MNPUIOXKEHHUE |

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



vTosn JISKaPCTBEH MPOAYKT TOJICKH Ha JOMBJIHUTEIIHO HAOM0eHre. ToBa 111e mo3Boiau 0bp30To
YCTaHOBSIBAHE Ha HOBa MH(OpMAaIUsi OTHOCHO Oe3omacHoCTTa. OT MEAUIIMHCKUTE CIICIIUAINCTH CE
M3KCKBa JIa ChOOIIaBaT BCSIKA MMO03MpaHa HeXellaHa peakiys. 3a HaunHa Ha ChoOIaBaHe Ha
HEXEJIaHU PEaKIliu BIKTE TouKa 4.8.

1. HUME HA JIEKAPCTBEHUA TPOAYKT

Avzivi 25 mg/ml koHIIeHTpaT 3a HH(DY3HUOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbhCTAB
Bceku ml ot koHIIEHTpaTa Chabprxka 25 mg Oepannzymad (bevacizumab)*.

Bceku ¢uakon ot 4 ml ceappka 100 mg 6eBanmzymad.
Bceku daakon ot 16 ml ceappika 400 mg 6epanmzymad.
3a pa3pexaaHe U APYrd NPEropbky 3a padoTa BHXKTE Touka 6.6.

*Beparu3yMad ¢ peKOMOMHAHTHO XyMaHU3UPAHO MOHOKJIOHAJIHO aHTHUTSIO, IoyryueHo upe3 JJHK
TEXHOJIOTHS B KJIIEThYHU JIMHUU OT INYHUK Ha KUTANCKUA XaMCTep.

3a IIBJIHUS CIIUCHK Ha IIOMOIIIHUTE BEHICCTBA BHXKTC TOUYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Konrnenrpar 3a nH(y3uOHEH pa3TBOpP (CTEPUIICH KOHIICHTPAT)
buctpa o nexo omanecrieHTHa, O€31BETHA 10 CBETIOKA(sIBa TEUHOCT.

4. KJIMHUYHU JAHHHU
41 TepaneBTHYHU MOKA3AHUS

Avzivi B KOMOHHAIIMS ¢ XUMHOTEpaIus Ha 0a3aTta Ha GJIyOpONMPUMHUINHN € TIOKA3aH 3a JICUCHUE TIPH
BB3PACTHH NALIUEHTH C METAaCTa3upal KapIMHOM Ha J1e0eJI0TO YepBO MIIU PEKTyMa.

AVZivi B KOMOMHAILHS C TAKIUTAKCEN € ITOKa3aH 3a JICYUCHUE OT ITbPBa JIMHHS NIPU Bb3PACTHH
MAIMEeHTH ¢ METACTa3Mpal pak Ha MIeYHATa KJie3a. 3a JOMbIHUTEIHA HH(OPMALI OTHOCHO CTaTyca
Ha YOBELIKHsI PELIENTOp Ha enuaepMannus pacrexer gaxrop tun 2 (HER2), mons, BuxTte Touka 5.1.

AVZivi B KoMOMHAIKS C KaleIMTaONH € [TOKa3aH 3a JICUYEHNe OT IIbPBa JIMHUS IIPH BH3PACTHH
MAIUeHTH C METACTa3upall pak Ha I'bpJlaTa, IPH KOUTO JICYCHUETO C APYTH BUJIOBE XUMUOTEPAITHS,
BKJIFOUMTEITHO TAKCAHU VI aHTPAIMKIIMHU, HE CE CYUTA MOAXOsIa. [lanuenTy, moryyaBaim CXeMH
Ha JICYCHHE, ChIbPIKAIIN TAKCAH U aHTPAIIMKIMH KaTO aJf0BaHTHO JICYCHHE IIPE3 IMOCICIHUTE

12 mecera, TpsiOBa J1a ce U3KITIOUAT OT JieueHue ¢ AVZIVi B KOMOMHAIHS ¢ KanmenuTabuH. 3a
nombiaHuTeNnHa nHpopMmanus otHocHo HER?2 craryca, mons, BikTe Touka 5.1.

Avzivi, 1006aBeH KbM XUMHOTEpAIHs Ha 0a3aTa Ha IJIATHHA, € TIOKa3aH 3a JICYCHHE OT ITbpBa JINHHS
MIPY BB3PACTHH MAIUCHTH C HEOTIepaOWIICH aBaHCHUPaJl, METACTa3uPall WU PEIUIUBUPAIIL
HeJPeOHOKIIETHUCH paK Ha Oenrs pod ¢ pa3mudHa OT MpeodiiagaBaia CKBaMO3HOKICThIHA
XHUCTOJIOTHSI.

Avzivi, B xoMOUHAIUS ¢ ePIOTHHUO, € MMOKa3aH 3a JICYCHUE OT IbPBA JHHUS TPH Bh3PACTHH MAIlMCHTH
C HeomnepabuIIeH HalpeaHaN, MeTacTa3upall WA PeIUANBHPAI] HECKBAMO3€H HEPEOHOKIIEThUEH paK



Ha Oenwmst Tpo0 ¢ aKTUBUpAIIM MyTaIlii Ha perenTopa Ha enuaepManaus pactexer dpakrop (EGFR)
(Bk. Touka 5.1).

Avzivi B komOuHanus ¢ uHtepdepoH anda-2a e mokasaH 3a JIe4eHHE OT IIbPBA JIMHUS TIPH Bb3PacTHH
MAIMEeHTH C aBaHCHPAJI 1/WIN MeTacTa3upai ObOPEUHOKIICThUEH KapIITHOM.

Avzivi B KoMOMHaIMs ¢ KapOOIUIATHH U MAaKIMTAKCEll € OKa3aH 3a IIbpBa JMHUS Ha JICYCHHE Ha
BB3pacTHH narueHTku ¢ Hanpeanan (craguu I B, I C u IV Ha MexayHapoanata denepanus 1o
akymepcTso u ruaekonorus (FIGO)) enureneH kapiuHOM Ha sHYHUIKTE, DaionueBuTe TPHOHU UK
IbPBHYCH MEPUTOHEANICH KapIIMHOM (BXK. TOuka 5.1).

Avzivi, B xoMOuHaINSA ¢ KapOOIIIATHH U TeMIIMTAONH, HIIK B KOMOMHAIHS ¢ KapOOIUIaTHH
MaKJIUTAKCEel, € TIOKa3aH 3a JICYCHHE Ha Bb3PACTHU MALMEHTKU C IbPBU PELUIUB HA CIUTENICH paK Ha
STIMYHUIATE, (ATONHEBUTE TPHOU WJIH IbPBHYEH MEPUTOHEANICH paK, YyBCTBUTEIICH Ha JICUESHHUE C
IJIaTHHA, KOUTO HE ca MOJIyuaBajly MpealiecTBalla Tepanus ¢ 0eBanu3ymad Win Apyrd HHXUOUTOPU
Ha VEGF, unu cpenctra, tapretan 3a VEGF-penenropa.

Avzivi, B KOMOHMHAIIUS C TTAKJIMTAKCE, TOMOTEKaH WU METHITNPaH JIMMTO30MaJICH JIOKCOPYOHUIIHH, €
[IOKa3aH 3a JICUCHUE Ha Bb3PACTHU IMALIMEHTKH C IIBPBUYHO-PE3UCTEHTEH PELUAMBUPALL] EIIUTEIIEH PaK
Ha SIAYHALUTE, (ajloNMeBUTE TPHOU WM IbPBUUECH IIEPUTOHEAICH PAaK, KOUTO Ca MOJy4aBajil HE
[OBEYE OT JBa peKMMa Ha bPBUYHA XUMHUOTEPANHS U KOUTO HE €a MOIy4aBaIy PEALIECTBAILA
Tepanus ¢ 6eBanu3ymad wim npyru naxuouropu Ha VEGF, unu cpenctsa, TapreTHu 3a
VEGF-penenropa (Bk. Touka 5.1).

Avzivi, B KOMOMHAIKSA ¢ TIAKJIMTAKCEN U UCIUIATHH, WK aJITEPHATUBHO MAKJIUTAKCEN M TOMIOTEKAH
NPH MAIMEHTKH, KOUTO HE MOTAT Jia M0JIy4YaBaT Tepalus ¢ IUIaTHHa, € TI0Ka3aH 3a JeYeHHe Ha
BB3PACTHHU MALMEHTKH C MIEPCUCTUPAIL, PEIUIABUPAIL HIIK METACTa3upall KapIIMHOM Ha MaTo4HaTa
muiika (BK. Touka 5.1).

4.2 Jlo3UpoBKAa M HAYMH HA MPUJIOKEHHE
He pasknamaiite ¢nakoHa.

Avzivi TpsOBa aa ce npriara noj HaOJI0ACHHE Ha JISKap C OIHUT B JICYSHHUETO C AaHTHHEOIUTACTUIHU
JIEKApCTBEHU TIPOIYKTH.

gO?:I/IQOBKa

Memacmasupan kapyurom nHa deberomo uepso unu pekmyma (MK/TYP)

Ipemoppunrteanata qo3a AVZzivi, mpuaoxkeH o popmara Ha HHTpaBeHo3Ha HHDy3us, e 5 Mg/Kg nnn
10 mg/kg TenecHoO Tero, MPHIOKEHH BEIHBXK Ha Beeku 2 ceamun, win 7,5 mg/kg nmm 15 mg/kg
TEJIECHO TETJIO, PUIOKEHH BEAHBK Ha BCEKU 3 CETMHUIIH.

[penopbuBa ce IeYEHUETO Jia MPOIBIIKH J0 MPOTPECHS HA OCHOBHOTO 3200JIsIBaHE WU JIO
HETNPUEMITBA TOKCUYHOCT.

Memacmasupan pak na mreunama sscnesa (MPMIK)

Ipemoppunrtennata qo3a Avzivi e 10 mg/kg TeaecHo Terio, MpUiIaraHd BeIHBK Ha BCEKH 2 CEAMUIH,
unu 15 mg/kg TenecHo Terno, NpuiiaraHy BeIHbK Ha BCEKH 3 ceAMULM 1o popmaTa Ha
WHTpaBeHO3HA HHQY3HS.

HpenoquBa CC JICUCHHUCTO [a NMPOABJLKU A0 HNPOrpeCus Ha OCHOBHOTO 3a00JI9BaHe WU a0
HCIIPUCMJIIMBA TOKCUYIHOCT.

Heopebnoxremvuen pax na benus opoo (HAKPB/I)

ITvpsa nunus Ha neuenue na Heckeamoszen H/IKPHB/] 6 kombunayus ¢ xumuomepanusi Ha 6azama Ha
naamuHa

Avzivi ce mpunara, kato ce 106aBst KbM XUMHOTEpanus Ha 0a3ara Ha IIaTHHA B IPOABIDKEHNE Ha JI0
6 UKbIa HA JICUCHHE, TIOCIIEABAHU OT MOHOTEpamnus ¢ AVZiVi 10 nporpecus Ha 3a00sIBaHETO.




I[Mpenopbunrennara go3a AVZzivi e 7,5 mg/kg umu 15 mg/kg TenecHo Tero, npuiaraHa BeJIHbK Ha
3 ceIMUIM KaTO MHTPaBeHO3HA HH(]Y3USL.

Knuanunata nonsa npu nanuentu ¢ HAKPB/ e noka3ana u npu asere 1o3u - ot 7,5 mg/kg u

15 mg/kg (Bx. Touka 5.1).

IIpenopbuBa ce JIe4eHUETO Ja IPOABIIKU 10 IPOrpecks Ha OCHOBHOTO 3a00JIsiBaHE WIH 10
HENPUEMIINBA TOKCUYHOCT.

Ilvpea nunusa na newenue na neckeamoser H/IKPE/] c EGFR akxmusupawu Mymayuu 8 KOMOUHAyust ¢
epromuHuo

Ipenu 3amouBaHe Ha JeueHue ¢ AVZIVi B KOMOHHAIUS C epIOTHHUO, TPsIOBA Ja Ce U3BBPIIH
mciensane 3a EGFR mytanun. Baxkso € na ce nzbepe modpe BanuaupaH M HaIeKACH METO]I, 3a J1a Ce
n30erHar GaiimBy OTPULIATSIIHN WK (DaJIIIHMBH ITOJIOKUTEITHA PE3YJITATH.

IMpenopbunTtennara 103a AvVzivi, KOraTo ce M3MoJ3Ba B J0MbJIHEHHE KbM epioTuHnO ¢ 15 mg/kg
TEJICCHO TETJIO, IIPHIaraHa BEJHBXK Ha BCEKH 3 CSAMMIIM KaTO MHTPaBeHO3HAa HHDY3UI.

[TpenopbUUTEITHO € JeYeHHEeTo ¢ AVZiVi B JOMBIHEHHE KbM SPIOTHHHO [a MPOIBIDKH 10 TIPOTPECst
Ha 3a00J51BaHETO.

OTHOCHO JJO3MPOBKATa U HAYMHA HA TIPUIOKEHHE HA SPIOTHHHUO, MOJIS, BUKTE KpaTKaTa
XapaKTepUCTHUKA HA ePIOTHHUO.

Asancupan u/uru memacmaszupan 6vopeunokiemvyen kapuunom (MBKK)

Ipemoppunrennata qo3a Avzivi e 10 mg/kg TeaecHo Tersio, MpuaaraHu BEIHBK Ha BCEKU 2 CEIMMUITA
moJ popMaTa Ha MHTPABEHO3HA UH(Y3HS.

[IpenopbuBa ce JCUSHUETO J1a IPOABLIIKY 0 MPOrpechs Ha OCHOBHOTO 3a00/IsIBAHE HJIH JI0
HEIPUEMJIMBA TOKCUYHOCT.

Enumenen kapyunom na atiunuyume, ghanonuesume mpbou u NbpeuyeH nepumoHeaieH KapyuuHom
ITvpea nunus na nevenue

Avzivi ce mpuiara Kato JAOIbJIHEHUE KbM KapOOIUIATHH U MAKJIUTAKCEN 10 6 IIMKbJIa Ha JICYCHUE,
MOCJIC/IBAaHH OT MPOIBIDKUTENHA yroTpeda Ha AVZiVi KaTo MOHOTEpAIHs 10 IPOrpecus Ha
3a00JsIBAaHETO WIIM MAaKCUMYM 3a 15 Mecena WM 10 HenpueMIuBa TOKCUYHOCT, KOSATO HacThIIBA I10-
paHo.

[Tpenopbunrennara no3a Avzivi e 15 mg/kg TenecHo Terno, MpuIoKeH! BEIHBK Ha 3 CEAMUIIN KaTo
WHTpaBeHO3Ha HHQY3HS.

Jleuenue na uyscmeumenHo Ha NIAMUHA PeyuOUBUPauo 3a60158ane

Avzivi ce npuiara B KOMOMHAIUS ¢ KapOOIUTaTHH M TeMIMTA0MH B IPOIBJDKEHNE Ha 6 UKbBIa U 10
10 nukbia, WM B KOMOWHAIHS ¢ KapOOTUIATHH U MAKIUTAKCeN B MPOABIDKCHHE Ha 6 ITUKbBIIA U JI0

8 1MKBIIa, MOCIIEIBAHO OT MPOABIDKUTEIHA YIOTpeba Ha AVZiVi KaTo MOHOTEpANus 10 POTPECcHsl Ha
3abossiBaneTo. [Ipenopbunrtennara no3a Avzivi e 15 mg/kg tenecHo Teruo, mpuaaraHa npes

3 ceIMUIM KaTo UHTPaBeHO3HA HH(]Y3USL.

Jleuenue na niamuna — pe3ucmeHmHo peyuousupaujo 3a00s8ane

Avzivi ce npuiara B KOMOUHAIMS C €JHO OT CIICTHUTE CPEACTBA — MAKITUTAKCEI, TOMOTEKaH
(punaraH ceZIMUYHO) WIIK TETHIINPaH JUI030MalIeH IokcopyOurmH. [Ipenopbuntennara 103a Ha
Avzivi e 10 mg/kg TesecHO Terao BeJHBK Ha BCEKH 2 CEJMHUIIN 101 popMaTa Ha HHTPaBEHO3HA
uHpysus. Korato Avzivi ce npuiara B KOMOWHAIUS C TOMOTEKaH (MpUIarad B jieH 1-5, Ha BCEKH
3 cenMuIM), MpemopbUMTENHaTa 1032 Ha AVZivi e 15 mg/kg TemecHo Terimo, mpuiaral Ha BCEKH

3 cenmunm nof] popMaTa Ha HHTpaBeHO3Ha HHQY3Hs. [IpernopbuBa ce JTeUYeHNUETO J1a MPOIBIKH 10
mporpecus Ha 0oJiecTTa WM 10 HeTPUEMIINBa TOKCHYHOCT (BXK. Touka 5.1, mpoyuBane M022224).

Pax na mamounama wutixa
Avzivi ce npujara B KOM6I/IHa]_II/I$I C ¢aHa OT CIACAHUTC XUMHUOTCPAINICBTUIHU CXCMU: MAKINUTAKCCIT 1
OUCIINIaTUH, HJIN IMTAKJIUTAKCEJII U TOIIOTCKAH.

Ipemoppunrtennata qo3a Avzivi e 15 mg/kg TemecHo Tero, MPIIoKeHa BEIHBK Ha BCEKH 3 CEAMUIIH
KaTo WHTPABCHO3HA HHPY3HSI.



[penopbuBa ce IeUEHUETO Ja MPOIBIIKH J0 MPOTPECHs Ha MOJUICKANIOTO 3a00IIIBaHE WU JIO
HEIPUEMIINBA TOKCHIHOCT (BXK. Touka 5.1).

Cneyuannu nonyaayuu
THayuenmu 6 cmapuecka 8v3pacm
He ce u3nckBa kopurupane Ha j03aTa MpH NalMeHTH Ha BB3PacT > 65 rouHu.

Tayuenmu c 6v06peuno ygpexcoane
be3onacHocTTa M ehUKaCHOCTTA PH MAIMCHTH C OBOPEUHO YBpPEKTaHE HE Ca U3CIICABAHU
(Bx. TOuKa 5.2).

THayuenmu c wepnoopobHo yepestcoane
BeszomnacHocTTa 1 ehMkacHOCTTA IPU MAIIMEHTH ¢ YEPHOPOOHO YBPEXKIAaHE HE Ca H3CIICABAHH
(Bx. Touka 5.2).

Ieouampuuna nonyrayus

BesonacHoctTa 1 eprkacHOCTTa Ha OeBar3yMab mpu jena noj 18-roauiiHa Bp3pacT He ca
yCTaHOBeHH. HajMuHUTE MOHACTOSIEM JaHHHU ca onrcaHu B Touku 4.8, 5.1 u 5.2, HO mpenopbKkH 3a
JI03UPOBKATa HE MOTAT Jia ObJIaT JaJICHH.

Hsma choTBeTHO mpuiiokeHHe Ha OeBannu3ymad B eAUaTpUYHATA MOIyJIanys B MOKa3aHUATA 32
JIeYCHUE Ha PaK Ha 1e0enoTo 4epBo, PeKTyMa, I'bpjaTa, Oenure 1podoBe, pak Ha SHYHUINTE,
¢anonuesute TpHOM, IEpUTOHEYMa, IIMHKATA HA MaTKaTa U ObOpenuTe.

Hauun Ha npunoxeHue

HavanmuaTa no3a TpsiOBa fa ce npujara B npoabbkeHue Ha 90 MuHyTH 1o (hopMaTa Ha HHTPABEHO3HA
nH(y3us. Ako mbpBaTa HH(Y3HUs ce moHacs 1o0pe, BropaTa HH(Y3US MOXKE J1a CE MPHUIIOKH 32

60 munryTH. AKO 60-MHUHYTHaTa HH(Y3US Ce TIOHACS TOOPEe, BCUYKH CIIEABANTY HHY3UU MOXKE J1a CE
npuiarat 3a 30 MUHYTH.

He TpSI6Ba Ja CC npujiara Kato MHTpaBCHO3HA MHKCKIUA UIIN 60J1y0.

He ce mpenoppuBa HamasnsBaHe Ha Jj03aTa MPU HEXKEIIAHU PEakini. AKO € TIOKa3aHo, TepaIusiTa
TpsOBa J1a ce MPEYCTAaHOBU OKOHYATETHO M BPEMEHHO Jla ce PEKbCHE, KAKTO € OMUCAHO B
Touka 4.4.

IIpeonasnu mepxu, koumo mpsabea da ce 63emam npeodu paboma ¢ A1eKapcmeeHus. NPOOYKm Uiy
NPULOINCEHUCTNO MY

3a yKa3aHHsA OTHOCHO Pa3pexIaHeTo Ha IEKAPCTBEHHS IPOIYKT TPEAN TPHIOKEHNE BIDKTE TOUKa 6.6.
Nudysnonnute pa3rBopu Ha AVZiVi He TpsOBa Ja ce cMecBaT ¢ pa3TBOPH Ha IUroKo3a. To3n
JICKApCTBECH MPOIYKT He TPIOBa J1a e CMeCBa ¢ APYTH JICKAPCTBEHU MPOAYKTH, C U3KITIOYCHUE Ha
IIOCOYEHHNTE B TOUKA 6.6.

4.3 IlporuBomokazaHus

o CBpPBHX4yBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO MJIM KbM HSKOE OT MTOMOIIHUTE BEIIECTBA,
n30poeHu B Touka 6.1.
. CBPBXUYBCTBUTECTHOCT KbM KJICTHYHH MPOIYKTH OT OBAPUATHHU KJICTKU HA KUTAHCKU XaMCTep

(CHO) unu apyru peKOMOMHAHTHU YOBELIKH WM XyMaHW3UPaHU aHTHTENA.
. BbpemenHnocT (Bxk. Touka 4.6).

4.4 CneuuajaHu mpeaynpeskieHus U NpeAna3sHy MepKH MpHU ynoTpeda

[Ipocneaumoct
3a 1a ce mogo0pH MPOCIeIMMOCTTa Ha OMOJIOTMYHUTE JICKAPCTBEHU MPOIYKTH, UMETO U MAPTHIHUAT

HOMEp Ha MPUIOKEHUS MPOTYKT TPSOBa SICHO J1a CE 3aIrcBar.



[Mepdoparmu Ha cromaniHo-upeBHust (CH) Tpakt u ductyau (Bx. Touka 4.8)

Hsixom manmeHTH MoKe 1a ca M3JI0KEeHH Ha MOBHUILCH PUCK OT Pa3BUTHE Ha nepdoparys Ha
CTOMAIITHO-YPEBHHUS TPAKT U ep(opalrs Ha KITbUHHSI MEXYp IIPH JIeueHHe ¢ OeBanu3ymao.
HHTpaadaoMuHaIeH Bb3NAIUTENICH MPOIIEC MOXKe Ja ObJie PUCKOB (akTop 3a nepdoparimu Ha
CTOMAIITHO-YPEBHHUS TPAKT IPH MALUEHTH C METACTa3upaJl pak Ha e0eI0TO YepBO MM PEKTyMa,
HOpaay KOeTo TpsiOBa Ja ce BHUMaBa IPH JICUEHHETO Ha Te3u nanueHtu. [Ipeamecrsamara
apyerepanus € puckoB (akrop 3a CU nepdoparms npu manueHTH, JeKyBaHu ¢ OeBanu3zymad 3a
nepcucTupall, peuuauBupall ujin Meractasupall paKk Ha MaToO4YHaTa IITUMKA U BCHYKHU IIaUECHTHU ChC
CY nepdopanms nMaT aHaMHe3a 3a IpenecTBaa Jpuerepanud. Jledennero TpsiOBa OKOHYATETHO Ja
Ce PEYCTaHOBY IPY MAIMEHTH, KOUTO Pa3BUAT nepdopanus Ha CTOMAIIHO-YPEBHUS TPAKT.

CY-Barunannu ductyiu B mpoyuBane GOG-0240

[Naruenture, nekyBaHu ¢ OeBau3yMad 3a MEPCUCTUPALI, PEIUINBUPAI HIIK METaCTa3upall pak Ha
MaTOYHaTa IIUIKa ca C TIOBUIIICH PHUCK OT MOSBa Ha (PUCTYITN MEXKIY BIATAIHIICTO U KOATO U Ja €
yact oT croManiHo-upeBHus (CU) TpakT (CTOMAIIHO-YpEeBHU-BaruHaiHu Guctyin). [IpeairecTraiiara
J'bUETEPAITUs € OCHOBEH PUCKOB (hakTop 3a pasputuero Ha CU-BarmHaIHU QHUCTYIIH U BCUYKH
narueHT cbc CU-BaruHamHu (GUCTYIIM UMAT aHAMHE3a 3a TPEANISCTRAINA JIFYCTCPAITHS.
PenmanBupaneTo Ha paka B 001acTTa Ha IPEIIECTBAIIATA IFYETEPAINS € TOTbIHUTEICH BaKEeH
puckoB ¢akTop 3a pazputiero Ha CU-BarmHAIHU QHUCTYIH.

®uctyau u3BbH CU TpakT (BX. Touka 4.8)

Korato ce nekyBar ¢ OeBaru3yma0, MaeHTHTE MOXKE JIa ca U3JI0)KEHU Ha TIOBUIIICH PUCK OT
pa3BuTHE Ha QUCTYIIH.

Jleyenuero ¢ Avzivi npu nanuenTu ¢ Tpaxeoe3ogareanna (TE) pucryna mim Besikaka apyra
¢ducrtyna ot crenen 4 [Hammonanen oukonorndeH HHCTUTYT Ha CAIL — OOy TepMHUHOIOTHIHI
kputepuu 3a Hexenann croutnst (NCI-CTCAE v.3)] TpsOBa okOHUATEITHO Ja c€ MPEyCTaHOBH.
Wudopmanusata 0THOCHO NPOIBIDKUTENTHO IPUIIOKEHHE Ha OeBalu3yMad Mpy MalMeHTH C APyTH
¢ductynu e orpaHHYCHA.

B cnyuaii Ha BbTpelHa (GUCTYSIa U3BBH CTOMAIIHO-YPEBHHS TPAKT, TPSIOBa a ce 0OMHUCITH
npeycTaHoBsBaHe Ha AVZiVi.

VYcnoXHeHUd Ipy 3apacTBade Ha paHu (BX. Touka 4.8)

Bepammzymab Moke fa moBnusie HeOIAronpusATHO MpoIieca Ha 3apacTBaHe Ha paHuTe. JlokmanBanu ca
CEPUO3HH YCIIOKHECHHUS IIPU 3apacTBaHEe HAa PaHH, BKIIOYUTEIHO YCIOKHEHHS Ha MSICTOTO Ha
aHaCToOMO3a, ¢ JieTaJleH Kpaii. He TpsiOBa 11a ce 3amousa jeueHue moHe 28 AHM Clie rojisiMa oreparus
WJIM JI0 TIBJTHO 3apacTBaHe Ha OllepaTuBHATA paHa. [Ipu manueHTuTe, MONMy4Yuian YCIOKHESHUS PU
3a3/ipaBsBaHe Ha PaHHUTE 110 BpeMe Ha JISUCHUE, ICYCHUETO TPIOBa Ja ce MPEKPaTu A0 IbITHO
3apacTBaHe Ha paHuTe. JleueHHETO TPAOBA J1a CE MPEKbCHE P IUIAHOBA OIEePAIIKs.

Psiiko ce choOmIaBa 3a HEKPOTH3UPAI (PACIIHUT, BKIIOYHTEITHO JICTATHH CITy4au, IPH MalMeHTH,
neKyBaHU ¢ 6eBanu3ymab. ToBa chCTOSIHUE OOMKHOBEHO € CIIE/ICTBUE OT YCIOKHEHHS TIPU
3apacTBAaHETO Ha paHUTE, CTOMAIIHO-YpeBHa nepdoparms win odpasysane Ha ¢uctyna. [Ipu
HalMEHTUTE, KOUTO Pa3BUAT HEKpOTH3UpaIl aciuut, Tepamnusrta ¢ AVZivi TpsiOBa ia ce mpeycTaHOBU
¥ He3a0aBHO 11 Ce 3ar0YHE MOAXO IO JICYCHHE.

