcen/kapooruiatud-11K) Ha 1-Bu 1eH Ha Bceku 3-ceMUYeH HUKBJI B IPOABIDKEHHE Ha 10 6
nukbsa uin ¢ K B komOunanms ¢ Avastin B 103a ot 15 mg/kg i.v. uH}y3ust Ha 1-Bu JieH OT Bceku 3-
cenMuyeH IUMKBIL Cel] 3aBbpIBaHE HA IIECT IUKBIIA XMMHOTEPAITHS C KapOOIUIaTHH-TTAKIMTAaKCeIT
WIIH CJIe]] IPEKIEBPEMEHHO MPEYCTAaHOBSIBAaHE HA XUMHOTEPANMATA TAIIUCHTHTE OT Ipynara ¢ Avastin
+ KapOOIUIaTHH-TIAKIIUTAKCEI ca MPOIBDKHUIIM JIa TToJTydaBar Avastin KaTo MoHOTepanus mpe3 3
CEeIMHIIH JI0 TTporpecHst Ha 3a00isiBaneTo. OCEMCTOTHH CEIEMIECET H 0CEM HAllEeHTH ca
PaH/IOMH3UPAHU B JIBETE IPYIIH.

ITo Bpeme Ha uznutBaneto 32,2 % (136/422) oT manMeHTUTe, y4acTBAIN B HETO, Ca MOIYIHUIIH
7-12 i Avastin, a 21,1 % (89/422) or manmeHTHTe ca noxy4riu 13 nim moBede mbTH Avastin.

[IppBHUYHATA KpaifHa TOUKA € MPOAB/DKUTEITHOCTTA Ha TIPEKUBAEMOCT. Pe3yaTaTute ca mpecTaBeHH B
Tabmua 12.

Tabmmua 12 Pe3yararu 3a epukacHoct B usanurBane E4599
I'pyna 1 I'pyma 2
Kapb6ormnarun/ Kapbonnatun/
ITaknurakcen ITaxnurakcen +
Avastin
15 mg/kg npe3 3 ceamunu
Bpotii marnenTu 444 434
O611a MpeKUBSIEMOCT
Menuana (Meceru) 10,3 | 12,3
Koedurmenr Ha puck 0,80 (p=0,003)

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

[IpexxuBsieMocT 03 mporpecus

Mennana (Meceru) 4.8 | 6,4

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

OO0111a cTeleH Ha IMOBJINsIBAHE

CrerieH (TIPOIICHT) 12,9 29,0 (p <0,0001)

Ipu excrutopaTopeH aHaiu3, CTEIIEHTa Ha 1oJi3aTa oT Avastin 3a o0ImaTa nIpeXHUBsIeMOCT € 10-c1ado
U3pa3eHa B IMOArpyIara MaueHTH 0e3 XUCTOJOT U Ha aJIeHOKAPIIUMHOM.

BO17704

Wzmureare BO17704 e pagmomusupano, ABOHHO-csmo u3nutBane (asa Il ma Avastin, 106aBeH KbM
IUACIJIATHH U TEMIIMTA0MH, B CpaBHEHHE C IJ1a1e00, [IUCIIJIATUH U TeMIMTA0UH MIPH IMalUEHTH C
nokairHo aBaHcupan (craauii llIb ¢ meractasu B cynpakinaBukynapeH JuMQpeH Bb3el WIH
3JIOKaYeCTBEH IIJICBpAJICH WJIH MepUKapIUaICH U3JIMB), METacTa3upall WK PeIyIuBHpaIl]
HeckBamo3eH HJIKPB/I, kouto nmpeay ToBa He ca MoIydaBaiy XumuoTrepanus. [Ispsudnara kpaiina
TOYKa € OMJIa MPEKUBAEMOCT 0€3 IIPOrpechsi, BTOPUYHUTE KPalHU TOYKH Ha U3MUTBAHETO BKJIFOYBAT
MPOABJKUTEIHOCT Ha 00I1[a PSKUBIEMOCT.
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TanmeHTHTE ca paHIOMU3MPAHM 32 XMMHOTEpanus Ha 6a3aTa Ha IJIATHHA, UcTUIaTHH 80 mg/m?
MHTpaBeHO3Ha MHQY3Ks Ha JeH 1-Bu 1 remuurabun 1250 mg/m? untpasenosna uHbysus Ha aeH 1-Bu
1 8-MH OT IIMKBJIA TIpe3 3 CEMUIIM B MPOIbIDKEHHUE Ha A0 6 1uKbIa (nucratus/remiuradbud-110) ¢
rtane6o nmm LI ¢ Avastin B 1o3a ot 7,5 wim 15 mg/kg i.v. uadysus Ha neH 1-Bu OT nuKbia mnpes 3
ceaMuI. B rpynmre ¢ Avastin man@eHTHTe ca moxydaBaid Avastin caMoCTOSTENIHO Tpe3 3 CeMUIIH
JI0 TIporpecusi Ha 3a00JIIBaHETO WM IO MOsIBaTa Ha HETPUEMIIMBA TOKCUYHOCT. Pesynrartute ot
M3IIUTBAHETO TI0Ka3BaT, e 94 % (277 / 296) or marpieHTHTE, KOUTO Ca IOJIeXKAa Ik Ha BKIIIOYBAHE, Ca
IPOIBIDKIIIN 1A TTOJTy4aBaT OeBali3ymMal caMOCTOSTENHO B IUKBI 7. ['0MsIM IPOLICHT OT MalueHTHTe
(mpubmsuTenHo 62 %) ca MPOABIKUIIM Ja MTOMyvYaBaT pa3IndHyA BHUA0BE IPOTHBOPAKOBA Tepamus,
HEBKJIIOYEHA B IPOTOKOJIA HAa M3MUTBAHETO, KOGTO MOJKE JIa € MOBJMSIIO aHaJM3a Ha o01aTa

IMPEKUBACMOCT.

Pesynrarure mo orHomenne Ha e(hHKacHOCTTA ca mpeacTaBeHn B Tabmmia 13.

Tabauna 13 Pe3ynraru 3a epuxacHoct B usnursane BO17704
Hucnnarua/remiurabun | Lucnnarua/reMiuraduH
+ Avastin + Avastin
Hucnnarua/remiuradbun | 7,5 mg/kg pes 3 15 mg/kg npe3 3
+ mutane6o CeIMULH CeIMULIH
bpoii matuentn 347 345 351
[pexwussiemoct 6e3
pOrpecHs
Menunana (Mecern) 6,1 6,7 6,5
(p=0,0026) (p=0,0301)
Koedummenr Ha 0,75 0,82
PHCK [0,62; 0,91] [0,68; 0,98]
Haii-no6pa creren 20,1 % 34,1 % 30,4 %
Ha 001110 (p <0,0001) (p =0,0023)
HoBJIMsBaHe®
a MafgueHTH ¢ U3SMEPUMO 3a00JIs1BaHe Ha HU3XO0OHO HUBO
OO6i11a MPeKUBIEMOCT
131 13,6 134
Me,HI/IaHa (MeCC].[I/I) (p:0,4203) (p=0,7613)
Koedunuenr Ha 0,93 1,03
PHCK [0,78; 1,11] [0,86; 1,23]

ITvpea nunus na neuenue na necxkeamosen H/IKPE/] ¢ EGFR axmusupawu mymayuu 6 kombunayus ¢

epromuHuo

JO25567

[IpoyuBane JO25567 e panmoMusipano, OTKPUTO, MHOTOLICHTPOBO ITpoyuBaHe ¢asa |, mpoBeneHo B
SIoHus 3a oleHKa Ha e(UKacHOCTTa U Oe30macHoCTTa Ha Avastin, mpriarad B JOIbIHEHHE KbM
epnoTuHuO npu nanueHTu ¢ HeckBamoszeH HJIKPB/I ¢ EGFR aktuBupanm MyTanuuy (Ieieius B eK30H
19 um mytaims B ek30H 21 L858R), koo He ca momyyaBaiu npeIy ToBa CHCTEMHA Tepamus 3a

craauii 11IB/IV mmm perpnusuipanio 3a6ossiBaHe.

[TepBuYHATA KpaiiHa Touka ¢ mpexkuBsieMoct 0e3 mporpecus (ITBIT) Bb3 ocHOBa Ha OIICHKA ITPH
HE3aBUCUM TIperJie/] Ha JaHHUTE. BTOpHYHNTE KpaifHu TOYKH BKITIOYBAT OOIIA MPEKUBSIEMOCT, CTETICH
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Ha MOBJIMsIBAHE, CTEIICH Ha KOHTPOJI Ha 3a00JISIBAHETO, TPOIb/DKUTEIHOCT Ha MIOBJIMSBAHE U
0e30IacHOCT.

EGFR MyrammoHHHSAT cTaTyc € onmpeereH 3a BCeKU MalueHT NpeIi CKpUHUHTa U 154 marmeHTy ca
PaHIOMH3UPaHH JIa TolydaBar epiaoTuau6 + Avastin (epioturn6 150 mg nepopaiiHo qHEBHO +
Avastin [15 mg/kg uHTpaBeHO3HO Ha BCEKH 3 CEAMHUIM]) MM MOHOTeparus ¢ epaoTuau6d (150 mg
MEpOpaIHO JHEBHO) 10 Iporpecus Ha 3adbomsaBanero (I13) mm HenpreMimBa TOKCHUHOCT. [Ipu mmrca
Ha [13, mpeycTaHOBSIBaHETO Ha €IMH OT KOMIIOHEHTUTE Ha M3IUTBAHOTO JICYCHHE B TPyIara Ha
epiotuHUO + Avastin He € J0BeI0 10 MPEYCTAaHOBSBAHE HA IPYTHsi KOMIIOHEHT OT U3IUTBAHOTO
JICYCHHE, KAKTO € OIPEJICIICHO B IIPOTOKOJIA Ha U3IHUTBAHETO.

Pesynrarute 3a edrkacHOCT Ha TIPOYYBAHETO ca MpeacTaBeHu B Tabmmna 14.

Taommuna 14 Pesyararu 3a epuxacHoct npu npoyusane JO25567

Epaornnud Epaorunud + Avastin

N=77% N = 75%

NBIN (Mecenn)
Menuana 9,7 16,0
HR (95 % CI) 0,54 (0,36; 0,79)
p-croitHOCT 0,0015
CreneH Ha 001110 MOBIUSIBAHE
Crenen (Opoii) 63,6 % (49) 69,3 % (52)
p-cToitHOCT 0,4951
O0ma npe:xxuBsieMocT™ (Mecenu)
Mennana 47,4 47.0
HR (95 % ClI) 0,81 (0,53; 1,23)
p-cToiiHOCT 0,3267

# Pannomusupanu ca o6mo 154 nanuentn (ECOG ¢ynkunonasnes craryc 0 win 1). /IBama ot
paHIOMHU3UPAHUTE MALUCHTH Ca MPEKPATUIIH y4acTHe B U3MUTBAHETO MPE/IX JIa ONTy4YaT U3MUTBAHOTO JICUCHUE.
" 3acnerneH He3aBUCUM TIperdie]] (OmpeiesieH 1Mo MPOTOKOI IIbPBHYEH aHAIIN3).

* ExcropatopeH aHanu3: okoH4aTeneH aHanu3 Ha OIl mpu gaTa Ha 3aKitoyBaHe Ha KIMHUYHKATE AaHHH 31
oxtoMBpu 2017 r., npubau3uTenHo 59% OT mauueHTHTe ca MOYHHAIH.

Cl, noBepurenen unrepsai; HR, koepuuuent Ha puck ot Hectparuduuupan Cox perpecroner ananus; HJ, He
€ JJOCTHTHATO.

Asancupan w/unu memacmaszupan Ovopeunoxniemvyen kapyurom (MBKK)

Avastin 6 kombunayus ¢ unmepgepon anga-2a 3a revenue om NbpPea JUHUA HA ABAHCUPAT U/UIU
memacma3zupan 6vopeurnokiemvuen kapyunom (BO17705)

ToBa e pangOMHU3UpPaHoO, IBOWHO-CIIsANO n3nuTBaHe (aza III, mpoBeeHo ¢ 11e orleHKa Ha
epukacHocTTa 1 6e3onmacHocTTa Ha Avastin B komOuHauus ¢ uarepdepon (IFN) anga-2a B cpaBHeHne
¢ IFN anda-2a camocTosTeHO, KaTo IbpBa JimHKs Ha seueHue npu MBKK. Illectorun yetupuaecet u
JEBETTE PaHIOMU3UPaHU nanyenTy (641 nexyBaHu) ca Manu cratyc Ha npeactassHe no Karnofsky
(KPS) >70 %, munca Ha meractasu B LIHC u anexBaTHa (yHkuus Ha opranure. Ha marpenture e
U3BEpIIcHA HeQPEKTOMHUS TIPU ITbPBUYCH KaplIUHOM Ha ObOpeunnTe KineTku. Avastin 10 mg/kg e Oun
JlaBaH Ha BCEKH 2 CEIMHUIIM JI0 Tporpecus Ha 3a0omnsBaneTo. IFN anda-2a e naBan 10 52 ceqmMuiy uim
JI0 TIporpecusi Ha 3a00IIIBaHETO B TIPENOphUMTENIHA HadaaHa 1032 oT 9 MIU Tpu mbTH cemMHUYHO,
KOETO MO3BOJIsIBA HaMalieHUe Ha ao3ara 10 3 MIU Tpu nbtu ceamMuyHo B 2 cThikd. [lanuenture ca
cTpaTuUIpaHy 1O CTpaHU M cKop Ha Motzer, KaTo rpynuTe 3a JiedeHue ca OajaHcupanu g00pe 1o
OTHOILICHHE Ha TPOTHOCTHYHUTE (HaKTOPH.

[IppBHYHaTa KpaliHa TOUKa € 00IaTa MPeKMBAEMOCT C BTOPUYHU KPaliHU TOYKU Ha W3IHUTBAHETO,
KOWTO BKJIIOUBAT MpexuBsieMocT Oe3 mporpecus. [lodassHero Ha Avastin keM [FN-anda-2a
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3naunrenHo nosumasa [1BI1 u crenenTa Ha 0OEKTHBHO TYMOPHO TIOBIMsBaHe. Te3u pe3yiraTu ce
HOTBBPIK/IAaBAT OT HE3aBUCUM PEHTIeHOrpadCKu mperiel. Y IbJDKaBaHeTO Ha 00IIaTa IpexXuBsIeMOCT
KaTo IbPBUYHA KpaiiHa TouKa ¢ 2 Mecelia obaye He e cratucTudecku 3Haunmo (HR= 0,91). Toxsam
MPOIICHT OT marweHTure (mpuomsurenno 63 % IFN/mnane6o; 55 % Avastin/IFN) ca momyunim
pa3nuyHy HeclleU(PUIHN BUIOBE MTPOTUBOTYMOPHO JICUCHHUE CJIe]l H3IMUTBAHETO, BKIIOUUTEIHO
AQHTHUHEOIJIACTUYHH CPECTBA, KOUTO MOXKE J1a ca Ce OTpa3HIM Ha aHaJIM3a Ha 0011aTa MpeKHBSIEMOCT.

Pesynrarute 3a edmkacHocT ca peActaBeny B Tabmma 15.

Tabuauna 15 Pesyararu 3a epukacHoct B usanurBane BO17705
BO17705
ITnanebo+ IFN? BV® + IFN?

Bpoii maruenTn 322 327
[IpexxuBsiemocT 63 mporpecus

Menunana (Meceru) 54 10,2

Koedummenr Ha pruck 0,63

95 % ClI 0,52;0,75

(p-croiinoct < 0,0001)

Crenen Ha obekTHBHO moBiusiBane (%) mpu
MAIUEHTH C U3MEPUMO 3a00JIIBaHe

n 289 306
CrelneH Ha MOBIMSABAHE 12,8 % 314 %

(p-croitroct < 0,0001)

& Untepdepon anda-2a 9 MIU 3 x ceamuHo
® Bepaumsymad 10 mg/kg npes 2 ceMumu

OO0111a IPEKUBIEMOCT

Menuana (Meceru) 21,3 23,3
Koedunuent Ha puck 0,91
95 % ClI 0,76;1,10

(p-croitroct 0,3360)

Excropatopen MEHOroBaprianteH Cox perpecuoHeH MOJIEN, KOWTO H3M0JI3Ba 00paTHA CeNeKITHS,
MOKa3Ba, Ye CJICAHUTE U3XOHU MPOTHOCTUYHU (HaKTOPH Ca CHITHO CBBP3aHH C MPESKUBACMOCTTA,
HE3aBUCHUMO OT JICUCHUETO: 1OJI, Opoi Ha OeJi KPhBHU KIIETKU, TPOMOOIIUTH, 3ary0a Ha TETJIo Ipe3
6-Te Mecela npeny BKIFOYBAHETO B U3MUTBAHETO, OpOM HAa MecTaTa ¢ MeCTacTasH, CyMara Ha
Haif-roJleMuTe AUaMeTpH Ha TapreTHUTE Jie3uu, ckop Ha Motzer. Kopurupanero criopes Te3u U3X0THH
(bakTopu BOIHU 10 KoehHIIHMEHT Ha puck oT Jedenuero ot 0,78 (95 % CI [0,63 ; 0,96], p=0,0219),
MoKasBalll HamaseHue ¢ 22 % Ha pucka OT CMBPT IIpY NalueHTuTe B rpymnara ¢ Avastint IFN anda-2a
B cpaBHeHue ¢ rpymara ¢ IFN anga-2a.

Hesetnecer u cenem (97) nanmentu B rpynara ¢ IFN anda-2a u 131 nanmenrtu B rpynara ¢ Avastin ca
Hamaymu fo3ara Ha [FN anda-2a or 9 MIU no 6 wim 3 MIU Tpu rbTe ceIMUIHO, KAKTO
MpeBapUTENIHO € YTOYHEHO B poTokona. Hamamnssanero Ha no3ara Ha [FN anda-2a usrnexna He ce
oTpa3siBa Ha eukacHoCTTa OT KoMmOuHanusra Ha Avastin u IFN anda-2a cnopen yecrorara na I1BI1
0e3 chbOUTHS BBB BPEMETO, KaKTO € I0Ka3aHo MpH aHaim3 Ha noarpynute. Cto tpunecet u equn (131)
nanueHTy B rpynara ¢ Avastin + IFN anda-2a, kouto ca HaManuiau 1 moaabpkaiu go3ara Ha IFN
ajnda-2a Ha 6 ym 3 MIU mo BpeMe Ha M3MUTBAHETO, Ca IMOKa3ajau Ha 6, 12 u 18 Mecela cTerneH Ha
I1BI1 6e3 ceOuTHS OT ChOTBETHO 73, 52 1 21 %, B cpaBHeHue ¢ 61, 43 u 17 % B oOmiaTa rmomnyJanus
NanueHTH, moryvyasamy Avastin + I[FN anda-2a.
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AVF2938

ToBa ¢ paHIOMU3UPAHO, IBOMHO-CIIANO KIMHUYHO u3nuTBane (asa II, u3cnensaro Avastin 10 mg/kg
B 2-CeIMUYHA CXEeMa, ChC ChINaTa jo3a Avastin B komOuHarus ¢ epnotuau® 150 mg aHeBHO Ipu
HaueHTH ¢ MetacTasupai ceemiokinerrueH bKK. O6mo 104 manueHTH ca paHIoOMU3UPaHu 32
JieueHne B TOBa M3MUTBaHe, 53 ¢ Avastin 10 mg/kg Ha Bcekn 2 ceamuru Tumoc mamne6o u 51 ¢ Avastin
10 mg/kg Ha Bceku 2 cenMuIH IUTEOC epsioTHHUO 150 mg nHEBHO. AHAMM3BT HA IBPBUYHATA KpalHa
TOUKa HE TI0Ka3Ba pa3iinka Mexy rpymnaTa ¢ Avastin + manedo u rpymnara Avastin + epJIoTHHUO
(memmnana Ha [1BI1 8,5 cipsimo 9,9 mecena). [1o cenem manyieHTH BEB BCSKa IpyTia ca UMallH
00eKkTUBHO noBimMsBaHe. JJ00aBsHETO HA eplOTHHUO KbM OeBaln3yMad He € JOBEJIO 10 MOA00pEeHUEe
Ha OIT (HR = 1,764; p=0,1789), npoab/okuTeIHOCTTA HA 00eKTHBHO noBymsiBane (6,7 cperry 9,1
Mecela) Wi BpeMeTo 110 mporpecupane Ha cumnromure (HR =1,172; p=0,5076).

AVF0890

ToBa e panIOMH3MpPaHO KIMHUYHO M3NUTBaHe (aza I, mpoBeneHo 3a cpaBHsBaHE Ha €(PUKACHOCTTA U
Oe3omacHocTTa Ha OeBarm3ymad ¢ riane6o. O6mo 116 manyeHTH ca paHIOMHA3UPaHU Jia TOyJYaBat
6eBanu3ymab 3 mg/kg npes 2 cenmuiu (n = 39), 10 mg/kg npe3 2 ceamuim (n = 37) wm miane6o

(n = 40). MexaMHHUAT aHAJIK3 € TI0Ka3aJjl, ue UMa 3HAYMMO YIb/DKaBaHe Ha BPEMETO 10 MPOrpecHs Ha
3a0omsBaneTo B rpynara ¢ 10 mg/kg B cpaBHeHHe ¢ rpymnara ¢ manedo (KOeHIMeHT Ha pHuCK 2,55;

p <0,001). ma manka pa3nuka ¢ TpaHMYHA CTAaTUCTUYECKA 3HAUUMOCT MEXK/TY BPEMETO 0 MPOTPECHUS
Ha 3abossiBaHeTo B rpynara ¢ 3 mg/kg u npu rpynara c niauebo (koeduipeHT Ha puck 1,26;

p = 0,053). YeTrprMa HarueHTH ca HMaIH 00EKTHBHO (YaCTHYHO) ITOBIHSBAHE U BCHUKH TE Ca
nony4asanu OeBaunzymad B 1o3a ot 10 mg/kg; crenenTa Ha 0OEKTUBHO MOBJMSABAHE 3a 103aTa OT

10 mg/kg e 10 %.