Xunepronus (Bx. Touka 4.8)

[Tpu naruenTw, JiekyBaHu ¢ OeBaru3yMa0, ¢ HaOMoaBaHa MOBHUIIIEHA YECTOTa Ha XUIICPTOHUSL.
KinuuuaHuTe 1aHHU 3a 0€30MaCHOCT MMOKA3BaT, Y€ MMa BEPOSITHOCT YECTOTaTa Ha XUIIEPTOHUATA J1a
ObJe no03a-3aBrcuma. [Ipeau 3anoyBane Ha jedeHne ¢ AVziVi TpsaOBa aIeKBaTHO Ja ce KOHTPOIHPA
mpenuiecTpamia xunepronus. Hsama nadopmaius 3a eexra Ha OeBanu3ymMad Mpu MarueHTH ¢
HEKOHTPOJIMPAaHA XUIIEPTOHMSI [T0 BPEMETO Ha 3all0YBaHE Ha JICUCHHUETO.

Ilo IMPUHIMII CC MPEIIOPBHYBA MOHUTOPUPAHEC HA aPTCPUATTHOTO HAJIATAHE IO BPEME HaA JICUCHUC.

B noseueto ClIydyau XUIICPTOHUATA CE KOHTPOJIMpPaA aICKBATHO, KaTO CC Npujiara CTaHAapTHO
AHTUXUIICPTCH3UBHO JICUCHUC, IMOAXOJAIO 3d KOHKPETHOTO CHCTOAHUC HA 3aCCTHATHUA MAIUCHT. He ce



npenopbuBa ynoTpedaTa Ha TUYPETHUIIH 32 JICUSHUE Ha XUIIEPTOHHS TIPH MAIUSHTH, KOUTO MOIyJYaBat
XMMHOTEPANIEBTHYHA cXeMa Ha 6a3aTa Ha mucIiaTuH. AVZiVi TpsOBa OKOHYATEIHO Ja Ce
MPEYCTAaHOBH, aKO KIIMHUYHO 3HAYMMATa XUIIEPTOHUS HE MOXKE Ja C€ KOHTPOJIUPA aJICKBaTHO C
AHTUXUTNICPTOHUYHO JICUCHHE, WIX aKO MAlUEHTHT Pa3BUe XUIIEPTOHUYHA KPU3a WM XUTIEPTOHNYHA
eHredanomaTus.

CunnapoM Ha moctepropHa odparuMa enuedanonarus (CIIOE) (Bx. Touka 4.8)

Nma penku cpo01IeHus 3a MAUeHTH, JIEKYBaHU ¢ OeBaIi3yMal, pa3BHUBaIIH MPU3HAI U CUMIITOMH,
kouto choTBeTcTBaT Ha CIIOE - psinko HEBPOIOTHYHO HApYIIEHHE, KOETO, OCBEH C APYTO, MOKE /1a Ce
MaHupecTHpa ChC CIESIHUTE MPU3HALY U CUMIITOMH: TbPUOBE, TIaBOO0IINE, TPOMEHEHO IICUXHYECKO
CHCTOSIHUE, 3PUTEIIHU HApYIICHHUS WIIM KOPOBa CIIETIOTa, ChC MM 03 CBhP3aHa XUIIEPTOHHS.
Huarnozara Ha CIIOE e Heob6xoammo aa O6b1e MOTBBPACHA Ype3 00pa3HO M3CIeABaHE Ha MO3bKa, 3a
MpearnovnTane siApeHo-maruuter pezonanc (AMP). Ilpu nanuentn, passuBamum CIIOE, ce
npenopbyBa JeueHHEe Ha CeUU(UIHUTE CUMIITOMH, BKIIIOUBAIIO KOHTPOJIUPAHE HA XUIIEPTOHUATA
3ae/lHO C npekpaTsBaHe Ha AVZiVi. be3omacHocTTa Ha MOHOBSIBAHE HA TepanusaTa ¢ OeBaru3ymad npu
narerTy, noxy4dwiu CIIOE npenn ToBa, HE € n3BECTHA.

[Iporennypus (BxK. TouKa 4.8)

[TanmeHTH ¢ aHaMHe3a 3a XUIIEPTOHMS MOXKE Jla ca N3JI0’KCHH Ha TIOBHIIEH PHCK OT Pa3BUTHE HA
MPOTEeNHYpHS IpH JieueHne ¢ OeBanmu3ymad. ChliecTBYBaT JaHHU, KOUTO TIOKA3BaT, Y€ BCUUKU
creneHu nporennypus (Hanuonanen onkonorndex uHctutyT Ha CALLL — OOImM TEPMUHOIOTHYHH
kputepuu 3a Hexenann croutnst [NCI-CTCAE v.3]) Morar na 6b1aT cBbp3aHu ¢ mo3ata. [IpenmopruBa
ce MOHUTOpHpaHE Ha MPOTEHHYPUSITA C aHAIN3 Ha YpUHATA Ype3 TECT-ICHTUYKH MTPEeId HAa4alIo0To U MO
BpeMe Ha jJeyenuneTo. HabmonaBana e nmporeunypus creneH 4 (Hedpotryuer cuaapom) npu 1o 1,4 %
OT TMAlIMEHTHUTE, JIEKYBaHU ¢ OeBann3ymad. JledeHneTo TpsiOBa OKOHYATEITHO JIa ce TIPEYCTaHOBH MPHU
ManueHTH, KouTo pa3ust Hepporuuen cunapom (NCI-CTCAE v.3).

Aprepuaiied Tpom60eM00au3bpM (BK. Touka 4.8)

ITpy KIMHUYHY U3NUTBAHUA YECTOTAaTa HAa apTepUAIHUTE TPOMOOEMOOINYHY PEAKLIUH, BKIIOUUTEIIHO
MO3b4YHO-CBHA0BH nHIMAeHTH (MCH), npexonuu ncxemuynu npuctbiu (ITUIT) n nadapkr Ha
muokapzaa (UM), e 6una mo-Bucoka NpH MaueHTH, IorydaBaiiy OeBanu3ymMad B KOMOMHAIMS €
XMMUOTEPAIys, B CPaBHEHUE C T€3H, KOUTO Ca MOJYYUIIM CaMO XUMHUOTEPaIHs.

[Tpu manueHTH, TeKyBaHU ¢ OeBalM3yMad TUTI0C XUMHOTepanus, ¢ aHaMHe3a 3a apTepuaicH
TPOMO0eMOOIM3bM, THAOET MITH Ha BB3PACT HaJ 65 FOJMHN MMa TIOBUIIEH PHUCK OT Pa3BUTHE HA
apTepHaTHU TPOMOOEMOOINIHN pEaKIiK 10 BpeMe Ha jieuenunero. TpsoOBa 1a ce BHUMaBa IIpu
JIEYEHHE Ha TE3U MalueHTH ¢ AVZivi.

JleuenneTo TpsIOBa OKOHYATEITHO JIa CE MPEYCTAaHOBH MPH MAIIMEHTH, KOUTO Pa3BUAT apTEPHATHH
TpOMOOEMOOIMYHH PEAKIIUH.

Benosen TpoM60eM601u3bM (Bk. TouKa 4.8)
[pu neyenue ¢ OeBanu3ymMad NaMEHTUTE MOXKE JIa Ca M3JI0KEHH Ha PHCK OT Pa3BUTHE HA BEHO3HU
TPOMOOEMOOJIUYHHN PEaKIUH, BKIFOUUTEITHO B OSIOAPOOEH eMOOTU3BM.

[larmenTure, TeKyBaHH 3a IEPCUCTUPALL, PEIIUINBUPAL FJIM METACTa3upall pak Ha MaTOYHATA IIUITKa
¢ OeBanu3ymMab B KOMOMHAIUS C MAKITUTAKCEl U [UCIUIATHH, MOXKE J1a ¢a C MIOBUIIICH PHUCK OT MOsBa Ha
BEHO3HU TPOMOOEMOOTNUYHU CHOUTHSL.

Avzivi TpsibBa J1a ce mpeyCTaHOBH MPH MAIMEHTH C XXUBOTO3aCTpaliaBaiiy (crerneH 4)
TpOMOOEMOOINYHHN peaknuy, BKIFUnTeHO Oenoapoder emOomu3zbM (NCI-CTCAE v.3). [TanuenTu ¢
TPOMOEMOOINYHHN peakimu < crereH 3 TpsOBa BHUMaTenHo fa ce HadmogaBat (NCI-CTCAE v.3).

KpbBouznus
[NaruenTu, iekyBaHu ¢ OeBaI3yMal, ca U3JI0KEHH Ha TIOBUIIICH PUCK OT KPhBOU3JIUBU, 0COOCHO

TaKKBa, CBbP3aHU ¢ TyMopa. AVZiVi TpsOBa J1a ce Cripe OKOHYATETHO MPH HAI[MEHTH, KOUTO TOIy4aT
KkbpBeHe creneH 3 mwi 4 o Bpeme Ha jedenue ¢ Avzivi (NCI-CTCAE v.3) (Bxk. Touka 4.8).



[ManmenTn ¢ HenekyBanu MetacTtasu B [IHC pyTHHHO ca H3KIIIOYBAHU OT KIIMHUYHHUTE H3IUTBAHHUS C
OeBann3yMa0, B3 OCHOBA Ha 00pa3Ha IMAarHOCTHKA WM MPU3HAIM U cUMITOMH. [lopaau ToBa pUCKbT
ot kpbBom3uB B [|HC npy TakuBa manueHTH He € OlleHIBaH MPOCIICKTUBHO B PaHIOMHU3UPAHU
KJIMHAYHYU U3MUTBaHUA (BXK. Touka 4.8). [larmenTure TpsOBa xa ce HAOMIOMaBaT 3a IPU3HAIM U
cumnromu Ha kbppBene B [IHC, karo sieuerneTo ¢ AVZivi TpsOBa J1a ce MpeyCcTaHOBHU B CIIyyan Ha
BBTPEUEPEITHO KbPBEHE.

Hsama nadopmanmst oTHOCHO nipodmina Ha 6e30macHOCT Ha OeBany3ymMad MmpH MalMeHTy C BpOIeHa
XeMOparnyHa auaresa, IpuI00uTa KoaryJonaTus WiIK MPH MaleHTH, TOJIy4aBalii IbJIHA 1032
AHTHKOAryJaHTH 32 JICYCHUE Ha TPOMOOEMOOIM3bM IIPE/IH HAYaJ0TO Ha JICYCHUE ¢ OeBalu3ymal, Thi
KaTO TaKMBa IIAIIMCHTHU Ca N3KJIOYBAHU OT KIIMHUYHHUTC U3IIUTBAHUA. Hopazm TOBa Tp$[6Ba Ja ce
BHHMMaBa Npe/Iv 3aIl0YBaHe Ha JICYCHUE NIPU TaKMBa ManueHTH. [lanmeHTH, KOUTo ca pa3BHIM BEHO3HA
TpoM0O03a 1o BpeMe Ha JiedeHHe 00ade M3IIexk/1a HIMaT MOBUILCHA YeCTOTa Ha KbPBEHE OT CTEIeH 3
WM TI0-BHCOKA, KOTATO Ce JIEKyBaT ChITBTCTBAIIIO C IIbJIHA 1032 Baphapun u oesarmzymad (NCI-
CTCAE v.3).

benonpobGeH KpbBOU3INB/XEMONITH3a

[TanmenTr ¢ HeAPEeOHOKIETHYCH paK Ha Oenus Apo0, JeKyBaHHU ¢ OeBamm3yMad, MOXKe Jla ca H3JI0KEHH
Ha PUCK OT CEPUO3CEH, a B HIKOM clly4au JieTaseH OenoapoOeH KpbBou3nuB/xemonrtusa. [lanuenTu,
npeKapaiy HacKopo 0enoapoOeH KpbBou3nuB/xemonTtusa (> 2,5 ml sicna KkpbB) He TpsiOBa n1a 6bAAT
JeKyBaHu ¢ AVZivi.

AHEBPU3MU U apTEPUATHU TUCEKALINU

M3non3paneTo Ha maXHOUTOpH HA BT Ha VEGF npu manmueHnTH ¢be Win 0€3 XUIIEPTOHHS MOXKE Ja
MOJIIOMOTHE 00pa3yBaHETO Ha aHEBPU3MH W/WIIM apTepUATHH JUCEKaIy. [Ipeu 3amouyBaHeTo Ha
neueHue ¢ AVZivi, TpssOBa BHUMATEITHO Jia C€ MPEIICHU TO3M PUCK MPH MAIUCHTH ¢ PUCKOBH (HaKTOPH
KaTO XUIEPTOHUS WK aHAMHE3a 32 aHeBPU3Ma.

3acToiiHa cbpreuna HexoctarbyHocT (3CH) (Bxk. Touka 4.8)

ITo BpeMe Ha KJIMHUYHUTE U3MUTBAHU Ce ChoOINaBa 3a peakuuu, orropapsiy Ha 3CH. Haxomkute
BapHUpaT OT aCUMIITOMHO HaMaJICHHE Ha JIeBOKaMepHaTa (ppakiius Ha u3Tiaacksane 10 uzsieeHa 3CH,
HaJaraia Je4eHue Wik xocnuraansaims. HeoOxonumo € BHUMAaHKeE, KOTaTo MALMEHTH ¢ KIMHUYHO
3HAYMMO ChPACYHO-CHI0BO 3a00JIBaHE, HAMP. MPEANICCTBAIA HCXEMUYHA O0JIECT HAa CHPIETO WK

3aCTOlHA ChpAE€YHA HEIOCTATHYHOCT, Ce JIEKYBaT ¢ AVZiVi.

[ToBeuero manuenTH, kourto ca nomyynnu 3CH, ca umManu MetacTa3upall pak Ha MiIeUHATa JKJie3a U ca
ce JIEKyBaJIM Ipe/id TOBa C aHTPALMKIMHY, C IPEANIECTBAIA IbUeTepalus Ha JiiBaTa CTeHa Ha
TPBAHMS KOII WK Ca UMaJIU IpYTH pucKoBH (pakTopu 3a 3CH.

[Ipu nanmenture B AVF3694g, xouTto ca mosydyaBany WIH HE ca MOMy4aBald aHTPAUUKINHY IpeIn
TOBa, HE € Ha0JII0]aBaHa yBeJIMUeHa yecToTa Ha Bcuuku crenenn 3CH B rpynara ¢ aHTpanukive +
OeBanu3yMal B CpaBHEHHUE C JICUCHUETO caMo ¢ aHTpanuiinHu. Peakiuure Ha 3CH crenen 3 wim mo-
BHCOKa ca OMJIM 10 U3BECTHA CTEICH MO-YECTH NPH MALEHTHUTE, 0yyaBain OeBaun3ymal B
KOMOWHAIINS C XUMHUOTEPaN¥s, B CPAaBHEHHUE C TIAIIMEHTUTE, JIKYBAHU CaAMO C XUMHOTepanus. ToBa
CHOTBETCTBA Ha PE3yJITATUTE NPH MAIUCHTUTE B IPYTH POYUBaHMsI HA METacTa3nupaj paKk Ha I'bpJara,
KOHUTO HE Ca TOoJy4aBajin eaHoBpeMeHHO seuenune ¢ antpauukinau (NCI-CTCAE v.3)

(Bx. Touka 4.8).

Heyrponenus v nadbekunu (k. Touka 4.8)

[loBuieHa yecToTa Ha TEXKa HEYTpOoIeHHs, (eOpHUIHa HEYTPOIICHHS WK MH(EKIUS ChC Win Oe3
TEXKa HEYTPOIEHUs (BKIIFOUUTEIIHO C JETaJIEH U3X0[) ca HAabJI0AaBaHy [IpU NallUEHTH, JICKYBaHU C
HSKOM MHEJIOTOKCUYHU CXEMM Ha XMMUOTEpaIus IUIroc OeBalu3yMal, B CpaBHEHUE ChC
CaMOCTOSITETHO MPHUJIOKEHUE HA XUMHOTepanus. ToBa e HabI0AaBaHO NPEANMHO B KOMOMHAIIHS C
Tepamnus Ha 06a3zaTa Ha IMJIaTHHA WK TakcaHu rpu iedenue Ha HAKPBJ, MPMX u B komOuHanus ¢
[aK/IUTaKCeJl U TONOTEKaH IIPU IEePCUCTUPAILl, PEeLUIUBUpPALL] UM MeTacTa3upall pak Ha MaTOYHATa
HIMHKA.




PCaKgI/II/I Ha CBPBbXYYBCTBUTEIHOCT (BKIIOYUTEIIHO aHagimnaKmqu MoK !/[zeaKgI/II/I, CBBP3aHHU C

nady3uara (Bx. Touka 4.8)

[NaruenTrTe MOXKE J1a ca U3JI0’KEHU Ha PUCK OT PA3BUTUE HA PEAKIINH, CBbP3aHHU C
nHQYy3UsATa/pEeaKIii Ha CBPbXYYBCTBUTEIHOCT (BKIFOUUTEIHO aHaduIaKkTHUEeH 110K). [IpenopbuBa ce
BHUMATEITHO HAOJI0/ICHIE Ha MAIlMeHTa [0 BpeMe | CJIe/ IPUIIOKEHUETO Ha OeBann3ymal, KakTo ce
OYaKBa MPH BCsKa UH(PY3US HA TEPAEBTUYHO XyMaHU3UPAHO MOHOKJIOHATHO aHTUTsUI0. [Ipu
BB3HUKBaHE Ha peakius HHQY3usITa TPSOBA 12 ce MPEyCTaHOBH H Jia Ce 3aI0YHe MOIXO/ISII0
MeJIMKaMEeHTO3HO JieueHue. He ce Hamara ciucreMHa peMeTUKaIHs.

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

Cro0mraBar ce caydau Ha ocTeoHeKpo3a Ha gentoctTa (ONJ) npu marueHTy ¢ pak, JeKyBaHU C
OeBaru3yMal, IOBEYETO OT KOUTO ca MOJIy4YaBaiy NPEALIecTBAIIO WIH ChIIBTCTBAILO HHTPABEHO3HO
nedeHue ¢ oudocdonaru, npu koeto ONJ e naenTuduuupan puck. Heodxoaumo e noBumieHo
BHHMMaHHe, Korato Avzivi u 6udochoHaTH HHTPaBEHO3HO CE MPUIAraT ¢JHOBPEMEHHO WITH
MIOCJICI0OBATEITHO.

VHBa3MBHHUTE CTOMATOJIOIMYHU IPOLEAYPH CHIIO ca HASHTUUIHMpaH puckoB dakrop. [Ipequ
HAYaIoTO Ha JieueHne ¢ AVZiVi TpsiOBa 1a ce 0OMKCIIA CTOMATOIOTUYEH MPEryIe/] U IMOIXOISII0
NpopUIAKTHYHO 3b00JIeueHre. AKO € Bb3MOXKHO, TIPH MAIIMEHTH, KOUTO NPE/IN ca JICKYBaHH UIU ce
neKyBat ¢ oudocoHaTH HHTPABEHO3HO, TPSAOBA Aa ce N30sArBaT MHBA3UBHHU CTOMATOJIOTUYHU
MPOLETYPH.

HHTpaBUTpeaIHo NPUIOKEHUE
Avzivi He € pa3pabOTEH 3a UHTPABUTPEATHO TPHIOKEHHE.

Hapymrenns Ha o9uTe

Nma cpoOmieHns 3a MHAMBUAYAITHU CITyYad Ha CEPHO3HU OYHH HEXEJIAaHU PEaKIluy MPU HEOT00pEHO
WHTPABUTPEAITHO MPHUIIOKEHHE Ha OeBanu3ymad ot (hakoHH, 0JJOOPEHU 32 HHTPABEHO3HO
MPHIOKEHHUE MPH MALUEHTH ¢ pak. Te3n peakiuu BKIYBAT HHPEKINO3CH eHI0(TaIMUT, BbTPESOYHO
BB3MAJICHHUE, KaTO CTEPUIICH eHA0(TAIMUT, YBEUT H BUTPEUT, OTJICTIBAHE HA PETHHATA, Pa3KbCBaHE HA
MUTMEHTHUS €MUTEN Ha PETUHATA, YBEJIMUYEHO BHTPEOUYHO HANSITaHe, BbTPEOUYEH KPbBOU3IIUB, KATO
KPBBOU3IIMB B CTHKJIOBHIHOTO TSUIO WIIH PETHHATA, KPHBOM3INB B KOHIOHKTHBATa. HSIKOM OT Te3n
peaKIiy ca JOBEJIH JI0 pa3IudHa CTEIICH Ha 3ary0a Ha 3peHUETO, BKIIFOUUTEITHO TpaifHa ClieroTa.

CucremMun eheKTH Clie] HHTPABUTPEAIHO MPWIOKEHUE

JloxazaHo ¢ HaMaJIcHHEe Ha KOHIIeHTpanuaTa Ha nupkyupamntus VEGF cien nHTpaBUTpeamHo aHTH-
VEGF neuenne. Fima choOIIeHNS 32 CUCTEMHU HEKEIAHU PEaKIIMHU, BKIFOUUTEITHO HEOUHU
KPBBOM3IIMBU U apTEPUATHU TPOMOOSMOOIMYHH PEAKIIMH CIIE]l MHTPABUTPEAITHO MPUIIOKECHUE Ha
VEGF naxuburopmu.

OBapuanHa HeJIOCTATEYHOCT/(hepTUINTET

Bepanmzymab Moske fa yBpeau GpepTunnTeTa npH xeHu (BxK. Touku 4.6 u 4.8). [Topaau ToBa
CTpaTeTUHUTE 3a 3ara3BaHe Ha GepTIINTETa TPAOBa qa OBIaT OOCHIACHH C KEHUTE C JETCPOICH
NOTEHIMAN IPEIX 3aII04BaHe Ha edeHue ¢ AVZIVi.

Ba:xna undopmManusi 0THOCHO HIKOHM OT ChbCTABKHTE HAa AVZiVi

Tosa sekapcTBO ChABPKA MO-MaIKO OT 1 mmol HaTpwit (23 mg) B equH ¢i1akoH, T.€. MPAKTHIESCKH HE
ChIbPKa HATPUIA.

4.5 B3auMoneiicTBHE ¢ APYTd JeKAPCTBEHH MPOAYKTH U APYrd opMu HA B3auMo/elicTBHE

EdekT Ha aHTUHEOIIACTUYHUTE IPOJIYKTH BEPXY (papMaKOKWHETHKATa Ha OeBam3ymMad

BB3 ocHOBa Ha pe3ynTaTUTe OT MOIMYJIAMOHHN (hapMaKOKHHETUYHU aHAIIU3H1, HE € HaOJIF01aBaHO
KIIMHUYHO 3HAYMMO B3aHMO/JICHCTBUE HA €THOBPEMEHHO MPIIIOKEHA XUMHOTEPAIUS BBPXY
(dhapmakokmHeTHKaTa Ha OeBanm3ymad. He ca HabmomaBaHd HUTO CTATUCTHYCCKY 3HAYUMHU, HUTO
KIIMHUYHO 3HAYMMU Pa3IUKU B KIIMPhHCA Ha OeBanu3ymal Npy NalMeHTH, JICKyBaHH C MOHOTEpAIHs ¢




OeBar3yMal, B CpaBHEHHE C TIAIMEHTH, TIOJyJaBaiy OeBaru3ymMad B KOMOMHAIMSI ¢ HHTEPHEPOH
anda-2a, epaorunud win xumuotepanus (IFL, 5-FU/LV, kapOomaTiH/makInTaKcel, KaleUTa0uH,
JIOKCOPYOUITVH MM IUCIUIATHH/TeMINTa0WH).

EdexT Ha GeBarm3ymab BbpXy hapMakOKMHETHKATA HA IPYTH AHTHHEOIIACTUYHH MTPOJAYKTH

He e naGroraBad KIIMHUYHO 3HAYNM eQeKT Ha OeBaru3ymMad BbpXy (hapMaKOKMHETHKATA Ha
€THOBPEMEHHO Tpmiaran uarepdepoH anda-2a, epirotuHud (1 HeroBus aktiBeH Metadonut OSI-420)
WM XUMHOTEPAITUs ¢ MPUHOTEKaH (M HErOBHUS akKTHUBeH MeTabonmut SN38), kanenuTaOuH,
OKCaJUIUTATHH (OTIpeIeIICH Upe3 u3MepBaHe Ha CBOOOAHATA 1 o0maTa Ghpakys Ha TUTATHHATA), U
nucmiatud. He MoraT na ce HanpaBsT 3aKJIIOYSHUS] OTHOCHO BIUSHUETO Ha OeBau3yMad BbpXY
(hapMaKOKMHETUKATa Ha TeMIIUTAOWH.

KomOwvHanys Ha 6eBanm3yMad ¥ CYHUTHHUO Maiat

B JBe KITMHUYHY U3MUTBAHUS MTPU METACTa3upal ObOPEUHOKICThUCH KapIIMHOM Ce ChoOIIaBa 3a
MHUKpOaHTHONaTHUHaA XeMojuTHuHa aHeMus (MAXA) npu 7 ot 19 nauueHTH, JeKyBaHU C
koMOuHanus ot oepanm3ymad (10 mg/kg npes aBe ceamuim) U cyHUTHHUO Majat (50 mg qHEBHO).

MAXA e XeMOJUTHIHO HapyIIeHHE, KOSTO MOXKE J1a CE MPOsIBU C (parMEeHTHPaHE HA YSPBEHUTE
KPBBHU KJIETKH, aHeMHS U TpoMmOonuTonienna. OCBeH TOBa, IIPH HAKOU OT Te3H MallMeHTH ce
HabJroaBa XUNEepTOHHA (BKIIOUYUTEIHO XUINIEPTOHUYHN KPU3H), TOBHUIICH KPEaTHHUH H
HEBPOJIOTUYHU CUMITOMH. BcHuky Te3n Haxoaku ca oOpaTuMu cjie]] MpeyCTaHOBABaHE HA JICYEHUETO
¢ 6eBanu3ymab 1 cyHUTHHUO Masat (Bk. Xunepronus, [Iporennypusi, CIIOE B Touka 4.4).

KoMmbOunanms ¢ Tepanus Ha 0a3aTa Ha IUIATHHA WIM TakcaHu (BK. Touku 4.4 u 4.8)

[ToBuilIeHa YeCcTOTa Ha TEXKa HEYTPOIECHHUs, (eOpHITHA HEYTPOIICHHS WITH HHPEKIIUA ChC WK 0e3
TEXKa HEYTPOICHHS (BKIIOYMTEIHO HAKOM JICTATHH CIy4an) ¢ HaOJt01aBaHa MPEAUMHO MPH
MAIUCHTH, JICKYBaHU C Tepamnus Ha 0azaTa Ha IUIaTWHA WK TaKCaHU, TI0 BpeMe Ha JICYCHUES Ha
HJIKPB u MPMXK.

JIpuerepanus
BezomnacHocTTa 1 ehrkacHOCTTA HAa CHITBTCTBAIIO PWIOKCHHE Ha JIbUETepanus u OeBalu3yMad He ca

YCTaHOBEHH.

EGFR MoHOKJIOHATHY aHTUTENa B KOMOWHANNS C XMMUOTEPANeBTUYHN PEXKUMU ¢ OeBallu3yMab

He ca mpoBexxmanu npoyuBanus 3a BzaumozeicTeusaTa. EGFR MoHOKIIOHATHYM aHTHTENa HE TPsAOBa Aa
ce npwarart 3a Jieueaue Ha MKJ[UP B koMOuHaIms ¢ XUMHUOTEpaIusi, ChabpKaIia OeBann3ymao.
Pesynrarute ot pangomusupanute ¢asa Il n3nursanus, PACCE u CAIRO-2, npu nauueHTy ¢
MKIYP npeamnonarart, ye ynorpebata Ha anTu-EGFR MoHOKIIOHaNHNTE aHTHTENIA TAHUTYMYMal 1
IIeTyKCHMa0, CbOTBETHO, B KOMOMHAIMSI ¢ OeBann3yMal IUTFOC XUMHOTEPAITHS, C& CBHP3Ba ¢
noHmxkeHa npexxussiemoct 6e3 nporpecus (I1bI1) n/unu obma npexussiemoct (OI1), 1 moBuieHa
TOKCHYHOCT, B CPaBHEHHE CaMO C OeBanu3ymal MIroC XMMUOTEPAITHsL.

4.6 @epTHIANTET, GPEMEHHOCT U KbpMEHe

Kenn ¢ nereposieH NOTCHIINA
Kenute ¢ nerepojicH MOTEHIHAI TPIOBa Ja U3M0a3BaT e)eKTHBHA KOHTPAIICTILKS 110 BpeMe Ha (U 10
6 Mecera) cie JICUCHHETO.

BbpemenHocT
HsMa maHHM OT KIMHUYHYU U3MMUTBAHUS OTHOCHO ynotpebarta Ha OeBaru3yMad npu OpeMeHHH JKEHHU.

ExcriepyMeHTaTHUTE POYYBAHUS IPH KUBOTHU ITOKA3BaT PEMPOTYKTUBHA TOKCUYHOCT,
BKJTIOUUTEITHO Masipopmaruu (Bk. Touka 5.3). M3BecTHO €, e IgG mpemMuHaBaT mpe3 IialenTara u ce
ouakBa OeBanu3yma0 Jia OTHCHE aHTHOTeHe3aTa Ha (eTyca, KaTo Taka ce IpeJroara, 4e Moxe J1a
MIPUYUHH TEXKKN MalihopMaIiui Ha HOBOPOJICHOTO, aKO Ce Tpuiiara 1o BpeMe Ha OpemeHHocT. [Ipu
MMOCTMapPKETHUHIOBaTa yIoTpeda ca HaOIro1aBaHu Ciydan Ha (eTaTHu aHOMATNY [IPH KEHU, JICKYBaHU
¢ OeBar3ymMabd caMOCTOSITETHO HIIM B KOMOMHAIUS C H3BECTHU €MOPHOTOKCHYHHU
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XMMHOTEPANIEBTHYHM cpeficTBa (Bxk. Touka 4.8). beBannszymab € IpoTHBOIMOKA3aH 0 BpeMe Ha
OpemenHoCT (BX. Touka 4.3).

Kopmene
He e u3BecTHO nanm GeBanmzymMal ce eKCckpeTrpa B KbpMata. Thit kaTo MaiunauTe 1gG ce

EKCKpeTUpaT B KbpMaTa 1 OeBarm3ymMad MoXKe Jia yBpeIn pacTexa U pa3BUTHETO Ha JICTETO
(Bk. Touka 5.3), )keHUTE TPAOBA J]a MPEYCTAHOBIT KEPMEHETO I10 BpEME Ha JICUCHHE U 1a HE KbPMST
TIOHE IIIECT Mecelia CJIe]T MOCISTHOTO IPIIOKEHIE Ha OeBaIu3ymao.

depTuaurer
[IpoyuBaHusTa 32 TOKCUYHOCT IMPU MHOTOKPATHO MPUIOKECHUE TIPU )KHBOTHHU 00ade ca MoKa3aiu, 4e

OepanM3yMad Moke Ja Ma HexxeslaH eekT Bbpxy (hepTuianTera Ha *KeHeKuTe (Bxk. Touka 5.3). B
eHO KIMHUYHO u3nuTBane (asa Il ¢ agroBaHTHO JeueHNe Ha AIIMEHTH C paK Ha Je0eI0To YepBo,
MPOYYBaHETO Ha MOATPYIIA )KSHU B MPEJAMEHOIAay3a TOKa3Ba IMO-BUCOKA YECTOTa HA HOBHU CIIydau Ha
OBapHaliHa HEAOCTATHYHOCT B TpymarTa ¢ 6eBann3ymad, B CpaBHEHHE ¢ KOHTpoJiHaTa rpyma. Cien
MpeycTaHOBsBaHE Ha JieueHHeTo ¢ OeBanmu3ymad, oBapuamHara QYHKIH C€ Bb3CTAaHOBSIBA MPH
MTOBEYETO MAIUEHTKH. [IbIrocpodnuTe epekTr OT JeueHNeTo ¢ OeBalu3yMad BbpXy (pepTUIINTETa HE
ca U3BECTHH.

4.7 EdexTtn BbpXy cnioco0HoOCTTA 32 modupane u padora ¢ MALIUHH

Bepanm3ymMa0 He OBIUABA WK TOBJIUSIBA MPEHEOPSIKUMO CIIOCOOHOCTTA 3a IodupaHe U pabora ¢
Mamad. ChoOIIIaBa ce o0aue 3a CHHIMBOCT M CHHKOM MPH yrnoTpeba Ha OeBaru3ymad (BiK.
Tabmuma 1 B Touka 4.8). AKO MallMEHTUTE MOTyJaT CUMIITOMH, KOUTO 3acsTaT 3peHUETO,
KOHIICHTPAIMATa UM, HJIU CIIOCOOHOCTTA UM 3a pearupaHe, Te TpsAOBa Jia ce MOChBETRAT J1a He
modupar win padoTIT ¢ MAIIMHU JI0 OT3ByYaBaHEe Ha CUMIITOMUTE.

4.8 HexenaHu JeKapCTBEHH PeaAKIUH

Pesrome Ha npoduaa Ha 6€30IacHOCT

OOmusT mpodr Ha 6e30macHOCT Ha OeBanu3ymad ce ocHOBaBa Ha jaHHU oT Hax 5 700 marueHTH ¢
pa3IMYHU 3710KAaY€CTBCHH 3200/ IIBaHNs, JICKyBaHU MPESIUMHO ¢ OeBanm3ymMad B KOMOWHAITHS C
XUMHOTEPAIIUs 110 BpeMe Ha KIIMHUYHUTE U3IMUTBAHUS.

Haii-cepro3nuTe HeXKellaHu peakluu ca:

. IMepdoparu Ha CTOMAITHO-YPEBHUSI TPAKT (BXK. Touka 4.4).

. KpbBOn3nuB, BKIIFOUUTENHO 0e101p0o0eH KPhBOU3IINB/XEMOIITH3a, KOUTO c€ HAaOII0JaBaT 1o-
YeCTO MPHU MAIMEHTH C HeAPeOHOKIEThYCH pak Ha Oemnust apod (Bxk. Touka 4.4).

. AprepuaineH TpoM60eMO0In3bM (BK. ToUKa 4.4).

Haii-uecto HaOnroaBaHUTE HEXETAHU PEaKUU OT KIMHUYHHU W3MUTBAHUS NP NALUECHTH,
nojy4asajiu OeBalu3zyMal, ca XUIIEPTOHUS, yMOPa WU acCTeHHUs, 1Uapysl U KopeMHa OoJIKa.

AHanm3uTe Ha KIIMHUYHHUTE JaHHM 32 0€30MacHOCT MOKa3BaT, Y€ MMa BEPOSITHOCT MOsIBATA HA
XHUIIEPTOHUS U MPOTEUHYPHS TIPH JiedeHne ¢ OeBaruzymad Ja e 103a-3aBUCHMa.

TabnuyeH COMCHK HA HOKETAHUTE PEAKIMU

Hesxenanute peakiiuu, U30pOEHH B Ta3W TOYKA, CHAJAT KbM CICTHUTE KaTEeTOPHU Ha YeCTOTATa!
mHoro dectu (> 1/10); wectu (> 1/100 mo < 1/10); Hewectn (> 1/1 000 mo < 1/100); penxu (> 1/10 000
10 < 1/1 000); muoro peaxu (< 1/10 000); ¢ Hens3BecTHA YecTOTa (OT HATMYHHUTE JAaHHUA HE MOXE Ja
ObJlc HalIpaBeHa OIICHKA).

B Tabmuuu 1 u 2 no cucremo-opranes kiac mo MedRA ca npeacraBeHH HeKEJIaHUTE PEaKIHH,
CBBp3aHH ¢ ynorpedara Ha 6eBanu3ymMad B KOMOMHAIMS C Pa3IMYHU CXEMH Ha XUMHUOTEPAITUS MIPH
MHO’KECTBO ITOKa3aHusl.
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Tabnuua 1 npencTaBst BCUUKH HEXKEJIAHM PEAKLIUU 110 YECTOTA, 32 KOUTO € YCTAHOBEHO, Y€ UMaT
MIPUIMHHO-CJICICTBEHA Bph3Ka ¢ OeBanu3yMa dpes:

. CpaBHHUTEJIHA YECTOTa MEXKIY TPYIHTE HA JICUCHUE B KIMHUYHUTE U3MUTBAHUS (C Hal-MaJKo
10 % pasnuka B cpaBHEHHE C KOHTPOJIHOTO pamo 3a peakuuuTte ot crenex 1-5 cnopen NCI-
CTCAE, unu Haii-manko 2 % pa3nrka B CpaBHEHHE ¢ KOHTPOJIHOTO PaMo 3a PEaKUUTE OT
crerred 3-5 crmopex NCI-CTCAE),

[IOCTMAapKETUHIOBU NIPOYyYBaHUsA 3a O€30I1aCHOCT,

CIIOHTAaHHM CHOOIICHHS,

eMUAEMHOJIOTHYHHU TPOYYBAHHS\HEHHTEPBEHIIMOHAIHH UIIK 00CEPBAIMOHHHU TIPOYIBAHH,
WK Ype3 OLCHKA Ha WHAWBUAYAJTHUTE ChOOIICHHS.

Tabnuua 2 npeacTaBs 4ecToTaTa Ha TEKKHUTE HEXKEIAHN peakuuu. TeXKUTe PeaKkiuy e OpeesT
KaTO HEeXEJIaHW PEaKIMH ¢ Hai-Masiko 2 % pa3yiiKa B CPAaBHEHHE C KOHTPOIHOTO PaMoO B KIMHUYHHTE
u3nuTBaHus 3a peaknuute ot crerned 3-5 cropen NCI-CTCAE. Tabnuia 2 BKIIr04Ba ChIIO0
HE)KEJIAaHUTE PeaKinu, KOUTo ce cuurat ot [IPY 3a KIIMHUYHO 3HAYMMU WIIN TEXKH.

ITocTMapKeTHHTOBHUTE HEXEIAHH PEAKINK ca BKIIOUYeHU B Tabmuim 1 u 2, KBACTO € IPHUIIOKHUMO.
[MonpoOHa mH(pOpMAaNHs 3a TE3U MOCTMAPKETHHTOBY peaknuy e naaeHa B Tabmiwima 3.

Hexenanute PCaKnum ca NMMpeACTaBCHU B CbOTBETHATA KaTCropus 10 4€CTOTAa B Ta6.]'II/IIlI/ITe Io-a01y
criopen Hali-BHCOKaTa gecTorTa, Ha6mo;1aBaHa IIpU BCAKO ITOKa3aHUC.

BB Besika KaTeropus 1o 4€CToTa, HEKCJIAaHUTEC PCAKIIUHN CC I/I36pO$IBaT B HU3XOIAL] pe 110
OTHOLICHUEC Ha TAXHATa CEPHUO3HOCT.

Hsikou 0T HexkeNaHUTE PEakIMy ca Peakluy, KOUTO Ce HAOJI0AaBaT YecTo M0 BpeMe Ha
XUMHOTEpaIus; Ho OeBau3ymad obaue Moxe J1a 000CTpHU T€3U PeaKiliu, KOraro ¢e€ KOMOMHHUpa ¢
XUMHOTEpaneBTHIM. [IpuMepuTe BKIFOYBAT CHHAPOM Ha AIMApHO-TIJIAHTAPHA SPUTPOIU3ECTE3US C
METUINPAH JIMTIO30MEH JOKCOPYOHIIUH MITH KanenuTabuH, nepudepHa CeH30pHA HEBPOTIATHS C
MaKJIIMTAKCCJI NJIW OKCAJIMIUIATUH, HAPYIICHUA Ha HOKTUTE WJIN aJIONCHHS C MMAKIIMTAKCEI U ITapOHUXHUA
C epIIOTUHHMO.

Tadanna 1 Heskenanm peakumu 1Mo 4eCcToTa
Cucremo- MHoro yectu | Yectu Heuectn | Penku MHoro C
OpraHeH penxku HeU3BeCTHa
KJ1ac yecToTa
Nudexnun n Cericuc, HexpoTu3upar
nndecranun A6cuec®”, ¢dacuunt?
Henynur,
WNudexnus,
Wudexnus
Ha
MTUKOYHUTE
THTHIIA
Hapymenwust debpmitHa AHemus,
Ha KPBBTA U Heytponenus, | Jlumdonenns
mum¢HaTa JleBkomeHus,
cHCTeMa Heyrponenus®
)
TpomOGomuTo-
TICHUS
Hapymenus CBpBX4yBCT- Amnadunaktu
HAa UMYHHATa BUTEJIHOCT, YEeH 0K
cucrema Peakmuuy,
CBBP3aHH C
undysusara®S
T
Hapymenus AHopekcus, Jexunpararg
Ha Xunomarse- us
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Cucremo- MHuoro yectu | Yectn Heuectu | Peaku MHoro C
OpraHeH penxku HeU3BeCTHa
KJ1ac 4yecToTa
MeTabonu3Ma | 3MEMUS,
U XpaHEHETO XunoHarpu-
eMUs
Hapymenwust [Tepudepna Mo3b4HO- CungpoM Ha | XUNEPTOHHY-
Ha HEpBHATa CeH30pHa CBJIOB mocTepruopHa | Ha eHueda-
cucreMa HEBpONATHA’, | WHIMIEHT, obOparuma jonarus®
Huzaptpus, CuHkor, eHuedarno-
I'maBoGoHE, COMHOJICHT- natus *%°
Hucrey3us HOCT
Hapymenus OuHo
Ha OYHTE HapYyIICHHE,
YBenuueHo
CBII300THCISTH
e
Coepaeunu 3acToiiHa
HapyIICHHS ChpIcYHA
HelocTa-
THYHOCTO,
CyrmpaBeHT-
pUKyIapHa
TaXHKapAHs
CpaoBU Xuneprouus® | Tpomboem60 Bropeuna
HapYIICHUS , - TPOMOOTHYH
Tpomobo- JIM3BM (apTe- a
eMOO0IIU3BM puanen)®’,, MUKPOAHTHO-
(Benozen)® KpbBous- natus®S,
g%, AHeBpI3MH
Jnnboka u
BEHO3HA apTepHaTHu
Tpomb03a IMCEKAINNA
Pecrimparopun, | AucmHes, Bemonpoben benonpobna
TPBAHU H Punnr, KPBHBOU3IIHB/ XHUIIEPTOHHS?,
MmenuactTuHaiHd Enucrakcuc, Xemontn3za®" TTepdopanus
YCIOXHCHUS Kanumuma Benoapoben Ha HOCHATa
eMOOJIN3BM, nperpana?
Xunokcwusi,
Juchonus®
CromaniHo- Pexranen CromaniHo- Cromanino-
YpEBHU KPBBOU3JIHB, YpeBHa Iep- YpeBHa s3Ba?
HapyIICHHAS Cromartwr, poparus®”,
3armnex, UpeBHa
Juapws, niepdoparus,
T'anene, Uneyc,
[ToBpbi1ane, UpesHa
Kopemna 0OCTPYKIIHSA,
OoJka Pekro-
BarvHAaJTHH
bucryaun™,
CromaniHo-
YPEBHO
HapyIIeHHe,
IIpoxranrus
XemnaToOummap- TTepdopanus
HU HapyIICHUS Ha KITBYHASA
Mexyp*©
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Cucremo- MmHoro yectn | Yectn Hevectn | Penku MHoro C
OpraHeH penxku HeU3BeCTHa
KJ1ac 4yecToTa
Hapymenus Ycnoxuenus CunIpoM Ha
Ha KOXaTta 1 npu aJIMapHO-
ITOJTKO’KHATA 3apacTBaHe Ha | IUTaHTapHA
THKaH panute®”, €pUTPOU3-

Exconmatu- | ecresus

BCH JICPMATHT,

Cyxora Ha

KOXKara,

IIpomsHa B

[[BETa HA

KOXara
Hapymenus Aptpanrus, ®ucryna’®”, OcTteonexpos
Ha MYCKyJHO- | Muanrus MyckynHa aHa
CKeJIeTHaTa cimabocr, yemocTTa®,
cucTeMa u Bonka B OcTteonexpo3a,
CHEINHUTEI- rppba KOSITO HE
HaTa ThKaH 3acara

JOJTHATA
yenocT™®

Hapymenus ITporennypus®
Ha OBOpenuTe
U TTMKOYHUTE
IBTHIIA
Hapymenus OBapuanza Bonka B Taza
Ha HeJloCTaThy-
BB3NPOM3BO- | HOCTO®'
IUTETHATa
cucTeMa u
rbpJaTa
Bponenu, ®deranHu
(bamMunE 1 anomanuu®®
TeHETHYHU
HapPYIICHUS
O0mn Acrtenus, Jleraprus
HapyleHust 1 | YMopa,
edexTn Ha IMupekcus,
MSICTOTO Ha Bornka,
NIPUIIOKEHNE Br3nanenue

Ha

JUTAaBUIITE
Wscnensanus | Hamaneno

TErJI0

Koraro ch0uTHsiTa ca 0TOEIA3aHU €AHOBPEMEHHO KAaTO HEXKEJaH! JICKAPCTBEHH PEaKIMK OT BCUHYKHU CTETICHH U
ot creneH 3-5 B KIMHUYHUTE U3MTUTBaHUsL, Ce ChOOIaBa Hal-BHCOKATa YeCTOTa, HAOJI01aBaHa NIPH MallUEeHTUTE.
JlaHHWTE HE ca KOPUTHPAHHU CHOPE PA3IMYHATA MPOIBIDKUTEIHOCT Ha JICUCHUETO.

2 3a nomrpaHUTETHA HHDOpMarus Mot BrokTe Tabmuia 3 ,,Hexxenann peakiinu, CbOOMCHH IPU
MOCTMapKeTUHIOBaTa yrnorpeba”.

% TepMUHUTE NPENCTABIABAT IPyMa CHOMTHS, KOUTO OMUCBAT TI0-CKOPO MEIUIMHCKOTO TOHATHE, a HE
OTJEITHOTO CHhCTOSHHUE WK npearoynTad TepMuH o MedDRA (MenuurHCKH pEYHUK 3a peryiaTopHUTE
neiinoctr - Medical Dictionary for Regulatory Activites). Ta3u rpyna MeIUIMHCKH TEPMUHHE MOXeE J1a IMa
€/IHa U ChILA MMoJyIeXalna naTopusnoyorus (Hanp. apTepruaiIHd TPOMOOEMOOIMYHH PEaKIMU BKJIIOYBAT
MO3BYHO-CHI0B HHIMJCHT, HH(YAPKT Ha MUOKap/ia, IPEXO0JIeH UCXEMUYEH MIPUCTBII U IPYTH apTepUaTHH
TPOMOOEMOOIIMIHN PEAKITUH).

® Bb3 OCHOBa Ha MpoyuYBaHe Ha noArpymna oT 295 manuentu B NSABP C-08.

" 3a mompaHUTETHA HH(POPMAITHS BIDKTE TIO-J0Ty B ToUKa ,,ONrcanue Ha n30paHu CeprUO3HU HEeKEITaH
peakiun®,

A PekTo-BarnHaJ HUTE (GPUCTYININ ca Hali-uecTuTe QUCTYIHU B KaTteropusara CU-parnHaHA QUCTYIIH.

¢ HaGurogaBaHu caMo NpH reAnaTpuyHaTa momyJsarusl.
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Tab6auna 2

TeKKM HeKeJTaHU PC€AKIIMH MO YE€CTOTAa

Cucremo- MHoro yectu | Yecrn Heuect Penxu Mmuoro | C Heu3BecTHa
OpraHeH KJjac U penKu 4yecToTa
Nudexnun n Cericuc, HexpoTusupair
nHpecTaIuu Hemymur, (hacuuut®
Abciec®®,
WNudexnms,
Wudexnus Ha
MTUKOYHHUTE
IBTHIIA
Hapymenus Ha | ®ebpuina Anemus,
KpBBTa U HeyTponenus, | Jlumponenus
muMm¢HaTa JleBkomeHus,
cucrema Heyrponenus?
,
TpombomuTo-
TICHHS
Hapymenus Ha CBpBX- AHnadunmaktu
HMyHHaTa qyBCTBUTEITHOCT, YeH 0K
cucrema Peakmuuy,
CBBP3aHH C
undy3usaTa®o
Hapymenus Ha Jexunpatanus,
MeTabos3Ma XunoHaTpueMust
Y XPaHCHETO
Hapymenus Ha | Ilepudepna Mo3b4YHO-CBAOB CunzapoM Ha
HEpBHATA CEH30pHa WHIUACHT, MOCTEpPHOpHA
crucTemMa HeBpomarus® | CHHKOTI, obpaTnma eHiie-
CHHINBOCT, ¢anonarus®O,
I'maBoGonHe XurepToHnIHa
eHnedanonatus®
Cepaeunu 3acToiiHa chBp-
HapyIICHHS JledHa HeJJ0CTa-
TBYHOCT*®,
Hanxamepna
TaXHKap AU
CpaoBu Xunepronus® | AprepuasneH BbrbOpeuna
HapyIeHUs 6 Tpomboemb0- TpoMOOTHYHA
m3bM*0, MUKPOAHTHO-
KpsBouzmus™S, MaTHs®®,
Tpomboembon- AHEBpU3MH U
3bM (BeHO3EH)™0 apTepuanan
Jbn0oka MCEKAINNA
BEHO3HA
Tpomb03a
Pecrimparopuan Bbemonpoben benonpobna
, KPBHBOU3IIHB/ XHUIEPTOH®,
IPbIHU U Xemornuza*s, [epdopanus na
MeIMacTHHAI- Benonpoben HOCHaTa
HU HApYIICHUS eMOOIH3BM, nperpaja®
Enucrakcuc,
Jucnues,
XHUnoxkcust

15




Cucremo- MHoro yectu | Yectn Heuect Penxu Mmuoro | C Heu3BecTHa
OpraHeH KJjac U penKu 4yecToTa
Cromaniao- Huapws, UpeBHa CromanrHo-
YpEeBHU lanewne, niepdoparus, YpeBHa
HapyIICHUS TloBpbiane, Uneyc, neppopanus®°,
Kopemna UpeBHa CromarnrHo-
0OoJKa 00CTPYKITHS, gpeBHa S3Ba”,
Pexro- Pexranen
BarvHAaJTHH KPBBOU3JIHB
bucryamn™,
CromaniHo-
YPEBHO
HapYyIICHHE,
Cromarur,
IIpoxranrus
Xemnato- ITepdopamus Ha
OwmapHH JKITBYHUS
HapyIICHUS Mexyp%®
Hapymenus na Ycnoxuenus
Ko)KaTa u npu
ITOJTKO’KHATA 3apacTBaHe Ha
ThKAH panure®®,
CunzpoM Ha
naJMapHO-
TUIaHTapHA
€PUTPOAU3ECTEIU
s
Hapymenus Ha ®ucryna®d, OcTteonexposa
MYCKYITHO- Muanrus, Ha gemocTTa’®
CKeJIeTHaTa ApTtpanrus,
cucrema u MyckynHa
CBHEINHUTEI- ciabocr,
HaTa ThKaH Bonka B repba
Hapymienns na IMporennypus®®
ObOpenuTe U
MTUKOYHUTE
IBTHIIA
Hapymenus Ha Bonka B Taza OBapuanHa He-
BB3IPOU3BOIU JocTaTbuHocT™0
TEJTHATA
cucTeMa
rbpJaTa
Bponenu, ®deranHu
dhaMuTHY 1 aHomanuu®®
TeHETHYHU
HapyIICHHS
O0mm Actenus, Bonka,
HapyIlIeHUS 1 Ymopa Jleraprus,
edexT Ha Bw3nanenue Ha
MSICTOTO Ha JIUTABUIUTE
MIPHUIIOKCHHE

Tabnuna 2 npencTaBst yecToTaTa Ha TEKKUTE HEXKEIAHH PEAKIMU. TEXKUTE PeaKkiMu ce OIpeelIsT KaTo
HEKeJlaHH peakluy ¢ Hal-Manko 2 % pasivkKa B CpaBHEHUE ¢ KOHTPOIHOTO PaMo B KIMHUYHUTE U3IUTBAHHUS 3a
peaknuute ot ctenex 3-5 ciopen NCI-CTCAE. Tabnuna 2 BKII0OYBA CBIO U HEXEJIAHH PEAKIMU, KOUTO Ce
cuntar ot [1PY 3a KIMHWYHO 3HAUMMHM WM TEKKHU. Te3u KIMHUYHO 3HAYMMH HEXKEJIaHH Peaklyy ca ChOOIIEeHH B
KIMHUYHUTE U3IIUTBAHUS, HO PEAKIUHUTE OT CTEIICH 3-5 HE OTrOBapsT Ha Ipara oT Hai-Maiko 2 % pasiuka B
CpaBHEHHE C KOHTPOIHOTO pamo. Tabnuia 2 BKIIOYBA CHII0 M KIMHIYHO 3HAYNMH HEKEJIAaHH PEaKIHU, KOUTO
ca HaOIr0JaBaHy caMo NPH TIOCTMapKETHHI0BATa YIOTpeda, Iopaan KOETO YECTOTaTa U CTENEHTA CIIOPEN
NCI-CTCAE =e ca u3BecTHH. [lopamyu ToBa, Te3W KIMHIYHO 3HAYNMH pEaKIiy ca BKIodeHH B Tabnwma 2 B
KOJIOHATa, o3ariaBeHa ,,C HEM3BECTHA yecToTa .
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2 TepMUHHTE MPEACTABISLBAT IPyIa CHOUTHSI, KOUTO OMKCBAT MO-CKOPO MEIUIIMHCKOTO MOHSATHE, & HE OTACIHOTO
CBCTOSIHHE MUK TIpeanoyuTan TepMuH 1o MedDRA (MennuimmHCKH peYHIK 3a PeryJaTOpHUATE JeHHOCTH -
Medical Dictionary for Regulatory Activites). Ta3u rpyna MeAUIIMHCKH TEPMHUHHU MOJXKE /1a UMa €IHA U ChINa
o ITIeKaIa maTohru3noNIorHs (HaIp. apTepHUaATTHA TPOMOOESMOOINIHH PEAKIINU BKIIOYBAT MO3BbUHO-CHIOB
WHIMICHT, HH(PAPKT Ha MIOKap/Ia, MPEXOeH NCXEMHUYEH MPHUCTHI U APYTH apTePHATHA TPOMOOEMOOTHIHH
peaxmmn).

% 3a nombaHUTENIHA MHPOPMALIUS BHXKTE 0-10J1y B TOUKa ,,ONMCaHNEe Ha N30PaHHU CEPUO3HU HEKENAHU
peaxrmu®.

® 3a nompyiHUTENHA HOpManus Mo Buokte Tabnuna 3 ,,Hexenanu peakuuu, CbOOLEHN NIPH
MOCTMapKeTHHroBaTa ynorpeoa”.

" Pexro-BarnHajHUTE (DUCTYIIH ca Hal-uectuTe ucTynu B kareropusta CU-Barunanuu gucrynu.

Omnucanre Ha N30paHu CEPUO3HU HEXKEIIAHN PEAKITHN
Hepdopayuu na cmomawno-upesnus (CH) mpaxm u chucmynu (sorc. mouka 4.4)

BCBaLII/IBy'Ma6 CC CBBpP3Ba CbC CCPHUO3HU CIydaud Ha nepq)opaum[ Ha CTOMAIIIHO-YPCBHUA TPAKT.