Enumenen xkapyunom na suunuyume, danonuesume mpvou U NbpeUYeH nepumoneanlet KapuuHom

H’prd JUHUS HA JleHeHue Ha KapyuHom Ha }n?'mub;ume

besomnacHocrTa 1 eprkacHocTTa Ha Avastin kaTo mbpBa JIMHKS HA JICYCHUE HA MAIIMEHTH C SITUTEIICH
KapIMHOM Ha SIMYHUITUTE, (aJONMUEeBUTE TPHOH UM MbPBUYCH MIEPUTOHCATICH KapIIMHOM ca
uscnenpany B aee ¢aza Il kmmanunn u3nursanus (GOG-0218 u BO17707), kouTo oneHsear edekra
Ha 100aBsHETO Ha AVvastin KbM KapOOIUIATHH U MAKIUTAKCE, B CPABHEHHE ChC CAMOCTOSTETHA
XUMHOTEPANICBTHYHA CXEMa.

GOG-0218

Kmananoto npoyuBane GOG-0218 e ¢asza Il MHOrOIIEHTpOBO, paHIOMU3HPAHO, TBOWHO-CIISIIO,
1a1e00-KOHTPOIUPAHO MPOYUBAHE C TPU TPYITH, OLEHsBaIIO edekra Ha obaBsHe Ha Avastin KbMm
onoOpeHaTa XMMHUOTEepaNeBTHYHA cXeMa (KapOOIUIaTHH U MAaKIUTAKCEN), IIPH MAlMeHTKU ¢ HarpeHal
(Cramuu IIB, HC u IV, ciopen Bepcusita 3a cramupane mo FIGO ot 1988 r.) enutesneH kapiuuHOM Ha
ARYHULUTE, (PajonueBUTe TPHOU WM IbPBUYEH MEPUTOHEAIEH KaPLITHOM.

[TarenTKUTE, KOUTO Ca MOTY4YaBall PEAIIecTBaIla Teparusi ¢ OeBalu3yMad, pealecTBaIa
CHCTEMHA MTPOTUBOPAKOBA TEPAITHs 32 KAPIIMHOM Ha SHYHUINTE (HAIp. XUMHAOTEPAITHs, TEPAITUs C
MOHOKJIOHAJIHW aHTUTela, Tepanus C HHXMOUTOPH Ha THPO3UH KMHA3aTa WM XOPMOHAITHA TEPaTIHsi)
WJIM TIpeIIIeCcTBAIO JThUYesIedeHne Ha KopeMa MM Taza, ca U3KIIOYEHH OT MPOYUBaHETO.

O06mro 1 873 manmeHTky ca paHJOMHU3UPAHH B €THAKBO CHOTHOIIECHHE KbM CIICJIHUTE TPU TPYIIH:

e CPP rpyna: Iler nukbia c miare6o (3amousany ot MUK 2), B KOMOWHAIIHS C KapOOoIIaTuH
(AUC 6) u maxmurakcen (175 mg/m?) B mpoab/keHne Ha 6 IUKBIIA, TIOCTIEABAHN OT
MPUIIOKEHUE caMo Ha Tuiane6o, oomo 10 15 Mecena Tepanus

e CPBI15 rpyna: Iler mukbaa ¢ Avastin (15 mg/kg Ha 3 cenmuiim, 3amouHamm OT HUKBI 2) B
xoMOuHanus ¢ kapbornatun (AUC 6) u naxmurakcen (175 mg/m?), B npoabikenue Ha 6
[IUKbJIa, TOCIEBAHH OT MPHIIOKEHNE caMo Ha 1iaiebo, 001110 10 15 Mecena Tepanus
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e CPBI15+ rpymna: Iler muxbiaa ¢ Avastin (15 mg/kg Ha 3 ceqmuim, 3armoYHamM OT MUKbI 2), B
KoMOuHamus ¢ kapbormatun (AUC 6) n makmurakcen (175 mg/m?), B IpoabKeHHe Ha 6
IMKBJIA, TIOCTIC/IBAHU OT MPOIbIDKUATENHA yroTpeba Ha Avastin (15 mg/kg Ha 3 cenmuim),
KaTO MOHOTeparnusi, 001110 10 15 Mecera.

[ToBeueTo OT malMeHTUTE, BKIIOYEHH B IPOYYBAHETO, ca OT Osutara paca (87 % u B TpUTE IPyIH);
cpennara Bb3pact ¢ 60 ronuan B CPP u CPB15 rpymute u 59 roguau 8 CPB15+ rpynara, a 29 % ot
nanuentute B CPP um CPB15 u 26 % in CPB15+rpymnara ca Hax 65-roauinHa Be3pact. Q01110
npubmzutenHo 50 % ot mamuentkute umat 0 Touku no GOG PS Ha uzxonHo HUBO, 43 % umart 1
touka o GOG PS u 7 % - 2 Touku mo GOG PS. Tloseuero nanuent umMat EOC (82 % mnpu CPP u
CPB15, 85 % npu CPB15+), ciienBano or PPC (16 % mpu CPP, 15 % npu CPB15, 13 % npu
CPB15+) u FTC (1 % mipu CPP, 3 % nipu CPB15, 2 % npu CPB15+). [ToBe4yeTo OT MmanueHTuTe ca
MMaJIi CEPO3CH XUCTOJIOTMYEH THUI ajieHoKapimHoM (85 % mpu CPP u CPB15, 86 % npu CPB15+).
0610 npuomsurenHo 34 % ot narmenture ca FIGO craauii |11, ¢ ontumanen perpec u
MaKpOCKOIICKH C OCTaThIHO 3a0omsBane, 40 % ca B craauit 1l cwe cyOonrumanen perpec u 26 % ca
naryeHTy B craamii [V.

[TepBuuHaTa kpaiina Touka € [1bII, Bb3 OCHOBa Ha OllEHKaTa Ha U3CJIEI0BATEIS 3a IPOrPECUS
OCHOBABAIIa Ce Ha pe3yNTaTUTe OT CkeHepa win HuBata Ha CA 125, uim Ha CHMIITOMATHYHO
BIIONIABaHE I10 MPOTOKOJAa. B JombiHEHNE € MpOoBeieH MpeIBAPUTENHO CielUUIIIPAH aHATTN3 Ha
nanuuTe, oneHssaiy CA-125 nporpecusra Ha ChOUTHUATA, KAKTO M He3aBucuM nperiies Ha [1BI1,
omnpenesieHa OT Pe3yJITaTUTE OT CKEHepa.

W3nurBaHeTo mocTura cBosTa MbpBUYHA 1e 3a nojoopsBane Ha [1BI1. B cpaBHeHue ¢ manueHTure,
JIEKYBaHU caMO C XMMUOTEpanus (KapOOoIJIaTHH U MAKJIMTAKCEN) KaTo IIbpBa JIMHUSI Ha JICYSHHE,
OonHuTe, NOMy4YaBany Oesanu3ymad B 1o3a 15 mg/kg Ha 3 ceamuiy, B KOMOUHALMS C XUMHOTEpPAIUs
U MIPOIBJDKUIIN Jia Tiosty4yaBat camo OeBanuszymad (CPB15+), umar KJIMHUYHO U3pa3eHo U
CTaTUCTUYECKH 3HaunMo nogodpenue Ha [1BI1.

IIpyn marueHTKuTe, KOMTO ca MOoTy4yaBajk caMo OeBann3yMad B KOMOMHAIMS C XUMHOTEPAIHs U He ca
IPOIBIDKIIH JIeueHue camo ¢ OeBar3ymad (CPB15), He e HaOnroaBaHa KIMHIYHO M3pa3eHa Mmomi3a

o otHomenue Ha I1BI1.

Pesynrarute ot ToBa mpoyuBaHe ca 0600mienu B Tabmmia 16.
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Taoauua 16

Pe3yararu 3a epuxacHoct ot npoyusane GOG-0218

IpesxusieMoct 6e3 mporpecus *

CPP CPB15 CPB15+
(n=625) (n=625) (n=623)
Menuana ITBIT (Mecern) 10,6 11,6 14,7
Koeduument nHa puck (95 % CI) 2 0,89 0,70
(0,78, 1,02) (0,61, 0,81)
p-croitroct ¥ 4 0,0437 < 0,0001
YecroTa Ha JIEHCTBUTENICH OTTOBOP
PP CPBIS CPB15+ (n = 403)
(n =396) (n =393)
% MaIUEeHTH C JCHCTBUTEIICH 63.4 66.2 66.0
OTrOBOP
p-cTOoMHOCT 0,2341 0,2041
O61wa npexussemoct
CPP CPB15 CPB15+
(n =625) (n =625) (n =623)
Mepauana OIT (meceru) 40,6 38,8 43,8
Koeguuuent Ha puck (95 % CI) 2 1,07 (0,91, 1,25) 0,88 (0,75, 1,04)
p-croiinocr 3 0,2197 0,0641

! Ananms Ha ouenenara or mscienosarens IIBII, crietmdunupan B GOG mpotokona (6e3 nposepka 3a CA-125
nporpecust, HuTo 3a TUII npean mporpecust Ha 3a00NsIBaHETO) C KpaifHa aaTa 3a cbOMpaHe Ha JaHHHUTE 25
¢eBpyapu, 2010 .

2 cTpaTuuIEpan KOe)UIMEHT Ha PUCK, OTHACSAII CE 3 KOHTPOJIHATA IPyTIa.

8 Ennoctpanna log-rank p-croiinoct

* IIpu rpanuua Ha p-croiinocrra ot 0,0116.

5 [NanmeHTKH ¢ M3MEPUMO 3a00JISIBaHE HA U3XOIHO HUBO.

® OkoHuaTeneH aHaTM3 Ha 00IIATa MPEKUBIEMOCT, IPOBEIEH TIPH CMBPTTa Ha 46,9 % OT MalUEeHTKHTE.

[IpoBenenu ca mpeaBapuTenHo crenudupany anamu3u Ha [1BI1, BcuukuTe ¢ KpaiiHa aara 3a
crOupane Ha nanaute 29 cenremBpu 2009 1. Pe3ynrarure oT Te3u MpeaBapUTEIHO CIICTHPUITTPAHH
aHAJIN3M Ca KaKTo CIIe/Ba:

e  AnammssT Ha [IBI], ciopen onieHKara Ha U3cieAOBaTeNs, ClienuUIMpaH B MpoTokona (0e3
nposepka 3a CA-125 nporpecus uim 3a tepanus u3BbH nporokona [TUIL]), moka3sa
crparuduimpan KoepuiueHt Ha puck ot 0,71 (95 % CI: 0,61-0,83, 1™-crpanna log-rank
p-croitroct < 0,0001), koratro CPB15+ ce cpaBusiBa ¢ CPP, ¢ Mmenuana na I1BIT 10,4 mecena B
CPP rpymnara u 14,1 mecenia B CPB15+ rpymara.

e I[IppBuunusr ananus Ha [1BI1, ciopen ouenkarta Ha nscnenoBatens (cien nmposepka 3a CA-
125 mporpecust u TUIT), nmokasea crparuduiupan koepunueHt Ha puck ot 0,62 (95 % CI:
0,52-0,75, 1"°-crpanna log-rank p-croiinoct < 0,0001), korato CPB15+ ce cpasusisa ¢ CPP, ¢
menuana Ha [1BI1 12,0 mecenia B CPP rpynara u 18,2 mecenia B CPB15+ rpynara.

e AnamussT Ha IIBI], onpenenen ot He3aBucuMa eTuuHa komucus (mpoepka 3a TUII), mokasBa
crparuduipan KoehuueHt Ha puck ot 0,62 (95 % Cl: 0,50-0,77, 1™°-crpanna log-rank p-
croriHoct < 0,0001), korato CPB15+ ce cpaBusiBa ¢ CPP, ¢ meauana Ha [1BIT 13,1 B CPP
rpynara u 19,1 mecena B CPB15+ rpymara.

ITonrpynosure anamusu Ha [1BI1 o cragmii Ha 3a00IsIBAHETO U CHCTOSTHIE HA Perpec ca 0000IIeHH B

Tabmmna 17. Te3n pe3ynrTatu moka3BaT HEUYBCTBUTEIIHOCT Ha MeTona Ha anamm3 Ha [1BI1, kakto e
rokasano B Ta0imma 16.
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Taoauua 17

npoyuBane GOG-0218

Pesyararu 3a IIBIT' no cTanmii Ha 3260/19BaHETO U CHCTOSTHHE HA Perpec oT

Panomusupanu nauuenty crauii 111 3a6onssane ¢ onTumaneH perpec Ha 3a6osisBanero >3

CPP CPB15 CPB15+
(n = 219) (n=204) (n = 216)
Memana na IIBIT (Mecern) 12,4 14,3 17,5
Koe@uuuent Ha puck (95 % CI)* 0,81 0,66
(0,62, 1,05) (0,50, 0,86)
PanjoMu3upaHy DauueHTu che crauii |11 3a6onspane che cybonTumanes perpec’
CPP CPB15 CPB15+
(n =253) (n = 256) (n=242)
Menuana Ha I1BIT (Mecern) 10,1 10,9 13,9
Koedunuuent nHa puck (95 % CI)* 0,93 0,78
(0,77,1,14) (0,63, 0,96)
Pangomusupanu nanuenTu cbe cranuii IV 3abonsBane
CPP CPB15 CPB15+
(n=153) (n =165) (n = 165)
Menuana Ha TIBIT (Mecernn) 9,5 10,4 12,8
Koeduument na puck (95 % CI)* 0,90 0,64
(0,70, 1,16) (0,49, 0,82)

! Ananus na ITBII ciopes oleHKaTa Ha u3cienoBarens, cuenuduuupan B GOG nporokona (6e3 npoBepka 3a
CA-125 nporpecusi, nuto 3a TUII npean nporpecus Ha 3a00JIIBaHETO) C KpaliHa JjaTa 3a ChOMpaHe Ha JaHHUTE

25 despyapu 2010 1.

2 C'bC OCTATHYHO 3a00JISIBAHE MAKPOCKOTICKH.

83,7 % ot obmara paHIOMM3HpaHa MOIMyIanys NaueHTH ca uManu ctaguii 111B 3abonsasane.
4 OrHacs11 ce 3a KOHTPOJIHATA IPYIIA.

BO17707 (ICON7)

BO17707 e muorouentposo ¢asa I, pangomMusipano, KOHTPOIUPAHO, OTKPHTO KIMHUIHO
[pOy4YBaHe C JBE IPYIH, CPaBHSBAIIIO eekra oT go0aBsHe Ha Avastin KbM KapOOIUIATHH TLTIOC
HaKJIMTaKCel IPU MAMEHTH CIIe]] ONepalys Ha enuTesIeH KapiuHOM Ha SiuHUIUTE, (pajonueBnuTe
TpBHOU WM TEpBUYEH nepuToHeaneH KapumHoM FIGO crammii | wm 1A (ctenen 3 wmu camo yncTa
kieThuHa xucrojiorus; N = 142) mwm FIGO cramuii 1B - IV (Bcuuku cTeneHu 1 BCUYKA
xuctonoruunu tunose, N = 1386) (NCI-CTCAE v.3). B ToBa u3nuTBaHe ¢ U3I0JI3BaHA BEPCUATA 32

craaupane mo FIGO ot 1988 r.

[MarenTHTE, KOUTO Ca MOTyYaBaM MPeIecTBalla Teparnus ¢ OeBany3ymMad Wil pe/IecTBaria
CHCTEMHa MPOTHUBOPAKOBa Teparnus 3a KapIHOM Ha SHYHHUIKTE (Hamp. XUMUOTEpaIus, TePaus ¢
MOHOKJIOHAJTHA aHTUTEJA, TePAINs C HHXMOUTOPH Ha THPO3WH KWHA3aTa WM XOPMOHAJTHA TEPAITH)
WJIM TIpeIIeCcTBAIIO JhUelIiedieHne Ha KopeMa MM Taza, ca U3KIIOYEHH OT POYUBaHETO.

00610 1528 manyeHTKy ca paHIOMU3UPAaHU HA PaBHH YacTH KbM CIICTHUTE JIBE TPYIIH:

e CP rpyna: Kap6omnatun (AUC 6) n makmurakcesn (175 mg/m?) B npoaskeHue Ha 6 IUKBIA
C TIPOJBIKUTEITHOCT OT 3 CeMUIIN

e CPB7.5+ rpyna: Kap6onnarun (AUC 6) u maxauraxcen (175 mg/m?) B mpoabiikenue Ha 6
UKBIA OT 3 ceamuitu rmroc Avastin (7,5 mg/kg na 3 ceamunn) mo 12 mecena
(mpunoxeHreTo Ha Avastin 3armousa B MK 2 OT XUMHOTEPAITUATA, aKO JICUCHHUETO €
3aM0YHaNO0 10 4 CEeIMHIM OT OTePaLUsATa, WM B KB 1, aKO JICYSHUETO € 3aII0YHAIIO
moBeue OT 4 CeIMUIIM CJIe]] OTepaIusITa).

[ToBeueTo OT MalMeHTKHUTE, BKIIOYESHH B IIPOYYBAHETO, ca Ouim ot Osutara paca (96 %), cpennata
BB3pacT € 57 TOAWHHU B JIBETE TPYIH Ha JiedeHue, 25 % or OOJHHUTE BBB BCsKA IPyIa HA JICUCHHE ca Ha
BB3pacT 65 ToIuHN UK ToBede U npubausutenHo 50 % or nanuentkute ca umamu ECOGPS -1; 7 %
OT TIALMEHTKUTE BB BCsKa rpymna Ha jedeHune ca mmaimu ECOG PS - 2. [ToBeueTo or manueHTuTe ca
umaiu EOC (87,7 %), cnensano or PPC (6,9 %) u FTC (3,7 %) wmu komOunanus ot tpute (1,7 %).
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[MToBeuero marmentu ca oumu FIGO cramuii 11 (1 nBete 68 %), cneaanu ot FIGO craamii IV (13 % u
14 %), FIGO craamii 11 (10 % u 11 %) u FIGO cramuii | (9 % u 7 %). BommmHCTBOTO MaIlMEHTH BHB
Besika rpyna Ha jederue (74 % u 71 %) ca umanm Ha U3X0IMHO HUBO ciabo mudepeHnupanu (creneH
3) mepBuYHKM TyMOpHU. YecToTrara Ha Bceku xuctosorunueH noxrun EOC e mogobOHa B rpynuTe Ha
neueHne; 69 % OT MAMEHTUTE BBB BCSAKA TPyIIa Ha JICUCHHE Ca MMAJIM CEPO3EH XUCTOJIOTHUYCH THIT
a7ICHOKAPIIHOM.

IIspBruHaTa Kpaiina Touka e I1bI1, oreHena ot u3cnemoBareis ¢ momoinrra Ha RECIST.
M3nutBaneTo mocTura MbpBAYHATA CH I1eT Ha mogpoOpsBane Ha [IBI1. B cpaBHeHue ¢ marmeHTuTe,
JIEKyBaHU caMO C XUMUOTepanus (KapOOoIJIaTHH U MaKJIMTAKCeN) KaTo IbpBa JIMHUSI Ha JICUSHHE,
MAIUeHTHTE, KOUTO Ca Moly4aBain Oesamu3ymab B 103a ot 7,5 mg/kg Ha 3 cemmuiy B KOMOMHAIIUS C
XUMHUOTEPAITHUS U ca MPOIBIDKUAIIH Ja oy4aBaT Oepanm3ymad 1o 18 1ukbia, ca umanm
CTaTUCTUYECKH 3HaunMo nogodpenue Ha [1bI1

Pesynrarute ot ToBa mpoyuBaHe ca 06o0uienu B Tabmmia 18.

Tabauna 18 Pe3yararu 3a epukacHoct npu npoyuBane BO17707 (ICON7)

[IpexuBsieMocT 6€3 mporpecus

CP CPB7.5+
(n=764) (n =764)
Menuana ITBIT (mecenu) 2 16,9 19,3
Koeguuuent Ha puck [95 % CI] 2 0,86 [0,75; 0,98]

(p-croitnoct = 0,0185)

Yecrora Ha HeﬁCTBHTeHGH OTTOBOP !

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

(p-croitnoct = 0,0188)

OO011a NpeXUBSIEMOCT 3

CP CPB7.5+
(n=764) (n=764)
Menuana (Meceru) 58,0 57,4
Koedunuent Ha puck [95 % Cl] 0,99 [0,85; 1,15]

(p-croinoct = 0,8910)

! TIpu nauuenTy ¢ n3MepuMo 3a60JI1BaHE HA M3XOHO HUBO.

2 Ananu3 Ha IIBT], criopest olieHKaTa Ha M3CIeNoBaTels ¢ KpaiiHa jaTa 3a choupane Ha ganHuTe 30 HOEMBpH,
2010r.

8 OKOHUaTEeTHUAT aHATHM3 Ha o0LIaTa MPEXUBSIEMOCT € HalpaBeH, korato 46,7 % oT nauueHTHTe ca NOYUHAIH, C
KpaifHa mata 3a BKJIIo4YBaHe B aHanu3a 31 mapt 2013 1.

[speuunusT ananus Ha [1BI1, copen orieHKkaTa Ha U3ClieI0BaTEeNIs C KpaifHa jaara 3a chOupaHe Ha
nanuute 28 pespyapu, 2010 r. nokassa Hectpatuduimpan koeduimeHt Ha puck ot 0,79 (95 % CI:
0,68-0,91, 2¥-ctpanna log-rank p-croitrocr 0,0010) ¢ mexuana na I1BIT ot 16,0 mecena 8 CP rpymnara
u 18,3 mecenia 8 CPB7.5+ rpymara.

[Moarpynosute ananusu Ha [1BI1 criopen craaus Ha 3a00JSIBAHETO M CHCTOSIHUETO Ha perpec ca

0000611enu B Tabmia 19. Tesu pe3ynTaTtd moka3BaT HEUYBCTBUTESIHOCT HA METO/IA HA MTbPBUYHUS
agayms Ha I1BI1, kakro € mokaszano B TaGmmia 18.
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Tabauna 19 Pesyararu 3a IIBIT' ciopen craaus Ha 3a60/151IBAHETO H CHCTOSTHHETO HA
perpec ot kamHu4HO npoyusane BO17707 (ICON7)

PanomMusupany nauuenTy B crajuii 11l ¢ ontumanen perpec Ha 3a6onsBaHero 23

CP CPB7.5+
(n=368) (n=383)
Menuana IIBIT (Mecenn) 17,7 19,3
Koedumuent ua puck (95 % 0,89
(of) (0,74, 1,07)
PannomMusupanyu nanuenTd B craauii |1l cbe cy6-onTumanen perpec Ha 3a60J1BaHETO>
CP CPB7.5+
(n =154) (n =140)
Menuana ITBIT (Mecena) 10,1 16,9
Koeduument na puck (95 % CI)* 0,67
(0,52,0,87)
PanyomMusupanu nauuenty B craauii IV Ha Gosnecrra
CP CPB7.5+
(n=97) (n = 104)
Menuana IIBIT (Mecewn) 10,1 135
Koepuuuent Ha puck (95 % CI)* 0,74
(0,55, 1,01)

! Ananus na ITBI], cnopes oLeHKaTa Ha H3CIeA0BATeNs ¢ KpaiiHa faTa 3a chOoupane Ha ganuute 30 HOeMBpU,
2010r.