CpoOmaBa ce 3a nepdopanuy Ha CTOMANTHO-YPEBHHS TPAKT MO BpeMe Ha KIMHUYHUTE U3ITUTBAHUS C
gyecrorta moa 1 % mpu manueHTH HecKBaMO3eH HeApeOHOKIIEThUEH pak Ha O6emnust ApoO, 1o 1,3 % npu
MAalMEeHTH ¢ METACTa3upal pak Ha MieyHaTa xkJie3a, 10 2,0 % Ipu manueHTu ¢ MeTacTa3upan
OBOPEYHOKIIETHYCH paK MM MPH NAIMEHTKH € paK Ha siuHunuTe U 10 2,7 % (BKIFOYUTETHO
CTOMaIIHO-uypeBHa (ucTyna u abciec) Mpy NauueHTH ¢ MeTacTa3upa KOJOPeKTalIeH KapuuHoMm. OT
KJIMHUYHO M3MUTBAaHE NPH MAMEHTH C IEPCUCTUPALll, peLIMINBUPALL] HII METacTa3upall pak Ha
MaTouHaTa mmiika (nmpoyuBane GOG-0240), CU nepdopanmu (BCHYKH CTEIIEHH) ca ChOOIICHH TPH
3,2 % OT mauMeHTUTe, KaTO BCUYKH Ca UMaId aHaAMHE3a 3a MPEIX0sKAallla IpueTepanys Ha Tas3a.
YecroTaTa Ha TE3U CHOUTHS Bapupa MO BUA U TEXKECT OT HabJIoAaBaHe Ha CBOOOIEH ra3 Npy HaTHBHA
peHTtreHorpadus Ha Kopema, KOeTo € MpeMUuHalo 0e3 JiedeHure, 1o nepdopaius Ha yeppara ¢
abnoMuHaneH abcriec U JieTajaeH U3Xo/1. B HAKOM ciiydan € uMalio ChITbTCTBAIO HHTPaaOJOMHHAIHO
BB3MAJICHHUE OT s13B€Ha OOJIECT HAa CTOMAaxa, TYMOPHA HEKpPO3a, IUBEPTUKYIUT MM KOJIUT, CBBP3aH C
XMMUOTEPAIHUATA.

JletaneH u3xoj e 611 ChOOIIEH PH MPUOIM3UTEIHO €IHA TPETa OT CEPHO3HUTE CITy4Yan Ha
CTOMAIITHO-YpeBHHU Tepdopanuu, Koeto npeacrasissa Mexay 0,2 %-1 % oT BCHUKH MalyMeHTH,
JIeKyBaHU ¢ OeBaru3yMao.

[Ipy K IMHUYHUTE U3NUTBaHU ¢ OeBal3yMad, CTOMAIIHO-YPEBHU (PUCTYIU (BCUUKH CTEIICHH) Ca
cboOIIaBaHu ¢ 4ecToTa 10 2 % Mpu NMAIlMeHTH ¢ MeTacTa3upaj KOJIOPEKTalIeH PaK U pak Ha siifyHuKa,
HO ca ChOOIaBaHU MO-PAAKO MPH MALMEHTH C APYTH BUJIOBE pak.

CY-sacunarnu gucmynu 8 npoyvusane GOG-0240

B m3numTBaHe pu ManyeHTy ¢ IepCUCTUPAIL, PEIUINBUPALL MIIX METACTa3upall paKk Ha MaTOYHATa
mmiika, yecrorata Ha CY-Barunanau guctynu e 8,3 % npu nauueHTuTe, JeKyBaHu ¢ OeBanuzymao, u
0,9 % npu KOHTpONHATA rPyTa MalUEHTH, KATO BCHYKH Ca UMaJId aHaMHe3a 3a IpeAliecTBaIa
mpyerepanus Ha Ta3a. Yecrorara Ha CU-BarmHamHu GUCTYNIN B rpynara, JeKyBaHa ¢ OeBann3ymal +
XMMHOTEPAIH € I0-BUCOKA IPH MAMeHTH C PEIUANB B 00JIaCTTa Ha MPEAIIECTBAINA JTbYeTepanus
(16,7 %), B cpaBHEeHHE ¢ MaMeHTH Oe3 MpeecTBalla ibueTepanus 1u/win 0e3 penuanuB B 001acTTa
Ha npeaurecTania apuerepanus (3,6 %). ChbOTBETHUTE YECTOTH NP KOHTPOJIHATA IPYTIa,
MoJTy9aBallia caMo XUMHOTeparus, ca cboTBeTHO 1,1 % cnpsimo 0,8 %. [Tanmenture, KOUTO pa3BUBAT
CY-BaruHanHu QUCTYIIN, MOKE CHILO Jja UMAT YpeBHA OOCTPYKLIMS U CE€ HYKAAAT OT XUPYPruiHa
WHTEPBEHLMS], KAKTO U OT OTKJIOHSBALIH OCTOMUH.

Ducmyau uzevn CY mpaxm (eorc. mouxa 4.4)
Yrotpebara Ha OeBaru3ymMad ¢ CBbp3aHa ChC CEPUO3HHM CITydaH Ha GUCTYIIH, BKIIOUUTEIHO PEaKIlvy,
3aBBPIININ ChC CMBPT.

OT KIMHUYHO U3MUTBAHE MTPH MAIUCHTH C TIEPCUCTHPAIIL, PEIUAUBHUPAII] WJIH METaCTa3upall PaK Ha
MaTtouHata muiika (GOG-240), ce crobmIaBa, ue 1,8 % ot nanmenTuTe, 1eKyBaHu ¢ OeBanuzymad u
1,4 % oT KOHTpONHATA TpyNa MaMeHTH ca UMali (GUCTYIIN U3BBH CTOMAITHO-YPEBHUS TPAKT —
BarMHAJIHU, Ha TUKOYHUS MEXYP WU Ha XKEHCKaTa MOJIOBa CUCTEMA.
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Heudecto (> 0,1 % no <1 %) ce chobmmasa 3a GuUCTyin, KOUTO 3acsirat 00JIaCTH B OPraHU3Ma U3BBH
CTOMAITHO-YPEBHUS TPAKT (HANp. OPOHXOIICBPATHH U OWIMapHU (PUCTYIN), HAOIIOJaBaHU ITPU
pasnuuHu nokazanus. ChoO0IIaBa ce 3a QUCTYIIH U 110 BpeMe Ha IIOCTMAPKETUHTOBOTO MPUIIOKCHUE.

Peakiuu ce cho0maBar no pa3anyHoO BpeMe Ha JISYEHUETO, BApUPAIIO OT €HA CEIMHIIA JI0 HaJI
1 roauHa ciiex HAYaIOTO HA MPHIOKEHUETO Ha OeBalM3yMald, KaTo MOBEYETO PEaKIUH Bh3HUKBAT
npe3 mbpBUTE 6 Mecela OT TepanusITa.

3apacmeane na panu (6. mouxa 4.4)

Trii kaTo O6eBan3ymad MoXke Ja MOBJHsIe HEOIaronpusITHO Ha 3apacTBAHETO HAa PaHUTE, MAllUCHTH,
IPU KOHUTO € MPOBECHA roIsiMa OTleparys Ipe3 nocueanuTe 28 auu, ca Onim U3KII0YeHN OT yJacTHe
B KJIMHUYHUTE n3nutBanus ¢asa Il

ITo BpeMe Ha KIIMHUYHUTE U3MMTBAHKS HA METACTAa3MPal pak Ha J1e0eI0TO YepPBO HITH PEKTYMa HE €
Ha0JIF01aBaH MOBHIIIEH PUCK OT ITOCTONEPATHBHO KbPBEHE MIIH YCIIOKHEHHS ITPU 3apacTBaHe Ha
paHaTa MpH NalKHeHTH, KOUTO ca OMJIH MOJI0KEHH Ha ToJisiMa orepaitst 28-60 qHU mpeau HadaaoTo
Ha npuiarade Ha Oesanusyma0. [ToBuIIeHa 4ecToTa Ha MOCTONEPATUBHO KbPBEHE MIIH YCIIOKHEHUE
[PH 3apacTBaHe Ha paHaTa, KOUTO ca ce MPOsiBUIIH 110 60 JIHU Clie]] royisiMa oTepariysi, € HabJIro/[aBaHa,
aKo MalMEeHTHT € O JIEKyBaH ¢ OeBal3ymMad KbM BPEMETO Ha ornepanusaTa. Yecrorara ¢ Bapupaa
mexay 10 % (4/40) u 20 % (3/15).

I[OKH&,Z[B&HI/I Ca CCPUO3HU YCIIOXKXKHCHUS IPHU 3apaCTBAHCTO HAa PAHU, BKIIFOUUTCIHO U YCIIOXKHCHUS Ha
aHAaCTOMO3HU, HAKOH OT KOUTO C JICTAJICH U3XO/I.

[Ipu n3nuTBaHUS MPH JIOKATHO PEHUANBHpPAIL U METACTa3UpPall pak Ha MIIEYHATA JKJIe3a ca
HaOJronaBaHK yCIOKHEHU [IPY 3apacTBaHe Ha paHu OT cteneH 3-5 npu 10 1,1 % oT nanuenTure,

nonyvaBanu OeBai3yma0, B cpaBHenue ¢ 10 0,9 % ot nanuentute B koHTpoiaHute pamena (NCI-
CTCAE v.3).

Ipyu KIMHUYHUTE U3MHUTBAHUS TIPH KAPIHHOM Ha SITYHUIIATE ca HAOI0aBaH! YCIOKHEHHS TIPH
3apacTBaHe Ha paHaTa OT creneH 3-5 npu 1o 1,8 % ot narueHTkuTe B rpymnara ¢ OeBaru3ymao,
crpsimo 0,1 % B kortponHoTo pamo (NCI-CTCAE v.3).

Xunepmonust (6orc. mouxa 4.4)

B xnuHWYHATE W3MHUTBAHMS, ¢ M3KII0UeHUE Ha mpoyuBane JO25567, obmiaTa 4yecToTa Ha XUTIEPTOHUS
(Bcuuku crenienu) goctura Ao 42,1 % B rpynure, nekyBaHu ¢ 6eBanusymad, B cpaBHeHHe ¢ 10 14 %
npu KOHTposHUTe pamena. O6maTa yectora Ha xunepToHus crened 3 u 4 no NCI-CTC npu
NalyeHTHTe, JeKyBaHu ¢ Oesarmzyma0, Bapupa ot 0,4 % 1o 17,9 %. Xunepronus crenen 4
(xunepTroHnYHa Kpu3a) ¢ HabmronaBana npu 1o 1,0 % ot narmenTuTe, JekyBanu ¢ OeBanuzymad u
xuMuoTepanusi, B cpaBHenue ¢ 10 0,2 % oT manueHTuTe, JeKyBaHH ChC ChIaTa XUMHOTEpaIus
CaMOCTOSITEITHO.

B npoyuBane JO25567, xunepToHusi OT BCHUKH CTEIICHH € HabmoaaBaHa mpu 77,3 % OT nauueHTuTe,
norydaBany OeBanu3ymad B KOMOWHAIINSA C €PIOTHHUO KaTo JICUCHHE OT ITbPBa JIMHUS Ha
neckBamoseH HJIKPB/1 ¢ EGFR akTuBupariu Mytanuu, B cpaBHeHue ¢ 14,3 % OT manueHTure,
JIEKYBaHH C €PIIOTHHUO CaMOCTOSTEIHO. XUIepToHHA crerneH 3 ¢ Habmoaasana npu 60,0 % ot
MalMeHTHTE, JeKyBaHH ¢ OeBanu3ymMal B KOMOMHALMA C epIIoTUHHO, B cpaBHeHME ¢ 11,7 % mpu
MaIMeHTHTE, JIEKYBaHH C epIIOTUHUO caMocTosITenHO. He ca HabmoaBaHu ciiyvau Ha XUTIEPTOHHS
crenieH 4 unm 5.

XunepToHUsATa OOMKHOBEHO € OMila a/IeKBaTHO KOHTPOJIUpaHa ¢ TIEPOPATHNA aHTUXUTIEPTCH3UBHU
CpeACTBa KaTO MHXUOUTOPH HA aHTHOTEH3WH-KOHBEPTHPAIIUS €H3UM, TUYPETHIIN U KaJIIIHEBH
aHTaroHUcTU. B penxu ciaydau T4 € 10Bea 10 NPEYCTAHOBSIBAHE HA JICUYEHHUETO ¢ OeBalu3yMad nin
XOCIHUTAIIU3ALIHNS.
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Nwma mHOTO penky choOIIeH s 3a ciIyyan Ha XUIIePTOHINYHA eHIe(aonaTus, HIKO! OT KOUTO ca OmiTn
C JIeTaJIeH U3XO7.

PucksbT oT XUICPTOHUA, CBbP3aHa C 6eBauH3yMa6, HC € KOopeiarupaa ¢ U3XOAHUTC XapaKTCPUCTUKHU HA
ManuCHTUTE, C OCHOBHOTO 3a00JIIBaHEe WIIH CBITbTCTBAIIOTO JICUCHUC.

Cunopom na nocmepuoprna obpamuma enyeganonamus (6dxc. moyxka 4.4)

[Ipu maruenTH, TeKyBaHU ¢ OeBaIu3ymMald, IMa PEAKH ChOOIICHHS 3a Pa3BUTHE Ha MPU3HAIN U
cumntomu, ceoTBeTcTBa M Ha CIIOE, psimko HeBposorndHo HapymieHue. [IposBure Moxe na
BKJIFOYBAT T'hPUYOBE, TTIABOOOIINE, MPOMEHEH IICUXUYCH CTATyC, 3PUTEITHN HAPYIICHUS WIA KOPOBa
CJICTIOTA, ChC WK Oe3 chITbTcTBamIa xunepronus. Knuanuanre npossu vHa CITOE decto ca
HecneuUUHU ¥ opaau Toea 3a quarnoctuiiupane Ha CITIOE e Heo0X0auMO MOTBBPIKICHUE Upe3
o0Opa3Ha TMarHOCTHKA HAa MO3bKa, 3a TIPEIOYUTAHE TTOCPEICTBOM SPCHO-MAarHUTEH PE30HAHC
(SIMP).

[pu manmentn, passuBamu CIIOE ce mpenopbuBa paHHO pa3no3HaBaHE HA CHMITOMUTE ¢ HE3a0aBHO
JiedyeHne Ha creurn(UIHUTE CUMIITOMH, BKIIOYUTEITHO KOHTPOJI Ha XMIIEPTOHUSATA (aKo 3a00JI1BaHETO
€ CBBP3aHO C TeKKa HEKOHTPOJIUPaHa XUIIEPTOHHS ), KAKTO U MPEYCTAHOBSBAHE HA TEpaIusiTa ¢
OeBannzymad. CuMNTOMUTE OOMKHOBEHO OT3BY4YaBaT WM Ce MOAOOPSBAT JI0 THU CIie]l CIIIpaHe Ha
JICYEHUETO, BBIIPEKH Y€ HAKOHU OT MALMEHTUTE Ca MMAJIN HEBPOJOTUYHHU NocaencTBuUs. besomacHocTTa
IpY IOAHOBSIBaHE Ha TepanusATa ¢ 6beBauu3ymad npu nauuenty, nonyunian CIIOE npenu Tosa, He €
W3BECTHA.

Ilo BpeMe Ha KIMHUYHUTE U3NUTBaHM ca choOmeHu 8 ciydas Ha CIIOE. B nBa ot ocemre ciayuas
HAMA PaguoJIOTHYHO NOTBBPKAeHUE TIocpeacTBoM SAMP.

Ipomeunypus (xc. mouka 4.4)
[To BpeMe Ha KITMHUYHUTE U3MUTBAHUS Ce ChOOIaBa 3a MpoTeuHypus B rpanuiute Ha 0,7 no 54,7 %
OT MMaIUEeHTHUTE, TIOJTyYaBaliy OeBaru3ymao.

[IpoTennypusTa e Bapupaia Mo TeKECT OT KIMHUYHO O€3CHMITOMHA, PEXOIHA, CIIEAN OT
HNPOTEHHYPHS 10 HePPOTHIEH CHHIPOM, KaTo B TOJISIMOTO MHO3HHCTBO OT CIIy4auTe € Omia
nporennypus crerned 1 (NCI-CTCAE v.3). IIporennypus crenen 3 ce crobmasa mpu 10,9 % or
neKyBaHUTEe nauueHTu. [Ipotennypus cteneH 4 (HeppoTuieH cHHAPOM) € HaOmoaaBana npu 1o 1,4 %
OT JIGKyBaHHTE ManueHTH. [IpenopryBa ce ucieqBane 3a MPOTEHHYPUS, IPEIH Ja Ce 3arouHe
neyenue ¢ Avzivi. [Tpu moBeyeTo KIMHUYHNA U3MUTBAHKS HUBA HA IPOTEHH B ypUHATA OT

> 2 /24 yaca ca noBenu 10 3abpKaHe HA NPHIOKEHUETO HA OeBaln3ymMal 10 Bh3CTAHOBSIBAHE J10

< 2 g/24 4aca.

Kpweousnus (eorc. mouxa 4.4)

ITo BpeMe Ha KJIMHUYHUTE U3MUTBAHUS MTPU BCHUKHU MTOKA3aHHUs 00I11aTa 4eCTOTa Ha PEAKIIUHUTE C
kbpBeHe creneH 3-5 ciopen NCI-CTCAE v.3 ca Bapupanu ot 0,4 % 10 6,9 % npu nanuenTure,
JIeKyBaHU ¢ OeBanu3ymMa0, B cpaBHeHHE ¢ 110 4,5 % OT MallMeHTUTE ¢ XUMHUOTEpanus B KOHTPOJIHATA

rpymna.

OT KIMHUYHO W3NHUTBAHE NPH MALMEHTH C IEPCUCTHUPALL, PSIUANBUPAL] IM METaCTa3upal pak Ha
MaTouHaTa mmiika (nmpoyusane GOG-0240), peakunu ¢ KbpBeHE CTeneH 3-5 ce choOIIaBaT Npu He
noseye ot 8,3 % OT maluueHTuTe, JIeKyBaHu ¢ OeBaln3ymMad B KOMOMHALINS C MAKIUTAKCEN U
TOTOTEKAaH, B CpaBHEHHE C He moBeue 4,6 % OT MalMeHTUTe, JIEKYBaHH C IMAaKJIUTAKCEN U TOITOTEKaH.

XeMOoparuuHUTE peakiy, KOUTO ca HabJIroAaBaH! M0 BpeMe Ha KIIMHUYHUTE U3MHUTBAHUSA, Ca OUIIH
MPEIVMHO KPBBOU3IIIMBH, CBBP3aHU C TyMOpa (BXK. MO-JI0JY), U MaJKH KOXKHO-JIUTaBHYHH
KPBHBOM3JIMBY (HAIp. EMUCTAKCHUC).

Kpveousnue, cevpsan ¢ mymopa (soic. mouka 4.4)
Tosstm vmu MacuBeH 0e0apo0eH KPhBOU3INB/XEMONTH3a € HAOJII0JaBaH MIPEAUMHO MTPH
W3MUTBAHUATA IPU MALUEHTH ¢ HeIpeOHOKIeThueH pak Ha Oenus apod (HAKPB/I). Beamoxxuute
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PUCKOBH (DAaKTOPH BKIIFOYBAT CKBAMO3HOKJICTHYHA XUCTOJIOTHS, JICUCHUE C
AHTHPEBMATHYHHU/TIPOTHBOBB3MAIUTEIHU BEIICCTRA, JICUCHUE ¢ AaHTUKOArYJIaHTH, IPEIIeCTRAIIA
JIpUETEpaIus, Tepanus ¢ OeBannzymad, aHaMHe3a 3a aTepOCKIIepo3a, EHTPaTHA JTOKATH3aIisl Ha
TyMOpa U KaBUTAIMs HA TYMOPUTE IIPEIU WIH 110 BpeMe Ha JIedeHUeTo. ENMHCTBeHUTE MOKa3aTenu,
KOWTO TIOKa3BaT CTATUCTUICCKH 3HAYMMa KOpPETaIis ¢ KbPBEHETO, Ca TepanusiTa ¢ OeBaruszymal u
ckBamMo3HOKJIeThuHaTa xucrojiorus. [lammentn ¢ HIAKPB/] ¢ n3BecTHa CKBaMO3HOKJIEThYHA
XHMCTOJIOTHS WJIH ChC CMECEH KIIEThUEH THII C Ipeo0IIaaBalia CKBaMO3HOKIEThYHA XUCTOJIOTHS ca
HU3KJIIFOYCHU OT IMOCJICABAIIIUTE U3IIUTBAHUSA BHB (1)333 HI, a Ca BKJIFOYBAHU ITAIIMCHTU C HCU3BCCTHA
TYMOpPHA XHUCTOJIOTHS.

[Tpu naunentu ¢ HAKPB/I, mpu kouto e u3kiroueHa npeodiagaBaiia CKBaMO3HOKIIEThYHA
XHCTOJIOTHS, ca HAOI0JaBaH! PeaKkIK OT BCHYKHU CTETNEeHH ¢ YecToTa /10 9,3 % npu nedeHwue ¢
OeBanu3yMad IUII0C XUMHUOTEpanus B CpaBHEHHUE € 10 5 % Npy NaLUeHTUTE, JIEKYBaHU CaMo C
xumuotepanus. HabmonaBanu ca peakunu oT cteneH 3-5 npu A0 2,3 % OT MauueHTUTe, JICKyBaHH C
OeBaru3yMab TuIoc XuMHoTepanus, B cpaBHeHue ¢ < 1 % npu te3u camo ¢ xumuotepanus (NCI-
CTCAE v.3). I'osiaM uiu MacUBeH 0eJ10Ap0o0SH KPbBOM3IMB/XEMOITH3a MOKE J1a Bh3HUKHE BHE3AITHO,
KaTo 70 IBE€ TPETH OT CEPHO3HUTE 0eI0APOOHN KPbBOU3IUBH Ca 3aBbPILMIIN JIETATIHO.

Nma choO1ieHns 3a KpbBOU3IMBH OT CTOMAITHO-UYPEBHUSI TPAKT, BKIIOUYMTEITHO KEPBEHE OT PEKTyMa 1
MeJIEHa, IIPU MAlUEHTHU C KOJIOPEKTAJIEH KAPLIMHOM, KaTO T€ Ca OLICHEHH KaTO KPbBOU3JIUBU, CBbP3aHU
C HaJIM4METO Ha TYMOP.

KpbBou3nus, cBbp3aH ¢ TymMopa, € OWi psiIko HAOII0AaBaH U IPH IPYTU BUIOBE TYMOPH U
JIOKaJIM3al1H, BKIIOYUTEIIHO U CIy4au Ha KbpBeHE B IleHTpaiHaTta HepBHa cuctema (LIHC) npu
nanuenty ¢ Mmetactasu B [THC (Bxk. Touka 4.4).

Yecrorarta Ha kbpBeHe B LIHC npu nanuenTu ¢ HenekyBanu Metactazu B IHC, nonyyaBau
OeBanm3ymMa0, He € OLCHsABaHa MPOCIIEKTHBHO B PaHIOMH3HPAHH KIMHUYHH M3NUTBaHuU. [Ipu enun
EKCIUIOPATOPEH PETPOCIICKTUBCH aHAIM3 HA JaHHU OT 13 3aBbpPIICHH PaHIOMHU3UPAHU H3MUTBAHUS
IIPY TALMEHTH C pa3sinieH BU TyMopH, 3 oT 91 manuentu (3,3 %) ¢ MeTacTa3u B MO3bKa ca
noyumin KbpBeHe B LIHC (Bcuukure crenen 4) npu sedenne ¢ OeBannzymad, B CpaBHEHHE C

1 cnyuaii (crernien 5) ot 96 namuentu (1 %), KOUTO He ca eKCIIOHMpPaHU Ha OeBanuzymad. [lpu aBe
MOCJIeI0BAaTEHU MTPOYYBaHHUs (KOUTO BKItOYBAT 0K0J10 800 manueHTH), mpy MalueHTH C JIEKyBaHU
METacTa3l B MO3bKa 10 BpeMe Ha MEeKIUHHHS aHAIN3 Ha 0e30MacHOCTTa ce choOmiaBa 3a 1 cirydait
npu nanueHT ¢ kppBousnus B LIHC crenen 2 ot o6mmo 83 nuia, nexyBanu ¢ 6earzymad (1,2 %)
(NCI-CTCAE v.3).

BbB BCHYKH KIMHUYHYM M3MUTBAHUS KOKHO-TMTaBUYHA KPHBOU3IUBY ca HaOmoqaBanu mpu 10 50 %
OT MaIUCHTHTE, JIEKyBaHU ¢ OeBarm3yMad. Te ca Omin Hai-4ecTo eMUCTaKCUC cTeneH 1 cropen
NCI-CTCAE v.3, KOHWTO € MPOABIDKII II0-MAJIKO OT 5 MUHYTH, OT3By4al € 0e3 Jiekapcka Hameca v He
€ M3UCKBaJ MPOMEHH B CXeMaTa Ha JiedeHne ¢ OeBanuszymad. KimmHndaanTe mnanHu 3a 0€301macHOCT
MOKA3BaT, Y€ YeCTOTaTa Ha MAJIIKUTE KOXKHO-TUTaBUYHH KPhBOU3IIUBH (HAIp. STUCTAKCUC) MOXKE J1a
ObJ€e M03a-3aBHCHMA.

Ha6J’IIO,Z[aBaHI/I Ca U MO-pCAKU PCaKIIUN Ha MAJIKU KOXKXHO-JIMTABUYHU KPBbBOU3JIUBU C Ipyra
JIOKaJIn3alus, KaTO KbPBCHC OT BCHIUTC WJIM BarnHaJIHO KbPBCHEC.

Tpomboembonuzom (8xc. mouxa 4.4)

Apmepuanen mpomboemodOIUILM

HabnronaBana e moBHIlIeHa Y€CTOTA HA apTEPHATHA TPOMOOEMOOTUYHHN PEaKIUU MPH MAllUCHTH,
JIEKyBaHH ¢ OeBaIlu3yMad Mpy MOKa3aHusl, BKIFOUBAIINA MO3bUHO-CHJOBH MHITUICHTH, HH(PAPKT HA
MHOKap/ia, MPEXOIHN UCXEMHUYUHH IPUCTHIIN U IPYTH apTepHAIHA TPOMOOEMOOINYHN PEAKIIHH.

[lo BpeMe Ha KIMHUYHUTE U3NUTBaHUs 00I1aTa YECTOTa Ha apTEPUATTHUTE TPOMOOEMOOTUYHI
peaxuu Bapupa 10 3,8 % npu rpynure, JeKyBaHH ¢ OeBanmu3yma0, B cpaBHeHHE ¢ 10 2,1 % B
KOHTPOJIHUTE paMeHa, MoTy4JaBain Xxumuorepanus. Vima cpo0menns 3a neranen uzxox npu 0,8 % ot
NalnyueHTHTe, JeKyBaHu ¢ OeBanmzymal, B cpaBHeHHE ¢ 0,5 % OT mauueHTHTe, NoTydaBain
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CaMOCTOSITEITHO XUMHOTEparusl. MO3bYHO-CHJIOBH UHIIUACHTH (BKIFOUUTEITHO TIPEXOJHA UCXEMUYHH
MPHUCTHIIN) c€ choOImaBar mpu 10 2,7 % OT MalreHTHTe, JIEKYBaH! ¢ OeBaIi3yMad B KOMOUHAIIHS C
XUMUOTEpanusl, B cpaBHenue ¢ 10 0,5 % oT manueHTuTe, Moay4aBaid XMMHOTEPAHs CAaMOCTOSTEITHO.
Wudapkr Ha Mrokapaa ce crobmana npu Ao 1,4 % oT nanueHTure, JeKyBaHu ¢ OeBanusymad B
KOMOHMHAIWS ¢ XUMHOTepanus, B cpaBHeHHe ¢ 10 0,7 % OT manueHTuTe, MoTy4aBaid XUMHUOTEPAITHs
CaMOCTOSITEITHO.

B pamkuTe Ha €IHO KIIMHUYHO M3IMTBaHE, OLECHABAIIO OeBan3ymMad B KOMOMHAIIUS C
5-hayopoypaumi/donntora kucennna, AVF2192g, ca BKIFOUYeHN HMAIIMEHTH ¢ METacTa3upal
KOJIOpEKTaJIeH KaplMHOM, KOUTO HE ca OMIIM KaHIUIAaTy 3a JIeYeHHe ¢ UpUHOTEKaH. B ToBa u3nuTBaHe
ca HaOJII0AaBaHu apTepuaiHu TpomooemOonunu peakuuu pu 11 % (11/100) ot naunenture, B
cpaBHeHue ¢ 5,8 % (6/104) B kOHTpOJIHATA I'PyIa ¢ XUMHUOTEPAIIHsl.

Benozen mpomboembonuzom

YecroTaTa Ha BEHO3HU TPOMOOEMOOTMYHY PEaKIIMH MPH KIMHAYHUTE U3MUTBAHUS € TI0JJ00HA TIPU
ManMeHTHUTE, IMOJIydYaBalin 6eBauH3yMa6 B KOM6I/IHaHI/I${ C XUMHUOTEpaIius, B CpaBHCHUE C TE3U B
KOHTPOJIHOTO pamo, JEKyBaHH CaMO C XMMHUOTeparusl. BeHO3HUTe TpOMOOESMOOIMYHYU peakiiu
BKJIFOUBAT TPOMOO3a Ha ABJIOOKUTE BEHH, O€JI0IPOOCH eMOOIM3bM U TPOMOOQIIeOHT.