2 C w 6e3 ocTaThYHO 3200IIBaHE MaKpPOCKOIICKH.

85,8 % ot obwara paHIoOMu3UpaHa MOIyJIAHS MAMEeHTH ca uMann ctaauii |11B 3abonsBane.

4 OrHacs11 ce 33 KOHTPOJIHATA IPYIIA.

Peyuousupaw kapyurom na aiunuyume

Edukacruocrra u 6e3omacHocTTa Ha Avastin mpu jgedeHne Ha peliIuBHpPaI] eMUTeleH KapIuHOM Ha
SIAYHATINTE, (HATOMMEBUTE TPHOU U ITBPBUYCH NIEPUTOHEATICH KapIIMHOM, Ca M3CJICIBAHHU B TPU
npoyuBanus ¢asa Il (AVF4095g, M022224 u GOG-0213) nipu pa3iyuHy MOMYJIAIMI MAIMeHTH U
CXEMH Ha XUMHOTEparusl.

o  AVF4095¢ onensiBa erkacHOCTTa U O€30MACHOCTTA HAa OeBaIM3yMad B KOMOMHAIHS C
KapOOIIaTHH ¥ TEeMIUTAOHH, ITOCIICIBAHO OT OeBau3ymMabd caMOCTOSTEITHO MPH MAIUCHTH C
YYBCTBUTEJICH HA TUIATHHA PEIMIUBUPAILL €TIUTEIICH KAPIIMHOM Ha SHYHUINTE, (pajonreBuTe
TPBHOU WM TBPBHYCH TICPUTOHEATICH KaPIHOM.

o (GOG-0213 omensiBa epukacHocTTa 1 Oe30MacCHOCTTA Ha OeBaM3ymMad B KOMOWHAIIUS C
KapOOIUIATHH U MAKJIUTAKCEI, TOCICIBAHO OT OeBaIM3yMal caMOCTOSATEITHO TP MAITUCHTH C
YYBCTBUTEJICH HA TIATHHA PEIUIUBUPAIL] CTIUTENICH KAPIIMHOM Ha SHYHUIMTE, (PaTonueBuTe
TPBOU HJIM IIBPBUYEH IICPUTOHEAICH KAPLIMHOM.

o  MO022224 oneHsiBa eprukacHOCTTA M O€30MacHOCTTa Ha OeBalu3ymMad B KOMOWHAIIWS C
MAKJIMTaKCell, TOMOTeKaH WM TIETUJMPaH JIMTI030MalleH JOKCOPYOUIIMH TTPH TAIMEHTH C
MJIaTHHA-PE3UCTEHTEH PELUMBUPAIL CUTEICH KapIMHOM Ha SHYHUIIUTE, (HAJIOTTUEBUTE
TPBHOU WM TBPBUYCH TIEPUTOHEATICH KapIHOM.

AVF4095¢g

be3onacHocTTa 1 erkacHOcTTa Ha AVastin mpu jieueHne Ha MAIMEHTKU ¢ PEIUIMBUPAIL] CTUTEIICH
KaplUHOM Ha SiTYHHINTE, (DaIONMEeBUTE TPHOH WM IBPBUYEH MTEPUTOHEAIICH KapIIMHOM,
YYBCTBUTEIICH KbM JICUCHHUE C TUIATHHA, KOUTO HE ca TIOJy4aBaly Mpeay TOBa XUMHUOTEpaIus 3a
pennauBHpanio 3a00JsIBaHe MITH JIeYeHHe ¢ OeBaI3ymMa0, ca H3CiIeIBaHu B €1HO PaHIOMU3HUPAHO,
JABOMHOCIIAIO TTAle00-KOHTPOIMpaHo KIMHUYHO n3nutBaHe ¢asa Il (AVF4095¢). KimuudnoTo
H3MUTBaHE CpaBH:Ba eekTa Ha qo0aBsHe Ha Avastin KbM XUMHOTeparnus ¢ KapOormIaTuH U
reMIMTa0uH 1 IPOABbIDKaBaHe Ha Avastin KaTo MOHOTEpaIHs 10 MPOTPECHsI ChC CAMOCTOSITEITHO
MPHIIO’KEHUE Ha KapOOIUIATHH U TeMIIUTAOHH.
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B KJIMHMYHOTO M3NHUTBaHE ca BKJIIOYBAHH CAMO MALMEHTKH C XMCTOJIOTMYHO TOKa3aH KapLUHOM Ha
SAHYHULIUTE, TbPBUYCH IIEPUTOHEAJIEH KapIMHOM WJIM KapLUHOM Ha (haJlonueBuTe TphOH,
peunauBHpan > 6 Mecela ciel XMMAOTEpausl Ha OCHOBAaTa Ha IJIaTHHA, KOUTO HE ca MOy4YaBald
XMMHOTEpAIus 3a peLUANBIPAIIOTO 3a00JsIBaHE U HE ca MOJy4aBali IIPEALIecTBalla Tepamnus ¢
oeBar3yma0, npyru naxuouropn Ha VEGF nmm npyrun VEGF pernienrtop-mipuiiessHu areHTH.

006110 484 ManMeHTKH ¢ U3MEPUMO 3a00JsIBaHE ca PaHIOMU3HPaHu B choTHoIeHue 1:1 3a

IIoJIy4daBaH€ Ha:

. Kap6onnatua (AUC4, nen 1) u remmmtadus (1 000 mg/m? B 1aum 1 1 8) ¥ eTHOBPEMEHHO
m1ane0o Ha BCEKH 3 CEIMUIIM B MPOBIDKEHHE Ha 6 1 10 10 1uKbiia, OCIEABAHN OT MIanedo
CaMOCTOSATEIHO (Ha BCEKH 3 CEAMHUIIN) J0 TPOrpecHst Ha 3a00JIsIBAHETO MITH HEPUEMITUBA

TOKCUYHOCT

. Kap6onnatua (AUC4, nen 1) u remmmtadus (1000 mg/m? B 1au 1 1 8) 1 eTHOBpeMEHHO
Avastin (15 mg/kg nen 1) Ha Bcexu 3 ceaMHUIU B TIPOAbDKeHHE Ha 6 1 10 10 nuKbia,
nocieaBanu ot Avastin (15 mg/kg Ha Bceku 3 ceMHITN) CaMOCTOSITEIIHO JI0 TPOrpecus Ha
3a00JIIBAHETO MM HETTPUEMJIIMBA TOKCUYHOCT

[TepBUYHATA KpaliHa TOUKA € MPEKUBSIEMOCT O€3 IporpecHs Bb3 OCHOBA Ha MpelieHKaTa Ha

u3cienoBarens ¢ momonira Ha moxuduirpan RECIST 1.0. [lombinauTeHATE KpaiiHU TOYKH
BKJIIOUBAaT 0OEKTUBEH OTTOBOP, MPOJBIDKUTEIHOCT Ha OTTOBOPA, 00IIIA MPEKUBSIEMOCT U O€30MacHOCT.
W3BbpiiIeH e chII0 U HE3aBUCUM IIperdie] Ha IbPBUYHATA KpaiiHa TOYKA.

Pesysrarure OT TOBa KIIMHUYHO U3MUTBaHE ca 0000meHn B Tadmia 20.

Tabauna 20 Pe3syararu 3a epuxacHoct ot npoyuBane AVF4095

IIpexxuBsieMmocT 0e3 mporpecus

O11eHKa Ha HU3CJIEI0BATENS

Ornenka Ha IRC

Mnanedo+ C/G | Avastin + C/G | IInanebo+ C/G | Avastin + C/G
(n=242) (n=242) (n=242) (n=242)
bes nposepxa 3a THII
Mennana I1bI1 8.4 12,4 8,6 12,3
(meceru)

Koedunuent Ha puck
(95 % CI)

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

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

p-cToiHOCT

<0,0001

<0,0001

C nposepxa 3a THI1

Menunana I1bI1
(Mecerm)

8,4

12,4

8,6

12,3

Koedunuent Ha pruck
(95 % CI)

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

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

p-cToiHOCT

<0,0001

<0,0001

UecroTra Ha 00EKTUBEH OTTOBOD

OLIGHKa Ha N3CJICO0BATCIIA

Ornenka Ha IRC

[nane6o + C/G |  Avastin + C/G | Ilnauebo + C/G |  Avastin + C/G
(n = 242) (n = 242) (n=242) (n=242)
% TALHEHTKH © 57,4 % 785 % 53,7 % 74,8 %
00CKTHBEH OTTOBOP
p-cTolHOCT <0,0001 <0,0001
001112 TPEKUBSIEMOCT
ITnane6o + C/G Avastin + C/G
(n=242) (n=242)
Meauana OIT (Mecenn) 32,9 33,6

Koegunuent na puck

(95 % CI)

0,952 [0,771, 1, 176]

p-cTolHOCT

0,6479
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Ilonrpynosure ananu3u Ha [IBII B 3aBUCMMOCT OT PELIMAMBUPAHETO CIIE IIOCIIECAHATA TEPALIHS C
iaTuHa ca 0000mmenu B Taomua 21.

Tabmmua 21 IIpexuBsieMocT 0e3 mMporpecus Cope] BpeMeTo OT MOCJIeHATA Tepanus ¢
IVIATHHA 10 PelMINBAPAHETO

O11eHKa Ha HU3CJIEI0BATENS

Bpewme or nocneanara tepanus [Lnane6o+ C/IG Avastin + C/G
C IUIATHHA 10 PELUANBUPAHETO (n=242) (n=242)

6- 12 mecena (n=202)

Meaunana 8,0 11,9

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

> 12 mecena (n=282)

Menuana 9,7 12,4

Koeduiment Ha prck 0,55 (0,41-0,73)
(95 % CI)

GOG-0213

GOG-0213 e panaoMH3UpaHO, KOHTPOJIMPAHO, OTKPUTO KIMHIUYHO n3nuTBaHe (dasa I, xoeto
u3creBa 6e30MacHOCTTa U eprKkacHOCTTa Ha AVastin rmpu JiedeHre Ha MAMESHTH C PELUIMBUPAIIL]
eMnUTeNIeH KaplIMHOM Ha SHYHULNTE, (ajonueBUTe TPHOU UM IbPBUYECH MIEPUTOHEAIeH KapLiuHOM,
YYBCTBUTEJICH KBM JICYCHHE C IIJIaTHHA, KOUTO HE Ca IMOJyYaBaJId MPEAN TOBA XUMHOTEPAITHsI 32
peruauBHpanio 3adossBane. [IpeauiHa aHTHAaHTMOTeHHA Tepanus He € U3KJII0UBAI KPUTEPUHl.
[MpoyuBaHeTo oreHsBa eekra Ha g00aBsHe HAa AvVastin KbM KapOOIUIATHH + MAKIUTAKCE U
HpOABIDKaBaHETO HAa AVastin caMOCTOSTENHO 10 IPOrpecHs Ha 3a00JsIBAHETO WM HEPUEMIIBA
TOKCHYHOCT, B CPaBHEHHE ChC CAMOCTOATEIHOTO MPUJIOKEHNE Ha KapOOoIUIaTHH + MaKJIMTaKCed.

OO6110 673 ManMeHTy ca PaHIOMU3HPAHH B €IHAKBO CHOTHOILICHHE KbM CJICTHUTE JIBE IPYIHU Ha
JIeUYCHHE:
»  CP rpyna: Kap6ommatun (AUC5) u maxmuraxcen (175 mg/m? i.v.) Ha Bceku 3 ceMuIy B
IpobJDKeHUE Ha 6 1 10 8 nuKbia.
+ CPB rpyna: Kap6onnarun (AUC5) n nakmrakcen (175 mg/m? i.v.) u eqroBpeMerHOo Avastin
(15 mg/kg) Ha Bceku 3 ceamHuIH B MpoAbDKeHHe Ha 6 1 10 8 1mKbia, nocieasaHo ot Avastin
(15 mg/kg Ha Bceku 3 ceIMHUIM) CAMOCTOSTEIHO JI0 IPOrPecHs Ha 3a00JIsIBaHETO UITH
HETIPUEMIIBA TOKCHYHOCT.

[MToseuero marmentu B CP rpynata (80,4 %) u CPB rpynara (78,9 %) ca or 6sutata paca. Menuanara
Ha BB3pactTa e 60,0 romuau B CP rpynara u 59,0 romuau B CPB rpynara. [To-ronsmara gact ot
naruentute (CP: 64,6 %; CPB: 68,8 %) ca BbB Bp3pacToBaTa kareropus < 65 rogunu. Ha uszxomHo
HUBO [TOBEYETO MAIMEHTH B JBETE IPyH Ha jedenne ca umaia GOG PS 0 (CP: 82,4 %: CPB; 80,7 %)
wm 1 (CP: 16,7 %: CPB; 18,1 %). ®yukimonainen cratyc 2 mo GOG Ha W3X0IHO HUBO € ChOOIICH
npu 0,9 % or marpenture B CP rpynara u 1,2 % ot nanuentute B CPB rpynara.

ITepBUYHATA KpaiiHa Touka 3a eukacHocT e odmara npexussemoct (OIT). OcHoBHATa BTOpUYHA

KpaiiHa ToYKa 3a e(pUKacHOCT ¢ mpexuBsieMoct 0e3 mporpecus (ITBIT). Pesyaratute ca mpeacTaBeHu B
Tabma 22.
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Tabauna 22 Pesyararu 3a epukacHoct " or nmpoyusane GOG-0213

IIbpBuYHa KpaiiHa TOYKA

CP CPB
Oo6mia npe:xkussiemoct (OIT) (n=336) (n=337)
Menuana Ha OIT (Mecern) 37,3 42,6
Koeduumenr Ha puck (95 % Cl) (eCRF)? 0,823 [CI: 0,680, 0,996]
p-cToWHOCT 0,0447
Koeduuuent na prck (95 % Cl) 0,838 [CI: 0,693, 1,014]
(popmyssip 3a perucrpanus)°
p-cToitHOCT 0,0683
Bropu4yna kpaiiHa TouKka

CP CPB
Ipe:xuBsiemoct Ge3 nporpecus (ITBIT) (n=336) (n=337)
Menuana Ha I1BIT (Mecern) 10,2 13,8
Koeguiment Ha puck (95 % CI) 0,613 [CI: 0,521, 0,721]
p-cToliHOCT <0,0001

1 Okonuarenen ananus > TyMOPHHUTE OEHKH U OLIEHKHTE HA OTTOBOPA Ca OTIPE/IENEHN OT U3CIEA0BATENNTE C IOMOIITA Ha
GOG xkpurepunre Ha RECIST (IIpepadoteno prroBoacteo Ha RECIST (Bepcums 1.1) Eur J Cancer. 2009;45:228Y247).

@KoeduIMeHThT Ha PUCK € U3YHCIICH OT NPONOPIMOHAIHU MOJIeIH Ha pucka o COX, crparuduuupanu mo
MIPOBIDKUTEITHOCT Ha HHTEpBaja Oe3 JIedeHne ¢ IUIaTHHA Pein BKIIOYBAHETO B TOBa IIpoyuBane, cnopex eCRF
(enexkTpOHHA KIIMHIYHA KapTa) M CTaTyC 110 OTHOLICHUWE HAa BTOPUYHA XUpyprudHa uuropenykiwms Ja/He (Ja=
PaHAOMM3UPAHH Aa PETHPIAT HUTOPEAYKIMS WK PaHIOMH3UPAHU Jja HE TIPEThPIAT nuropenykiuus; He= ne e kanaunar
WK He JIaBa ChIIIACKE 32 TIOJUIArane Ha TUTOPENYKIHs). © cTpaTH(UIMPAHH MO PO IBKUTETHOCT Ha HHTEpBana 6e3
Jie4eHHE TIPEAN BKIIOYBAHETO B TOBA MMPOYYBAHE CHINIACHO (POPMYJIApa 3a PETUCTPAIMS U CTaTyca MO OTHOILIEHHE Ha
BTOpHYHA XHpypruuHa uuropenykuus Ja/He.

KimHMYHOTO M3NMTBaHE € MOCTUTHAJIO CBOSATA OCHOBHA 11ed 3a mogoopsBane Ha Oll. Jleuenuero c
Avastin ¢ no3a 15 mg/kg Ha Bceku 3 ceMuiy B KOMOMHAIUS ¢ XUMHOTeparus (KapOoriaTiH U
HaKJIMTAKCeN) B IPObDKCHUE Ha 6 1 10 8 MKbiIa, mocieasaHo ot Avastin 1o mporpecus Ha
3a00JIIBaHETO MJIM HETIPUEMIIMBA TOKCUYIHOCT MPH TaHHH, oirydenu ot eCRF, Boan 10 kinHIYHO
3HAUYMMO U CTATUCTUYECKH 3HaunMo nogodpenue B OI, B cpaBHEHHE ¢ JIeUeHUETO ¢ KapOOIIaTHH U
MAKJIMTaKCeJl CAMOCTOSITEIHO.

MO22224

[MpoyuBanero MO22224 onensiBa epukacHOCTTa 1 6€30MacHOCTTa Ha OeBanm3ymMad B KOMOUHAIIUS C
XMMHOTEpAIUs IPU PE3UCTEHTEH Ha IIJIaTHHA PELUIUBUPALL eIUTEIICH KapIIMHOM Ha SIHYHHLUTE,
(asonmeBuTE TPHOHM WM IBPBUYEH MTEPUTOHEAICH KapIHOM. ToBa MpOoy4BaHe € IUIAHUPAHO KaTo
0TBOpeHO, paraoMusupano daza lll ¢ qBe rpymnu 3a orieHka Ha OeBaM3ymMal IITIOC XUMUOTEPATTHS
(CT+BV) cpsimo xumuorepanust camoctostenHo (CT).

00610 361 ManuenTy ca BKIFOUEHH B TOBA U3MUTBAHE U €A MONIYyYHIN XUMHOTepanus (MakJIuTaKcel,
TOMOTEKaH, WJIM MEeTHJIMPaH JIMI030MeH JokcopyouiH (PLD)) caMOCTOSITEIHO Wi B KOMOWHAIHS C
OeBarnuzymao:

e CT rpyna (XumuoTepamnsi CaMOCTOSTEIHO):

e [lakmurakcen 80 mg/m2 kato 1-yacosa i.v. uH(y3us B quu 1, 8, 15, n 22 Ha Bceku
4 cenmuny.

e Tonorekan 4 mg/m2 karo 30-mMunyTHA i.V. uHQY3us B aHu 1, 8, u 15 Ha Beeku
4 ceqmuId. ANTEPHATHBHO MOYKE Jla Ce MPHIIOXKH 1032 oT 1,25 mg/m2 B
npoabokeHue Ha 30 MUHYTH B 1HU 1-5 Ha BCeku 3 CEMMUIIHL.

e PLD 40 mg/m2 karo i.v. uady3us cbc ckopocT 1 mg/min camo B 1eH 1 Ha Bceku
4 cenqvunu. Criest UKD 1, I€KapcTBOTO MOXKeE Ja ce IpuJiara karo 1-uacoBa
nHQY3HUA.
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e CT+BV rpyna (xummorepanusi mioc 6eBarm3yma):
e 1I30panara xuMHOTEpamnus ¢ komOHUpaHa ¢ 6eBar3ymad 10 mg/kg i.v. Ha Bceku
2 cenmurty (nam 6esanm3zymad 15 mg/kg Ha Bceku 3 ceIMUIIN, aKO CE M3IT0JI3BA B
KoMOMHaIwms ¢ Tororekad 1,25 mg/m2 B nuu 1-5 Ha Bceku 3 ceMHIIN).

[NoaxoasimuTe 3a BKIIOYBaHE MALMEHTH Ca UMAJM SMUTEIeH KapIUHOM Ha SHYHHUIHTE, (haIOTHEBUTE
TpBHOU MM TBPBUYEH NEPUTOHEATIEH KapIIMHOM, KOWTO € Iporpecupai B paMKuTe Ha <6 mecena oT
IpeAIIeCTBAIa TEPANHs C TUIATHHA, ChCTOAIIA CE OT Hali-MaJKo 4 IMKbJIa Ha Tepanus C IJIaTHHA.
[TarmenTkuTe TPsIOBA J]a ca MMaJIM OYaKBaHa MPOABIDKUTEIHOCT Ha JKMBOT OT > 12 ce/IMUIM U J1a He
ca MmoJTy4aBaJii MpeJiy TOBa JTbUeTepanus Ha Taza u kopema. [loBeuero nanuentku ca owm ¢ FIGO
ctamuit I1IC wm cranuii IV. [ToBeuero ot 6oiauTe B ABeTe rpymnu ca umanu ECOG dyHkimroHaneH
craryc (PS) 0 (CT: 56,4 % cpemy CT + BV: 61,2 %). [IponienrsT Ha nanuentkure ¢ ECOG PS or 1
wm > 2 e 38,7 % u 5,0 % B rpynara ¢ CT u 29,8 % u 9,0 % B rpynara ¢ CT + BV. Ima uadopmarms
3a pacoBara npuHaexHocT Ha 29,3 % oT mauueHTKUTE, KaTo MOYTH BCUYKU OOJTHU ca OMIH OT
Osttata paca. MeauaHara Ha Bb3pactta Ha nanuenTkure € 61,0 (rpanuia: 25-84) ronuuu. 0610 16
naiueHTky (4,4 %) ca Ha Bp3pact > 75 rouuu. O0Iara 4ecTora Ha PEyCTaHOBSBAHE TOPAIH
HekenaHu cvouTus e 8,8 % B rpynara ¢ CT u 43,6 % B rpymara ¢ CT + BV (npenumMHo mopaau
HEXXEeJIaHW ChOUTHS cTereH 2-3), a MeJMaHaTa Ha BPEMETo JI0 IpeycTaHoBsiBane B rpymnara ¢ CT + BV
e 5,2 mecena B cpaBHeHHeE ¢ 2,4 mecena B rpynara ¢ CT. UectoTrara Ha mpeycTaHOBSIBaHE MTOpaan
HeXellaH! CHOUTHS B TIOJIrpyIara MalueHTK Ha Bh3pact > 65 rogunu e 8,8 % B rpynara ¢ CT u
50,0 % B rpymara ¢ CT + BV. HR 3a I1bIT e 0,47 (95 % CI: 0,35, 0,62) u 0,45 (95 % CI: 0,31, 0,67) B
noArpymnure < 65 u > 65 croTBETHO.