Ilo BpeMe Ha KIMHUYHUTE U3MUTBAHU [IPU IIOKA3aHUATA 00IIaTa YECTOTa Ha BEHO3HH
TpoMO0oeMOOIMYHM peakLuu € Bapupana ot 2,8 % 1o 17,3 % npu nauneHTuTe, JEKyBaHU C
OeBaru3yma0, B cpaBHenue ¢ 3,2 % 1o 15,6 % npu KOHTPOIHUTE paMeHa.

Nma cho0mieHus 3a BeHo3Hu Tpomboemboamynu peakiuu ot crered 3-5 (NCI-CTCAE v.3) npu 10
7,8 % OT manueHTHTe, JICKYBaHH ¢ XMMHOTEpaIus 1itoc OeBanuzymad, B cpaBHeHue ¢ 10 4,9 % ot
MAIUCHTUTE, JICKYBAaHH CaMO ¢ XUMHUOTeparnus (3a BCHUKH [TOKa3aHus, ¢ U3KIIIOUSHHUE Ha
MEPCUCTUPAIL, PEIUIUBUPAII] HITH METACTAa3Upal Pak Ha MATOYHATA [ITMIHKA).

OT KIMHUYHO U3IINTBaHE IIpY MaUCHTHU C NEPCUCTUPAIll, pCUUANBHUPAL] WUJIN ME€TAaCTa3upall paK Ha
MaTtouHara muiika (mpoyuBane GOG-0240), BeHO3HH TPOMOOEMOOIHMYHN pEeaKIiu OT CTeTeH 3-5 ce
CchOOIIABAT NPU HE TIOBeYe OT 15,6 % OT manueHTuTe, IeKyBaHu ¢ OeBalu3yMad B KOMOHHAITUS C
MAKJIUTAaKCeJl ¥ IUCIUIATHH, B CpaBHeHUE ¢ He noBeue oT 7,0 % OT marueHTure, JISKyBaHU C
MaKJIMTaKCCJI U NUCIIJIaTHH.

HaHI/ICHTI/I, KOHUTO Ca OJIYYHUJIM BEHO3HA TpOM6OCM6OJ'II/I‘{Ha peaKiuAa, MOXE 1a Ca NU3JI0OKCHHU Ha I10-
BUCOK PHUCK OT pCMAUB, aKO MMOJIy4aBaT 6CBaHI/I3yMa6 B KOM6I/IH3HI/I$I C XUMHUOTCpanurd B CpPaBHCHUC
CBC CaMOCTOATCIIHOTO IIPUIIOKECHUEC HA XUMHUOTEPAITUA.

3acmotina cvpoeyna nedocmamuvunocm (3CH)

B knmHanvHMTE M3nUTBaHUs ¢ OeBanu3yma0, € HaOolaBaHa 3aCTOHHA ChpIeYHA HEIOCTAThYHOCT
(3CH) mipu BCHUKH TIOKA3aHUS C pak, U3CIACIBAHH J0CETa, HO € Bh3HUKBAA MPEAUMHO MPH MAI[MCHTH
¢ MeTacTasupaj paKk Ha MieduHara jkjie3a. B uetupn mamuranus dasa |11 (AVF2119g, E2100,
BO17708 u AVF3694¢) npu manueHTy ¢ MeTacTa3upall pak Ha MileuHara »xJie3a ce otoensizsa 3CH
creneH 3 (NCI-CTCAE v.3) wiu no-rosisima ipu 710 3,5 % OT marueHTuTe, JeKyBaHu ¢ OeBann3zymad B
KOMOWHaIus ¢ XuMuoTepanvs B cpaBHenue ¢ 1o 0,9 % B koHTpoHHUTE pameHa. [Ipu manueHTuTe OT
npoyuBane AVF3694g, moxy4yaBanu aHTpaIMKIMHN CHITBTCTBAIIO ¢ OeBann3ymab, yecrotara Ha 3CH
CTeneH 3 Wi MO-BUCOKa ChOTBETHO B paMeHaTa ¢ OeBann3yMad v KOHTPOJIHUTE paMeHa € ToJo0Ha Ha
Ta3u B IPYTUTE MPOYYBAHUS MPH METACTa3UPaN pak Ha repaata: 2,9 % B paMOTO ¢ aHTPAIMKIINH +
oeparm3ymad u 0 % B pamoTo ¢ aHTpaimkiInH + mwianedo. OcBeH ToBa B npoyuBane AVF3694¢g
gyectoTtata Ha 3CH OT BCHUKH cTeneHH € Mo00Ha B paMeHaTa ¢ aHTpaIMkiInH + 6eBarusymad (6,2 %)
¥ aHTpanuKInH + miane6o (6,0 %).

[ToBeueto oT manueHTure, kouto pa3zsuBat 3CH mo Bpeme Ha KTUHUYHUTE H3NUTBaHUA 32 MPMK, ca
MOKa3aiy MoJo0peHNe Ha CUMIITOMUTE W/WIIK Ha JIeBOKaMepHaTa (GyHKIHS Cle MOAXO0As1a
MEINKaMEHTO3HA Tepammsl.
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[Ipu moBedeTo KIMHUYHH H3NUTBaHUS ¢ OeBaru3ymab manuentute ¢ npeamectama 3CH mo NYHA
(New York Heart Association) II-IV ca Ouiu U3K/IF0YEHH, TOPAIU TOBA HIMa HHGOPMAIUS OTHOCHO
pucka ot 3CH npu Ta3u nomynanus.

BB3MOKHO € mpe/iecTBaIio JieueHHe ¢ aHTPAUKIMHYA W/UITU TIPEIIECTBAN0 00IbUBaHEe HA CTEHATA
Ha TPBIHUS KOII Ja ca pUCKOBH (hakTopu 3a passutre Ha 3CH.

B knmMHAYHO M3MUTBaHE TIPH MAIMEHTH ¢ Tudy3eH B-enpoxiersueH mumpom e Habro1aBaHa
nosumeHa yectora Ha 3CH, xoraTo e momy4aBan 6eBann3ymad ¢ KyMyJIaTHBHA 032 JOKCOPYOHUIINH
no-rossiMa ot 300 mg/m?2. Tosa knuuu4HO u3nuTBaHe (asa 11l cpaBHsaBa
putykcumad/muknodochamun/nokcopyonuns/Bunkpuctur/mpeaan3on (R-CHOP) moc
oepanmzymad ¢ R-CHOP 6e3 OeBann3zyma0. Beipeku ue yecrotara Ha 3CH B aBete rpynu e mo-
BHCOKa OT HaOioJaBaHaTa mpey ToBa IpH TEpaIus ¢ JOKCOPYOULIMH, YeCTOTaTa € I0-BUCOKa B
rpynata R-CHOP miroc 6eBaunmzymab. Tesu pesynraTu npeanonaraT BHUMaTeIHO HAOMI0ACHUE U
IpeIr3Ha OIIeHKa Ha ChPJICYHMS CTAaTyC Ha MALMEHTH C KyMYJaTUBHHU I03H JOKCOPYOHIINH HaJ

300 mg/m?, xorato ¢ KoMOUHUpaH ¢ GeBanu3yMad.

Peakyuu na cepvxuyscmeumennocm (6xuouumento anaguiakmuyer wiok)lpeakyuu, cevpzanu ¢
ungysusama (exc. mouka 4.4 u [locmmapkemunzos onum no-0ouy)

[Ipu HAKOW KIMHUYHYU M3MHUTBAHUS aHA(DWIAKTUYHH PEAKIINH U PEAKIIUU OT aHA(IIAKTOUICH THIT C&
ChOOINABAT MO-YECTO MPH MAIMECHTH, ITOJTy4aBaly OeBau3ymMald B KOMOWHAIUS ¢ XUMUOTEpaIus,
OTKOJIKOTO TIPH CaMOCTOSITEITHO TIPUIIaraHe Ha XUMHOTepanus. Te3u peakiuy pu HIKOW KITMHHYHH
M3MUTBaHUS Ha OeBaru3ymad ca yectd (10 5 % mpu manueHTuTe, JIeKyBaHu ¢ OeBaru3yma).

Ungpexyuu

OT KIMHUYHO U3IUTBAHE MIPH MAIMCHTH ¢ TIEPCUCTHPAILl, PELUANBHUpPAIL] HIIH METacTa3upall paKk Ha
MaTouHaTa mmiika (nmpoyuBane GOG-0240), nndexnuu crenen 3-5 ce cho0IIaBaT MpU HE OBEYE OT
24 % oT manueHTuTe, JIeKyBaHu ¢ OeBaru3ymMald B KOMOWHAIMS C TAKJIUTAKCEI M TOIOTEKaH, B
CpaBHEHHUE ¢ He noBeue OT 13 % OT malueHTHTe, ICKYBaHH C MAKIUTAKCEI M TOMOTCKaH.

Osapuanna Hedocmamvunocm/pepmunumem (6xc. mouku 4.4 u 4.6)

B NSABP C-08, xnuanuno usznutBane ¢asa Il na OeBannzymad mpu aJr0BaHTHO JICYCHHE Ha
MAIMeHTH C paK Ha 1e0eI0To YepBo, 4eCTOTaTa Ha HOBH CIIyYaH Ha OBapHallHa HEJIOCTaThUHOCT,
orpeieNicHa KaTo aMeHOpes C MPOIBIDKUTEITHOCT 3 WK ToBeue mecena, HuBo Ha FSH > 30 mIU/mL u
OTpHIIATEJICH TECT 3a OpeMeHHoCT npu u3Meppane Ha B-HCG B cepyma, e oneHsBaHa ripu 295 xeHu B
npeaMeHomnay3a. HoBu ciydan Ha oBapHaiiHa HEIOCTaTHYHOCT ce choOmaBar npu 2,6 % ot
nanuenTkute B mFOLFOX-6 rpynara, B cpaBHenue ¢ 39 % B rpynata mFOLFOX-6 + 6eBanu3symad.
Crnen nmpeycTaHOBsIBaHE Ha JICUSHUETO ¢ OeBanu3ymal, oBapuanHaTa (PYHKIUS ce € Bh3CTAaHOBWIIA ITPH
86,2 % OT Te3u oleHsABaHM KeHHU. [IbIrocpouHnTe eeKTH OT JICUCHUETO ¢ OeBalu3ymad BbpXy
(dbepTunUTETa HE Ca U3BECTHH.

Jlabopamopnu ominonenust
Tepamnusta ¢ 6eBaru3yMad MOXKe J1a Ce CBbPIKE ¢ HaMaJIeHHue Ha Opos Ha HeyTPO(HUIUTE, HaMalleH
Opoii Ha OenuTe KPHBHU KIIETKY U HAJTMYKE Ha MPOTEUH B ypUHATA.

B knMHUYHNTE M3NUTBAHUS PU MAIMEHTHUTE, JIEKYBaHHU ¢ OeBann3yMa0, ca HaCTBIIWIIN CICTHNTE
nabopatopuu otkiaoHeHus ot creneH 3 u 4 (NCI-CTCAE v.3) ¢ Haii-manko 2 % pa3nuika B CpaBHCHHE
ChC CHOTBETHUTE KOHTPOJIHU IPYNHU: XUIEPTIUKEMHS, IOHWKEH XEMOTTIOOMH, XUIIOKAaTHEMHUS,
XHUITOHATPUEMHS, HaMaJieH Opoil Ha OenMTe KPhbBHU KIIETKH, MOBHIIICHO MEXTYHAPOTHO
HopManu3upaHo ckoTHouenue (INR).

KnuanannTe n3nuTBaHMs ca MOKa3ajiH, de MPEXOIHNUTE MTOBUIICHUS Ha CEPYMHUS KPeaTHHUH
(Bapupamy mexay 1,5-1,9 mpTH Hat U3XOIHOTO HUBO), ChC WIIM 0€3 IPOTEUHYPHS, Ca CBHP3aHU C
ynotpebara Ha OeBanu3ymal. HabmogaBaHoTo MoBUIIEHHE HA CEPYMHHUSI KPEaTHHHUH HE € CBBP3aHO C
MO-BUCOKATA YECTOTA HAa KIIMHUYHUTE MPOSIBU Ha ObOPEUHO yBpeKJaHE NPH MALUCHTHUTE, JIEKYBaHH C
OeBaru3ymMao.
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EQYFI/I CTICIIMATHU TTOIYyJIalluu

Hayuenmu 6 cmapuecka 8b3pacm

[Ipu pangoMu3MpaHy KIMHUYHHI W3MUTBAHUS, Bb3pacTTa > 65 roquHu npu JieueHne ¢ OeBanuzymao e
Ouia cBbp3aHa C TOBUILEH PHCK OT Pa3BUTHE HA apTepPHaIHA TPOMOOEMOOIUYHH PEeaKIny,
BKJTFOUUTEITHO MO3BbUHO-CHI0BU uHITMAeHTH (MCH), npexomaan ncxemuann npuctoiu (ITAIT) u
uHapkT Ha Muokapaa (MM). JIpyru peakiiny, Ha0JIt0JaBaHu C [TO-BUCOKA YECTOTA P MAIllHEHTH
Haj 65, ca Ownm neskorneHus creneH 3-4 u tpombonmronenus (NCI-CTCAE v.3); u BCHYKU cTEIIeHU
HEYTPOIICHUSI, UaApHs, TaJIeHe, TIAaBOOOIHE ¥ yMOpa, B CpaBHEHHE C Bh3pacTHHTE < 65 romuHH,
JieKyBaHM ¢ OeBaru3ymMad (Bx. Touku 4.4 u 4.8 npu Tpomboemboauzvm). B eHO KIMHUYHO
W3MUTBaHE YECTOTAaTa Ha XUIIEPTOHMS CTETeH > 3 € JIBa IbTH M0-BHCOKA MPH NAIlMEHTUTE HA BH3PacT
> 65 rogMHu, OTKOJIKOTO B MO-MJIaJiaTa Bb3pacToBa rpymna (< 65 rogunn). B exno npoyusane npu
MaIMEHTKH C PE3UCTEHTEH Ha TUIATHHA PEIUIMBUPAI PaK Ha SHYHAIUTE Ce ChOOIaBa ChII0 U 32
ajonenusi, Bb3MaJICHUE Ha JIUTaBULIUTE, Iepu(epHa CEH30pHA HEBPOIATHS, IPOTCHHYPHS U
XHUIIEPTOHUS, KOUTO Bb3HUKBAT C YeCTOTa Haii-masiko ¢ 5 % mno-Bucoka B rpynata ¢ CT + BV npu
MAIMCHTKHUTE, JICKYBaHU ¢ OeBaI[u3yMal, Ha Bb3pacT > 65 roauHu, B cpaBHEHHUE C OOJIHUTE, JICKYBaHU
¢ OeBan3yma0, Ha Bb3pacT < 65 roguHu.

He e HabnroiaBaHo MOBHINICHNE B YECTOTATA HA JIPYTH PEAKIMU, BKIIOYUTEIHO Niepdopalus Ha
CTOMAIITHO-YPEBHUS TPAKT, YCIOKHEHHS MIPY 3a3/paBsiBaHe Ha PaHUTE, 3aCTOMHA ChplIevHa
HEJOCTaThYHOCT M KPBBOU3IIUB IIPH MAIIMEHTH B CTapuecka Bb3pacT (> 65 roaunu), moaydaBamu
OeBanm3yMal, B CpaBHEHHE C MMAIMEHTHTE Ha BB3pacT < 65 roanHu, IekyBaHH ¢ OeBanmu3yMao.

Tleouampuuna nonynayus
BesonacHoctTa 1 eprkacHOCTTa Ha OeBaIM3yMal mpu Jera noj 18-roauiHa Bb3pacT He ca
YCTAaHOBEHHU.

B npoyuBane BO25041 na GeBanmusyma0, KOHTO € J00aBeH KbM mocTonepaTuBHa Tbuetepanus (JIT)
CBITBTCTBAILO C aII0OBAHTHO MPUJIOKEHUE HAa TEMO30JIOMU [TPU TETUATPHUYHH MALMEHTH C
HOBOJMArHOCTHIMPAH CyIpaTeHTOpHajeH, HH(paTeHTOpHaeH, IepedeapeH WiK MeAyHKyJIapeH
BHCOKOCTETICHEH TJIMOM, NPOQHIBT Ha O€30IaCHOCT € CPAaBHUM C TO3H, HAOJI0AaBaH MpH APYTH
BUOBE TYMOPH NP BB3PACTHH, JIEKYBaHU C OeBannzymao.

B npoyuBane BO20924 Ha OGepann3ymMad ¢ HaCTOSAIIOTO CTAHIAPTHO JICYSHUE PU METaCTaTHUCH
pabOMHOCAPKOM U CAPKOM Ha MEKUTE ThKAaHH, pa3liuueH OT pabaoMHocapkoM, MpoGUiIbsT Ha
0€30MMacHOCT IpH JCIIa, JIKYBaHH ¢ OeBalu3yMal, € CpaBHUM ¢ npoduiia, HaOItojaBaH MpU
BB3PACTHH, JIEKYBaHU ¢ OeBann3yma.

Bepanuzymab He € 0100peH 3a ynorpeba npu NaueHTH Ha Bb3pact noA 18 ronqunu. B myGnukyBanu
JUTEpaTypHU CHOOLIEHHUS ca HaOI0laBaHU Cllydad Ha OCTEOHEKPO3a, KOSATO He 3acsra J0JIHaTa

YCJIHOCT, IIpU MAallUCHTH Ha Bb3pPacCT IO 18 roaviHH, JICKYBAHU C 66BaLIPI3}IMa6.

ITocTMapKETHHTOB OITUT

Tadauna 3 Hexenanun peaknum, Cb001IeHH PH NOCTMAPKETHHIOBATA YIOTpela

Cucremo-oprases kiac | Peakuuu (uectora*)

(COK)
Nudeximm u Hexkportusupair hacuuut, OONKHOBEHO KaTO BTOPHYHA MPOsBA HA
uHpecTarmu YCIOXKHEHUS MPH 3a3IPaBIBAHETO HA PAaHH, CTOMAITHO-YPEBHA
nepdopanus wim o0OpasyBaHe Ha QucTyia (peaKu) (BxK. ChIIO
Touka 4.4)
Hapymienns Ha uMyHHaTa | Peakiuu Ha CBPBXYYBCTBUTEIHOCT M PEAKIIUH, CBbP3aHU ¢ HHDY3HITA,
cucTemMa (uecTn) ChC CIEAHUTE BH3MOKHH CHITBTCTBAIIHN TPOSIBU:

JUCITHEsI/3aTPyAHEHO JUIaHe, 3auepBsiBaHe/dYepBeHIHA/00PHB,
XUIIOTOHHUS WJIM XMIIEPTOHUS, KMCIOPOIHA AecaTypalus, OoJKa B
ThPANTE, TPHIKHU U TaJIcHe/TIOBPBINaHe (BXK. ChINO TouKa 4.4 u
Peakiyu Ha CBpbX4YyBCTBUTEIIHOCT/PEAKIIMHU, CBbP3aHH ¢ HHY3HUITA,
0-TOpeE).
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CucremMo-oprasneH Kjiac
(COK)

Peaknuu (uecrora*)

AHaduaakTiueH moK (peaku) (BK. ChIIo Touka 4.4).

Hapymenus Ha HepBHaTa
CUCTEMA

XunepToHnyHa eHnedanonatus (MHOTO peakn) (BX. ChbIo ToUKa 4.4
Xunepmonus B Touka 4.8),

Cunnpom Ha octepuopHa ooparuma eHnedamonatus (CI1IOE),
(penkn) (BXK. cbIIO ToUKA 4.4).

Cp10BH HapylIEHUSA

BbrOpeuna TpoMOOTHYHA MUKPOAHTHOTIATHS, KOSITO MOXKE KIMHUYHO /12
Ce TIPOSIBY KaTO MPOTEHHYPHSI (¢ HEN3BECTHA YECTOTA) ChC M Oe3
CBITBTCTBAIIO PUJIOKEHUE HA CYHUTHHUO. 3a TOIBIIHUTEIHA
UHQOpMaIUs 32 NPOTEHHYpUATA, BIKTE Touka 4.4 u [Ipomeunypus B
Touka 4.8.

PecniupaTopuu, rpbaHU U

IMepdoparms Ha Ha3anHATa Mperpaaa (C HEM3BECTHA YECTOTA),

Me/IMACTHHAITHH BenoapobHa Xxunepronust (¢ HEM3BECTHA YECTOTA),
HapylIeHHs Hucdonus (uectn)

CroMaIHo-4peBHU CroManiHo-4peBHa 53Ba (C HEM3BECTHA YECTOTA)
HapyIIeHUs

XermaroommapHu ITepdopamms Ha KIBUHAS MEXYp (C HEM3BECTHA YECTOTA)
HapyIICHUS

Hapymenns na
MYCKYJIHO-CKeJIeTHaTa
CHUCTEMA U
ChEIMHUTETHATA ThKaH

CroOmmaBar ce cirydan Ha OCcTeoHeKkpo3a Ha yemoctra (ONJ) npu
MAIAEHTH, JICKYBaHH ¢ OeBann3yMal, IIOBEUETO OT KOUTO ca
BB3HUKHAJH MPH MMAIUEHTH C UACHTUDUITUPAHU PUCKOBH (PaKTOPH 3a
ONJ, mo-cnennaiHo eKCHO3UIHS Ha HHTPAaBEHO3HU OUdochoHaTH
W/WIIM aHaMHe3a 3a 3a00/1Bane Ha 350MTe, Hajaralo MHBa3UBHU
CTOMATOJIOTHYHH TIPOIeIypH (BK. ChIO Touka 4.4)

HabnronaBanu ca cimy4an Ha OCTEOHEKPO3a, KOSATO HE 3acsra JIoTHaTa
YEIIOCT, TIPY TIeIUATPUYHH NAIUCHTH, JIEKYBaHH ¢ OeBaru3yMal (BxK.
touka 4.8, [lenuarpudna momymarus).

Bponenu, hpamuiaau u
TCHETHYHH HAPYIICHUS

HabnromaBanu ca ciyvan Ha (eTamTHH aHOMAITUH TIPU JKEHH, JICKYBaHU
¢ OeBanu3ymMabd caMOCTOSITETHO WM B KOMOMHAITUS C U3BECTHU
eMOPHOTOKCHYHU XUMHOTEPAIIEBTHYHH cpeficTBa (BXK. Touka 4.6)

" Axo e OIpECACIICHA Y€CTOTAaTa, TA € IMOJYUCHA OT JAHHU OT KIMHUYHUTC U3ITUTBAHUA.

C’BO6H_IaBaHe Ha Imoa03upaH HCXCIIaHU PCAKITUN

Cro0Im1aBaHeTo Ha MOJI03UPAHU HEKEIIAHN PEaKIIUU CIel] pa3peliaBaHe 3a ynorpeda Ha JeKapCTBEHUS
MPOAYKT € BakHO. TOBa M03BOJISIBA Ja MPOIBJIXKK HAOJIFOICHUETO Ha ChOTHOIICHUETO MMOJI3a/PUCK 32
JIEKapcTBeHUS POAYKT. OT MEAMIIMHCKUTE CIICIUAIMCTH CE M3KUCKBA J]a ChOOIaBaT BCIKA
MOI03UPaHa HEXEIaHa PeaKIus Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIIaBaHe, IOCOUYCHU B

[punoxenue V.

4.9 TIlpeno3upane

[punoxeHneTo Ha Hali-BHCOKATA /1034, M3MKTBaHa BHpXY Xopa (20 mg/kg TenecHo Tero,
WHTPaBEHO3HO Mpe3 2 CEIMUIH ), € OMII0 CBBP3aHO C TEKKA MUTPEHA TP HIKOJIKO IMAIUEHTH.

5. ®APMAKOJIOTUYHHA CBOMCTBA

5.1

dapMaKOIUHAMHYHH CBOIiCTBA

q)apMaKOTepaHCBTI/I‘IHa rpyna: aHTUHCOIUIACTUYHU U UMYHOMOAYJIUpaI CpeaACTBa,
AHTUHCOIJIACTUYHU CPCACTBA, MOHOKJIOHAJIHNU aHTUTECJIA U aHTUTAJIIO-JICKAPCTBCHU KOHIOT'aTH, ATC

xox: LO1F GO1

Avzivi e GuonorudHo mogpo0eH iekapcTBeH mpoaykT. [loapobHa uHbopMAaIKs € IpeIocTaBeHa Ha
yebcaitra Ha EBporeiickara arennus 1mo nexapcTsara https://www.ema.europa.eu.
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

MexaHu3bpM Ha AeiicTBUe

Bberaruzymab ce cBbp3Ba Che ChIOBHS eHIOTeNeH pacTekeH paktop (VEGF), ocHoBeH cTrMyaTop
Ha BAacKyJIOT€He3aTa 1 aHrMOr'eHe3aTa U 110 TO3U HauuH uHxuOupa cebp3BaneTo Ha VEGF c Herosure
peuenropu - FIt-1 (VEGFR-1) u KDR (VEGFR-2), Hamupaniu ce Ha HOBBPXHOCTTa Ha SHIOTCITHUTE
Kkiretku. Heyrpanusupanero Ha Onosiormanata akTuBHOCT Ha VEGF Bonu 10 perpecus Ha
BacCKyJIapu3anusaTa Ha TYMOPUTE, HOpMaIM3Upa OCTaHAJIUTE TYMOPHH KPHBOHOCHH CHIOBE U
nHXUOUpa 00pa3yBaHETO HA HOBH CHJIOBE B TYMOPA, KaTo M0 TO3H HAYWH HHXUOHUPA TYMOPHHS
pacrex.

PapmakoaHAMUYHU €PEKTH

[MpunoxxenueTo Ha OeBanU3yMad WK CPOJTHOTO MY MUIIIC aHTHUTSJIO HAa KCCHOTPAHCIUIAHTUPAHU
MOJICJIH Ha PaK IPH T'OJIM MUIIIKH € JIOBEJIO /IO €KCTEH3WBHA aHTUTYMOPHA aKTUBHOCT IIPH pak MpH
YOBEKa, BKIIFOYUTEITHO Ha JIe0EII0TO YepBO, MIICYHATA JKJIe3a, ITaHKpeaca u pocTarara. [Iporpecusrta
Ha METaCcTa3upasoTo 3abosgBaHe ¢ Ouya MOTHCHATA K MUKPOBACKYIAPHUAT IEPMEAOWIUTET € OMIT
HaMaJieH.

Knunanyna edukacHoct

Memacmasupan kapyunom na deberomo uepso unu pekmyma (MK/TIP)

besonacHocTTa M eprKacHOCTTA Ha MpenopbuUnTenHaTa 103a (5 mg/kg TenecHo Tero npes ase

CeIMUIIN) IPH METacTa3upasl KapLUHOM Ha Ae0EJI0TO YePBO WM PEKTyMa ca MPOyYBaHU B TPH

PaHIOMHU3UPaHU, AKTUBHO KOHTPOJIHPAHH KJIMHUYHYU U3MUTBAHUS B KOMOMHAIMSA C TbPBa JIMHUS

XUMHUOTEpAIis, OCHOBaHa Ha (IyopormupuMuInHE. beBannzymatd e 6uim KoMOMHHUPAH ¢ ABE CXEMH Ha

XUMUOTEPAITHUS:

. AVF2107g: Cxema Ha cCeIMUYHO MPHIIOKEHNE HA UPUHOTEKAaH/00IyC
5-payopoypaunn/donunosa kucenuna (IFL) B npoabmkenne Ha 00110 4 ceAMULU OT BCEKH 6-
ceIMUYEH NUKBJI (cxema Ha Saltz).

. AVF0780g: B xomOuHarus ¢ 60iyc S-hyopoypanmi/ponuHosa kucenuna (5-FU/FA) B
MPOABIDKEHNE Ha 00110 6 ceIMUIIH OT BCeKH §-ceMuyeH NUKhI (cxema Ha Roswell Park).