[TbpBUYHATA KpaiiHA TOUKA € MPESIKUBIEMOCT O€3 TPOrpecH s, C BTOPUUHHU KPAHHU TOUKH, BKIFOUBAIIN
CTEICH Ha 00CKTUBHO MOBJMsIBAHE U 001 TPSKUBIEMOCT. Pe3ynrarure ca npencraBeHu B
Tabmmua 23.
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Tabauna 23 Pe3ysraru 3a epukacHoct ot m3nursane M0O22224

Il pBHYHA KpaiiHa TOUKa

[pexuBsieMoct 6e3 mporpecus™

CT CT+BV
(n=182) (n=179)
Menuana (Mecenn) 34 6.7
Koeduuuenr Ha puck
(95 % CI) 0,379 [0,296, 0,485]

p-cToiHOCT <0,0001

BTopu4HY KpaliHA TOYKH

CrerneH Ha 0OEKTUBHO MOBJIMsABAHE™* ™

CT CT+BV
(n=144) (n=142)
% manueHTH ¢ 00EKTHBHO MOBJIMSBAHE 18 (12,5 %) 40 (28,2 %)
p — cTOMHOCT 0,0007
OO611a npexuBsieMocT (OKOHUATEIIeH
aHau3)***
CT CT+BV
(n=182) (n=179)
Menuana Ha OIT (Mecern) 13,3 16,6
Koedunuent Ha puck
(95 % ClI) 0,870 [0,678, 1,116]
p-cTOHHOCT 0,2711

Beuuky aHanusy, NpeAcTaBeH: B Ta3u TabNHIa, ca CTpaTHOUINPAHN aHATH3N.

* [TbpBUYHUAT aHAIN3 € U3BBPILEH C KpaiiHa jara 3a chOupane Ha ganHute 14 HoemBpu 2011 1.
**PaHI0OMHU3UPAHU MALMEHTH ¢ U3MEPUMO 3a00JIsiBaHe Ha U3XOJIHO HUBO.

***(OKOHYATETHUAT aHATM3 Ha 001IaTa MPEXKUBSIEMOCT € U3BBPIICH IPU HaOII01aBaHeTo Ha 266 CMBPTHU
ciyyad, KoeTo npesncrasisiBa 73,7 % OT BKIIIOUCHHUTE MAI[HSHTH.

W3nuTBaneTo mocTrura mbpBUYHATA CH 1esT — nogoopenue Ha [1BI1. B cpaBHeHue ¢ manueHTHTe €
peunAMBHpAIl, PE3UCTEHTEH Ha IUIaTHHA KapLHHOM, JICKYBAHU C XUMUOTEpanus (ITaKJIMTaKCel,
toroTekaH wm PLD) camocrosiTenHo, nanMeHTuTe, KOUTO ca MoTydaBaiy oepannu3ymad B J103a

10 mg/kg na Bceku 2 cenmuru (nm 15 mg/kg Ha Bceku 3 ceqMuIM, aKo € M3IMO0JI3BaH B KOMOHHALHSI C
1,25 mg/m® Tonorexan B 1HU 1-5 Ha Bceku 3 ceMMIIM) B KOMOMHAIIUSA ¢ XUMUOTEPATHUs 1
MPOIBIDKABAT JIa TTOTyYaBar OeBalu3yMad J1o Iporpecus Ha 3a00JsIBaHETO MIIM HEMPUEMITBA
TOKCHYHOCT, Ca IMaJIM CTATUCTHYECKH 3HaYnMo nogoopenue Ha [1bI1. ExcrinoparopauTe aHanmsu Ha
[TBIT u OIT cniope xXuMHOTEpanieBTUUHATA KoXopTa (makimrakces, Tornorekad u PLD) ca 0600ienn B
Tabmua 24.
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Tab6auna 24 Excnuoparopun anamusu Ha [IBII u OII cniopen xumMmnorepaneBTHYHATA
KOXO0pTa

CT CT+BV

IMakauTakcen n=115
Menauana Ha [TBI1 (mecenn) 3,9 ‘ 9,2
Koedumuent na prck (95 % 0,47 [0,31, 0,72]
Cl
Menuana Ha O)H (mecern) 13,2 | 224
Koedurmenr ua puck (95 % 0,64 [0,41, 0,99]
Cl)
Tomorexkan n=120
Menuana Ha I1BIT (Meceru) 2,1 ‘ 6,2
Koeduuuent Ha puck (95 % 0,28 [0,18, 0,44]
Cl)
Menuana Ha OIT (Mecenu) 13,3 | 13,8
Koeduuuent Ha puck (95 % 1,07 0,70, 1,63]
Cl)
PLD n=126
Mennana Ha I1BI1 (Mecenn) 3,5 ‘ 51
Koedunuent Ha puck (95 % 0,53 [0,36, 0,77]
Cl
Menuana Ha O)H (mecerm) 14,1 | 13,7
Koedurmenr na puck (95 % 0,91 10,61, 1,35]
Cl)

Pak na mamounama wuiixa

GOG-0240

Eduxkacnocrra 1 6e30macHoctTa Ha Avastin B KoMOMHAIMS ¢ XUMUOTepanus (aKIMTaKceI U
IUCIUIATHH, WM MAKJIUTAKCEN U TOMOTEKAaH ) IIPH JICYCHNE HA MAIIMEHTH C TIEPCUCTHUPAILL,
peLINBHUPAII] MM METACTa3upall KapiHOM Ha MaTOYHATa IMHKa € Ol[CHEeHA B MPOYyYBaHEe
GOG-0240, pannoMu3upaHoO, OTKPUTO, MHOTOILICHTPOBO KIMHUYHO u3nuTBane (aza Il ¢ uetupu
pamMeHa.

006110 452 MaNMEHTH ca PaHIOMHU3UPAHH J1a IOTy9aBaT €IHA OT CIICTHUTE CXCMU:

e [axmmrakcen 135 mg/m? i.v. 3a 24 vaca Ha Jlen 1 u nucnmarus 50 mg/m? i.v. Ha Jlen 2, Bceku
3 cenmunm (G3W); wim
Maxmarakcen 175 mg/m? i.v. 3a 3 yaca Ha Jlen 1 u mucrnarus 50 mg/m? i.v. wa Jlen 2 (g3w);
WIH
Maxmarakcen 175 mg/m? i.v. 3a 3 yaca na Jlen 1 u mucrmarua 50 mg/m? i.v. wa Jlen 1 (q3w)

e Tlaxmmrakcen 135 mg/m? i.v. 3a 24 yaca na Jlen | u upcrutatua 50 mg/m? i.v. Ha Jlen 2 mmoc
oeBar3ymab 15 mg/kg i.v. na Jlen 2 (q3w); wim
Makmurakcen 175 mg/m?i.v. 3a 3 waca na Jlen 1 u mucrmatus 50 mg/m? i.v. na Jlen 2 mtoc
oeBar3ymab 15 mg/kg i.v. va Jlen 2 (q3w); wium
Makmurakcen 175 mg/m?i.v. 3a 3 waca na Jlen 1 u mucrmatus 50 mg/m? i.v. na Jlen 1 mmoc
oeBar3ymab 15 mg/kg i.v. va Jlen 1 (g3w)

e [Maxmrakcen 175 mg/m? i.v. 3a 3 yaca na Jlen 1 u Tonorexan 0,75 mg/m? i.v. 3a 30 MuHyTH Ha
man 1-3 (g3w)
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e [laxmmurakcen 175 mg/m2 i.v. 3a 3 yaca na Jlen 1 u ronorekan 0,75 mg/m2 i.v. 3a 30 MunyTH Ha
auu 1-3 mroc 6eBanmzymad 15 mg/kg i.v. va len 1 (q3w)

[oaxonsamure 3a BKIIOYBAHE MALMEHTH ¢4 UMaJIM IEPCUCTUPALL, PELUIMBUPALL WM METacTa3upai
CKBaMO3HOKJIETHYEH KapLUHOM, aICHOCKBAMO3€H KapLITHOM HJIH aI€HOKapIIMHOM Ha MaTOYHATa
muiika, KOUTO HE ca Ce MOBJIMSIN OT XUPYPIUYHO JICUEHUE 1/ JIbYeTepanus, U KOUTO He ca
NOJTy4YaBalii IIpeIIecTBaIIa Tepamnus ¢ 6eannzymad wm apyru VEGF uaxuburopu, nimm cpencrsa ¢
murniena VEGF-penenropa.

Menunanara Ha Bp3pactta € 46,0 ronuau (rpanum: 20-83) B rpynaTa caMo Ha XMMHOTEpaHst U

48,0 ronuuu (rpanuim: 22-85) B rpynaTa Ha Xumuotepanus + Avastin; karo 9,3 % oT malieHTuTe B
rpymnara caMo Ha XuMHoTepanus u 7,5 % OT maleHTuTe B rpynara Ha xumuorepanus + Avastin ca Ha
BB3pacT HaJ 65 roauHH.

Ort 452 nanueHTy, paHI0MU3UPaHN Ha U3XOJHO HUBO, IIO-ToJIsIMara yacT ca ot Osutata paca (80,0 % B
rpymara camo Ha Xumuorepanus u 75,3 % B rpynaTta Ha xumuorepanus + Avastin), umar
CKBaMO3HOKJIeThuUeH KapuuHoM (67,1 % B rpymara camo Ha xumuorepanus U 69,6 % B rpynara Ha
xumuoteparus + Avastin), IMaT nepcHCTHpaIo/peluanBupaio 3abomnsane (83,6 % B rpymnara camo
Ha xuMuorepanus u 82,8 % B rpynata Ha xumuortepanus + Avastin), umar meracrasu Ha 1-2 mecta
(72,0 % B rpymara camo Ha xuMHOTepanus u 76,2 % B rpynara Ha XumuoTepanus + Avastin), umar
3acsarane Ha iuMmbnHuTe B3 (50,2 % B rpynaTa caMmo Ha XxumuoTepanus 1 56,4 % B rpymnara Ha
XuMHOTepamus + Avastin) 1 uMaT uHTepBaj 0e3 JieueHue ¢ matuaa > 6 mecena (72,5 % B rpymnara
camo Ha xumuoTepanus u 64,4 % B rpynara Ha xumuoTepanus + Avastin).

[IbpBHUYHATA KpaifHa TOUKA 332 €(PUKACHOCT € 00IIaTa MPEKHUBIIEMOCT. BTOpHYHUTE KpaliHU TOYKH 3a
e(hMKaCHOCT BKITIOUBAT MPEXKUBACMOCT 0€3 MIPOTrPecHsi U CTENIeH Ha OOCKTUBHO TIOBJIHSIBAHE.
Pesysrarure OT MbPBUYHUS aHAIN3 U MPOCIICASIBALIMS aHAJT3 Ca TIPESJCTABSHU CIIOPE]T JICUCHHETO C
Avastin u criopejt Jle4eHHeTO B U3IMUTBAHETO, ChOTBETHO B Tabmmria 25 u Tabwra 26.
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Ta6auna 25 Pesyararu 3a epukacHoct ot n3nurBane GOG-0240 cnopen JieyeHUeTO ¢
Avastin

Xumuorepanus Xumuorepanus + Avastin
(n=225) (n=227)

IIbpBUYHA KpaiiHA TOYKA

O6ma npexxussiemoct — [Ibpeuuen ananus®

Menuana (meceru)® 12,9 | 16,8

Koedpuuunent Ha puck [95 % Cl] 0,74 10,58, 0,94]
(p-croitnoct® = 0,0132)

O6ma npexussiemoct —Ilpocaensipam anaaus’

Menuana (meceru)® 13,3 16,8

Koedpuuunent Ha puck [95 % Cl] 0,76 [0,62, 0,94]
(p-croitnocT™® = 0,0126)

BropuuHy KpaiiH¥ TOYKH

Mpesxussiemoct 6e3 nporpecusi — [Ibpeuyen ananus®

Menuana na ITBIT (mecern)® 6,0 ‘ 8,3

Koeguuuent na puck [95 % Cl] 0,66 [0,54, 0,81]
(p—CT017IHOCT5 <0,0001)

Haii-no6po o6uro nopiusiane — [ILpBudeH anamm3®

Pecnionziepu (CTereH Ha MOBJIUSBAHE)? 76 (33,8 %) 103 (45,4 %)
95 % Cl 3a cTeneHy Ha MOBIUABAHE® [27,6 %, 40,4 %] [38,8 %, 52,1 %]
Pasnuka B CTENEHUTE HA IOBIUSIBAHE 11,60 %

95 % Cl 3a pasnukara B CTEIICHATE Ha [2,4 %, 20,8 %]

nosnuspane’*

p-croiirocT (Xu-KBaapar Tecr) 0,0117

! Ouenku no Kaplan-Meier

2 TTauMenTH ¥ NPOLIEHT Ha NallMeHTUTE ¢ Haii-106po 061110 nopnussane ¢ noTebpaeH CR umm PR mporeHT,
M34YHUCIIEH [I0 OTHOLIEHHE Ha MAlMEHTUTE ¢ U3MEpHMO 3a00I1BaHe Ha U3XOJHO HUBO

395 % CI 3a enna GuHOMUHANHA Ipo0a ¢ M3MoN3BaHe Ha MeToaa Ha Pearson-Clopper

4 TTpubmusurenen 95 % Cl 3a pasnukara oT JBe CTOHHOCTH € U3M10J13BaHe Ha MeToza Ha Hauck-Anderson

% JlorapuTMHYHO NpeoOpa3zyBaH PaHKOB TecT (CTpaTudHIUpaH)

® [IbpBMYHKAT aHAIIM3 € U3BBPILEH IIPU KpaiiHa nara 3a chOupane Ha ganHuTe 12 nexemspu 2012 1. U ce cuura
3a OKOHYATEJICH aHAJIN3

" TIpocnensBaiusaT aHaan3 € U3BbPLIEH ¢ KpaiiHa nara 3a choupane Ha ganaurte 07 mapt 2014 1.

8 p-croiiHoCTTa € MOKa3aHa camo ¢ OTKCATENHA LEN

55



Taoauua 26

JICYCHHUECTO B UBIIMTBAHETO

Pe3yararu 3a 06ma npe:xuBsieMoct oT npoyuBane GOG-0240 cnopen

CpaBHsiBaHe Ha

O6ma npexxussiemoct — [TbpBHUeH
ananus!

0012 mpexXUBIEMOCT —
ITpocnenssall aHamus?

JICUECHUETO Jpyr daxTop Koepuuuent Ha puck (95 % Cl) Koepunuent Ha puck (95 % Cl)
Avastin cipsimo Iucrnarua+ 0,72 (0,51, 1,02) 0,75 (0,55, 1,01)
6e3 Avastin [MaknuTakcen (17,5 cnipsimo 14,3 mecena; (17,5 crpsimo 15,0 mecena;
p = 0,0609) p =0,0584)
Tonorekan+ 0,76 (0,55, 1,06) 0,79 (0,59, 1,07)
Iaknurakcen (14,9 crpsimo 11,9 mecera; (16,2 cripsimo 12,0 mecera;
p=0,1061) p =0,1342)
Tonotexan+ Avastin 1,15 (0,82, 1,61) 1,15 (0,85, 1,56)
ITaxnurakcen (14,9 crpsimo 17,5 mecena; (16,2 crpsimo 17,5 mecena;
CIIPSIMO p = 0,4146) p =0,3769)

Hucnnatun +
[TaknuTakcen

0e3 Avastin

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

1,08 (0,80, 1,45)
(12,0 crpsimo 15,0 mecena;
p =0,6267)

! TIbpBuuHMAT aHAM3 € U3BBPILEH TP KpaiiHa nara 3a chOupane Ha gannuTe 12 nexemspu 2012 r. U ce cuura

3a OKOHYaTCJICH aHaJIu3

2 TIpocnensBaliuaT aHaau3 € U3BbPLIEH NPU KpaiiHa jaTa 3a choupane Ha nanuute 07 mapt 2014 r.; Bcudku
P-CTOMHOCTH ca MOKa3aHU CaMo C OIMcaTeNHa el

HeduammMHa nonyaayus

EBpomneiickara areHIms o JiekapcTBaTa 0CBOOOK/1aBa OT 3aIbJDKCHUETO 32 IIPEIOCTaBSIHE Ha
pe3ysTaTUTE OT MPOYyYBaHHATA ¢ OeBalIM3yMad BbB BCUYKH ITOATPYITH Ha TIEAHATPHYHATA TOMYJIAIlHsI
3a 0JJ00peHHTE MMOKa3aHMsI IIPU PaK Ha I'bpJaTa, aIcHOKapIMHOM Ha Je0eI0TO YepBO U PeKTyMa,
KapIuHOM Ha Oesmte 1poboBe (ApeOHOKIEThYCH U HeApeOHOKIIEThUEH KapLMHOM), KapLMHOM Ha
0B0peka u OBOPEUHOTO JieTeHYe (C U3KIII0YCHUE Ha HEBpOoOIacToM, HedpobiacTtomaTosa,
CBETJIOKJICTHYCH CapKOM, Me300siacTeH HehpoM, ObOpedeH MeayIapeH KapiuuHOM U padIoHIeH TyMOp
Ha OBbOpeKa), KapIUHOM Ha SHYHUIUTE (C U3KITFOUYEHUE Ha PabIOMHOCAPKOM U
TepPMUHATUBHOKIICTHYHU TYMOPH ), KApIIMHOM Ha (ajionueBUTe TPHOU (C N3KIIOYCHHE Ha
pabaomMrocapkoM M TePMUHATHBHOKIIETHYHN TYMOPH ), IEPUTOHEANICH KapIIMHOM (C M3KIIFOUCHHE Ha
6J1acTOM M CapKOM) M KaplTHOM Ha IIMHKaTa Ha MaTKaTa, U KapIMHOM Ha MaTKarta.

Bucokocmenenen anuom

He e HabmrogaBana aHTUTYMOpHA aKTUBHOCT B JIBE ITO-paHHU MpoyuBaHus pu o6mro 30 memna Ha
BB3pacT > 3 TOJWHH C PEUANBUPAI WA TPOTPECUBEH BUCOKOCTEIICHEH TJIMOM, JIEKYBaHH C
6eBanu3ymab u upuHorekan (CPT-11). Hama noctarhuno HH(pOpMALHS, 32 1a Ce OMpeIein
Oe3omacHocTTa U epuKkacHOCTTA Ha OeBaru3ymMad Ipy Aena ¢ HOBOIUATHOCTHIIMPAH BUCOKOCTEIICHEH

TJIMOM.

e B enHo kIMHUYHO npoy4uBaHe ¢ eqna rpyna (PBTC-022), 18 xera ¢ peuuanBupari uim
IPOrPECUBEH BUCOKOCTEIICHEH TIIMOM U3BBH BAPOIMEBHSI MOCT (BKIIFOUUTEIHO § C
rimobiactoM [C30 crernen V], 9 ¢ ananmactuden acrpormroM [crenieH ] u 1 ¢
aHarutacTuueH onuroaenaporimom [crenen 1)) ca nekyBanu ¢ 6eBarsyma6 (10 mg/kg) npes
JIBE CEIMHITH U cJie]] ToBa ¢ OeBann3ymad B komOuHarms ¢ CPT-11 (125-350 mg/m?) Benubx
Ha JIBE CEMHUITH JI0 Iporpecus. Hama oOekTHBEH (YaCTHYeH WM ITbJICH ) PAAHOIOTHYEH
orroBop (kpurepuu Ha Macdonald). TokcHYHOCTTa U HEXKETAHUTE PEAKIMH BKITIOYBAT
apTepuaiHa XUIepToHus U yMopa, kakto u ucxemus Ha [IHC ¢ ocTsp HEBposoruueH

hitinzanze
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e B perpocriekTUBHA cepHsl B €IHO JieueOHO 3aBeieHue, 12 MmocienoBaTeIHO MOCT BN JIela
(2005 1. mo 2008 1.), ¢ peruaBUpAILl WK MPOTPECUBEH BUCOKOCTeNeHeH riauoM (3 cse C30
crerieH 1V, 9 cbe crenen 1) ca nekyBanu ¢ 6eBanu3ymad (10 mg/kg) u uprHOTEKaH
(125 mg/m?) npe3 2 cemmuny. HsMa IbIHK OTTOBOPH, KATO MMa 2 YaCTUYHH OTTOBOPA
(xputepuu Ha Macdonald).

B enHo pannomusupano npoyusane dasza |1 (BO25041) oburo 121 marmeHTr Ha Bb3pact > 3 roAuHA
10 <18 romuHM C HOBOJMArHOCTUIMPAH CYIIPATEHTOPHANICH WIIH HH(paTEeHTOpUaJeH IiepedenapeH
WM nieiyHKynapeH Bucokocrenenex riauoM (high-grade glioma, HGG) ca niekyBanu moctonepaTuBHO
¢ mpuetepanus (JIT) u agroBanteH Temosonomus (T) cbe mm 6e3 6eBanm3ymatd: 10 mg/kg mpes

2 ceZMHIM 1.V.

ITpoyuBaHeTO He MocTUra IbPBUYHATA CH KpaiiHa TOUKA 3a JJOKa3BaHE HA 3HAYMMO [10J00peHne Ha
npexuBsemoctta 6e3 crourus (I1IBC) (ouenka Ha LlenTpanHara KOMUCHS 3a Mperyie Ha
penrrenorpadekute ganuu (Central Radiology Review Committee, CRRC)) cien mobaBsine Ha
oeBar3ymab kM pamoto ¢ JIT/T B cpaBHenue ¢ pamoro camo ¢ JIT/T (HR =1,44; 95 % CI: 0,90,
2,30). Te3u pe3yirati CbOTBETCTBAT HA PE3yATATUTE OT PA3JINYHU AHAJIM3U HA YYBCTBUTEIHOCTTA H
Ha ChOTBETHUTE KJIMHUYHHU MOArpynH. Pe3ynrature oT Bcuuky Bropuunu kpaiiHu Touku (I[16C,
orienena or uscnenosarens, 1 ORR u OII) He moka3Bar mogo0peHne, CBbP3aHo ¢ JOOABSHETO Ha
6eBarnzymab keM pamoto ¢ JIT/T B cpaBHenue ¢ pamoto camo ¢ JIT/T.