J AVF2192g: B kom6unanus ¢ 6omyc 5-FU/FA B npoabmkeHne Ha 00110 6 ceAMUIN OT BCEKU
8-cenmuuen nukba (cxema Ha Roswell Park) npu nanuenT, Kouto He ca OWIIM ONITUMAITHUTE
KaHJMJIATY 32 ITbPBa JIMHUS Ha JICUCHHE C NPUHOTEKAH.

[IpoBenenu ca Tpu JOBIHUTENHH MpOy4YBaHus ¢ OeBaum3zymad npu naunentu ¢ MKJAYP: mepBa
muaus (NO16966), Bropa aunus 6e3 npeamecTnaio jedenue ¢ 6esanuszymad (E3200) u BTopa 1uHuS
C MpeIIeCTRAIIO JIedeHue ¢ OeBanu3ymad ciiesr mporpecus Ha 3a00JIIBAaHETO MTPH ITbPBA JIMHUS
(ML18147). Ilpu Te3u npoyuBanus, Oepanu3ymad e npujarad B CJICAHATE CXeMHU B KOMOWHAIINS C
FOLFOX-4 (5FU/LV/okcamumnatun), XELOX (kamenuraOuH/oKCaluIUIaTHH) U
(hIyOpONMPUMHUIUH/UPUHOTEKAH U (DJIyOPOTTMPUMHUIUH/OKCATATIIATHH:

. NO16966: besaiuzymab 7,5 mg/kg TesiecHO Terjio Ha BCEKU 3 CEIMUIY B KOMOUHAIIUS C
KareruTabrH MmepopasHo U OKcanuiuiaTia nHTpaBeHo3Ho (XELOX) mnu 6esarmsymad 5 mg/kg
Ha BCEKM 2 CEIMHUIIM B KOMOMHALMS C JIEBKOBOPHH ILIIOC S-(hxyopoypauui 60iyc, mociaeIBaHo
ot uH(y3us Ha 5-ayopoypaii u okcanumiaTud uaTpaBeHo3Ho (FOLFOX-4).

. E3200: bepannzymab 10 mg/kg TenecHo Terao Ha BCEKH 2 CEIMUIM B KOMOUHAIIUS C
JIEBKOBOPHUH U 5-(hiryopoyparuit 60J1yc, MociIeIBaHO 0T HH(Y3Hs Ha S-(Iyopoypaiui 1
okcanumuiatud nHTpaBeHo3Ho (FOLFOX-4) npu manueHTy, KOUTO HE ca JISKyBaHH C
OeBamm3ymao.

) ML18147: beranu3ymab 5,0 mg/kg TenecHo Terao Ha BCEKH 2 CEIMUIM UK OeBaIiu3yMad
7,5 mg/kg TenecHo Teryio Ha BCEKU 3 CEAMMIIM B KOMOMHAIHS C
(ITyOpONMPUMHINH/UPUHOTEKAH WK (ITyOPONHUPUMHUIIH/OKCATUILIATHAH TPH MAIUEHTH C
mporpecus Ha 3a00JIIBaHETO CJe] IbPBa JIMHUS Ha JieueHue ¢ OeBaun3zymad. Ynorpedara Ha
cxeMma, ChbprKallla UPUHOTEKAH WIIM OKCAIUIUIATHH € CMEHEHA B 3aBHCUMOCT OT U3IOJI3BAHETO
Ha OKCAJIMIUIATHH WM HPUHOTEKAH MPH IbpBa JIMHUS Ha JICYCHUE.

AVF2107g

ToBa e pangOMHU3MpPaHO, TBOWHOCIIAIO, aKTUBHO KOHTPOJMPAHO KIMHIUYHO m3nuTBaHe dasza 11 3a
olleHKa Ha O6eBann3ymabd B komOuHarus ¢ IFL kaTo mepBa IMHUS IeYeHne Ha MeTacTa3upai
KapLMHOM Ha 71e0eJI0TO YepBo Win pekTyMa. OCEMCTOTHH U TPUHAECET MALMEeHTH ca Onn
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pangoMusupanu aa momydasar IFL + mramne6o (rpyma 1) wim IFL + 6esammsymab (5 mg/kg mpes

2 cenmury, rpyma 2). Tpera rpyma ot 110 manuentu e mony4dasana 6onyc 5-FU/FA + 6eBarnsymad
(rpyna 3). HabupaneTo Ha manueHTH B Tpyna 3 € OWII0 MPEyCTaHOBEHO, KaKTO € OMIIO MPEABHIICHO,
cieq kaTo € Ouia ycTaHOBeHa 0€30MacHOCTTa Ha cxemara Ha JieueHue ¢ OeBaru3ymad u IFL u T e
OuJa mpereHeHa KaTto MpueMiinBa. JIeueHHeTo BbB BCHYKH TPYITH € TPOJIBIDKUIIO JIO0 MPOTpecHs Ha
3abossiBaneTo. O0ImaTa cpeaHa Bb3pact e omia 59,4 rogunu; 56,6 % oT malueHTuTe ca Mali CTaTyc
o ECOG 0,43 % ca umanu croitHocT 1, a 0,4 % ca umanu croiinoct 2. 15,5 % ca nomyuwnnu
MpeBapuUTeHO IbueTepanusi, a 28,4 % ca JeKyBaHU MPEJX TOBA C XUMUOTEPAITHSL.

[IbpBUYHUAT MTOKa3aTEN 32 €(hUKACHOCT HA KIIMHUYHOTO U3MUTBAHE € 00IaTa MPeKUBIEMOCT.
Jlob6aBsHeTo Ha OeBanm3zymad kbM IFL € moBeno 1o craTucTudecku 3Ha4MMO MMOBUINIEHUE Ha 00IaTa
MIPEXUBIEMOCT, MPEKUBIEMOCT O6€3 MPOTPECHs M YeCTOTa Ha 00111 0TroBop (BiK. Tabswma 4).
Kimandana nonsa, u3MepeHa upes o01aTa npexxuBsieMocT, € Oria HaOIltoJaBaHa BbB BCHUKH
MpeBapUTETHO CHelr(pUIMPaHn TIOTPYIH NAIMEHTH, BKITFOUATEIHO TE€3H, OTIPEICICHH 0 Bh3pacT,
T0JI, CTaTyC, JIOKaJIU3allysl Ha IbPBUYHUS TYMOpP, Opol Ha 3aCETHATHTE OPT'aHU U MPOIBIIKUTECTHOCT
Ha METacTaTHYHOTO 3a00JIsBaHE.

Pesynrarute 3a epukacHOCT OT MPHIIOKEHUETO Ha OeBar3yMad B komOuHanus ¢ [IFL xumuorepanust
ca nokazanu Ha Tabnuna 4.

Tabauna 4 Pe3yararu 3a egpukacHoCT B KJIMHNYHO m3nutBaHe AVF2107g

AVF2107g
I'pyna 1 I'pyna 2
IFL + m1ane6o IFL + 6eBanm3ymat®

Bpoii nanmenTn 411 402
OO6mr1a MPEKUBIEMOCT

Meauana Ha BpeMeTo (Mecelin) 15,6 20,3

95 % ClI 14,29-16,99 18,46-24,18

Koe@uuuenTt Ha puck® 0,660

(p-croiiroct = 0,00004)

[IpexuBsemMocT 6e3 mporpecus
Meauana Ha BpeMeTo (Mecelin) 6,2 | 10,6
Koeduuuent Ha puck 0,54

(p-croiinoct < 0,0001)

UYecToTta Ha 001 OTTOBOP
CreneH (%) 34,8 | 44,8
(p-croitroct = 0,0036)

25 mg/kg npe3 2 cexmuny.
6 OTHacsm ce 32 KOHTPOJIHOTO PaMo.
IFL = irinotecan/5-fluorouracil/folinic acid (upunorexan/5-dayoyparmn/bonnHoBa KUCETHHA)

ITpu 110-te manuenty, pangomusupanu B rpymna 3 (5-FU/FA + 6eBannzymal) npean
IpEYCTaHOBSBaHE HA yYaCTHUETO Ha Ta3W IPyIa, MeAnaHaTa Ha o0IaTa MpexXuBseMocT e Onma
18,3 mMecena 1 MenaHaTa Ha IPEXXUBIAEMOCTTa Oe3 Imporpecus Ha 3abosaBaHeTo € Onna 8,8 mecena.

AVF2192¢g

ToBa e paHIOMU3UPAHO, TBOWHOCIISNO, AKTUBHO KOHTPOJIMPAHO KIMHUYHO u3nuTBaHe daza I 3a
olleHKa Ha euKacHOCTTa U Oe3omacHOCTTa Ha OeBanm3ymad B komOunanus ¢ 5S-FU/FA kato nedenne
OT IIbpBA JIMHUS Ha METACTAa3Upall KOJIOPEKTAICH KapITHOM TPY MAalMeHTH, KOUTO HE ca OHITH
ONTHMAJIHU KaHJUJIATH 3a JICYEHHE OT IIbpPBa JIMHKUA C UpUHOTEKaH. CTO M TeT MalueHTH ca O
pannomusupanu B rpynara ¢ 5-FU/FA + nnaune6o n 104 nauuentu B rpynata ¢ 5-FU/FA +
6esaruaymab (5 mg/kg nipes 2 cenmuin). JIedeHHETO BHB BCUUKH TPYITH € TIPOIBIKABAIIO 10
mporpecus Ha 3abonsBaneTo. JlobaBsaHeTo Ha OeBarm3ymad 5 mg/kg npes aee cenmurm kM 5-FU/FA
€ JIOBEJIO JI0 IT0-BUCOKA YEeCTOTa HAa 0OEKTUBEH OTTOBOP, 3HAYMMO MO-TIPOIBIKUTENIHA MTPEKUBIECMOCT
0e3 mporpecus Ha 3a00JIIBaHETO U TCHACHLMS KbM HO-TIPOABIKUTETHA IPEKHUBIEMOCT B CPABHEHHE C
xumuorepanus ¢ 5-FU/FA, npunoxeHa caMOCTOSITETHO.
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AVF0780g

ToBa e paHIOMU3MPAHO, AKTUBHO KOHTPOJUPAHO, OTBOPEHO KIMHUYHO u3nuTBaHe (asa Il 3a orienka
Ha OeBanmzymal B komOuHanms ¢ 5-FU/FA kato nedeHue ot mbpBa JIMHUS HA METacTa3upai
KOJIOpEKTaJleH KapIMHOM. MeanaHarta Ha Bb3pacTTa € ouna 64 rogunu. 19 % ot mauuenture ca
MOJTyYMIIH TIPEIN TOBAa XUMHUoTepanus, a 14 % ca 6miu ¢ mpenmectpaiia apuetepanus. Cenemaecer u
e/IMH MaIlHEHTH ca OMIIM paHIOMU3KUpaHu aa monydasar 6onyc 5-FU/FA unmn 5-FU/FA + GeBannzyma0
(5 mg/kg mpe3 2 cenmunm). Tpera rpyna ot 33 manueHTu ca noxy4asanu 6oxyc 5-FU/FA +
6esarmaymab (10 mg/kg mpes 2 ceamuitn). ITanmenTuTe ca OHIN JIEKYBAaHH O TIPOTPECHS Ha
3a00is1BaHeTO. [IbpBUYHNTE KPAHU TOYKH Ha KIMHAYHOTO M3MUTBAHE ca OMITM 4eCTOTa Ha OOEKTHBEH
OTroBOp ¥ IMpeXuBsieMocTTa 0e3 nmporpecust Ha 3adoinsBaneTo. JlobaBsiHeTo Ha OeBan3ymad 5 mg/kg
npe3 nBe cenmuiy kKbM 5-FU/FA e moBerno 10 1mo-BUCOKa YeCToTa Ha 00EKTHBEH OTIOBOP, TI0-
MPOJBIDKUTENHA MPEKUBSIEMOCT 0€3 Mporpecus Ha 3a00JIIBAHETO U TEHICHITUS KbM I10-
MPOABIDKUTENHA IPEKUBSIEMOCT B cpaBHEHHUE ¢ XxumuoTepanusara ¢ 5S-FU/FA camocrositenHo

(Bx. Tabmuua 5). Te3n qaHHU 3a €UKACHOCT OTTOBAPAT HA PE3yATaTUTE OT KIMHUYHOTO U3ITUTBAHE

AVF2107g.

[annuTe 3a epukacHocTTa 0T KiMHU4HUTE M3nutBanus AVF0780g u AVF2192g, uzcneasamu
OeBaru3ymab B komOuHanus ¢ xumuotepanus ¢ 5-FU/FA, ca 0606menn B Tabmuma 5.

Tadauna 5 Pe3yararu 3a epukacHoct B kaimHn4Hu u3nuteanus AVF0780g u AVF2192g
AVF0780g AVF2192g
5-FU/FA 5-FU/FA + 5-FU/FA + 5-FU/FA + 5-FU/FA +
Oepanusymad® | Oepanmusymad’ miamnedo OeBanu3ymao

Bpoii nanuenTn 36 35 33 105 104
00112 TPEKUBSIEMOCT

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

BpPEMETO

(Mecern)

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

Koeduriuen - 0,52 1,01 0,79

T HA PUCK®

p-CTOMHOCT 0,073 0,978 0,16
[IpexxuBsemoct Oe3 mporpecus

MenuaHa Ha 5,2 9,0 7,2 55 9,2

BpPEMETO

(Mecern)

Koeduruen 0,44 0,69 0,5

T Ha PHUCK

P-CTOMHOCT - 0,0049 0,217 0,0002
UYecToTta Ha 001 OTTOBOP

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

(mporieHT)

95 % 7,0-33,5 24,4-57,8 11,7-42,6 9,2-23,9 18,1-35,6

JIOBEpHTEIIC

H MHTEPBA

p-CTOMHOCT 0,029 0,43 0,055
[TpoABIKUTETHOCT HA OTTOBOP

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

BpPEMETO

(mecern)

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

MEPCEHTUIT

(Mecern)

25 mg/kg npe3 2 ceamuny.

610 mg/kg npe3 2 ceaAMHULIH.
® OTHACSII] Ce 32 KOHTPOIHOTO Pamo.
HJI = ne e mocturnaro.
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5-FU/FA = 5-fluorouracil/folinic acid (5-dayoypaumin/dhoanHoBa KUcearHa)

NO16966

Toga e ¢a3a IlI, panmoMU3UpaHO, JBOMHOCIIAIO (110 OTHOIICHHE Ha OeBaI[M3yMal) KIMHUYHO
W3MUTBaHe, U3MUTBANIo OeBanu3ymad 7,5 mg/kg B koMOMHanus ¢ KanenuTabruH MepopaiHo U
okcanuiuiatud uHTpaBeHo3Ho (XELOX), mpunaraHo no 3-ceiMUYHa cxema; Wik OeBaru3ymMad

5 mg/kg B KoMOMHAIUS C JICBKOBOPHUH ¢ (hIyopoyparmi 00JIyc, MOCASABAHO OT 5-(hIyopoypaiui B
uH(py3us ¢ okcanuuiaTid nHTpaBeHo3Ho (FOLFOX-4), npunarano mo 2-ceAMUYHA CXEMa.
WznuTBaHeTo ce ChCTOM OT JIBE YaCTH: HayallHa pas3ciienieHa yacT ¢ 2 rpynu (4act 1), mpu KosTo
MAIUEHTHTE Ca PaHIOMH3UPAHH B JIBe Tpynu ¢ paznuaHo jJedenne (XELOX n FOLFOX-4) n
nocienBaiia yact ¢ 4 rpynu, 2 X 2 paxropuansa, (dact II), npu koaTo nauueHTuTe ca
pangoMusupanu B yetupu rpynu Ha gedenune (XELOX + mnaue6o, FOLFOX-4 + mnaue6o, XELOX +
oeBaru3zymad, FOLFOX-4 + 6eBannzyma0). B wact |l Ha3HaueHneTo Ha JledeHUeTo € OMIo
JIBOWHOCJISITIO TI0 OTHOIIIEHUE Ha O6eBarm3zymad.

[MpubnuzurenHo 350 manueHTH ca paHIOMU3UPAHU BEB BCSKA OT 4-Te M3MUTBAHU TpynH B yacT 11 Ha
W3MUTBAHETO.

Tadimua 6  Cxemu Ha jedenue B uanursane NO16966 (MKIYP)

Jleuenue Havanna 103a Cxema
EJ?HLFOX-4 OxcauIiaTiHH 85 mg/m? unTtpasero3Ho 2 4. | OKcalumIaTHH B 1eH 1
FOLFOX-4 + JleBkoBOpHUH 200 mg/m? uHTpaBeHO3HO JleBkoBopuH B 1eH 1 n
OeBaru3ymMao 5-(tyopoyparm 2. 2
400 mg/m? uHTpaBEHO3HO 5-¢uryopoyparmi
6oiyc, 600 mg/m? UHTPABEHO3HO
MHTPaBEHO3HO 22 4. T ——
BaeH 1lu 2
Tnare6o wim 5 mg/kg naTpaBeHo3HO Hen 1, npenn
GeBaLu3yMab 30-90 mum. FOLFOX-4, na Bceku
2 ceIMHUIHN
;(Hil‘ox OxcanumiaTiH 130 mg/m? uHTpaBeHO3HO OxcanuruiaTviH B JieH 1
XELOX+ Kaneuntabun 2. Kamennrabun
6eBanm3ymab 1 000 mg/m? 2 mbTH AHEBHO nepopaHo 2 IbTH
MIEPOPATHO JTHEBHO 3a 2 CEAMMIIN
(mocneaBaHo OT
1 cenmuna 6e3
JICUCHUE)
ITnane60 win 7,5 mg/kg uaTpaBEeHO3HO Hen 1, mpenu XELOX,
Oepanm3ymMad 30-90 muH. mpe3 3 ceAMUITN
5-¢yopoypanui: HHTpaBeHO3HA OOTYC WHXKEKITUS BEHAra CIIC]] ICBKOBOPUH

MKJIYP = meracTta3upai KapIHOM Ha Je0EI0TO YEPBO WM PEKTyMa

FOLFOX-4 = neBkoBopuH mioc S-ryopoypaun 60iyc, ociaesano oT nHdys3us Ha 5-(iayopoyparmi u
OKCaJINIUIATHH HUHTPABEHO3HO

XELOX = karenutaObuH NMepopaiHO H OKCATHUILIATHH HHTPABEHO3HO

[IppBrYHUAT TOKa3aTeN 32 e(hUKACHOCT B U3MUTBAHETO € MPOIBIDKUTETHOCTTA Ha TPEKUBIEMOCTTa
0e3 mporpecus. [Ipu ToBa n3NMUTBaHE ca MOCTABEHU JIBE OCHOBHHU IIEH: Jla ce Jokaxke, ue XELOX e
He no-maiko epextuBHa cxema oT FOLFOX-4 u na ce mokaxke, ue OeBanu3yMad B KOMOMHALINS C
xumuoTepanusi ¢ FOLFOX-4 unmu XELOX e no-edukacHa cxema 0T XUMHOTEPAIIUS CaMOCTOSATEIIHO.
W nBete OCHOBHU LIENN ca IOCTUTHATH!

. [Ipu o61moTo cpaBHEHME € JOKa3aHa He Mo-Joma epukacHoct B rpynure ¢ XELOX B
cpaBHenue ¢ rpynute ¢ FOLFOX-4 no oTHOLIeHNE Ha IPEXUBAEMOCTTa 0€3 Iporpecus U Ha
oO11aTa mpexuBSEMOCT B TIOMYJIAIHTa CIIOPE TPOTOKOJA, OTTOBAPSAIIIA HA KPUTEPUUTE 32
BKJIFOUBAHE.
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. [Ipu 00110TO CpaBHEHHE € JI0Ka3aHa 0-100pa ePUKACHOCT B IPYIHUTE ¢ OeBann3ymMad B
CpaBHEHHE C TPYIUTE CaMO ¢ XMMUOTEPAIHSI [0 OTHOIICHUE Ha TIPEKUBsIEeMOCTTa Oe3
mporpecus B ITT nmomysnanusta (Tabmura 7).

Bropuunute ananusu Ha npexussiemoct 6e3 nporpecus (I1bI1) na 3a0onsBaneTo, Bb3 OCHOBa Ha
OLICHKA Ha OTTOBOPHTE ‘On-treatment’, HOTBBPKIaBAT 3HAYNMO ITO-TOJISIMATa KIMHIYHA T10J13a TIPH
MAIMeHTHTE, JIEKyBaHH ¢ 6eBann3ymab (aHamm3nTe ca moka3zaHu B Tabmuma 7), KOeTO ChOTBETCTBA Ha
CTaTUCTUYECKHU TO-3HaYMMaTa 1oJi3a, HaOJt0AaBaHa pyu cOOpHUS aHAU3.

Tabnauna 7 OcHoOBHH pe3yJITaTH 32 e()HKACHOCT IIPU AHAJIN3A 32 I0Ka3BaHe Ha NMo-100pa
eduxacnoct (ITT nonynamus, manureane NO16966)

Kpaiinu Touxu (Mecenn) FOLFOX-4 nin FOLFOX-4 nan P-croiiHocT
XELOX + mianeoo | XELOX + 6eBaumusymad
(n=701) (n =699)
[IppBHYHA KpaliHa TOYKA
Menuana Ha ITBIT** 8,0 | 9,4 0,0023
Koeduument Ha puck 0,83 (0,72-0,95)

(97,5 % CI)?

Bropuunu kpaliHu TOUKH

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

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

UYectoTa Ha 00III OTTOBOP 49,2 % 46,5 %
(omenka Ha
n3ciemoBaTes ) *

Menuana Ha o011a 19,9 21,2 0,0769
pexXuBseMocT *

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

* Ananus Ha o6uIaTa MPEeXMBAEMOCT IIPH JIaTa Ha 3aK/I0YBaHe Ha KIMHUYHUTE nanuu 31 suyapu 2007 T.
“ TIbpBHYEH aHANM3 NP JIaTa HA 3aK/TI0YBaHe Ha KJIMHWYHUTE Jannu 31 suyapu 2006 r.

& OtHacs11 ce 32 KOHTPOIIHOTO PaMo.

FOLFOX-4 = neBkoBopuH mioc S-hryopoypaum 60iyc, ociaesaHo oT nHdys3us Ha 5-(iayopoyparmi u
OKCaJIMIUIATHH HHTPABEHO3HO

XELOX = kanenutabuH nepopaaHo U OKCATUIIATHH HHTPABEHO3ZHO

IIBIT = nmpexxuBsieMocT 6e3 mporpecust

B moarpynara cbc cxema Ha nedenne FOLFOX menuanara Ha [1BI1 e 8,6 Mecena npu mnare6o u
9,4 Mecena 1pH MaIMEHTHTE, JeKyBaHu ¢ OeBarm3ymad, HR = 0,89 ; 97,5 % Cl = [0,73; 1,08];
p-ctoiirocT = 0,1871, ChOTBETHHUTE PE3YNITATH B MOATPYIIAaTa Che cxema Ha jgedenne XELOX ca 7,4
copsimo 9,3 mecenia, HR = 0,77 ; 97,5 % CI = [0,63; 0,94]; p-croitroct = 0,0026.

Menauanata Ha o01a npexxussemoct € 20,3 Mecena npu miaedo u 21,2 Mecena npy MalyueHTUTe,
JIeKyBaHH ¢ OeBanu3yMa0, B oarpymnara cbe cxema Ha nedenue FOLFOX, HR = 0,94 ; 97,5 %

Cl =10,75; 1,16]; p-croitroct = 0,4937, ChOTBETHHUTE PE3YJITATH B MOATPYIIATA ChC CXEMa Ha JICUCHHE
XELOX ca 19,2 cupsimo 21,4 mecenia, HR = 0,84; 97,5 % CI = [0,68; 1,04]; p-croitrocT = 0,0698.

ECOG E3200

ToBa e paHIOMU3UPAHO, AKTUBHO KOHTPOJIIMPAHO, OTBOPEHO KIMHUYHO M3nuTBane ¢asa III,
n3nuTBaIio oepannzymad 10 mg/kg B koMOMHAIMS ¢ JICBKOBOPHH ¢ S-(hayopoypamui 00JIyC U Cles
ToBa UH(DY3MsI ¢ S-payopoypauu, ¢ okcanumiaTud uatpaBeHo3Ho (FOLFOX-4), npunaranu no 2-
CeIMUYHA CXeMa IPH Beue JEKyBaHH NalMeHTH (BTOpa JIMHMSA) C aBAHCHPAJI KOJIOPEKTAJICH KapILIMHOM.
B rpynure ¢ xumuorepanus B cxemara ¢ FOLFOX-4 ca u3nosi3BaHu ChIIUTE J03M U CX€Ma, TOKa3aHa
B Ta0Oumua 6 3a ximmuangHo u3nmreane NO16966.
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[TepBUYHUAT TOKa3aTeN 3a €PUKACHOCT B M3IMUTBAHETO € O0IaTa MPEKUBIEMOCT, OIIpeIe/icHa KaTo
BPEMETO OT PAHIOMHU3HPAHE IO CMBPT MTOPAIN BCIKakBa MpudarHa. OCEeMCTOTHH ABAIECET U JCBET
narueHTu ca paggpomusupanu (292 FOLFOX-4, 293 6esaruzymad + FOLFOX-4 u 244 GeBaru3zymad
MoHoTepamus). JlobaBsHeTo Ha OeBaru3ymad kbM FOLFOX-4 Bou 10 CTaTUCTUYECKU 3HAYHMO
yabIDKaBaHe Ha IIpekuBsieMocTTa. HabmonaBanu ca v CTaTUCTUYECCKH 3HAYMMO MOT00pEHHE Ha
MPEXUBSIEMOCTTa O€3 MPOrPecHs M HA YeCTOTaTa Ha 00eKTHBEH 0TroBop (BK. Tabmwmma 8).

Tabéanna 8 Pe3yaratu 3a epuxacHoct B udnuteane E3200

E3200
FOLFOX-4 FOLFOX-4 +
oeBanu3ymad®
Bpoit nanueHTH 292 293
OO611a MPEKUBIEMOCT
Menauana (Mecern) 10,8 13,0
95 % ClI 10,12-11,86 12,09-14,03
Koe@uuuent Ha puck® 0,751

(p-croitnoct = 0,0012)

[IpexuBsemMocT 6e3 mporpecus

Menuana (Mecerm) 45 | 7,5

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

UecTtoTa Ha OOEKTHBEH OTTOBOP

Crenen 8,6 % | 22,2 %

(p-ctoitroct < 0,0001)

210 mg/kg Ha Bceku 2 cenMuLA

® OrHacsI ce 32 KOHTPOIHOTO PaMOo.

FOLFOX-4 = neBkoBopuH mitoc 5-ryopoypatimi 0oiyc, ociaeBaHo oT nHdy3us Ha 5S-diayopoyparmi u
OKCaJIMIUIATHH HHTPABEHO3HO

He e nabiromaBana 3HauMMa pas3jinka B MPOABIDKUTEIHOCTTA HA 001aTa PEKUBIEMOCT MEKTY
MaIMEeHTHUTE, MOJYyYaBaIl MOHOTEPAITUS ¢ OeBalM3yMal, B CPAaBHEHHUE C MAIMCHTHUTE, JIEKYBAHH C
FOLFOX-4. [IpexxuBsieMocTTa 0€3 MPOrpecus 1 4ecToTara Ha OOCKTHBEH OTTOBOP ca OMJIN IO-HUCKH
B rpyIiaTa ¢ MOHOTepanus ¢ OeBann3ymad B cpaBHeHHE ¢ rpymnara ¢ FOLFOX-4.

ML18147

ToBa e paHIOMU3UPAHO, KOHTPOJIMPAHO OTBOPEHO KIMHUYHO M3nuTBane ¢asa 11, n3cnensario
npuioxeHueto Ha Oesanuzymad 5,0 mg/kg Ha Bceku 2 cenmunm win 7,5 mg/kg Ha Bceku 3 cenmuny B
KOMOWHANKMs ¢ XUMUOTepanus, 6a3upana Ha (IIyOpONMPUMHUINH CIPSIMO CAMOCTOATEIIHOTO
MPUIOKEHUE HAa XUMHOTepaIus, Oa3rpana Ha (iayoponupumuaus npu nanuenta ¢ MKIYP, xouto ca
MporpecupaIy Npy IbPBa JIMHUS Ha JICYEHHE ChC CXeMa, ChAbprkalna Oepanusymao.