JlobassiHero Ha Avastin kem JIT/T He moka3Ba kaMHUYHA 0132 B ipoyuBane BO25041 mpu 60
TAIMEHTH — Je1a, TIOIXO/IAIIMN 32 OLEHKA, C HOBOJAMATHOCTHIIMPAH CYIIPATeHTOPHAIICH MITH
uH(ppaTeHTOpHAIICH 1IepebeapeH Wil e AyHKyaapeH BucokocteneneH ramoMm (HGG) (k. Touka 4.2
3a uH(OpMaIHs OTHOCHO yroTpeda B MeIHaTpusTa).

Caprom Ha mexume mvKaHu

B enHo pangomusupano npoyusane dasza |1 (BO20924) o6uro 154 nanmenTr Ha Bp3pacT > 6 Mecela
110 <18 roguHu ¢ HOBOJAMArHOCTUIMPAH METacTa3upajl padIOMHOCAPKOM M CAPKOM Ha MEKUTE ThKaHH,
pasiuyeH oT pabJIOMHOCAPKOM, Ca JISKYBaHH ChC cTaHaapTHO Jedenue (uuaykiwms IVADO/IVA+/-
JIOKaJTHA TeParus, TOCJIeIBAHO OT MOIbPIKAIIa TEPAIHSI ¢ BUHOPEIONH U IUKI0(PochHaMuI) ChC Win
6e3 0eBarm3ymad (2,5 mg/kg/cenmuia) ¢ 00IIa MPOABIKUTEIHOCT Ha JICYCHUETO PUOIH3UTENHO 18
Mecena. KbM MOMEHTa Ha OKOHYATEHUS ITbPBHYCH aHAJIN3, TbPBHYHATA KpaliHa TOYKa
npexussieMocT 6e3 choutue (I15C), oleHeHa pu HEe3aBUCUM IICHTPAJICH MPETJIe], He MOKa3Ba
CTaTHCTHYECKU 3HaYMMa pas3iiiKa MeXIy JBeTe pameHa Ha jeuenne, HR 0,93 (95 % ClI: 0,61, 1,41; p-
croitroct = 0,72). Pazimkara 8 ORR Mexy 1BeTe paMeHa Ha JIe4eHHUe MPH MAJIKOTO MMaIMEHTH, KOUTO
ca UMaJH U3MEPHM TYMOpP Ha M3XOJIHO HHBO M TTOTBBPJICH OTTOBOP MPEIH MOMy4YaBaHe Ha KAaKBATO U
Jla € JIOKaJIHa Teparus, OlCHEH ITPH He3aBHCUM IieHTpasieH npertet, e 18 % (Cl: 0,6 %, 35,3 %):
27/75 nammentu (36,0 %, 95 % CI: 25,2 %, 47,9 %) B pamoro Chemo u 34/63 nanuentu (54,0 %,

95 % CI: 40,9 %, 66,6 %) B pamoro Bv+Chemo. OkonuareHuTe aHaIM3K HA 00IIATa TPESKUBSIEMOCT
(OIN) He moka3BaT 3HaYMMa KJIMHUYHA 10132 OT 100aBsSHETO Ha OeBanm3ymMad KbM XUMHOTEpAIHs TpU
Ta3u MOMyJIaIys MAIHCHTH.

B xmmanuno n3nuTBane BO20924 nobassHero Ha Avastin KM CTaHAapTHOTO JICUCHHE HE € MOKA3aIIo
KIMHUYHA T10J13a MTPH MOAJIEKAIMTe Ha OlleHKa 71 nmarueHTH Jena (Ha Bb3pact oT 6 Mecera 10 moa
18-romuiiiHa BB3pacT) ¢ MeTacTasupaj padbIOMHOCAPKOM M CAPKOM Ha MEKUTE ThKaHH, pa3dnyeH OT
pabmomuocapkom (k. Touka 4.2 3a HHPOpPMaIHsE OTHOCHO yIoTpeOa B HEeHATPUSTA).

Yecrorara Ha HC, Bximrountenno HC crenen > 3 u cepuosnn Hexenanu croutust (CHC), e cxonna
MEXIy ABETEe paMeHa Ha jieueHue. I B aBere pameHa Ha jedeHue He ca HacTbimm HC, Bomemy 10
CMBPT; BCUYKU CMBPTHH CIIydad ce OTAaBaT Ha Imporpecus Ha 3abonsBaHeTo. JlobaBsHeTO Ha
Oezann3ymal KbM Pa3IMYHUTE BH3MOXKHOCTH 3a CTAaHJAPTHO JICUEHHE U3TJIeKAa Ce MOoHacs 100pe B
Ta3M NeUaTPUYHAa MTOMYJIalHsl.
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5.2 @dapmMakoKHHETHYHH CBOWCTBa

dapMaKkOKHHETUYHHTE JAaHHU Ha OeBaliM3yMad ca MOTydeHH OT JeceT KIMHIUIHU H3TUTBAHHS TPH
HalUEeHTH ChC COJMUIHU TYMOPH. [Ipy BCHYKN KIMHUYHU W3MHUTBAaHMs OeBarM3yMal e Ipuiiarat upes3
i.v. mH(y3us. CkopocTTa Ha HH(Y3UsITA € 3aBHCea OT MOHOCUMOCTTA, KaTO MPOABKHUTEIHOCTTA Ha
HadanHaTa nHOy3us e 6mna 90 munytr. PapMakoKHMHETHKATa Ha OeBar3yMad e JIMHelHa Ipy /1039,
Bapupamm ot 1 1o 10 mg/kg.

Pasnpenenenue
O6wuuaiiHata cToiHOCT 3a HeHTpanaus 0oeM (Ve) e 2,73 1 u 3,28 | choTBeTHO 32 MBXKE U KEHH, KOETO

€ B rpaHuInTe, onvcanu 3a IgGs u 1pyru MOHOKJIOHATHU aHTHTea. OOMyaiiHaTa CTOWHOCT 3a
nepudepuus ooem (Vp) e 1,69 | u 2,35 | choTBeTHO 32 MBKE M KEHH, Korato OeBar3ymab ce
Ipuiara eJHOBPEMEHHO C aHTUHEOINJIACTUYHH cpeficTBa. Cres KOpUrupaHe Cropes TeIeCHOTO TErIo
MBXeTe ca nMaiy no-roism Ve (+ 20 %) B cpaBHEHHE C )KEHUTE.

buorpanchopmarms

Ouenkara Ha MeTabosM3Ma Ha OeBal3yMal Mpy 3ailiu ciel eJHOKpaTHa I.V. 1032 OT
OeBarM3yMal e rokasana, 4e MeTaboIMTHUAT MYy MPOQHII € MOI00CH Ha TO3H, OYaKBaH IIPY HATUBHATA
IgG monekyna, kosito He cBbp3Ba VEGF. MeTaboau3MbT 1 eTMMUHUPAHETO Ha OeBanu3ymad ca
1o700HM Ha IpolecuTe NpH eHxoreHHus IgG, T.e. mpeIMMHO Ype3 IPOTEONUTHYEH KaTaboIn3bM B
OpraHu3Ma, BKJIFOYHTEIHO B €HIOTSIIHUTE KICTKH, KaTo HE Ce pa3yuTa MPEAMMHO Ha eJIMMHHUPAHE
npe3 Ob0peruTe u yepaust Apod. Cebp3BaneTo Ha IgG ¢ FcRn penenrtop Bojm 10 npeoTBpatsBaHe Ha
KJICTHYHUS META0OIM3BM H J0 MO-TIPOABIDKUTEIICH TEPMUHAIICH MOTY>KHBOT.
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Enumunupane
CroiiHoCcTTa Ha KJIMpbHCa € paBHa cpeaHo Ha 0,188 1 0,220 | qHEBHO CHOTBETHO 3@ MBKE M JKCHH.

Cren kopurupase crope]] TeIeCHOTO TErJI0 MbXeTe MMaT M0-BUCOK KIMPBHC Ha OeBann3ymad
(+ 17 %) B cpaBHeHue ¢ xxeHute. Cropen JBYKOMITAPTUMEHTHHSI MOJICIT €ITMMUHAIIMOHHUST
MOJTY>KUBOT € 18 THM Py TUMHYHUTE MAIUeHTH-KeH! U 20 THU NPH TUIUYHUTE MalluEHTH-MBXKE.

HuckuTte cToitHOoCTH Ha a10yMUHA U BUCOKO TYMOPHO HATOBapBaHE OOMKHOBEHO Ca MOKA3aTeIIHU 32
TexecTTa Ha 3a0omsiBaneTo. KimpbsHCHT Ha OeBarmzymab e npuoimsutenHo ¢ 30 % mo-0bp3 npu
MAIMEHTUTE ¢ HUCKH HUBA HA CEPYMHHUSI AJIOYMHUH U ChC 7 % M0-0bp3 MPH MAIUEHTH C MTO-BUCOKO
TYMOPHO HATOBapBaHE B CPAaBHEHHE C THITMYHUS MMAIIMECHT C METUAHHA CTOWHOCTH HA aIOYMUH U
TYMOPHO HAaTOBapBaHe.

q)a[ZMaKOKI/IHCTI/IKa IIpY CIICIIUAJIHU TTOIYJIAITuN
HOHyHaHI/IOHHaTa (bapMaKOKI/IHGTI/IKa ¢ buna AHAJIM3MPaHa IIpU Bb3PACTHU U IICIUATPUYIHU MMALTUCHTH

C IIeJT OLICHKA Ha e(h)eKTHTe Ha AeMorpadCKUTE XapaKTepUCTUKU. [Ipu Bb3pacTHU nanyeHTn
pe3ynTaTuTe He ca IOKa3aJy 3HauMMa pa3iiKa BbB (papMaKOKMHETHKATa Ha OeBaIm3ymMad 1o
OTHOIIICHHE Ha BB3pacTTa.

Bvbpeuno yepeacoane

He ca npoBexaanu npoyuBaHusi 3a U3CJeIBaHE Ha (hapMaKOKWHETHKATa Ha OeBanu3ymad mpu
nanvieHT ¢ 6bOpEeYHo yBpeKIaHe, Thid Karo ObOpeuTe He ca OCHOBHUSAT OpraH 3a MeTa0oIn3upaHe
WM eKCKpels Ha OeBarm3ymad.

YeprodpobdHo yepesicoatie

He ca npoBexaanu npoyuyBaHus 3a U3cjieiBaHe Ha papMaKOKWHETHKaTa Ha OeBannzymad mpu
HALUEeHTH C YepHOIPOOHO YBpEXKIaHe, Thil KaTO YUSPHUAT Ipo0 HE € OCHOBHUSAT OpraH 3a
MeTaboIM3UpaHe I eKCKpeLust Ha OeBaun3ymal.

Tleouampuuna nonyrayus

®dapMakoKWHETUKATa Ha OeBa3yMal e oreHeHa mpy 152 jiena, I0HOIH U MJIau Bb3PaCTHH

(7 mecena 10 21 romuny, 5,9 1o 125 kQ) B 4 KIMHUYHK POYYBAHHUSI TIPU U3MOI3BaHE HA
MOMyJIAIIMOHEH (hapMaKOKUHETHYCH Mojiell. DapMaKOKHHETUIHUTE Pe3yiITaTH MTOKA3BaT, ue
KIMPBHCHT U 00EMBT Ha paslpeieiCHUe Ha OeBaliu3yMad ca CpaBHUMU IIPU IAUATPUIHUTE U MIIAJIH
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BB3pPACTHU NALUCHTH, KOTaTO CE€ KOpUTHUPAT CIIPAMO TECJICCHOTO TCIJIO, KaTO UMa TCHACHI U
CKCIIO3UIMATA Ja CC IOHMXKaBa IIpy HaMaJIsIBaHE Ha TCJICCHOTO TCTJIO. B'b3paCTTa HE € CBbp3aHa C
Q)apMaKOKI/IHCTI/IKaTa Ha 6eBaI_II/I3YMa6, KOraro €€ B3cMC MMpcABU I TCICCHOTO TCTJIO.

dapmakoKWHETHKATa Ha OeBarm3yMad e qoope oxapakrepusupana upe3 @K mMozen Ha nequaTpuiHa
norynanwust ipu 70 narmenty B npoyusane BO20924 (1,4 no 17,6 rogunwu; 11,6 no 77,5 kg) u 59
nanuenty B mpoyusane BO25041 (1 xo 17 rogunmy; 11,2 no 82,3 kg). B npoyusane BO20924
EKCIIO3UIUATA Ha OeBalln3yMal 1Mo MPUHIIKII € IT0-HUCKA B CPABHEHUE C TUIIMYCH Bb3PACTEH MaIl[UCHT
npu chiara no3a. B npoyusane BO25041 excriozunusita Ha O6eparu3ymab e mojo0Ha B CpaBHEHHUE C
TUTNHYCH BB3PACTCH MAIMEHT MPH ChIIaTa 103a. B IBeTe MpoyvYBaHUs MMa TCHACHITHS SKCIIO3UITUATA
Jla ce TIOHIKaBa IIPY HaMalsiBaHe Ha TEeJIECHOTO TETJIO.

5.3 TlpeaKJTUHUYHHU JAHHU 32 0€30MACHOCT

[1pu npoy4BaHusi C MPOIBIDKUTEIHOCT 10 26 CeIMUIIM TP MaitMyHH Cynomolgus e Hab:ronaBana
JIMCIUTA3Ms Ha emu(U3UTE IPU MIIAJIH KUBOTHH C OTBOPCHHU PACTEIKHHU TUIOUKHU TIPUA CPEITHUA CEPYMHHU
KOHIICHTpAIMX Ha OeBalu3yMad Mol OYaKBAHUTE TEPATICBTUYHHN CPESTHU CEPYMHHN KOHIICHTPAIIUH MTPH
xopa. [loka3aHo e, ye mpH 3aiiu OeBal3yMad HHXHOMUpa 3a3paBIBaHETO Ha PAHUTE B JO3H O]
npejyiaraHara KJInHHu4Ha 103a. JlokasaHo e, ue e(peKThT BhpXy 3a3/IpaBsSBaHETO HA paHUTE € OMIT
HaI'BJIHO O0OpaTHM.

He ca IMPOBEIKIAHU ITPOYUBAHMA 3a OIIPEACTIAHEC HAa MYTaFeHHI/ISI 1 KaHIOCPOIrcHCH NMOTCHIIMA Ha
OeBarzymao.

He ca u3BbpiiBanu crieniupuaHN MpoOyYBaHUs BHPXY JKUBOTHH 32 OIpeJieNisiHe Ha e)eKTa BhpPXY
(deprunurera. Moxe obade f1a ce ouakBa HexemNaH e(eKT BbpXy (epTHINTETa IPU )KEHUTE, Thil KaTo
IMpOy4YBaHMATA 34 TOKCHUYHOCT ITPHU MHOT'OKPATHO MPUJIOKCHUEC ITPU ) KUBOTHU Ca IMOKa3aJIn
MHXUOUpaHe Ha y3psIBaHETO Ha SITYHUKOBUTE (DOJMKYIIM M HaMalsiBaHe/oTcheTBHE Ha COrpus luteum
(ofcvimo mAno) ¥ CBBP3aHO ¢ TOBA HaMaJIeHHE Ha TErJI0TO Ha SIUHHUILINTE U MaTKaTa, KakTo U
HaMaJIsiBaHe Ha Oposi HA MEHCTPYaIHUTE LIUKIIH.

JokazaHo e, ye OeBann3zymMad nMa eMOPHOTOKCHYEH B TepaToreHeH eeKT Mpy MpuiiaraHe mpy 3aiiim.
Ha6mronaBanute eekTr ca BKITIOYBAIN HAMaJsIBaHE HA MAYMHOTO U (DETATHOTO TEJIECHO TETJIO,
yBeMUYeH Opol (heTaTHu pe30pOIMK 1 TIOBUIIICHA YECTOTA Ha CTCIU(PUIHH TOJICMH BUCIEPAITHHU U
ckenetHH (eranau Mandopmauuu. Hebnaronpusaren edekT BbpXy ¢derycute € HabmoaaBaH npu
BCHUYKH U3CJIEJBaHU 103U, OT KOUTO Hall-HHUCKATAa /1034 € JIOBEJA 10 CPEHN CEPYMHH KOHIICHTPAIlUH
puOIN3UTENTHO 3 IBTH MO-BUCOKU OT IOCTUTHATHTE NPH MHAWBUAM, ToTydaBaym 5 mg/kg npes

2 ceqvui. MiHpopManus 3a ¢eraaHu ManpopManyi, KOUTO ca HaOJI01aBaH! ITPU
MOCTMAapKETHHIOBaTa yrnorpeda e fAajeHa B Touka 4.6 OepTunureT, OpeMeHHOCT U KbpMEHE U TOUKa
4.8 Hexenanu eKapCTBEHHU PEAKLIUH.

6. DAPMAIIEBTUYHU JAHHHU
6.1 CHucbk Ha IOMOIIHHUTE BellecTBa
Tpexanoza guxunpar

Hatpues docdar

[Hommucop6ar 20

Bona 3a umkekuun

6.2 HecbBMecTHMOCTH

To3u nmekapcTBeH MPOAYKT He TPSIOBA J]a ce CMeCBa C APYTH JIEKAPCTBEHU POAYKTH, C U3KIIFOUEHHUE Ha
IIOCOYEHHUTE B TOUKA 6.6.
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HabnroaBaH e 3aBUCHM OT KOHIICHTpAIUATa TPOQUI HA pasrpakJane Ha 6eBanu3ymad mpu
paspexkaaHe ¢ rIIIOKo3HU pastBopu (5 %).

6.3. Cpok Ha rogHocT

diakoH (HEOTBOPEH)

3 roauHu.

PaspeneH iekapcTBeH MPOIYKT

Jloka3aHa € XuMHYHA U (pU3UIHA CTAaOMITHOCT 110 BpeMe Ha yrnorpeba B mpoxbibkerne Ha 30 THU npH
2°C no 8°C u nombiIHUTENHO B Tpoabbkenue Ha 48 yaca mpu 2°C 10 30°C B MHKEKIIMOHEH pa3TBoOp
Ha HatpueB xuopua 9 mg/ml (0,9 %). Ot MuKpoOGHOIOrUYHA TJIeIHA TOUKA POAYKTHT TPIOBa Jia ce
M3M0J13Ba BetHara. AKO He ce M3I0JI3Ba Be{Hara, BpeMETO 1 yCJIOBUATA Ha ChbXPaHEHHUE ca
OTTOBOPHOCT Ha OTPEOUTE ISl 1 OOMKHOBEHO HE TpsiOBa jaa HaaxBhpIAT 24 yaca pu 2°C o 8°C,
OCBEH aKO Pa3peIaHeTo He € U3BBPIICHO MPH KOHTPOJIMPAHH U BAJTMAMPAHH ACETITHYHU YCIIOBHSI.

6.4 CpneunajHH yCJIOBHS HA ChXpPaHeHHe

Ja ce chxpansiBa B xinaquiHuk (2°C — 8°C).

[a He ce 3ampasssa.

CoxpaHsBaiiTe uiakoHa B KapTOHEHATa OIMaKOBKa, 3a J]a Ce Mpena3y OT CBETJIMHA.

3a ycloBuATa Ha ChXPAaHEHUE HA JIEKAPCTBEHUS MPOIYKT CIIe/l pa3pexkaaHe BUKTE TouKa 6.3.

6.5 Bwuau chabpkaHue HA ONAKOBKATA

4 ml pa3rBop BBB (iakoH (cThkIO THII [) che 3anmymanka (0yTuinoBa ryma), ceabpikain 100 mg
OeBaruzymao.

16 ml pasrBop BBB (hrakoH (cThkio THII [) Cche 3amymianka (OyTiioBa ryma), chaspxair 400 mg
OeBannzymao.

OmnakoBka oT 1 ¢uakoH.

6.6 Cneunajnu Npeana3sHu MepPKH NPH U3XBBPJISIHE H padoTa

He pasknamaiite ¢nakona.

Avastin TpsiOBa Ja ce MPUToTBs OT MEIUIIMHCKH CTICIMAIACT KAaTo CE U3IMO0NI3Ba aCeNTUYHA TEXHHKA, 32
Jla C€ OCUTYPH CTEPUIIHOCTTA Ha MIPUTOTBEHHS Pa3TBOP. 3a MPUTOTBsHETO Ha Avastin TpsOBa jia ce
M3I0JI3BAT CTEPHIIHA UIJIA U CIPUHIIOBKA.

Heo0xoaumMoTo komuecTBO OeBany3yMad TpsaOBa Ja ce U3TErIIU M pa3pe.Iiu 10 Hy>KHUS 00eM 3a
NPUIOKEHUE C MHIKEKIIMOHEH pa3TBop Ha HatpueB xuopua 9 mg/ml (0,9 %). Konuenrpanusra Ha
KpaiiHusI pa3TBOp Ha OeBann3ymad TpsiOBa qa 0bze B rpanuimre ot 1,4 mg/ml mo 16,5 mg/ml. B mo-
rojsiMa 4acT OT ClIyJauTe HeoOX0quMoTo KoiamdecTBo Avastin moxe na ob1e paspeaero ¢ 0,9 %

MHKEKIIMOHEH pa3TBOP Ha HATPUEB XJIOPH 10 001 odoem ot 100 ml.

[Ipeay nmpuaaraHeTo UM JIEKAPCTBEHUTE MIPOYKTH 32 MAapeHTepaTHO PUIIOKEHHE TPsiOBa /1a ce
MPOBEPAT BU3yaJIHO 33 HAIMYME HA BUIMMH YaCTHIIM U MPOMSIHA Ha IIBETA.

He e HaOromaBaHa HECHBMECTHMOCT MEXKIY Avastin M CakoBe OT IOJTMBUHUII XJIOPHU UK
moNMoJNe(hH FIIM CHCTEMUTE 332 WH(Y3HSI.

Avastin e camo0 3a eJHOKpaTHa yrnoTpe0a, Thil KaTo IPOLYKTHT HE ChAbPKa KOHCEPBAHTH.
Hewusnon3panusr JICKapCTBCH NPOAYKT WJIM OTIIAABYHUTE MAaTCpraI OT HET'O TpH6Ba Ja C€ U3XBBPJIAT
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B CHOTBCTCTBUEC C MCCTHUTC U3UCKBAHUA.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Roche Registration GmbH

Emil-Barell-Strasse 1

79639 Grenzach-Wyhlen

I'epmanus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/04/300/001 — ¢naxon ot 100 mg/4 ml

EU/1/04/300/002 — ¢naxon ot 400 mg/16 ml

9. JATA HA TBbPBO PA3PELHIABAHE/ITIOJHOBSIBAHE HA PA3SPEIIEHHUETO 3A
YIIOTPEBA

[Hara Ha nppBo paspemaBane: 12 sayapu 2005 r.