[ManmenTure ¢ xucroiornyno notespaecH MK/IUP u nporpecus Ha 3a001BaHETO ca paHIOMH3UPAHN
1:1 no 3 mecema cnen npeycTaHOBSIBaHE Ha IIbpBaTa JIMHUSA Ha JIeueHHE ¢ OeBann3ymal 3a MoxydaBaHe
Ha XUMHOTepamns, 0a3upana Ha (GIyopOIUPUMHIIH/OKCATUILIATHH UITH
(ITyOpONMPUMHINH/UPHHOTEKAH (CMSIHATA HA XUMHOTEPAIUATA € B 3aBHCUMOCT OT ITbpBaTa JIMHUS Ha
XMMHUOTEpaIus) cbe Wi 0e3 Oeparm3yma0. JleueHneTo e nmpuiaraHo 10 mporpecus Ha 3a00JIIBaHETO
WM 10 HENPUEMIIMBA TOKCUYHOCT. [IbpBUYHHAT IMOKa3aTeN 3a U3X0/a € 00IaTa MpeKMBIeMOCT,
olpeieieHa KaTo BPEMETO OT PaHIOMH3aLUATa IO HACTHIIBAHETO HA CMBPT 110 KaKBATO M JIa €
MPUYHHA.

Pannomusupanu ca o6mo 820 nammentu. [Jo6aBsHeTo Ha OeBaru3ymMad KbM XUMHOTEpAIys, Oa3upaHa
Ha (IyOPONUPUMHINH BOJIH JI0 CTATUCTUYECKU 3HAUMMO yIbIDKABAaHE HA MPESIKUBAEMOCTTA IPH
naruentu ¢ MKJIUP, kouto ca nporpecupainy npu mbpBa JUHUS Ha JIECYEHHE ChC CXEMa, ChbpiKalia
oesarmzymad (ITT = 819) (Bx. Tabmnura 9).
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Tab6auna 9

Pe3yararu 3a epuxacHoct npu npoyusane ML18147 (ITT momysanust)

ML18147
dayoponupuMHUIHH/MPUHOTEKAH DyoponupuMHINH/MPUHOTEKAH
Win WIH
(yoponupuUMHUINH/OKCANUIIIATHH | (JIyOPONUPUMUIHH/OKCANUTIIIATHH
0azupaHa XUMHOTepanus 0azupaHa XuMHOTepanus +
oeBanu3ymad®
Bpoii 410 409
MAIMEHTH
OO6m1a MPEKUBIEMOCT
Menuana 9,8 11,2
(Mecern)
Koedumpment 0,81 (0,69; 0,94)
Ha puck (95 % (p-croitrocT = 0,0062)
JTOBEpHUTEIICH
HMHTEpPBaN)
[IpexuBsemMocT 6e3 mporpecus
Menuana 4,1 5,7
(Mecern)
Koeduuunent
Ha puck (95 % 0,68 (0,59; 0,78)
JOBEPUTEIIEH (p-croitrocT < 0,0001)
WHTEpPBaN)
Yecrota Ha obektrBeH otroBop (ORR)
IMaruenTn, 406 404
BKITIOYCHU B
aHaM3a
CreneHn 3,9% 54 %
(TIporieHT)
(p-croitnoct = 0,3113)

25,0 mg/kg Ha Bceku 2 cenmuiy win 7,5 mg/kg Ha Bceku 3 ce MU

Hab6mronaBano € ¢hIo CTATUCTHYECKH 3HAYMMO IMOA00PEHIE Ha MIPSKUBIEMOCTTa 0€3 Iporpecus.
Yecrorata Ha 0OEKTHBEH OTTOBOP € HHCKA U B JIBETE TPYIH HA JICUCHHE U pa3linkaTa He € 3HauYnMa.

[Ipoyusane E3200 u3non3Ba ekBUBaJIEHTHA 1032 OeBaun3zymad oT 5 mg/kg ceqMUYIHO MpH NAlMeHTH,
HeJIeKyBaHU ¢ OeBarm3yma0, mokato npoyuBane ML18147 u3moi3Ba eKBUBAJICHTHA 71032
OeBanu3ymMab ot 2,5 mg/kg ceAMUYHO MpH NALMEHTH, JIEKYBaHH MIPEIH TOBa C OeBann3ymao.
KpbcrocaHoTo cpaBHeHHE Ha JaHHHUTE 32 €(UKACHOCT U 0€30MacHOCT Ha M3MUTBAHUATA € OTPAaHHUYCHO
MOpaJiv Pa3IMKUTE MEX]Ty Te3H MPOYYBaHUs, Hali-Beve M0 OTHOIICHUE HA MOMYJIAIMHTE MMAI[HCHTH,
Mpe/ecTBalia eKCo3uiys Ha OeBanu3ymMad 1 XMMUOTepaneBTUIHNTE cxeMu. U niBete
CKBUBAJICHTHU 103 OeBaum3ymad - 5 mg/kg cenmuuno u 2,5 mg/kg cenMuyHO, BOAAT 10
CTaTHCTUYeCKH 3HaunMa 1osnza mo otHomrenue Ha OIl (HR 0,751 mpu mpoyuBane E3200; HR 0,81 mpu
npoyusane ML18147) u ITIBIT (HR 0,518 npu npoyusane E3200; HR 0,68 npu npoyusane ML18147).
Ilo oTtHOmEHKE Ha 6e30macHOCTTa ce HabIr01aBa MO-BUCOKA 00IIA YECTOTa Ha HEXKENaH! ChOUTHS OT
crerned 3-5 mpu npoyusane E3200 B cpaBHeHue ¢ npoyusane ML18147.

Memacmasupan pak na mreunama siciesa (MPMIK)

JBe royemu knuHUYHE U3nMTBaHUS (asa 1l ca npegHasHaueHu na u3cieasat epexkTa OT JICUSHUETO C
OeBar3yMad B KOMOMHAIINS C TPU OTACITHN XUMHOTEPANIEBTUYHU CPEJCTBA, N3MEPEH Upe3 MbpBUYHA
Kkpaitaa Touka - [1BI1. Kimmanano u cratuctidecku 3Hagaumo nogoopenue vHa I1bI1 e HabmomaBano B
JIBETE KIIMHUYHU U3MUTBAHU.

[To-nony ca 06o61ienu pesynratute ot [1BI1 3a oTaeaHUTEe XUMUOTEPAICBTHIIN, BKIIOUYCHU B
MMOKa3aHUETO:
. Wznursane E2100 (maknurakcen)
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o] yBenuuaBaHe Ha MeauanaTa Ha I1BIT 5,6 mecera, HR 0,421 (p < 0,0001; 95 % CI 0,343;
0,516)
. WznurBane AVF3694g (kanenuraOun)
o yBenuuaBane Ha Mmeauanata Ha ITBIT ot 2,9 meceria, HR 0,69 (p = 0,0002; 95 % CI 0,56;
0,84)

,Z[OH'LJIHI/ITeJIHI/I HOZ[p06HOCTI/I 3a BCAKO KIIMHUYHO U3MUTBAHEC U PE3YJIITATUTE Ca AaICHU I10-10JTY.

ECOG E2100

WznursaneTo E2100 € oTBOpPEeHO, paHIOMH3UPAHO, AKTHBHO-KOHTPOJIMPAHO MHOTOLICHTPOBO
KJIMHUYHO M3MTUTBAHE, OICHIBAIIO MPHIOKEHUETO Ha OeBalM3yMad B KOMOMHALIUS C TAKITUTaKCel
NPH JIOKATHO PEIMAMBUPAIL] HIIM METacTa3upaj pak Ha MiIeuHAaTa XkJie3a IPH MalMeHTH, KOUTO He ca
MOJTy4aBaIi XUMHOTEPAIIHS TPEIH TOBA 32 JIOKATHO PELUIMBUPAIIO U METACTA3UPAIO 3a00JIBaHE.
[lamyeHTHTE Ca paHJIOMU3UPAHH 3a JIEYEHHE ¢ MaKIMTaKces camoctosTento (90 mg/m? uHTpaBeHO3HO
B MPOABIDKCHUE Ha 1 4ac BEJHBK CEIMUYHO 3a TP OT YSTUPU CEAMUIIM) WIN B KOMOHHAIINS C
6esaruaymab (10 mg/kg uaTpaBeHo3Ha nHpY3HS TIpe3 ABE CeAMUIM). Pa3pelieHo e mpeanIinHo
XOPMOHAJTHO JIeUeHHE Ha METacTa3upalioTo 3a00JsIBaHe. AJIFOBAHTHA TEPAIHs C TAKCAH € pa3peleHa
caMo aKo € 3aBbpIInIIa Hail-MaIKko 12 Mecena npeau y4acTHeTO B KIMHUYHOTO H3muTBaHe. [loBeyero
ot 722 nanuenTty B m3nutBaneto ca 6w HER2-otpunatennu (90 %), kato Manrbk 6poit 60iau (8 %)
ca Own ¢ Hen3BecTeH craryc win gokazaHo HER2-nonoxwurenau (2 %), kouto mpeau ToBa ca Ouiu
JICKYBaHHU WX Ca TIPSLICHEHH KaTO HEIOAXO/IAIIH 3a JIeueHHe ¢ Tpacty3ymad. OcBeH ToBa, 65 % ot
NalMEeHTHUTE Ca MOIYYMIN aJFOBAHTHA XUMUOTEPAIIUs, BKIFOYHTEITHO MPEIIECTBALIO JICYSCHUE C
takcanu nipu 19 % u ¢ aarpanuknuau npu 49 %. [anueHTrTe ¢ MeTacTa3u B IIEHTpAIHATA HEPBHA
CHCTEeMa, BKIFOUUTEIIHO C MPEAIISCTBAIIO JICYSHHE HIIH C PE3eKLUsI Ha MO3bYHHTE JIC3HH, Ca
U3KITIOYCHHU OT U3IHUTBAHETO.

B knunnunoTo m3nutBane E2100 manueHTHTe ca IeKyBaHH 10 ITporpecus Ha 3abossBaHeTo. KoraTo e
Om10 He0OXO0JMMO PaHHO MTPEYCTAHOBSBAaHE HA XUMHOTEPAITUATA, ICISHUETO C OeBar3ymMad
CaMOCTOSTEIIHO € MPOIbJKABAIO JI0 MPOrpecus Ha 3a00i1aBaHeTo. XapaKTePUCTUKUTE Ha MAIUCHTUTE
B pa3IMYHUTE IPyNH ca noAao0Hu. [IbpBUYHaTa KpaiiHa TOYKa Ha TOBA M3IUTBAHE € MPEKUBSIEMOCT
6e3 mporpecus (I1BI1), B3 0cHOBa Ha OIIEHKAaTa Ha M3CIEAOBATEINTE HA U3UTBAHETO OTHOCHO
mporpecusita Ha 3a0oisBaHeTo. OCBEH TOBa € U3BBPIICH CHIIO M HE3aBUCHUM Tperiie/] Ha ITbpPBUYHATA
KpaiiHa Touka. Pe3ynraTtute OT TOBa M3MMUTBaHE ca npejacraBeHd B Tadmuia 10.

Ta6auna 10  Pe3yaratu 32 e)MKACHOCT OT KIAMHU4YHO m3nuTBane E2100

[IpexxuBsemoct 0e3 mporpecus
OrieHka Ha u3cienoBareis* IRF onenka
ITakmurakcen ITaxauraxcen/ ITakauTakcen ITaknuraxcesn/
OeBan3ymMab OcBar3yMad
(n = 354) (n = 368) (n=354) (n = 368)
Menuana Ha 5,8 11,.4 5,8 11,3
MPEKUBIEMOCTTA
0e3 mporpecus
(mecern)
Koeduiuenr na 0,421 0,483
pHUCK (0,343; 0,516) (0,385; 0,607)
(95 %
JOBEpUTEIICH
MHTEPBAJI)
p-CTOMHOCT < 0,0001 < 0,0001
UecToTa Ha OTroBOp (3a MAMEHTH C U3MEPHUMO 3a00JIsIBaHE)
O1ieHKa Ha U3CJIeI0BaTEIIS IRF omenka
ITakmurakcen ITakauraxcen/ ITakauTakcen ITaknuraxcesn/
OeBan3ymMab OcBar3yMad
(n=273) (n =252) (n =243) (n =229)
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% TIaIlMEeHTH C 23,4 48,0 22,2 49,8
00CKTHBEH
OTTOBOP
p-CTOMHOCT < 0,0001 < 0,0001
* IIbpBUYEH aHATN3

IRF = independent review facility (He3aBucrma KOMHCHS 3a OLIEHKA)

OO6m1a MPEKUBIEMOCT

ITaxnurakcen [TakmuTakcen/6eBaru3ymad
(n = 354) (n =368)

Menuana Ha oo0marTa 24,8 26,5
MIPEXKUBIEMOCT
(Mecern)

Koedwumuent na 0,869
PHCK (0,722; 1,046)
(95 % mosepurenen
MHTEpBAJI)

p-CTOMHOCT 0,1374

Kimmanyna mosnza oT JieueHneTo ¢ OeBarmzymad, m3mepena upes I1BI1, e HaOimoaBana BbB BCUUIKH
W3CIIe/IBAaHU, TIPEABAPUTEITHO ONPE/ISIICHU MOATPYITH (BKIIFOUUTEITHO UHTepBai Oe3 3a0omsBaHe, Opoit
Ha MeCTaTa ¢ METacTas3u, MPEeABAPUTEITHO MOyYaBaHe Ha aJF0OBAHTHA XUMHOTEPAITUS WU CTAaTyC Ha
ecTporenHure peuentopu /EP/).

AVF3694g

[Ipoyusane AVF3694g ¢ MHOTOIIEHTPOBO, PAHIOMHU3UPAHO, TIAIC00-KOHTPOIMPAHO KITMHIIHO
n3nutBane ¢asa lll, mpegHasnadeHo 3a oueHKa Ha eUKacHOCTTa U 0e30macHOCTTa Ha OeBau3yMmad B
KOMOWHAILKS C XMMUOTEPANHsl B CPABHEHNE C XMMUOTEPAIHSI TUTIOC TIAe00 KaTo MbpBa JIMHUS Ha
neveHue Ha nanuedTn ¢ HER2-orpunarenen Mmetactaupall Win JOKaTHO PELUANBHPAI paK Ha
rbpAara.

XuMuoTepanusara ¢ u30paHa Imo yCMOTPEHUE Ha M3CJICA0BATEIIS IPEIU PaHIOMHU3UPAHETO B
ChOTHOIICHHE 2:1 3a moTydyaBaHe XUMHUOTEPAIs IUTIOC OeBarm3yMal Wil XHMHOTEPAITHS TUTEOC
rtare6o. M300pbT Ha XUMHOTEPAIHS BKITIOYBA KaNeUTA0WH, TakcaH (IPOTEHH-CBbP3aH
MaKIUTaKCell, ToIleTakcel), CpeCTBa Ha 0a3aTa Ha aHTPANUKINHY (JoKcopyonnnH/ uKiodochamu/,
enupyouiun/ nukiodpochamu, S-payopoypaimi/ gokcopyourut / mukinopochamu, S-
¢dayopoypatmi / enupyouriut / ukiopocdaMu), npuiaradu npes Tpu ceaMuiy (q3w).
Besanusymab wiu mame6o e npusiarad B 103a ot 15 mg/kg q3w.

ToBa npoyuBane BKiII04Ba (haza Ha 3aciIeNeHO JIeYeHHE, He3aIbJDKUTEIIHA OTKPHUTA (asa cies
nporpecus u (asza Ha npocliesiBaHe Ha npexuBseMoctTa. [1o Bpeme Ha (aszaTa Ha 3aCIICTICHO JICUCHHE
HALMEHTUTE MOJTy4aBaT XUMUOTEPAIHs M H3ITHUTBAHUS JICKAPCTBEH MPOAYKT (OeBanu3ymad uiu
iane6o) npe3 3 ceIMUIIM 10 HACTHIIBAHE Ha MPOTpecHs Ha 3a00JIIBaHETO, TOKCUYHOCT,
OrpaHHYaBalla JeueHueTo win cMbpT. Cliel TOKyMEHTHpaHa Mporpecusi Ha 3a00NIsBaHETO
HalMEHTUTE, KOUTO CE BKIIFOUBAT B HE3aIbJDKUTEIIHATA OTKPHUTA (ha3a, MOXKE J1a MOIydaBaT OTKPUTO
OeBaru3ymMab 3aeHO ¢ IIMPOKA ramMma Teparuu OT BTOpa JTUHHS.

CTaTUCTUYECKHUTE aHAJM3H Ca M3BBPIICHH HE3aBUCHMO 32 1) MalMeHTH, ITOTyJaBalli KallenuTaOuH B
KoMOWHanus ¢ beBann3zyMad win miane0o; 2) nalueHTy, NoJdyvyaBaiin XUMUOTepanus Ha 6a3aTta Ha
TaKCaH WIX aHTPALMKIMH B KOMOUHaIMA ¢ OeBann3ymad uin ruiane6o. [IbpBruyHaTa KpaiiHa TouKa Ha
kuHIYHOTO n3nuTBaHe e 163 criopen onenkara Ha m3cienoBarens. OCBEH TOBa, TbPBUYHATA KpaiiHa
TOYKa € OIEHsBaHa CBIO U OT He3aBucHM komuTeT 3a nperen (IRC).

PesynTatuTe B TOBa KIIMHUYHO U3NMTBAaHE OT KPalHUTE aHAJIM3H, OIIPEIEICHN B IPOTOKOIA 32
MIPSXKUBAEMOCTTa 0e3 3200 IBaHEe M YeCTOTaTa Ha OTTOBOP IPH HE3aBHCHMa KOXOpTa C KalleIuTa0nH
ot npoyuBane AVF3694g, ca npeacrasenu B Tabnuua 11. Pegyarature oT U3caen0BaTeNCKUs aHAIH3
Ha 0011aTa NPEKUBIEMOCT, KOUTO BKIIFOUBAT IOMBJIIHUTEIHN / Mecela Ha pOCIe/siBaHe
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(mpubnmzutenHo 46 % OT ManMeHTUTE ca MOYMHAIIN) ChIIO ca Ipe/ICTaBeHU. [IpOIeHThT MaIllueHTH,
noiy4aBajiu OeBanm3yMab B oTkpurtata (asa, e 62,1 % B rpynara c karnenuraduH + miamneto u 49,9 %
B Ipynara KanenutabuH + OeBaunzymal.

Tab6amnuna 11
OeBanu3ymMao/mi

aneoo (Cap+ oeBanuzymadé/Pl)

Pe3yaraTu 3a epuxacHoct npu npoyuBane AVF3694¢g: — kanenutadun® u

I[TpexkuBAEMOCT €3 IPOrpecus’

OLICHKEI Ha U3CJICA0BATCIIA

OI_ICHKa Ha HC3aBUCHUM KOMUTCT

3a mperien
Cap + PI Cap + Cap + PI Cap +
(n =206) OeBanu3zymab (n =206) OeBanu3ymad
(n = 409) (n = 409)
Menunana Ha 57 8,6 6,2 9,8
MpexXuBsieMOcTTa 6e3
rporpecust (MeceIy)

Koedurmment na puck
cpemry rpymara ¢ miarne6o
(95 % noBepurencH
MHTEpBAJI)

0,69 (0,56; 0,34)

0,68 (0,54; 0,36)

p-cToMHOCT

0,0002

0,0011

UecToTa Ha OTrOBOp (TIpH TAITHe

HTH C H3MEPUMO 3ab0sBane) °

Cap + Pl (n=161)

Cap + 6eBarzymab (n = 325)

% TaIUEeHTH ¢ OOCKTUBEH
OTTOBOP

23,6

35,4

p-cToMHOCT

0,0097

O61ma IPeKUBAEMOCT®

KoedwunmeHr Ha puck
(95 % noBepurencH
HHTEPBA)

0,88 (0,69; 1,13)

p-cTOMHOCT

(exciopaTopHa)

0,33

21 000 mg/m? nepopaJiHO JBa METH AHEBHO B NPOABIDKEHUE HA 14 IHY, IpUIIaraHy Ipe3 3 CeIMHUIIH.

8 CrpaTu(uUUpaHUAT aHAIU3 BKJIIOYBA BCHUKH CHOMTHS HA IIPOTPECUs U CMBPT € U3KJIIOYEHHE Ha TE3H, TIPH
KOWTO € 3aro4yHata tepanus u3pbH nporokosna (TUII) npeau f0KyMEHTHpaHe Ha POrpecusiTa; JaHHUTE OT
Te3U NNAaLKEHTH ca U3BaJICHU IIpeM NOCIeAHATa OLIEHKa Ha TyMopa npeau HadainoTto Ha TUIL.

Wzsbpuien e nectpatudunmpan ananu3 Ha I1BI1 (oueHena ot usciaenoBatens), KOMTO HE B3eMa
MpeaBHU U3BBHIIPOTOKOIHATA Tepamnus peIy MporpecusiTa Ha 3abosBaHeTo. Pesynrature ot Te3n
aHAJIM3W ca MHOTO IMOJ00HN Ha TbpBHUYHUTE pe3yaTaTH 3a I1bI1.

Heopebuoxnemuvuen pax na benus opoo (HIIKPE/])

Ilvpea nunus na newenue na neckeamoser H/[KPEJ[ 6 kombunayus ¢ xumuomepanus na 6azama Ha

niaamurna

BezomnacHoctTa 1 ehrkacHOCTTA Ha OeBaIM3yMal, 1o0aBeH KbM XUMHOTEpaIns Ha 0a3aTa Ha
TUTATHHA, TIPH JICUCHHE OT IThPBa JIMHUS TIPU TAIMEHTH ¢ HECKBAaMO3¢eH HeIpeOHOKIIEThYCH paK Ha
oenus npo6 (HAKPB/), ca u3cnensanu B uanursanus E4599 u BO17704. Usnuteane E4599 ¢ nosza
ot 15 mg/kg GeBannzymab npe3 3 ceAMHLM MMOKa3Ba M0J3a IO OTHOIIEHHE Ha 00I11aTa MPeKUBIEMOCT.
Wznureane BO17704 mokasBa, 4e MpUIOKEHUETO U HA IBETE 103U OeBanm3ymad — 7,5 mg/kg npes

3 ceamunm u 15 mg/kg npe3 3 cenMuliy, BOJM 10 YBEIMUCHHUE HAa MPSKUBIEMOCTTa 0€3 Mporpecus u

Ha 4€CTOTAaTa HAa OTTrOBOP.

E4599

E4599 e oTBOpeHO, paHIOMU3UPAHO, AKTHBHO KOHTPOJIUPAHO, MHOTOIICHTPOBO KJIMHUYHO U3MUTBAHE,
KOETO OIIeHsIBa OeBaIn3yMal KaTo JICUeHHE OT IIbpBa JIMHUS MPHY TAIMEeHTH C JIOKAJTHO aBaHCUPa
(cramuii I1Ib cbe 3710KaUeCTBEH TUIEBPATICH U3IUB), MeTacTasupai win peuuausupant HIKPB/], ¢
pasnuyHa oT mpeodranaBaiia CKBaMO3HOKJIEThYHA XUCTOJIOTHSL.
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[MarnuenTHTe Ca paHIOMHU3UPAHU 3a JICYCHHE C XUMHOTEpaITus Ha 0azaTta Ha 1iaTuHa (TTaKIuTaKce
200 mg/m?) u xap6omnatun AUC = 6,0, Ipuiarany U JBETE Ype3 HHTPABEHO3HA HH(Y3HS
(maxnurakcen/kapooratua-T11K) Ha 1-Bu 1eH Ha BcekH 3-CeIMUYEH LUKBI B IPOABIDKCHUE HA 10

6 mukbia win ¢ [1K B komOuHanms ¢ 6eBannsymad B 1o3a ot 15 mg/kg naTpaBeno3na nHpy3us Ha
1-Bu JieH oT BcekH 3-ceiMuyeH NUKbI. Cliesl 3aBbpIIBaHE HA HIECT MUKBIIA XUMHOTEPAITHUS C
KapOOoIIaTHH-TIAKITMUTAKCEI WITH CIIe]] IPEXICBPEMEHHO MPEYCTaHOBSIBaHE HA XUMHUOTEPAITHATA
MalUeHTHTE OT Tpynara ¢ OeBanu3ymad + KapOOIUIaTHH-TIAKIIMTAKCEN ca MPOIBIDKIIIH Ja TI0JTy4aBaT
OeBaru3yMald KaTo MOHOTEpanus mpe3 3 CeAMUIM 10 ITporpecus Ha 3a0oisaBaneTo. OCeMCTOTHH
celleMJIECeT U OCEM MAlMeHTH ca PaHJAOMH3UPAHHU B JIBETE IPYITH.

[To Bpeme Ha n3nutBaneTo 32,2 % (136/422) oT manieHTUTE, y4acTBAIIX B HETO, Ca TIOIYYHIN
7-12 pTH 6eBaru3ymad, a 21,1 % (89/422) ot nanuenTute ca noay4win 13 uinu noBedye mbTu

OeBar3yMao.

[IspBrYHaTa KpaiiHa TOYKA € MPOABILKUTEIHOCTTA HAa IPEXKUBIEMOCT. Pe3ynTaTure ca npeacTaBeHu B
Tabmuna 12.

Tabauma 12 Pesyararu 3a edpuxacHoct B uznutsane E4599

I'pyna 1 I'pyna 2
Kapo6omiaTun/ Kapo6omiaTun/
NAKJIHTaKCel NaKJIMTaKces + GeBanu3ymad
15 mg/kg npe3 3 ceamuiu
bpoit nanuentu 444 434
001112 TPEKUBIEMOCT
Menuana (Mecern) 10,3 | 12,3
Koedunuenr ua pruck (95% 0,80 (p = 0,003)
JIOBEPHUTEJICH HHTEPBaJ) (0,69; 0,93)
[IpexxuBsiemMocT 0€3 mporpecus
Menuana (Mecenu) 4,8 | 6,4
Koedunuenr ua pruck (95% 0,65 (p < 0,0001)
JIOBEPUTEIICH UHTESPBAII) (0,56; 0,76)
UYectoTa Ha 001l OTTOBOP
CreneH (MPOLEHT) | 12,9 | 29,0 (p < 0,0001)

[pu excrmopaTopeH aHaU3, CTETIEHTA Ha 1oJ13aTa OT OeBaru3yMad 3a o0IaTa MpeXuBIEMOCT € TO-
¢abo u3paseHa B MOATpyMaTa MalHeHTH 0¢3 XUCTOIOTHSI Ha aICHOKAPIIHHOM.

BO17704

Wznureane BO17704 e pannoMusupaHo, nBoiiHOCsmO u3nutBane (asa I11 va 6eBanusymal, nodaBeH
KBbM IMCIUIATHH ¥ TeMIUTA0NH, B CPaBHEHHUE C MJanedo, HIMCIIATHH U TeMUIUTA0NH IPH MalUeHTH C
nokaHo aBaHcupan (craguii I1Ib ¢ meractasu B cympaxiaBukysiapeH TuM¢eH Bb3es WK
3JI0Ka4eCTBEH IUIEBPAJICH WM MIEPUKapAUAICH U3JIUB), METACTa3upall UM PELUANBUPAILLL
HeckBamo3eH HJIKPB/I, konto npeau ToBa He ca nosydaBaiu XumuoTepanus. [IspBuunaTa kpaiina
TOUKa € Ouiia MPeXUBSIEMOCT 0e3 MPOrpecusi, BTOPUYHUTE KpaliHU TOYKH HA M3IHTBAHETO BKITFOYBAT
MPOABIDKUTETHOCT Ha O0IIIa MPEKUBIEMOCT.