Jara Ha nocnenno nonHosiBane: 14 smyapu 2015 T.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

ITompoOHa uHpoOpMaIUs 3a TO3M JICKApPCTBEH MPOAYKT € IIpeiocTaBeHa Ha yeOcaiita Ha EBponeiickara
areHius 1o Jekapcrsara (EMA): http://www.ema.europa.eul/.
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MIMPUJIOKEHME 11
NNPOU3BOAUTEJIN HA BUOJIOT'MYHO AKTUBHOTO
BEIIECTBO U ITPOU3BOJAUTEJL, OTTOBOPEH 3A
OCBOBOXJABAHE HA TIAPTHU/IA

YCJI0OBUA WIN OT'PAHUYEHUA 3A TOCTABKA 1
YIIOTPEBA

APYI'N YCJIOBUA U UBUCKBAHUSA HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJI0BUA WJIN OT'PAHUYEHUSA 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUS TPOAYKT
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A.  TPOU3BOJUTEJIN HA BUOJIOI'HYHO AKTUBHOTO BEIIECTBO U
MNPON3BOIUTEJI, OTTOBOPEH 3A OCBOBOXJIABAHE HA ITAPTUIN

HmMe u agpec Ha MPOU3BOIUTEINTE HA OHOIIOTMYHO AKTUBHOTO BCIHICCTBO

Genentech, Inc.

1 DNA Way

South San Francisco, CA 94080-4990
CAIIL

Genentech, Inc.

1 Antibody Way
Oceanside, CA 92056
CAII[

F. Hoffmann-La Roche Ltd
Grenzacherstrasse 124
CH-4070 Basel
IIBelinapus

Roche Singapore Technical Operations, Pte. Ltd.
10 Tuas Bay Link
Singapore 637394

Cunramyp

Hme u agpec HA TPOU3BOIUTENISA, OTTOBOPEH 32 0CBOOOKIABAHE HA MAPTHJINATE

Roche Pharma AG

Emil-Barrell-Str. 1,

D-79639 Grenzach-Wyhlen

I'epmanus

b. YCJOBUsA NWIN OI'PAHUYEHUS 3A TOCTABKA U YIIOTPEBA
JlekapCTBEHUST MPOIYKT CE OTITyCKa IO OrPaHUYCHO JeKapcko npeanucanue (Bx. [Ipunoxenue I:
Kpatka xapakreprcTrKa Ha IpOAyKTa, Touka 4.2).

B. JAPYI'MYCJIOBUs U NBUCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA
. IHepnoguynu akTyaJau3upanu qokjaaam 3a oesonacuoct (ITAJIB)

WzuckBanusra 3a nonaBane Ha [IAJ[b 3a To3u tekapcTBeH MPOAYKT ca MOCOYEHH B CITUCHKA C
pedepentnute natu Ha EBponeiickus cpto3 (EURD crnmcewk), npeauzen B ui. 1078, an. 7 or

Hupexrusa 2001/83/EO 1 BbB BCUUKH CIIEBAIIH aKTyaJH3alnH, MyOIMKyBaHH HA €BPONICHCKUS
yeOmopTal 3a JIeKapcTBa.

r. YCJ0OBUs WIN O'PAHUYEHNSA 3A BE3OIIACHA U E@EKTHUBHA YIIOTPEBA
HA JIEKAPCTBEHUA ITIPOAYKT

o Ilnan 3a ynpasjenune Ha pucka (ITYP)
[Mpurexarensat Ha pasperieruero 3a ynorpeda (ITPY) TpsiOBa n1a n3BbpIIBa H3UCKBAHUTE ICHHOCTH U

JIECTBUS, CBBP3aHU C TIPOCTe/siBaHe Ha JieKapcTBeHaTa 6e30MacHOCT, TocoueHu B ogoopenus [TYP,
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npeactaseH B Moayn 1.8.2 Ha pa3penieHnero 3a ynorpebda, KakTo U IMPH BCUUKH CIIeABAIIH
CBIVIACYBAaHU aKTyanu3auuu Ha ITYP.

Axryanmuzupan [TYP TpsoBa na ce moaasa:

e 110 UCKaHe Ha EBponeiickara areHuus 1no JeKapcrnara;

e BHHAarW, KOraro ce U3MEHs CUCTeMaTa 3a yIpaBJeHUE Ha PUCKa, 0COOCHO B pe3yJTaT Ha
MoJTyyaBaHe Ha HOBAa MH(OPMAIHs, KOSITO MOXKeE /1a I0BEIE 10 3HAUYMMU IPOMEHH B
CHOTHOILIEHUETO MOJI3a/PUCK, UJIM CJIe/l JOCTUIaHEe Ha BaKEH eTarl (BbB Bpb3Ka C IIPOCieasiBaHe
Ha JieKapcTBeHaTa 0e30MacHOCT MM CBEXKIAHE HA PUCKA 10 MUHUMYM).
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MIMPUJIOKEHME 111

JAHHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA JJA CbAbP/KA BTOPUYHATA OIIAKOBKA

KAPTOHEHA KYTUA

1. HUME HA JIEKAPCTBEHMUSA NIPOAYKT

Avastin 25 mg/ml koH1eHTpaT 32 UH(Y3HMOHEH Pa3TBOP
OeBannzymad

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

Bceku ¢nakon cpabpxa 100 mg 6eBannzymad.

‘ 3. CIIMCBK HA IIOMOIIIHUTE BEINECTBA

Tpexayio3a AMXUIpat, HaTpreB Qocdart, momucopodar 20, Boja 3a MHIKEKIHH.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B E/JHA OITAKOBKA

KOHIICHTPAT 33 HH(Y3UOHEH Pa3TBOP
1 ¢maxon ot 4 ml
100 mg/4 ml

‘ 5. HAYHMH HA NPUWIOKEHUE U ITbT(ULIA) HA BbBEK/IAHE

3a MHTPaBEHO3HO MPHIIOKEHHUE CIIEN pa3pesknaHe
[Ipenu ynorpeda mpoyerere IMCTOBKATA

6. CIIEHUAJIHO IIPEAYHNPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBbXPAHSBA HA MACTO JAJIEYE OT NOIJIEJA U TIOCEI'A HA JELIA

IIa C€ CbXpaHsBa HAa MACTO, HCAOCTBIIHO 3a ACTia

| 7. JIPYTU CHEUMAJIHHM MIPEJLY IPEXIEHMSI, AKO E HEOBXO/IUMO

To3u nexapcTBeH NPOAYKT HE ChIAbPKa KOHCEPBAHTH

‘ 8. JATA HA I3TUYAHE HA CPOKA HA T'OAHOCT

I'onen no:
3a cpoka Ha TOAHOCT Ha Pa3peZIeHOTO JIEKAPCTBO MTPOYETETE JIMCTOBKATA
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‘ 9. CIIEHUAJIHUA YCJOBUA HA CbXPAHEHHE

Ja ce chxpansiBa B xinaquiHuk (2°C — 8°C).
[a He ce 3ampassBa.
CoxpansBaiiTe uiakoHa B KapTOHEHATa OIMaKOBKa

10. CHEIHWAJIHU IPEAITA3ZHU MEPKMU ITPU U3XBBHPJISTHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTU WIN OTIIAABYHU MATEPUAJIU OT
TAX, AKO CE UHBUCKBAT TAKHUBA

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

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
I'epmanus

12 HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/04/300/001

| 13. TAPTHJEH HOMEP

ITapt. Ne

14, HAYUH HA OTITYCKAHE

HeKapCTBeHI/ISIT MPOAYKT CC OTITYCKa I10 JICKAPCKO NPCAINMCaHuC

| 15.  YKA3AHMSI 3A YIIOTPEBA

| 16, MH®OPMAILMSI HA BPAIJIOBA A3BYKA

IIpueTo e ocHOBaHWE 1a He ce BKItoun nHpopMmarus Ha bpaitiosa a30yka

‘ 17. YHUKAJIEH WIEHTHO®OUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 6apko/ ¢ BKIIOUEH YHUKAJICH UACHTU(DHUKATOD

‘ 18. YHUKAJIEH UAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT MAJIKUTE EJJMUHUYHU
II'bPBUYHU OITAKOBKH

DJIIAKOH

1. HUME HA JIEKAPCTBEHUS NNPOAYKT U IbT(UIIA) HA BbBEXKJIAHE

Avastin 25 mg/ml koHuEHTpaT 3a HH(Y3UOHEH pa3TBOP
OeBannzymad
LV.

2. HAYHMH HA ITPMJIOKEHUE

3a MHTPaBEHO3HO MPUJIOKEHHUE CIIEN Pa3pexaaHe

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

EXP

4. IHAPTUAEH HOMEP

Lot

5. CBbADBPKAHUE KATO MACA, OBEM WIN EJUHUIIN

100 mg/4 ml

6. JIPYTO
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JAHHH, KOUTO TPABBA JJA CbAbP/KA BTOPUYHATA OIIAKOBKA

KAPTOHEHA KYTHUA

1. HUME HA JIEKAPCTBEHUSA MTPOAYKT

Avastin 25 mg/ml koH1eHTpaT 32 UH(Y3HMOHEH Pa3TBOP
OeBannzymad

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

Bceku ¢nakon cpabpxa 400 mg 6eBaunzymal.

‘ 3. CIIMCBK HA IIOMOIIIHUTE BEINECTBA

Tpexayio3a AUXUIpar, HaTpueB Qocdart, momucopodar 20, Boja 38 MHKEKIHH.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B E/JHA OITAKOBKA

KOHIICHTPAT 33 HH(Y3UOHEH Pa3TBOP
1 ¢maxon ot 16 ml
400 mg/16 ml

‘ 5. HAYHMH HA NPUWIOKEHUE U ITbT(ULIA) HA BbBEK/IAHE

3a MHTPaBEHO3HO MPHIIOKEHHUE CIIEN pa3pesknaHe
[Ipenu ynorpeda mpoyerere IMCTOBKATA

6. CIIEHUAJIHO IIPEAYHNPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBbXPAHSBA HA MACTO JAJIEYE OT NOIJIEJA U TIOCEI'A HA JELIA

IIa C€ CbXpaHsBa HAa MACTO, HCAOCTBIIHO 3a ACTia

| 7. JIPYTU CHEUMAJIHHM MIPEJLY IPEXIEHMSI, AKO E HEOBXO/IUMO

To3u nexapcTBeH NPOAYKT HE ChABPKa KOHCEPBAHTH

‘ 8. JATA HA I3TUYAHE HA CPOKA HA T'OAHOCT

I'onen no:
3a cpoka Ha TOAHOCT Ha Pa3peZIeHOTO JIEKAPCTBO MIPOYETETE JIMCTOBKATA
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‘ 9. CIIEHUAJIHUA YCJOBUA HA CbXPAHEHHE

Ja ce chxpansiBa B xinaquiHuk (2°C — 8°C).
[a He ce 3ampassBa.
CoxpansBaiiTe uiakoHa B KapTOHEHATa OIMMaKOBKa

10. CHEIHWAJIHU IPEAITA3ZHU MEPKMU ITPU U3XBBHPJISTHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTU WIN OTIIAABYHU MATEPUAJIU OT
TAX, AKO CE UHBUCKBAT TAKHUBA

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

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
I'epmanus

12 HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/04/300/002

| 13. TAPTHJEH HOMEP

ITapt. Ne

14, HAYUH HA OTITYCKAHE

HeKapCTBeHI/ISIT MPOAYKT CC OTITYCKa I10 JICKAPCKO NPCAINMCaHuC

| 15.  YKA3AHMSI 3A YIIOTPEBA

| 16, MH®OPMAILMSI HA BPAIJIOBA A3BYKA

IIpueTo e ocHOBaHWE 1a He ce BKItoun nHpopMmarus Ha bpaitiosa a30yka

‘ 17. YHUKAJIEH WIEHTHO®OUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 6apko/ ¢ BKIIOUEH YHUKAJICH UACHTU(DHUKATOD

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT MAJIKUTE EJJMUHUYHU
II'bPBUYHU OITAKOBKH

DJIIAKOH

1. HUME HA JIEKAPCTBEHUS NNPOAYKT U IbT(UIIA) HA BbBEXKJIAHE

Avastin 25 mg/ml koHuEHTpaT 3a HH(Y3UOHEH pa3TBOP
OeBannzymad
LV.

2. HAYHMH HA INTPMJIOKEHUE

3a MHTPaBEHO3HO MPUJIOKEHHUE CIIEN Pa3pexaaHe

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

EXP

4. IHAPTUAEH HOMEP

Lot

5. CBbADBPKAHUE KATO MACA, OBEM WIN EJUHUIIN

400 mg/16 ml

6. JIPYTO
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b. JUCTOBKA

73



JIucroBka: nHpopmanus 3a noTpeduTeIs

Avastin 25 mg/ml koHieHTpAaT 32 HH(]Y3HOHEH Pa3TBOP
6epar3ymab (bevacizumab)

IlpoyeTere BHEMATE/IHO ISIVIATA JIMCTOBKA, IIPeIM Aa 3all0YHETE 1A U3M0JI3BaTe TOBA
JIEKAPCTBO, Thil KaTO TH ChAbpPika BaskHa 32 Bac undopmanus.

. 3amnasere Ta3u JUCTOBKA. Moxe Ja ce HaJlIoXu J1a sl IPOYETETE OTHOBO.

. AKO MMaTe HIKaKBU JONBJIHUTEIHN BBIIPOCH, onuTaiTe Bamms nexap, papmanesT uim
MEIMLHCKA CecTpa.

. AKO NoJTyuuTe HAKaKBU HEXEJIaHU JIEKapCTBEHU Peakluy, yBeaomere Bamus nexap,

(hapMareBT WM MeMIIMHCKA cecTpa. ToBa BKJIFOYBA M BCHUKH BH3MOXKHHU HEXEJIaHU PEaKIIvy,
HEOIIMCAaHU B Ta3H JIUCTOBKA. Bikre Touka 4.

Kakso ChAbPKA Ta3H JIMCTOBKA:

KaxkBo npejcraBisBa Avastin ¥ 3a KaKBO ce H3I0J3Ba
KakBo TpsiOBa 1ia 3HaeTe, npeau aa usnonssare Avastin

Kak na nznonssare Avastin

BBb3MOXHU HEXENAHN PEaKInH

Kak na cpxpansiBare Avastin

ChbabppkaHre HA OMAKOBKATA U TOMIBJIHUTEIIHA HH()OPMAIIHS

oahkownE

1. KakBo npencrasisiBa Avastin u 3a KakBo ce U310J13Ba

Avastin cbbp)ka aKTUBHOTO BEIIECTBO OEBAIM3yMad, KOETO € XyMaHU3UPAHO MOHOKIOHATHO
AHTHUTSLIO (BUJ OENTHK, KOWTO OOMKHOBEHO CE MTPOM3BEXIA OT IMYHHATA CHCTEMA, 32 JIa MOATIOMOTHE
3aIuTaTa Ha OpraHu3Ma ot UHQEKIus u pak). bepamm3ymal ce CBbp3Ba M30MPATEIHO C OENTHK,
HapeveH YOBEIKH ChA0B eHaoTeneH pacTexxeH (aktop (VEGF), koiiTo ce Hamupa BEpXy BBTpelHara
MTOBBPXHOCT HA KPHBOHOCHUTE M TUMGHU CHI0Be B opranusMa. benrsksr VEGF npeanzsuksa
MPOpacTBaHe Ha KPHBOHOCHUTE CHIOBE B TYMOpPA, KATO T€3W KPHBOHOCHH ChHIOBE CHAOASBAT TyMOpa C
XpaHWUTEJHU BelecTBa U kuciopos. Cren kato 6eBanmzymad ce cBbpke ¢ VEGF, TymopHUST pactex
Ce BB3MPETSITCTBA OT OJOKMpaHe Ha TPOPACTBAHETO HA KPHBOHOCHUTE CHIIOBE, KOUTO CHAOIIBAT
TyMOpa C XpaHUTEIHU BEIECTBAa U KUCIOPOJ.

Avastin e eKkapcTBO, KOETO ce M3MOJI3Ba 3a JIeUeHHE Ha Bh3PACTHH MAIMEHTH C PaK Ha Je0esioTo
YepBO WJIM PEKTYMa B HampeaHau craauid. Avastin e ce nmpusara B KOMOHHAIIUS C
XUMHOTEPANIEBTUYHO JICYCHNE, CHIBPKAIIO JIEKAPCTBO OT TpymaTa Ha (hIyopOrTUPUMUIUHUTE.

Avastin ce H3n0i3Ba CBIIIO0 TaKa U 3a JICUCHUE Ha Bb3PAaCTHU IMMAUEHTH C M€TacTa3upa paK Ha
MIleuyHaTa xie3a. Koraro ce nsnons3sa IIpy MalfMCHTH C paK Ha MJICYHATAa JKJIC3a, TOM IIIE Cce Impujiara
3a€aHO C XUMHUOTEPAIICBTUYCH JICKaPCTBEH NMPOAYKT, HAPCUECH MAKIUTAKCEIT NI KaHCLII/ITa6I/IH.

Avastin ce n3M0J3Ba ChILO U 32 JICUCHUE Ha BB3PACTHU MALUEHTH C HeAPEOHOKIIEThUEH PaK Ha OenHst
IpoO B HampeaHa cTaauil. Avastin 1ie ce mpuiara 3aeJHO C XMMHUOTEPANIeBTUYHA CXEMa, ChAbprKalla
TJIaTUHA.

Avastin ce u3mon3Ba ChIo 3a JCUYCHUE HAa BH3PACTHH MAIUCHTH C HANPEIHA HeJPeOHOKICTHYCH paKk
Ha Oemmst 1poO, Koraro paKoOBUTE KJIETKH UMAT celu(UUHN MyTalluK Ha €UH BUI OENTHK, HApEUCH
pelenTop Ha emuaepManHus pacrexker dakrop (EGFR). Avastin mie ce mpuiara B KOMOHHAIIAS C
€pIOTHUHHMO.

Avastin ce U3MoJ3Ba CHILO TaKa | 3a JieueHe Ha Bh3PacTHH MaIlMEHTH C paKk Ha ObOpenuTe B

HanpeaHan craguid. Korato ce u3mosissa npy nayeHTy ¢ pak Ha ObOpenure, TO! 111e ce npuiara
3ae/IHO C JPYT BUJI JIEKAPCTBO, HAPEUEHO MHTEP(EPOH.
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Avastin ce u3mos3Ba ChIIO U 32 JICUCHUE HA BH3PACTHH MAIMCHTH C HAIIPEIHAJ STUTEIICH KapIIMHOM
Ha SIHYHHUIUTE, (PATONTHEBUTE TPHOH MM IBPBUYCH MEPUTOHEasIeH KapiiuHoM. KoraTo ce u3nosssa
MIPY TIAIMEHTH C STTUTEIICH KapIHHOM Ha SIHYHUITUTE, (PaIOMUEBUTE TPHOH I ITBPBUYCH
MePUTOHEAJICH KapIIUHOM, TOH I1I¢ O'bJI¢ MPHJIaraH B KOMOMHAITUS C KapOOILJIaTHH M IMaKJIUTaKCEl.

Koraro ce u3mnos3sa npu Te3u Bb3pacTHU MAIMEHTH C HAIPEIHA SIUTEICH KapIUHOM Ha SHYHHUIUTE,
(anonueBuTe TPHOU WM IBPBUYCH TEPUTOHEATICH KAPIIMHOM, YUETO 3a00JISIBAHE € PEIUIMBHPAIIO
Haii-MaJKo 6 Mecela Ciiejl ocyieTHaTa XUMHOTEPaItsl, ChIbpKaIIl CPEJCTBOTO TUIaTHHA, AvVastin e
ce mpuJjiara B KOMOMHAIMsI ¢ KapOOIUIaTUH U TeMITUTAOWH, MK ¢ KapOOILJIATHH U MaKJIMTaKCel.

Koraro ce n3nonssa npy Te3u Bb3pacTHHU MALMEHTH C HAIPEIHAI eMUTEIeH KapiMHOM Ha SHYHULITE,
(anonueBuTe TPHOH MM ITbPBUYEH NTEPUTOHEANICH KapIIHOM, YHETO 3a00JBaHe ce € Bb300OHOBHIIO
HpeIy U3THYaHe Ha 6 Mecela clie]] OCJIeJHOTO JICYeHUE ¢ XUMUOTEPAleBTHYHA CXeMa, ChIbprKallia
TuiaThHa, Avastin e ce npruiara B KOMOMHAIUS C MTAKJIUTAKCEI, TONOTEKaH WM TIeTWIMpaH
JIUTI030MEH JIOKCOPYOUIIVH.

Avastin ce u3mon3sa ChIIO 32 JICYCHUE HAa Bb3PACTHHU MAIIUSHTH C TIEPCHCTHUPALLL, PELIHAUBHPALL HITA
MeTacTa3upai pak Ha MaTouHara mmiika. Avastin e ce npuiara B KOMOMHAIUS C MAKIMTAKCEN 1
LUUCIUIATUH, WK aITEPHATUBHO, C MAKIUTAKCEI U TOMOTEKaH IIPY MalMeHTH, KOUTO HE MOrar Jia
TOJTy4aBar JIedeHre C IJIaTHHA.

2. KakBo Tpsi6Ba 1a 3Haere, npeau aa u3noiassare Avastin

He uznoassaiite Avastin

. aKo CTE aJICpruuHU (CBPBXUYBCTBUTEIHN) KbM OeBar3yMad MM KbM HSKOS OT OCTaHAJIUTE
CHhCTaBKH Ha TOBA JIEKapCTBO (M30pOeHH B TOUKA 6),
. aKo CTe aJIeprUYHU (CBPBXUYBCTBUTEIHH ) KbM KICTHUHH MPOIYKTH OT KICTKH Ha SHYHUK HA

kutaiicku xamcrep (CHO) nnm apyru peKoMOMHAHTHY YOBEIIKH WM XyMaHU3UPAHU aHTUTEa,
. aKo cTe OpeMeHHa.

IIpeaynpe:xaeHust 4 NpeANaA3HU MePKHA
I'oBopete ¢ Bammst gekap, hapManeBT WM MEAMIIMHCKA CECTPa, IPean aa u3mon3eate Avastin

° Bb3MokHO € Avastin 1a yBEIMYM pUCKa OT pa3BUTHE Ha mepdopaliii B YpeBHATA CTeHA. AKO
nMate 3a00isIBaHe, TPEAN3BHUKBAIIO BH3MAIUTEINICH ITPOIEC B Kopema (Harp. TUBEPTHKYJIIHT,
CTOMAIITHA S13Ba, KOJIHUT, CBBP3aH C XUMHUOTEPAITN), MOJISL, OOCH/IeTe ToBa ¢ Barus Jexysaiig
JIeKap.

. Avastin Moxe J1a yBeIMYM pUCKa OT MOSIBaTa Ha MATOJIOTMYHO KaHATIe HIIH X0l MKy J1Ba
OpraHa Uik KPbBOHOCHU ChJI0BE. PUCKBT OT pa3BUTHE HA MATOJIOTMYHU KaHATYETa MEKITY
BJIATAJIMILETO U KOATO U J1a € 4acT OT YepBaTa MOXKE Jia C€ YBEIMYM, aKO UMaTe NEePCUCTUpPAll,
pEeLUIUBHpAII] HJIM MeTacTazupall pak Ha MaToyHaTa IIMHKa.

. ToBa nekapcTBO MOXKE Jla YBEJIMYU PUCKA OT KbPBEHE UIIM PUCKA OT MPOOJIEMH IIPU 3apacTBaHe
Ha paHata cjie] onepaims. Ako Bu npeacTou onepanus, ako CTe MPEThPIISIH FoJsiMa Orepartis
mpe3 MoceTHUTE 28 JHU WITH aKO BCE OIe MMaTe He3a3IpaBsiia paHa Cie]l onepalys, He
TpsiOBa J1a ce JieKyBaTe C TOBa JIeKapCTBO.

. Avastin Moxke J1a yBeJIMYM PUCKa OT pa3BUTHE HAa CEPHO3HU MH(EKIIMU HA KOXKaTa U 10-
JBJIOOKUTE TIOAKOMXKHHU CJIOEBE, OCOOCHO aKO CT¢ MMaJU mepdopaliis Ha YpeBHATA CTCHA HITH
MPOOJIEMH ChC 3aPACTBAHE HA PAHUTE.

. Avastin moxe /1a MOBUIIIK YeCTOTaTa Ha BUCOKO KPBBHO HAJSITaHe. AKO HMAaTe MOBUILCHO
KPBBHO HaJlsTaHe, KOETO HE C€ KOHTPOJIHpa J00pe ¢ JeKapcTBa 3a KPbBHO HaJSITaHe, MOJIS,
KOHCYNTHpaiiTe ce ¢ Bamus nekap, Thil KaTo € BaXKHO J1a e YBEPUTE, Ue KPHBHOTO Bu Hanmsrane
€ 1o/ KOHTPOJI, IPE/IU J1a 3al0vHeTe JieueHueTo ¢ Avastin.
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AKO MMaTe WM CTe UMaJi aHeBpu3Ma (pasiipsiBaHe U OTcIadBaHe HA CTEHA HA KPbBOHOCEH
Ch[I) HJIM Pa3KbCBaHE Ha CTEHA HA KPHBOHOCEH ChHII.

ToBa JICKapCTBO MOXKC Ja YBCJIMYU PUCKA OT IOsAABA HA OCITHK B YpuHarta, 0COOEHO aKo Beue
HNMATC IMOBUIICHO KPBBHO HAJIATAHC.

PuckbT or 00pasyBaHe Ha KPbBHU CHCUPELHM B apTePUUTE (BUJ KPHBOHOCHH CHIOBE) MOXKE /1a
ce yBEJIMYH, aKO CTe Haj 65-ToANIIHA BB3PAcT, aKO UMaTe JUadeT WM ako Mpeiu cTe UMain
KPBBHH ChCUpELM B aprepuure. Mo, ropopete ¢ Bamms nekap, Tbi KaTO KPbBHUTE ChCUPELU
MOJKe J]a oBeAaT 10 HH(APKT Ha MHOKapaa U HHCYAT (MO3BYEH yAap).

Avastin Moxe ChIIIO Ja MOBHUILH PUCKA OT Pa3BUTHE HA KPbBHU ChCUPELIH BB BEHUTE (BUJI
KPBHBOHOCHH CBHOBE).

ToBa jekapcTBO MOKE Jia MPeIU3BHKa KbpPBEHE, 0COOCHO CBBP3aHO C TyMopa. Mo,
KOHcynTHpaiTe ce ¢ Bamms nekap ako npu Bac nim BbB Bairero ceMelicTBO MMa citydau Ha
KBPBEHE MJIM aKO B3€MATE JIEKApCTBA 32 pa3pekIaHe Ha KpbBTa 10 KAKBATO U a € IPUIHHA.

Bw3moxHo ¢ Avastin ia mpem3Brka KbpBEHE B M OKOJIO MO3bka. MoJis, 00ChIeTe TOBA C
Bamnsa nexap, ako uMaTe MO3bUHH METACTa3H.

Bb3mokHO e Avastin ga yBennun pucka OT KbpBEHE B OeuTe ApoOOBE, MPOSBSIBAIIIO CE C
KaIllJINIA WK TUTFOeHE Ha KpBB. Mods, o0chaere ToBa ¢ Bamms siekap, ako cte ro 3adens3amm
Tpeu.

Avastin Mmoxe J1a yBeIMYH PUCKa OT pa3BUTHE Ha ChpaeyHa ciadoct. BaxkHo e Bammst nexkap
Jla 3Hae, aKo HAKOTa CTE Ce JIEKyBaJM C aHTPAlMKIMHY (HalpuMep, TOKCOPYOUIIHH -
cnenr(uveH BUI XUMHOTEpanusi, KOsITO ce Ipujiara 3a Je4eHHe Ha HAKOU BUJOBE PaK) nim Bu
€ TpaBeHa JTbYeTepanys Ha TPBAHMS KO, I aKO MMAaTe ChPJCYHO 3a00IIBaHE.

ToBa JekapcTBO MOKE Jia Tper3BHKa HHPEKINH 1 HaMalleHHe Ha Opost Ha HeyTpodunmre (BU
KPBBHHU KJICTKH, Ba)KHH 3a 3aiurata Bu ot Oakrepun).

Bb3morkHo € Avastin na mpean3BHKa CBpbXYyBCTBUTEIHOCT W/HIIM PEaKU KbM UH(DY3HUsTa
(peakyu, CBbP3aHU C MHKEKTUPAHETO Ha JIEKapcTBOTO). Modst, kaxeTre Ha Bamms nekap,
(bapmareBT WM MEIUIMHCKA CECTPa, aKO CTe UMAaJIM MPEIH TOBa POOIEMH Clie]
WH)KeKTHPAHETO, HAMp. 3aMaliBaHe/IpUIaiaHe, 3a/1yX, II0lyBaHe W KOXKEH 00pUB.

Psiika HeBposorMdHA HeXellaHa Peakilys, HapeueHa CHHIPOM Ha MOCTepuopHa odpaThma
ennedanonarus (CITOE), e cBbp3ana ¢ geyenuero ¢ Avastin. Ako umate riaBodosre, MPOMEHH
B 3pEHUETO, 00BPKAHOCT HIIM I'bPUOBE C HIIM O€3 MOBUIIIEHO KPHBHO HAJISATAHE, MOJIS, CBBPKETE
ce ¢ Bamus nexap.

Moust, KOHCyJITUpATE ce ¢ Bamms gexap, JOpH aKo HIKOE OT TOPHUTE TBBPACHHUS CE € OTHACSIIO A0
Bac B Munanoro.

[Ipenu na Bu ce npunoxku Avastin uiam J0KaTo ce JeKyBate ¢ Avastin:

BeHara ysegomere Bamms nexap u 3p005ekap, ako ©MaTe MM CTe MMai 0oJKa B ycTaTa,
3p0MTE U/MIK YETIOCTTa, IOAYBaHE WM PaHU B yCTaTa, M3TPHIIBAHE MIIM YyBCTBO Ha TEXKECT B
YeJIIOCTTAa, UM Pa3KiallaHe Ha 350.

aKo TpsAOBa J1a ce MOJUIOKUTE Ha MHBA3UBHO 3600JICUCHNE NI CTOMATOJIOTMYHA ONEpaIys,
KaxeTe Ha Bamms 3p001ekap, ue ce JiekyBate ¢ Avastin, 0co0eHO KOraTo rmojxy4aBaTe Wi CTe
MOJTy4aBalii CHIO M WHXKEKUus ¢ OudocdoHaT B KpbBTa.
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Moske 1a ObieTe MOChBETBAHM a CE TIOJIOKUTE Ha CTOMATOJIONMYEH MPETJIe]] TPEIX 3allouBaHe Ha
JIedeHuero ¢ Avastin.

Jlena 1 IoHOIIH
VYnorpebara Ha Avastin He ce pernopbyBa IpH Jela U IOHOIMIH Ha Bb3pacT 1o 18 roauHu, Thil KaTo
0e30MMacHOCTTA U TI0JI3aTa MPH Ta3H MOMYJIalysl AIMEeHTH He ca YCTaHOBEHH.

Cpo01iaBa ce 3a 3aruBaHe Ha KOCTHA ThKaH (OCTEOHEKPO3a) B KOCTUTE, O3 3acsraHe Ha J0oiHaTa
YeITIOCT, MPH MAaIMeHTH Ha Bh3pacT noj 18 roauHu, jekyBanu ¢ Avastin.

Jpyru nexapcrsa u Avastin
WNudopmupaiire Bammis nexap, hapMarieBT nim MEIUITTHCKA CECTPa, aKO MpUeMaTe, HaCKOpO CTe
TIpHEMaJIi UK € Bb3MOXKHO J1a TIpUEMETE JIPYTH JeKapcTBa.

KomOunupaneTo Ha Avastin ¢ Ipyro JiekapcTBO, HapeueHO CYHUTUHHO Maat (MIPEANUCBaHO MPH PaK
Ha OBOpELUTE U CTOMAIIIHO-YPEBHUS TPAKT) MOXKE JIa JIOBEAC 10 TEXKKH HexKeJlaHu peakin. O0chaere
ToBa ¢ Bamus nekap, 3a 1a ce yBepuTe, ue npu Bac He ce KOMOMHHpAT Te3H JICKapCTBa.

Kasxere na Bammst nekap, ako ce JeKyBaTe ¢ XAMHOTEpaIiis Ha OCHOBaTa Ha IJIATUHA WJIM TAKCaHU 3a
pak Ha OenuTe IpoOOBE WM METACTAa3upall paK Ha MiIedHarTa Je3a. Te3u BUAOBE Tepars B
KoMOuHaIs ¢ Avastin MoKe J1a yBeJIM4aT PHCKa OT TEKKH HEXKEIAaH! PEaKIH.

Monns, nnpopmupaiite Bamms ngexap, ako Hackopo Bu e npunarana nnm Bu ce npunara gpuerepanus.

Bpemennoct, kbpMeHe u QpepTHINTET

He tps0Ba na u3nomn3eare ToBa JEKapcTBO, aKo cTe OpeMeHHa. Avastin MOXe 1a YBpeIu HEPOIEHOTO
Bu gere, ThiI KaTO MOXKeE Jia CIIpe Mpolieca Ha 00pa3yBaHe Ha HOBU KPBBOHOCHH Ch/IOBE. Bammmsr
nekap e Bu noceBeTBa Aa mpuiarate MEpKH 3a Ipeana3BaHe oT 3a0peMeHsIBaHe 10 BpeMe Ha
nedeHneTo ¢ Avastin u moHe 6 Mecela cie/ rmocjaeHara 103a Ha Avastin.

VYBeaomere HezabaBHO Barius nekap, ako cte OpeMeHHa, ako 3a0peMeHeeTe Mo BpeMe Ha JICUCHHUETO ¢
TOBA JICKAPCTBO WJIM IJIaHUPAaTe Ja 3a0peMeHeeTe B OJIM3KO0 ObeIe.

He tpsi6Ba na xbpMuTE 1O BpeMe Ha JieueHne ¢ Avastin U TToHe 6 Mecella clie/] TpuJiaraHeTo Ha
nocjenHara g03a Avastin, Thil KaTo TOBa JIEKAPCTBO MOXKE Jia TIOBJIMSE PacTeska U pa3BUTHETO Ha
Bamrero 6e6e.

Avastin moxe na yBpenu depruimreTa npu xeHure. Mousi, KOHCyITupaiite ce ¢ Bamms nekap 3a
MoBeYe UHGOpMaIIHSL

[TocwBerBaiite ce ¢ Bamms iekap, ¢apmaiieBT v MeJMIIMHCKA CecTpa Mpein yrnorpedara Ha KOeTo U
Jla € JEKapCcTBO

Ilo¢gupane u padoTa ¢ MAIIMHA

Hsma nannu, ye Avastin HamassiBa criocoOHOCTTa 3a modupane uim padoTa ¢ Mammuu. ChoO1aBa ce
obaue 3a CHHIIMBOCT M IIPUIIAIBIK TIPH yIioTpeba Ha Avastin. AKo MoIyduTe CUMITOMH, KOUTO
3acsrat 3peHUEeTO, KOHIICHTPAIHsITa HITH clocoOHOCTTa BU 32 pearupane, He modupaiite u He
paboTeTe ¢ MallMHHU, TOKATO CHMIITOMUTE HE M34YEe3HaTr.

Baxna undopmanus 3a HAKOU OT cheTaBKuTe Ha Avastin

ToBa snekapcTBO ChIbpxka mo-manko ot 1 mmol natpuii (23 mg) B eaun (iiakoH, T.e. MPAKTUYECKU HE
ChABpIKA HATPUH.
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3. Kaxk na m3noJssare Avastin

Jlo3upoBKa M Y4eCTOTA HA IPUJIOKEHHE

HeoOxonumara no3a Avastin 3aBUCH OT TeJIeCHOTO Bu Terno u Buia Ha pakoBOTO 3a001BaHe, KOETO
TpsOBa 11a ce nexysa. [Ipemoppunrennara qo3a e 5 mg; 7,5 mg; 10 mg wm 15 mg Ha kumorpam
TeJIeCHO Terio. Bamusar nexap e Bu npearnmuine mo3a Avastin, kosTo € moaxosia 3a Bac. Bue e
nony4aBare Avastin BeIHBX Ha 2 Wi 3 ceamuiu. bposar Ha nndysunre, kouto mwe Bu ce HanpassT,
3aBUCH OT OTroBopa Bu Ha neyenunero; Bue TpsOBa fa npoabirkaBaTe JEUEHHETO ¢ TOBA JIEKApCTBO,

JIoKaTo Avastin mpectaHe Ja Bb3MPENATCTBA pacTexa Ha TyMmopa. BammsT nekap e o6¢chau ToBa ¢
Bac.

Meroa ¥ HAYUH HA NPUJIOKEHHE

He pasknamiaiite hnakoHa. Avastin € KOHIIEHTpAT 3a HH(Y3HOHEH pa3TBop. B 3aBucuMocT ot no3ara,
KosiTO By e mpeanucana, yact WM LsIJI0TO ChAbpKaHue Ha (iakoHa Avastin 1ie ce paspean ¢ pa3rBop
Ha HaTpUeB XJIOpUJ Ipeaun ynoTpeba. Jlekap uimm MeauIMHCKa cecTpa e Bu mpumoxar To3u
paspelieH pa3TBop Ha Avastin oj ¢opmara Ha UHTpaBeHO3Ha HH(Y3Us (BEHO3HO KankoBo). IIepBaTa
nH(}Y31 1Ie ce TPUIokH 3a 90 MuHyTH. AKO T4 ce IoHece Ao0pe, BTopara HH(Y3Hs MOXe Ja ce
npunoxu 3a 60 munyTtu. Cieapammre nH}y3un moxe 1a Bu ce mpunarar 3a 30 MUHYTH.

IIpunosxkenuero Ha Avastin TpsiOBa 1a 0bJe BpeMEHHO NMPEKbCHATO

o aKo KPhBHOTO BH HaysTaHe ce MOBUINN CHUJTHO U CE HAJIOXKHU JICUCHHE C JICKApCTBA 3a KPhBHO
HaJISTaHe,

o aKo “Mare mpoOJIeMH ChC 3a3paBsBaHE HA PAHUTE CIIE]T ONIEpaIus,

o aKo CTe MOJJIOKEHU Ha Oreparusl.

Ipuno:xkennero Ha Avastin TpsiOBa OKOHYATEJHO 12 0bjle MPEKPATEHO, AKO MOJIYUHTE

J CHJTHO ITOBUILICHHE HA KPHBHOTO HaJIATaHE, KOETO He MOXKE J1a C€ KOHTPOJIHpA C JISKapCTBa 3a
KPBHBHO HAJISITaHE; MJIM BHE3AITHO CHIIHO TOBUILICHUE Ha KPHBHOTO HAJISITaHE,

o HaJIMYKMe Ha OCNTHK B ypHUHATA, IPUAPYKEHO OT OTOLH 10 TSIIOTO,

J nep¢opaliys Ha YpeBHaATa CTEHA,

. MaToJIOTNYHA TPHO00Opa3Ha BPh3Ka MM X0l MKy JUXaTeHaTa Tph0a U XpaHONPOBO/IA,

MEXIy BETPELIHN OpPraHH ¥ KOXaTa, MEXIy BJIATAJIMILIETO M KOSITO U Jla € 4acT Ha YepBaTa Win
MEXIy APYTH ThKaH!, KOUTO M0 MPUHIMII HE ca CBbp3aHu ((PUCTya) U KOUTO JIEKYBaLUAT
JIeKap CUMTa 3a TeKKO OTKJIOHEHHE OT HOPMAJHOTO ChCTOSIHUE,

CEpUO3HM MH(EKLIMH HA KOXKATA WU MO-IBJIOOKHUTE MMOAKOKHHU CIIOEBE

KPBBEH ChCUPEK B apTepHUHUTE,

KPbBEH ChCUPEK B KPHBOHOCHHUTE CHI0BE HA OenuTe JpoOoBe,

TEXXBK KPbBOU3JIMB.

Axo Bu ce npujioxku nopede oT Heooxoaqumara go3a Avastin
o MOXeE J1a IIOJTyqHTe TEKKAa MUTPeHa. AKO TOBa ce ClIy4u, TpA0Ba He3a0aBHO J1a yBEAOMMUTE
Bamms nexap, hapmarneBT WM MEIUIIMHCKA CECTpa.

Axo cre mpomycHamu Avastin

. Barmmst nekap e penm kora n1a Bu ce pane cnenpamara qo3a Avastin. Tpsioa 1a o0chauTe
TOBA C JIEKaps CHU.

AKo cTe cripesin ynorpedara Ha Avastin
[IpeycranoBsiBaHe Ha JedeHHETO ¢ Avastin Moxke aa cipe edekra My BbpXy TyMOpHHs pacTtex. He

MPEeKbCBalTE JIeYeHUETO CH ¢ Avastin peu Jia cTe 00OCHIMIM ToBa ¢ Barmms nekap.

AKX0 uMare HIKaKBH JOIBIHUTEIIHNA BBIIPOCH, CBBP3aHU ¢ ynoTpedara Ha TOBa JIEKapCTBO, ONHUTANTE
Bammws nekap, hapmaiieBT Wi MEAULMHCKA CECTPA.
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4, BBb3MOKHH HEXKeJTaAHT peakuuu

Kaxkro Bcuuku JICKApCTBa, TOBA JICKAPCTBO MOXKC Jida MPCAN3BHUKA HCKCIIaHU PCAKIIUHN, BBIIPCKU Y€ HC
BCCKU I' IIOJTy1daBa.

AKO TOITyuuTe HAKAKBY HEXEIIaH! JIEKAPCTBCHU Peakiny, yBeaoMere Bamus nexap, GpapmaneBT nimm
MEIUIMHCKA cecTpa. ToBa BKIFOYBA BCHYKH BH3MOXKHH, HEOMCAHU B Ta3W JIMCTOBKA HEXEIIAHH
peakuuu.

Hexenanute peakunu, n30poeHu mMo-107y, ca HaOI0JaBaHu, KOrato Avastin e npuiarad
€HOBPEMEHHO ¢ XuMHoTepanus. Toa He 03HauaBa HENPEMEHHO, Y€ TE3U HEXKEJIAaHU PEaKLUU ca
MPUIMHEHH TOYHO OT Avastin.

AJIepruYHM peakuuu

AKo MMaTe ajepruyHa peakiys, yBenoMere BeqHara Bammst nekap nuiay HAKON OT MEAULIMHCKUS
nepconai. [Ipu3HanuTe MoXe /1a BKIIIOYBAT: 3aTPYAHEHUS B UIIAHETO WM OOJIKa B rbpaute. Moske
JIa TIOJTyYUTE CHIIO U YEPBEHMHA UJIM 3a4€pBsIBAHE HA KOXKaTa WM OOPUB, CTYACHHU TPBIIKU U
BTpUCaHE, TajIeHE UM IIOBPBIIAHE.

TpsioBa He3a0aBHO 12 MOTHPCUTE MOMOIII, AKO TOJTYYHTE HAKOSI OT MOCOYEHUTE MO-T0JTy
HeKeJIAHH PeaKinu.

TexKu HeXKeJTaH! peaKIiy, KOUTO MOYKe J1a ObJIaT MHOT'0 YeCTH (3acsrar rmosede or 1 Ha
10 morpeOuTem), BKIIIOYBAT:

o IMOBHUIIICHO KPBBHO HAJIATAHE,
o YYBCTBO Ha U3TPBIIBAHE UJIM MPaBYYKaHE B PbLUETEC UJIKM KpaKara,
o HaMaJICH 6p0171 KPBbBHU KJIETKHU, BKIIFOUUTCIIHO oemu KPBbBHHU KJICTKHU, KOUTO ITOMArar B 60p6aTa

MPOTHB MHpEKIUUTE (TOBA MOXKE J1a O'b/ie MPUAPYKEHO OT MOBHUIIIEHA TEMITepaTypa), KakTo U
KJICTKHTE, KOUTO MTOMOMAraT ChCHPBAHETO Ha KPHBTA,

(] OTIaaHAJIOCT U JIUIICA Ha CHEPI'Ud,
ymopa,
L] Auapus, raiCcHEC, IOBPBIIAHC U KOPEMHA 60J'IKa.

TexxKku HexKeNaHu Peaki[uK, KOUTO MoXke Jia ObJaT yecTH (3acsrar ot 1 go 10 morpeburtenu na 100) ,

BKJIIOYBAT:

. nepdoparus Ha YepBo,

. KbPBEHE, BKIIIOYUTEIHO KbPBEHE OT OenuTe APoOOBE MPH NAMEHTH C HEAPEOHOKIIEThUEH

KapIMHOM Ha GenmTe ApoOoBe,

3aIylniBaHe Ha apTepUUTe OT KPbBEH ChCUPEK,

3aIlylIBaHE Ha BEHUTE OT KPbBEH ChCHUPEK,

3alylIBaHe Ha KPbBOHOCHHUTE ChJI0BE HA OenTe TpoOOBE OT KPbBEH ChCHUPEK,

3amyIIBaHe Ha BEHUTE Ha KpaKaTa OT KPbBEH ChCUPEK,

ChpJleuHa HeJOCTaThYHOCT,

Ipo0JIeMH ChC 3a3paBsBaHE HA PaHUTE CJe] Olepalys,

3ayepBsIBaHe, JIOLICHE, 00JE3HEHOCT, OOJIKa UM MOSBa Ha MEXYPH MO IPBCTUTE Ha PhLIETE UIN

Kpakara,

HamaJieH Opoi Ha YepBEHUTE KPbBHU KJIETKH,

TMIICa Ha EHEeprus,

CTOMAIIIHO ¥ YPEBHO HapyIICHHUE,

MYCKYJIHA U CTaBHa OOJIKa, MyCKYJIHA cI1abocCT,

CyXOTa B ycTaTa, KOMOMHMPAaHa C Ka)/1a U/UIH HaMaJleHue Ha KOJMYECTBOTO Ha ypUHATa M

MMOTHEMHSBAHETO M,

o BB3MaJICHNE HA JIMTABHIIATa HA yCTaTa U YyepBara, OeiuTe A1poOoBe U IUXATeITHUTE ITBTHINA,
PETPOAYKTUBHHUTE OPTaHU M MUKOYHUTE MTBTHIIA,

o PaHWYKH B yCTaTa M XpaHOMPOBO/a (TpbOara oT ycrara J0 cToMaxa), KOUTO MOKeE Jja ca
OONIe3HEeHH U J1a TPUYUHST 3aTPYIHEHO IPETTbIIaHe,
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00JIKa, BKIIFOUUTEIHO ri1aBoboiue, 6olika B rbpOa 1 Oolika B Taza U 00JIaCTTa Ha aHyca,
JIOKaJIM3UpaHo ChOUpaHe Ha THOM,

HUHQEKITUS U TO-CTIEIMATHO UHPESKIMS Ha KPHBTA WITH MUKOYHHS MEXYD,

HaMaJIeHO KPbBOCHAOIsIBAHE HA MO3bKA HITH UHCYIIT,

CHHJIMBOCT,

KbPBEHE OT HOCA,

YCKOPSIBAHE Ha ChPACYHHUSA PUTHM (ITyJca),

3amyIBaHe Ha YyepBara,

OTKJIOHEHWS B M3CIIEIBAHETO Ha yprHaTa (0eiThK B ypuHarTa),

3aJTyX WM HUCKHA CTOWHOCTH Ha KHUCJIOPOJ B KPBBTA,

HHOEKIMY Ha KOXKaTa WM JbJIOOKUTE CIOCBE MO/ KOXKATa,

(ucryna: nmaronornyHa TpHO00Opa3Ha BPh3Ka MEXKy BBTPEIIHA OPTaHK U KOXKaTa, UK JPyTH
THKaHH, KOUTO HOPMAJIHO HE Ca CBBhP3aHU, BKIFOUUTEITHO BPH3KU MEXKTy BIATAUIICTO U
yepBaTa, Py MaIl[HeHTH ¢ Pak Ha MaToYHaTa IINiKa.

TexKu HeKeTaHU PeaKIUy ¢ HeM3BECTHA YeCTOTa (0T HAIMYHUTE IaHHU HE MOXKE J1a ObJIc HallpaBeHa
OIICHKA), BKITIOYBAT :

CEpHO3HU MH(EKIMU HA KOXKATa MIIH MO-IBJIOOKUTE CII0EBE MOJ] KOXKaTa, 0COOEHO aKko UMaTe
OTBOPH B UpEBHATA CTEHA UJIM TPOOJIEMH, CBbP3aHH ChC 3apacTBAaHETO HA PaHUTE,

AIIEPTHYHU peakly (MMPU3HAIUTE MOXKE J1a BKIIFOUBAT 3aTPYAHEHO JUIIAHE, 3a4epBIBaHE HA
JIMIIETO, OOPUB, HUCKO KPHBHO HAISITAHE UIIM BUCOKO KPBBHO HAJISITAHE, MAJIKO KOJIMYECTBO
KHUCJIOPOJI B KPBBTA, OOJIKA B I'bPANTE, WM TaJCHE/TIOBPBILAHE ),

OTpUIaTeNieH eeKT BbPXY CIOCOOHOCTTA HA )KEHNUTE Ja MUMAT Jela (BHKTE IO-I0JIy CIIUCHKA C
HEeXEeJIaH! PeaKify 3a IOMbIHUTEIHHA MTPEHOPHKH ),

CHCTOSTHHE HA MO3bKa ChC CHMIITOMH, BKJIIOUBAIIH I'bpUOBE (TIPUTIAIBLIH ), TIABOOOIHE,
00BpKBaHE W TPOMEHU B 3pEHUETO (CHHIPOM Ha IIOCTEPHOpHA 00paTuMa eHrledanonaTus win
CIIOE),

CHMIITOMH, KOUTO Tpe/nonaraT IpOMeHH B HOpMaJHaTa MO3b4YHa yHKIuS (rIaBodonue,
MIPOMEHHU B 3pEHUETO, OOBPKBAHE MM THPUYOBE) M BUCOKO KPHBHO HAJISITAHE,

paslIMpsBaHe U OTCIa0BaHE HA CTEHA HA KPBbBOHOCEH ChJ] WM pa3KbCBaHE HA CTEHA Ha
KPBBOHOCEH ChJ1 (aHEBPU3MH U apTepHAaHH IHUCEKALIUN),

3aIlylIBaHEe Ha MHOIO MalTbK(KH ) KpbBOHOCEH(HH) Chi(0BE) B OBOpenuTe,

HeoOnyYaifHO BUCOKO KPBBHO HAJISITaHE B KPbBOHOCHUTE Ch/I0BE Ha OenuTe ApoOoBE, KOETO
npaBy paboTaTa Ha JsiCHaTa CTPaHa Ha ChPLETO MO-TPyAHA OT HOPMAJIHOTO,

OTBOp B XpYISUIHATA CTEHA, KOSITO pa3zesist HO3APUTE Ha HOca,

OTBOp B CTOMaxa WJIM YepBara,

OTBOpEHA paHa WM OTBOP B JIMTABUIIATa HA CTOMAaxa MM THHKOTO YePBO (CHMIITOMHUTE MOXKE
Jla BKJIIFOYBAT KOPEMHa O0JIKa, 4UyBCTBO 3a [TOyBaHE HAa KOpeMa, KaTPaHEHO YEePHU
U3IPAKHEHHS WK KPBB B H3NpakHeHHUATa ((PeKauuTe) Uil KPbB B IOBBPHATUTE MATEPHH),
KBPBEHE OT JJOJHUTE OT/IENH Ha Ae0e0TO YepBo,

JIe3UM Ha BEHIIUTE C OrOJIBaHE Ha YEJIIOCTHATa KOCT, KOMTO HE 3apacTBaT U MOJXKE Jia ca
CBBp3aHy ¢ 0OJKa U BB3MaJeHNe Ha OKOJTHATA ThKaH (BHXKTE MO-A0Ny CIIUCHKA C HeKETaH!
PEaKINH 32 TOMBIIHUTEIHU MTPENOPHKH),

OTBODP B KITBYHHSI MEXYD (CUMIITOMUTE U MIPU3HAIIUTE MOXKE J]a BKIIFOUBAT KOpeMHa 0oJIKa,
MOBHUINICHA TEMIIEPATypa U TaeHe/TOBPhIIaHe).

Tpsao6Ba BeHara 1a noTbpcUTe MOMOIIL, AKO MOJTYYUTE HAKOS OT MOCOYEHHTE MO-10J1y HeKeJTaHH
peaxkuum.

MHoro yectu (3acsarar moede oT 1 Ha 10 moTpebuTten) HeXETaHN PEAKIINH, KOUTO HE Ca TeXKKH,
BKIJTIOYBAT:

3areK,
3ary0a Ha ameTur,

MOBHIIICHA TEMIIEPaTypa,

po0OieMu ¢ ounTe (BKIFOUUTETHO ITOBUIIICHO OT/ACTISTHE Ha CHII3N),
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IIPOMEHH B peyTa,
IIPOMEHU BbB BKYCOBOTO yCEIlaHe,

xXpema,

CyXOTa Ha KOaTa, JIFOIICHE U Bh3MAaJCHUE Ha KOXaTa, TPOMSIHA B IIBETa HA KOXKaTa,
3ary0a Ha TeJlecHO TerJo,

KbpPBEHE OT HOCA.

Yecru (3acsrat ot 1 10 10 morpedburenm Ha 100) HexeNaH! PeaKI|K, KOUTO HE Ca TEKKHU, BKIFOYBAT:
. MIPOMEHH B riaca U MPEeCUITHAIOCT.

[TanmeHTHTE HA BH3PACT HaJ 65 TOIMHU ca C MOBUIIIEH PUCK OT MOsIBA HA CICHUTE HEXKETaH!

peaKIuu:

. oOpa3yBaHe Ha KPbBHH ChCHPEIIU B apTEPHUTE, KOETO MOXKE J1a TOBEJIE 10 HHCYJIT WK HH(APKT
Ha MHOKapja,

° HaMaJicHue Ha Opos Ha OeNMTe KPhBHU KIICTKH, KAKTO U HA KJICTKUTE, KOUTO TOIoMarar

ChCHUPBAHETO HA KPhBTa,

Japusi,

rajicHe,

riaaBoOoIme,

yMmopa,

BHCOKO KPBBHO HaJISITAHE.

Avastin MOXe CBIIO J1a TPEU3BHUKA TPOMEHH U B JJaOOPAaTOPHUTE U3CIIEIBAaHNS, HA3HAYeHH OT Bammis
nekap. Te BkirouBaT HamalieH Opoil Ha OenMTe KPBBHU KIIETKH, 0COOEHO Ha HEYTPOPHINTE B KPHBTA
(BuJ OeM KPhBHU KJIETKH, KOUTO MOJIIOMArar 3allliTaTa Cpelny HHPEKINN ); HaTndre Ha OeNIThK B
ypuHaTa; HaMaJleH! KOHIEHTPAMK Ha Kajauid, HaTpuil uim (ochop (MuHEpal) B KppBTa; MOBHIIEHA
KpBbBHA 3axap; MOBHILECHN CTOMHOCTH Ha ajikanHara gocdarasza (eH31UM) B KPBBTA; TOBUIIEH CEPyMEH
KpeaTuHHUH (MPOTEHH, M3MEPBaH C KPbBHU TECTOBE, 32 J]a C€ IPOBEpH AeHHOCTTa Ha OBbOpennTe Bu);
HaMaJeH XeMOIJIOONH (HaMHUpa ce B YePBEHUTE KPBbBHU KIIETKH, KOUTO IPEHACSAT KUCIOPOJ), KOUTO
Morar fa Obaar TeXKH.

bonka B ycrara, 3501Te M/ YeIOCTTa, TOyBaHe MJIM PaHH B yCTaTa, M3TPBIIBAHE WM YyBCTBO Ha
TEXKECT B UEIIFOCTTA WJIM pa3kianiaHe Ha 360. ToBa Moxke a ObAaT IPU3HALM U CUMITOMH Ha
YBpEXKIaHe Ha KOCTTa Ha YeltocTTa (ocTeoHeKpo3a). Kaxkere HezabaBHO Ha Bamms iekap wim
3p00JIEKAp, AKO MOIyYUTE HAKOHU OT TSIX.

XKenure B mpeaMeHomnay3a (3keHH, KOUTO UMAT MEHCTpyalns) MoraT Jia 3a0emnexar, 4e
MEHCTpYyalMsITa UM CTaBa HEPEJOBHA MJIH JIMIICBA M MOr'aT J1a MOoIy4yaT yBpexkIaHe Ha (hepTuimTeTa.
Axo BBb3HaMepsBaTe Jja UMate Jela, TpsoBa Ja o0chauTe ToBa ¢ Bamms niekap npenu a 3ano4Here
JIeYCHHE.

Avastin e pa3paOoTeH 3a JICYCHUE Ha PaK MOCPEICTBOM HHKEKTHPAHETO MY B KpbBTa. [IpOyKTHT HE €
npeHa3Ha4YeH 3a MH)KEKTUpaHe B OKOTO. [lopaau ToBa He € pa3pelieHo Ja ce M3M0I3Ba M0 TO3U
HauuH. [Ipu TupeKkTHO nHXKeKTUpaHe Ha Avastin B 0KoTO (HeogoOpeHa ynorpeba), Morar ja
BB3HHUKHAT CJICTHATE HEXKEJIAaHU PEaKIINM:

. WH(EKIHS UK Bh3MaJICHUe Ha OYHATa S0bJIKa,

. 3a4epBsiBaHE Ha OKOTO, MAJIKK TOYMIIY MM TETHHIIA B 3PUTEHOTO MoJIe (TIaBaly YaCTHIIN ),
0o0/Ka B OKOTO,

. BIDKJIAHE Ha MPOOJISCHIN CBETIIMHA C TUIABAIM YaCTHIU, IIPOTPECHUPAIIO IO YaCTUYHA 3ary0a Ha
3peHueTo By,

. TIOBUIIIEHO BETPEOYHO HAJISTaHE,

. KPHBOU3JIUB B OKOTO.
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CpolluaBaHe HA HeKeJIAHU Peakluuu

AKO MOJTyYUTe HAKAKBU HEXKEJIAHU JICKAPCTBCHU Peakiiu, yBeaoMmere Bamus nekap, GpapmareT uim
MEIUIMHCKA cecTpa. ToBa BKITFOYBA BCUUKU BH3MOKHU HEOIMCAHU B Ta3W JIMCTOBKA HEXKEJIAHN
peakiuu. MoxkeTe ChIIo Aa ChOOIIUTE HEXKETaH! PEaKIMU JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMA 3a
choOIIaBane, mocoueHa B [punokenne V. Kato chobiiaBare HexxenaH! peakiiuy, MOXKETe Ja JaJIeTe
CBOSI IIPUHOC 3a MTOJTy4YaBaHe Ha MoBeYe HH(POPMAIHs OTHOCHO 0€30MacCHOCTTA Ha TOBA JICKAPCTBO.

5. Kak n1a cexpansiBare Avastin
Jla ce chxpaHsBa Ha MSCTO, HEOCTBITHO 34 JIela.

He usnon3Baiite TOBa JIEKapCcTBO CIie]] CPOKa HAa TOAHOCT, OTOCISI3aH BhPXY KapTOHCHATA OMAKOBKA U
BBPXY €THKeTa Ha (iakoHa, choTBeTHO cien “I"ogen no:” u ,,EXP”. CpokbT Ha TOAHOCT OTrOBaps Ha
MOCJICHUS IEH OT TIOCOYEHHU ST MEeCell.

Ia ce cpxpansBa B ximaquiHuk (2°C — 8°C).
[a He ce 3ampasssa.
CroxpansBaiiTe (hiakoHa B KAPTOHEHATa OMAKOBKA, 3a JIa Ce TPE/Nasy OT CBETINHA.

WndysnonanTe pa3rBopu TpsOBa Aa ce U3IM0A3BaT BeJHAra cie/l pa3pexnaHe. AKO He ce U3I0N3BaT
BeJIHAra, BpeMeTO Ha M3IOJI3BaHEe U YCIOBHITA Ha ChbXpaHEHHE MPeH yroTpeda ca OTTOBOPHOCT Ha
noTpeOuTeNsi 1 OOMKHOBEHO He TpsiOBa 1a HaaxBBpIaT 24 yaca npu 2°C 1o 8°C, ocBeH ako
pa3peskaHeTo He € U3BBPIICHO IPU KOHTPOJIMPAHU U BAJIMIMPaHU acenTHYHU ycioBus. Koraro
pa3pexkIaHeTo € U3BBPIICHO MPH KOHTPOJIUPAHH U BaJUANPAHU aCeNTUYHH ycIoBHs, Avastin e
crabuiieH B nmpoabivkeHre Ha 30 qau npu 2°C 10 8°C ¥ JOIBIHUTENHO B IPOAB/DKEHUE HA 48 Yaca
npu 2°C 1o 30°C.

He usmomsBaiite Avastin, ako 3abeiexnuTe HAKaKBU BUIAMH YaCTHIIM MM IPOMSHA Ha [IBETA IPEIN
ynorpeoa.

He n3xsbprsiite nexkapcTBaTa B KaHAIW3AUATa UM B KOHTEHEpA 3a TOMAITHHA OTIaIbIH.
[Momuratite Bamms hapmarieBT kak Ja M3XBBPISTE JeKapcTBaTa, KOUTO Bede He U3IMON3BaTeE.
Te3n MEPKH IIe CITOMOTHAT 32 ONIa3BaHe Ha OKOJHATA Cpefa.

6.  Chbabp:kaHHe HA ONIAKOBKATA U JONBJIHHTETHA HH(pOpMaus
KakBo chabpaka Avastin

. AKTHBHOTO BemiecTBO € OeBarnm3zymad. Beeku ml ot koHIIeHTpara chabpika 25 mg
OeBanu3ymab, choTBercTBaIl Ha 1,4 10 16,5 mg/ml, koraTo e pa3peaeH crope/ npernopbKHTe.
Bceeku diakon ot 4 ml ceapprka 100 mg GeBanm3yma0, chorBercTBamm Ha 1,4 mg/ml koraro e
pas3pezeH Cropea NpernopbKUTE.

Bceku ¢makon ot 16 ml cpaspixa 400 mg GeBanu3symad, crorBeTcTBammy Ha 16,5 mg/ml
KOTaTo € pa3pelieH CIopea MPENOPbKUTE.

o Jlpyrute chCcTaBKH ca Tpexano3a JUXUApat, HaTpueB gocdar (BuxkTe TouKa 2 ,,Baxkna

uH(opMaIus 3a HIKOU OT ChcTaBKHTE Ha Avastin®), momucopoat 20 1 Boja 3a MHKSKIIUH.

Kak u3riexna Avastin 1 KakBo ChIbp:Ka ONAKOBKATA

Avastin e KOHIIEHTpaT 3a HH(Y3uoHEeH pa3TBop. KoHeHTpaTsT € OGuctpa, Oe3uBerHa 10 cBeTaoKadsiBa
TEYHOCT B CTHKJICH (DJIAKOH ¢ TYMEHa 3amyIajika. Bcexu duiakon cpappxka 100 mg 6eparu3ymab B

4 ml pazrBop mwim 400 mg O6eBanmzymad B 16 ml pasrBop. Besika onakoBka Avastin Chabprka eIMH
(nakoH.
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IIpuTexaren Ha pa3pelieHHeTO 32 yNoTpeda
Roche Registration GmbH

Emil-Barell-Strasse 1

79639 Grenzach-Wyhlen

I'epmanus

IIpousBoguTen
Roche Pharma AG
Emil-Barell-Str. 1

79639 Grenzach-Wyhlen
I'epmanus

3a nombIHATENHA HH(OPMAITHsI OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE€ C MECTHUS
MpeICTABUTEI Ha IIPUTEXATENs Ha pa3pelIeHreTo 3a ynorpeoda:

Belgié/Belgique/Belgien Lietuva

N.V. Roche S.A. UAB “Roche Lietuva”
Tél/Tel: +32 (0) 252582 11 Tel: +370 5 2546799
Bbarapus Luxembourg/Luxemburg
Pom bearapus EOO/] (Voir/siehe Belgique/Belgien)
Ten: 43592818 44 44

Ceska republika Magyarorszag

Roche s. r. 0. Roche (Magyarorszag) Kft.
Tel: +420 - 2 20382111 Tel: +36 1 279 4500
Danmark Malta

Roche als (See Ireland)

TIf: +45 - 36 39 99 99

Deutschland Nederland

Roche Pharma AG Roche Nederland B.V.
Tel: +49 (0) 7624 140 Tel: +31 (0) 348 438050
Eesti ) Norge

Roche Eesti OU Roche Norge AS

Tel: +372 -6 177 380 TIf: +47 - 22 78 90 00
E)\ada Osterreich

Roche (Hellas) A.E. Roche Austria GmbH
TnA: 430 210 61 66 100 Tel: +43 (0) 1 27739
Espafa Polska

Roche Farma S.A. Roche Polska Sp.z o.0.
Tel: +34 - 91 324 81 00 Tel: +48 - 22 345 18 88
France Portugal

Roche Roche Farmacéutica Quimica, Lda
Tél: +33 (0) 147 61 40 00 Tel: +351 - 21 425 70 00
Hrvatska Romania

Roche d.o.o. Roche Romania S.R.L.

Tel: +385147 22 333 Tel: +40 21 206 47 01
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Ireland

Roche Products (Ireland) Ltd.

Tel: +353 (0) 1 469 0700

Island

Roche a/s

c/o Icepharma hf
Simi: +354 540 8000

Italia
Roche S.p.A.
Tel: +39 - 039 2471

Kvbmpog
I'.A. Ztopdmg & Za ATd.
TnA: 4357 -22 76 62 76

Latvija
Roche Latvija SIA
Tel: +371 - 6 7039831

Slovenija
Roche farmacevtska druzba d.o.o.
Tel: +386 - 1 360 26 00

Slovenska republika
Roche Slovensko, s.r.o.
Tel: +421 - 2 52638201

Suomi/Finland
Roche Oy
Puh/Tel: +358 (0) 10 554 500

Sverige
Roche AB
Tel: +46 (0) 8 726 1200

United Kingdom (Northern Ireland)

Roche Products (Ireland) Ltd.
Tel: +44 (0) 1707 366000

I[aTa Ha MOCJICAHO Ipepasrie:kaaHe Ha JUCTOBKaTa

JApyru u3royHuIM HA HH(POpPMALUA

[Monpo6Ha uHbopMaius 3a TOBa JIEKapcTBO € IpeiocTaBeHa Ha yeOcaiita Ha EBporieiickara areHus
o nekapcrBara: http://www.ema.europa.eu
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