[MaumenTHTE Ca paHIOMHU3UPAHH 3a XUMHOTEpAnus Ha 6a3ara Ha IaTuHa, ucruiatu 80 mg/m?
UHTpaBeHO3Ha MH(Y3us Ha feH 1-Bu u remuuradbun 1 250 mg/m? uatpasenosna naysus Ha 1eH 1-Bu
1 8-MHU OT LMKBJIA Ipe3 3 CeIMUIIM B MPOIBIDKEHHE Ha 710 6 uKbia (mucratia/reMuntadus-1I) ¢
mane6o wim LI ¢ 6eBausymad B no3a ot 7,5 wiu 15 mg/kg unTpaBeHo3Ha HH(Y3uUs Ha JeH 1-BU OT
IUKBJIa Ipe3 3 ceqMuiy. B rpynure ¢ 6eBanu3ymMad naeHTHTe ca ModydaBain OeBaru3ymad
CaMOCTOSATEITHO pe3 3 CeAMUIIN JI0 IPOrpecs Ha 3a00JIIBaHETO WM JI0 MOsBaTa HAa HEIPHEMIINBA
TOKCUYHOCT. Pe3ynTarure oT U3NUTBaHETO 1MoKa3Bart, ue 94 % (277 / 296) ot marueHTuTe, KOUTO ca
MOJIeKATM Ha BKIIIOYBAHE, Ca TPOJIBIDKUIIN JIa TIOJTydaBaT OeBaln3yMad caMOCTOSTENTHO B IIUKBII 7.
Tosisim potieHT oT ManueHTuTe (MPUOIH3UTENHO 62 %) ca MPOIBIDKIIIHN Ja MTOTYYaBaT pa3IHIHH

35



BHUIOBEC ITPOTHUBOpAaKOBAa TE€palusd, HEBKIKOUYCHA B ITPOTOKOJIA HA U3IMUTBAHETO, KOCTO MOXKE [1a €

TIOBJIMAJIO aHAJIM3a Ha 06maTa IIPEKUBACMOCT.

PCBYJ'ITaTI/ITC IO OTHOIICHHUEC Ha e(bHKaCHOCTTa Ca MpcACTaBCHU B Ta6nnua 13.

Ta6iuua 13 Pesyararu 3a edpukacHoct B u3nureane BO17704

MucnnaTun/reMunTadouH [[({ucniarun/remuutadun [[lucniaTuH/reMuuTaduH
+ nianedo + OeBanu3ymad + 0eBanu3ymao
7,5 mg/kg npe3 15 mg/kg npe3
3 ceamMuLHU 3 ceaMuIu
Bpoii nanmenTn 347 345 351
[IpexuBsemocT 6e3 mporpecus
Menunana 6,1 6,7 6,5
(mecern) (p = 0,0026) (p =0,0301)
Koedumment
Ha PUCK 0,75 0,82
(95% (0,62; 0,91) (0,68; 0,98)
TIOBEPHUTEIICH
HMHTEpPBAN)
Hati-mobpa 20,1 % 34,1 % 30,4 %
4yecToTa Ha 001l (p <0,0001) (p = 0,0023)
OTrOBOP?
a MafgueHTH ¢ USMCPUMO 3a60ﬂﬂBaHe Ha U3XOAHO HUBO
00112 TPEKUBSIEMOCT
Meanana 13,1 13,6 13,4
(mecerm) (p =0,4203) (p=0,7613)
Koedumuent 0,93 1,03
Ha puck (95% (0,78; 1,11) (0,86; 1,23)
JIOBEpUTEIICH
WHTEpPBaN)

ITvpea aunus na nevenue na neckeamoszen HJIKPE/] ¢ EGFR akmusupawy mymayuyu 6 KOMOUHAYUs ¢

epromunuo
JO25567

[IpoyuBane JO25567 e pangoMu3npaHo, OTKPUTO, MHOTOLICHTPOBO IpoyuBaHe (aza II, mposeacHo B
Slnmonwms 3a oleHKa Ha e(pUKACHOCTTA M O€30MacCHOCTTa Ha OeBaIu3yMal, Mpuiarad B JOMMBIHEHUE KbM
epaotuHu6 npu nauueHTu ¢ HeckBamo3eH HIAKPB/] ¢ EGFR aktuBupaium MmyTtauuu (genenus B €K30H
19 wiu myTanus B ex30H 21 L8S58R), kouTo He ca mojiyyaBaiy Ipeay TOBa CUCTEMHA Tepalus 3a
cranuii I1IB/IV nnu peruauBupaiiio 3a00isBaHe.

[IbpBUuHaTa KpaiiHa Touka e npexusseMoct 0e3 nporpecus (I1BI1) Bb3 ocHOBa Ha OLleHKA PU
HE3aBUCHM TIpeTJie]] Ha JaHHuTe. BTOpUYHUTE KpallHU TOYKHU BKJIIOYBAT O0IIA MPEKUBIEMOCT,
YecToTa Ha OTTOBOP, CTEIIEH Ha KOHTPOJI Ha 3a00JI1BaHETO, IPOIBIDKUTEIHOCT HA OTTOBOP U

0€301IacHOCT.

EGFR MyTalmoHHHUSAT cTaTyC € ONpeAesieH 3a BCEKH MaIlUeHT MpeIy CKpUHUHTA U 154 marienTu ca
PaHIOMHU3UPAHU JIa I0Jy4yaBat epiIoTHHUO + 6eBanu3ymad (epnotunud 150 mg nepopaiHo AHEBHO +
6eBaru3ymab [15 mg/kg HHTpaBEHO3HO Ha BCEKH 3 CEIMMIIH |) HITH MOHOTEPAIHUS C EPIOTHHHO

(150 mg nepopasiHo THEBHO) 110 Tiporpecusi Ha 3abossBaneTo (I13) niu HenmpreMITMBa TOKCHYHOCT.
[Ipu nmunca Ha 13, npeycTaHoBsIBAHETO Ha €MH OT KOMIIOHEHTUTE HA U3MUTBAHOTO JICYEHHUE B
rpynaTa Ha epioTHHHO + OeBann3ymMal He € JOBEJO 10 MPEyCTaHOBSIBAaHE Ha JPYTUsl KOMIOHEHT OT
W3IUTBAHOTO JIEUCHHE, KAKTO € OMPEJICIICHO B MPOTOKOJIA Ha U3ITUTBAHETO.

PesynTarute 3a epukacHOCT Ha IPOYYBAHETO ca NpeacTaBeHy B Tabauua 14.
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Taboauna 14  Pe3yaraTu 3a epukacHOCT npu npoyuBane JO25567

Eprorunnd Epnornané + 6eBanusymad
N=77* N = 75*
IIpexuBsemocT 6e3 mporpecus”(Mecernn)
Menunana 9,7 | 16,0
Koeduiuent Ha puck (95 %
JIOBEPHUTEJICH HHTEPBaJ) 0,54 (0,36; 0,79)
p-cToitHOCT 0,0015
YecToTta Ha 001 OTTOBOP
CrerteH (6poif) 63,6 % (49) | 69,3 % (52)
p-cToitHOCT 0,4951
O061ma npexuBsieMocT* (Mecernn)
Menuana 47,4 | 47,0
Koedumuent na puck (95 %
JIOBEPHUTEJICH HHTEPBaJ) 0,81 (0,53; 1,23)
p-cToitHOCT 0,3267

# PanmomMusupanu ca o6mo 154 narmmentn (ECOG dynkuuonanesn craryc 0 miu 1). J[Bama oT paHAOMU3MpPAHATE
MAIMEHTH ca MPEKPATUIIN YYacTHe B U3MHUTBAHETO MPEIH [a MOIyYaT U3MUTBAHOTO JICYCHHUE.
"3acnenen He3aBHCHM Tperies (ONpeaeseH 110 MPOTOKOI IbPBHYEH aHAIH3).
* EXCILIOpaTOPEH aHaIu3: OKoHYaTesleH ananu3 Ha OIl npu jarta Ha 3aK/Ii04BaHe HA KIMHUYHUTE JaHHH
31 okromBpu 2017 r., npubnu3uTeNHO 59 % OT ManueHTUTe ca NOYNHAIH.
CI, noBeputeneH uatepBai, HR, koepuimenT Ha puck oT HectpaTuduipan Cox-perpecrioneH ananus; HJI, e
€ IOCTUTHATO.

Asarncupan uw/unu memacmazupan 6voOpeynokiemvyen kapyurom (MBKK)

besayuzymab 6 xomdbunayus ¢ unmepghepon anga-2a 3a nevenue om nvpea IUHUsL HA ABAHCUPAT U/UTU
Memacmaszupan bvopeunoxkiemvuen kapyunom (BO17705)

ToBa e pangoMu3HpaHo, ABOHHOCANO U3nuTBaHe (aza IIl, mpoBeneHo ¢ 1en OlleHKa Ha
eukacHOCTTa M O€30MacHOCTTa Ha OeBalu3yMad B komOuHanus ¢ uarepdepos (IFN) anda-2a B
cpaBrenue ¢ IFN anda-2a camocTosTeaHo, KaTo bpBa JinHus Ha jgedenue npu MBKK. IlectcroTun
YETUPHUICCET U JICBETTE PAHJOMU3HpaHU nanueHTn (641 eKyBaHN) ca UMalld CTaTyC Ha MPECTABSIHE
no Karnofsky (KPS) > 70 %, nunca nHa metacta3u B LIHC u anexBatHa ¢yHKius Ha opranure. Ha
MAIMEHTUTE € U3BBPIICHA HEPPEKTOMHUS MPH MMbPBUYEH KApPIIMHOM Ha ObOPEYHHUTE KIICTKH.
Bepanuzymab 10 mg/kg e Oun naBaH Ha BCEKH 2 CEIMUIIM A0 nporpecus Ha 3aboisBaneTo. IFN anda-
2a e JaBaH 710 52 CeIMUITU HITH JI0 TPOTpecHs Ha 3a00JIIBaHETO B MPETIOPhYUTEIHA HadyaaHa 1032 OT
9 MIU Tpu I'bTH CEMHYHO, KOSTO TO3BOJIsIBA HaMajIeHHe Ha j1o3aTa 10 3 MIU Tpu MbTH CEIMHUYHO B
2 cronku. [lanuenTure ca crpatuduIpany O CTPaHU B CKOP Ha Motzer, KaTo TpymHTe 3a JICUSHHE
ca OaiaHcHupaHu J00Ope N0 OTHOIIIEHUE HAa IPOTHOCTHYHUTE (DaKTOPH.

[IppBUYHAaTA KpaiiHa TOYKa € 00I1aTa MPEKUBSIEMOCT C BTOPHYHH KPaifH TOYKH Ha W3ITUTBAHETO,
KOHUTO BKJIIOYBAT NpeXuBsieMOcT 0e3 nporpecus. JJobassaero Ha GeBannzymad koM IFN-anda-2a
3HauuTesnHo noeumana [1BI1 u yecToTaTa Ha OOEKTUBEH TYMOPEH OTrOBOP. Te3u pe3ynrartu ce
MOTBBPKIABAT OT HE3aBUCHUM peHTTeHorpadcku nperies. Y abhKaBaHeTo Ha o0IiaTa MpexHuBsIeMOCT
KaTo IMbpPBUYHA KpaifHa Touka ¢ 2 Mecena obaue He e ctaructuiecku 3Haunmo (HR = 0,91). 'omsim
MPOLIEHT OT manueHTuTe (mpudmusutenHo 63 % IFN/mnane6o; 55 % 6eBaru3zymad/IFN) ca nomyumnnu
pa3nuvHU HecnelM(UIHU BUIOBE IPOTUBOTYMOPHO JICUCHHUE CIIe] M3IIUTBAHETO, BKIFOUUTEITHO
AHTUHEOIUIaCTUYHHU CPECTBA, KOMTO MOXE J1a ca Ce OTPa3WIM Ha aHaIM3a Ha o0II1aTa MpeXUBsIeMOCT.

Pesynrarute 3a epuxacHoct ca npeacraBenu B Tadmumma 15.
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Tabauma 15 Pe3yaraTu 3a edpukacHocT B usnurBane BO17705

BO17705

Iaane6o+ IFN? Besanuzyma6® + IFN?

Bpoii nanuenTn 322 327

[IpexxuBsiemoct 6e3 mporpecus

Menuana (Mecerm) 54 | 10,2

Koeduuunent Ha puck (95 % nosepurenex 0,63 (0,52; 0,75)
WHTEPBA)

p-CTOMHOCT < 0,0001

YecroTra Ha 00eKTHBEH OTTOBOP (%) IpH MAIMEHTH C U3MEPUMO 3a00JIsIBaHe

N 289 306

YecToTa Ha OTTOBOP 12,8 % 31,4 %

p-CTOHHOCT < 0,0001

& Nurepdepon anda-2a 9 MIU 3 x ceamuano
% Bepaumnzyma6 10 mg/kg npes 2 cexmuim
IFN = interferon (uarepdepon)

OO0111a IPEKUBIEMOCT

Menauana (Mecern) 21,3 23,3

Koedunment Ha puck (95 % noBepurerncH 0,91 (0,76; 1,10)
HMHTEpPBaN)

p-cTOMHOCT 0,3360

Excmioparopen MaoroBapuanTeH Cox perpecuoHeH MOoJiell, KOMTO M3I10J13Ba 00paTHA CEIeKIHs,
MIOKa3Ba, Y€ CICTHUTE N3XOTHH IPOrHOCTHYHM (PAKTOPH Ca CHIIHO CBBP3aHU C MPESKUBIEMOCTTA,
HE3aBHUCHMO OT JICUCHHUETO: N0JI, Opoif Ha Oenn KpbBHU KJIETKH, TPOMOOIUTH, 3ary0a Ha TerJio npe3
6-Te Mecena pey BKIIOYBAHETO B M3MUTBAHETO, OOl Ha MecTaTa ¢ MECTacTas3|, CyMmara Ha Haii-
TOJIEMHTE JMAMETPU Ha TapreTHUTE JIe3uH, CKop Ha Motzer. Kopurupanero criopes Te3u U3X0IHH
(axTopu Boau 10 KoeduieHT Ha puck ot sedenueto ot 0,78 (95 % CI [0,63 ; 0,96], p = 0,0219),
MoKa3Ball HaMayieHue ¢ 22 % Ha pUCKa OT CMBPT IPH NAlMEHTUTE B TpymaTa ¢ OeBannzymad + IFN
anga-2a B cpaBHeHue ¢ rpynata ¢ [FN anga-2a.

Hesetnecer u ceneM (97) nanuentu B rpynara ¢ IFN anda-2a u 131 nanuenTu B rpymara ¢
Oepanm3yMab ca Hamanwm fo3ara Ha IFN anda-2a or 9 MIU o 6 wiu 3 MIU Tpu nbTH CEAMHYHO,
KaKTO MpeJBapUTETIHO € yTOYHEHO B IpoTokona. Hamanssanero Ha no3arta Ha IFN anda-2a usrnexna
HE ce 0Tpa3saBa Ha eUKAaCHOCTTa OT KoMOMHauusATa Ha OeBannzymad u IFN anda-2a criopen
yecroTara Ha [IBI1 Ge3 chOUTHS BBB BPEMETO, KaKTO € J0Ka3aHO MpHU aHaau3 Ha noarpynure. Cto
Tpunecet u eauH (131) manuenTtu B rpymnata ¢ Oesanusymad + IFN anda-2a, kouto ca HaMaIuian u
noxbpxkany no3ata Ha IFN anda-2a rva 6 nnu 3 MIU no BpeMe Ha W3NUTBAHETO, Ca MOKa3alu Ha 6,
12 u 18 mecena crenen Ha [1BI1 6e3 chOuTus ot choTBeTHO 73, 52 1 21 %, B cpaBHeHue ¢ 61,43 u

17 % B oOmaTa rmomyanys NalueHTy, moyy4dasamy oesaruzymat + IFN anda-2a.

AVF2938

ToBa e paHIOMU3UPAHO, TBOWHOCISNO KIMHUYHO m3nuTBane ¢aza I, u3cneapamo 6eBanu3zymad

10 mg/kg B 2-ceqmuuHa cxeMma, ChC Cchlata 103a Oeparu3ymab B KomOuHams ¢ epiotuand 150 mg
JTHEBHO TIPH MAIUeHTH ¢ MeTacTa3upan ceeriokinerbueH bKK. O6mo 104 manuenTn ca
paHIOMHU3UPAHU 3a JIeYeHHE B ToBa U3nuTBaHe, 53 ¢ 6eBanu3zymad 10 mg/kg Ha Bceku 2 ceqmunin
rroc maredo u 51 ¢ 6eBarm3ymab 10 mg/kg Ha Bceku 2 ceamuny muttoc epaotuaud 150 mg aaeBHO.
AHanu3bT HAa TBPBUYHATA KpaliHa TOYKA HE MTOKa3Ba pa3linka MeXy rpynara ¢ OeBaruzymad +
iame0o U rpymnara ¢ oeBarmsymad + epotuau6 (Meauana Ha [1BI1 8,5 cnpsamo 9,9 mecena). Ilo
celleM MAIMEeHTH BbB BCsIKa IPyma ca UMaiiil 00eKTUBEH OTroBop. Jlo6aBsSHETO Ha epIOTHHUO KbM
6eBarm3ymab He e noBeno 1o nmogobpenue Ha Ol (HR = 1,764; p = 0,1789), mpoabmKUTETHOCTTa HA

obekTrBeH otroBop (6,7 cperry 9,1 Meceria) WK BpEMETO J0 MPOrpecupane Ha CUMIITOMHUTE
(HR=1,172; p = 0,5076).
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AVF0890

ToBa e panaOMHU3MpaHO KIMHUYHO u3nuTBaHe (asa I, mpoBeaeHo 3a cpaBHsBaHE Ha e(PUKACHOCTTA U
Oe3omacHocTTa Ha OeBaru3yMa ¢ riane6o. Oomio 116 manuenTy ca paHIOMHU3UPaHU J1a TIOTy4YaBaT
oeBarmzymad 3 mg/kg mpe3 2 ceaqmun (n = 39), 10 mg/kg npe3 2 ceamurum (n = 37) win mianedo

(n = 40). MexXIuHHUAT aHaJIKM3 € TI0KA3all, Y€ MMa 3HAYMMO YIb/DKaBaHe Ha BPEMETO JI0 IPOTrPecHs Ha
3abossBaHeTo B rpymnara ¢ 10 mg/kg B cpaBHEHHE ¢ rpynara ¢ mianedo (KoeUIMeHT Ha puck 2,55;

p <0,001). Ima manka pa3iuka ¢ rpaHHYHA CTAaTUCTUYECKA 3HAUUMOCT MEX/Y BPEMETO JI0 TIPOrpecust
Ha 3abonsBanero B rpynara ¢ 3 mg/kg u npu rpynara c riane6o (koeduiueHT Ha puck 1,26;

p = 0,053). YUeTnprmMa manmeHTy ca UMain 00EKTHBEH (YaCTUYEH) OTTOBOP M BCHYKH Te ca
noyyaBaiau OeBanmzymad B 103a ot 10 mg/kg; yecroraTa Ha OOEKTHBEH OTTOBOP 3a J03aTa OT

10 mg/kg e 10 %.

Enumenen kapyunom na atiunuyume, ghanonuesume mpbou u NbpeuyeH nepumoHeaieH KapyuuHom
ITvpea nunus na nevenue Ha KAPYUHOM HA AUYHUYUME

be3onacHocTTa 1 edukacHOCTTa Ha OeBanmM3yMad KaTo IIbpBa JUHUS Ha JICUCHUE HA IMAIIUECHTH C
eNuTesICH KapIMHOM Ha SHYHHULUTE, (hanonneBuTe TpHOM WM IbPBUYCH IEPUTOHEATIECH KaPIIMHOM ca
n3cnenBany B aBe ¢asa Il knmuanunn nznuteanus (GOG-0218 u BO17707), xourto oueHsBat epexTa
Ha 700aBsHETO Ha OeBanu3ymMal KbM KapOOIUIaTHH M MAKIUTaKCeN, B CPABHEHUE ChC CAMOCTOSITEIIHA
XMMHOTEPANeBTUYHA CXEMa.

GOG-0218

Knananaoto npoyuBane GOG-0218 e ¢asza 111 MHOTOIIEHTPOBO, PAaHOMU3UPAHO, TBOHHOCIISIIO,
1ane60-KOHTPOIMPAHO MPOYUBAHE C TPU TPYIH, OLEHsBaLO0 edeKkTa Ha J00aBsHe Ha OeBa3yMad
KBbM 000peHaTa XMMHUOTEPANIeBTUYHA cXeMa (KapOOIUIaTHH U MAKIUTAKCEN), MPU MallUeHTKH C
Hanpennain (craguu [1IB, IIIC u IV, ciopen Bepcusita 3a craaupane mo FIGO ot 1988 r.) enurenen
KapIIMHOM Ha SIHYHUIKTE, (HaTONHEeBUTE TPHOU WU IbPBUYCH IIEPUTOHEAIICH KapPIIHHOM.

[TaneHTKUTE, KOUTO Ca MOTyYaBaIX NpeALIecTBalla Tepanus ¢ 6eBanu3zyMad, npealecTBaa
CHUCTEMHA MTPOTHUBOPAKOBA Tepanus 3a KapIHHOM Ha AWYHULINTE (HAIP. XUMHUOTEpAIHs, TePaIus ¢
MOHOKJIOHAJIHY aHTUTENIa, TEPanus C HHXUOUTOPH Ha TUPO3UH KMHA3aTa WIIM XOPMOHAIIHA TEPAIIHs)
WJIY IPEJUIECTBALLIO JIbYEJICUEHUE HA KOPEMA HUIIU Ta3a, Ca U3KIIIOYEHU OT IIPOYYBAHETO.

O6mo 1 873 manueHTKH ca paHIOMU3UPAHH B €IHAKBO CHOTHOIIIEHHE KbM CIIEHUTE TPH TPYITH:

° CPP rpyna: Iler mukbia ¢ miame6o (3amoyBamniy OT MUKEA 2), B KOMOWHAIUS ¢ KapOOIUTaTHH
(AUC6) u maxnurakcen (175 mg/m?) B npoabikeHne Ha 6 UKBIA, TIOCIEABAHU OT
MIPUIIOKEHUE camMo Ha Tuiare6o, oomio g0 15 Mecerna Tepanus

° CPB15 rpymna: Ilet nuksia ¢ 6epannzymad (15 mg/kg Ha 3 cemMuIIM, 3aI04HAIN OT UKBI 2) B
xoMbuHanus ¢ kapoomnarud (AUC6) u nakmarakcen (175 mg/m?), B npoxbkeHne Ha
6 muKbBIa, MOCIEBaHN OT MPUIIOKEHHE caMo Ha 1ianedo, o0mmo 1o 15 Mecena Tepanus

. CPB15+ rpyna: Iler uukbia ¢ 6eBanusymab (15 mg/kg va 3 ceqmuim, 3amoyHam OT MUK 2),
B KOMOMHanus ¢ kapoorutatun (AUC6E) u naknurakcen (175 mg/m?), B npoabukeHne Ha
6 1MKBIIa, TOCIEABAHN OT MPOABKUTENHA yrtoTpeba Ha Oesarmsymab (15 mg/kg na
3 cenMuIM), KaTo MOHOTEparus, o0mmo 10 15 mecena.

[ToBeyeTo OT MaMEHTHTE, BKIFOYEHHU B ITPOYIBAHETO, ca OT Osinata paca (87 % u B TpUTE TPYIIH);
cpeanata Br3pact e 60 roguan 8 CPP u CPB15 rpynure u 59 ronuau 8 CPB15+ rpynara, a 29 % ot
naruerTute B CPP win CPB15 u 26 % in CPB15+rpynara ca Hag 65-rogaumHa Bb3pact. O01Io
npubm3uTesHo 50 % or nanuentkure umat 0 Touku no GOG PS Ha n3xoaHo HuBo, 43 % umar

1 Touka no GOG PS u 7 % - 2 Touxu mo GOG PS. TToseuero nanmentu umat EOC (82 % npu CPP u
CPB15, 85 % npu CPB15+), cnensano ot PPC (16 % npu CPP, 15 % npu CPB15, 13 % npu
CPBI15+) u FTC (1 % npu CPP, 3 % npu CPB15, 2 % npu CPB15+). IloBeueTo oT manueHTuTe ca
HMMaJIi CEPO3EH XUCTOJIOTHYUEH THIT afeHokapimaoM (85 % npu CPP u CPB15, 86 % npu CPB15+).
O6mmo npubmmzurenno 34 % ot nauuentute ca FIGO craauii 111, ¢ ontumanen perpec u
MaKpOCKOIICKHM C OcTaTh4HO 3abomsiBane, 40 % ca B craguii Il cbe cybonTumanen perpec u 26 % ca
namuedTH B ctamguii 1V.
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ITepBuunata kpaiina Touka e [1BI1, Bb3 0OCHOBa Ha OIleHKaTa Ha U3Clie/IoBaTelNs 3a IPOrpecus
OCHOBABaIlla ce Ha pe3yJTaTUTE OT CKeHepa wim HuBata Ha CA 125, mim Ha CHMIITOMATHYHO
BIIOIIIABAHE I10 TIPOTOKOJIA. B MOMbIHEHHE € MPOBEICH MPEABAPUTEITHO CIICIUUITMPAH aHATH3 Ha
naHauTe, oneHsBamm CA-125 nporpecusita Ha CbOUTHATA, KaKTO U He3aBucuM niperiiex Ha [1BI1,

oIIpeJieNieHa OT PE3YNITATUTE OT CKEeHepa.

WznutBaneTo mocTura cBosATa mbpBUYHA 11ed 3a nogoOpssane Ha [IBII. B cpaBHeHue ¢ manueHTure,
JIEKyBaHU caMO C XUMHOTeparus (kapOoIIaTHH U MAKITUTAKCEN) KaTo IIbPBa JINHKS Ha JICYeHHE,
OosHMTE, MOTy4aBanu OeBaiu3ymal B 1o3a 15 mg/kg Ha 3 ceamuim, B KOMOMHAIMS ¢ XMMUOTEPAITUs
W IPOBIDKUIIN J1a TIoiTydaBat camo OeBanmuzymad (CPB15+), uMaT KIMHUYHO U3pa3eHo U
CTaTUCTUYECKU 3HauuMo nopobpenue Ha [1BI1.

[Ipu marueHTKUTE, KOUTO Ca MOMyYaBaId caMo OeBali3yMad B KOMOMHANINS ¢ XUMUOTEPAIHs U HE ca
MPOIBIDKIITIHN JIeueHrne camo ¢ OeBaruzymad (CPB15), He e HaOmronaBaHa KIMHWUYHO U3pa3eHa Mmoii3a

no otHoueHue Ha [1BI1.

Pesynrarute oT TOBa mpoyuBane ca 0006menu B Tabmuia 16.

Tab6auma 16

Pe3yaraTu 3a epukacHocT ot npoyusane GOG-0218

Ipexusiemoct 6e3 nporpecus (ITBIT)?

CPP CPB15 CPB15+
(n = 625) (n = 625) (n=623)
Menuana ITBIT (Mecern) 10,6 11,6 14,7
Koeduuuent Ha puck (95 % CI)? 0,89 0,70
(0,78; 1,02) (0,61; 0,81)
p-croitrocT> 4 0,0437 < 0,0001
YecToTa Ha 0OCKTHBEH OTTOBOP®
CPP CPB15 CPB15+
(n =396) (n=393) (n =403)
% TaIMeHT ¢ 0OEKTHBEH OTTOBOP 63,4 66,2 66,0
p-CTOHHOCT 0,2341 0,2041
O6u1a npexussemoct (OIT)°
CPP CPB15 CPB15+
(n = 625) (n = 625) (n=623)
Menauana OIT (mecerm) 40,6 38,8 43,8
Koegumuent Ha puck (95 % CI)? 1,07 (0,91; 1,25) 0,88 (0,75; 1,04)
p-croiinoct® 0,2197 0,0641

! Ananus Ha ouenenata ot uscnenosarens 1511, cnenudumupan B GOG nporokona (6e3 nmposepka 3a CA-125
niporpecust, HUTO 3a TUII npenn nmporpecus Ha 3a00JIIBaHETO) ¢ KpaiiHa J1aTa 3a ChbOMpaHe Ha JaHHUTE

25 despyapu, 2010 .

2 Crparuduuupad Koe(pHIMEHT Ha PHCK, OTHACSII CE 33 KOHTPOIHOTO PaMo.

3 Ennocrpanna log-rank p-ctoiHOCT.
* IIpu rpanuna na p-croitnocrra ot 0,0116.

® TlanmeHTKyM ¢ U3MEPUMO 3a00JIABaHE HA U3XOJHO HUBO.
® Okonuatenen ananus Ha o06IIaTa IPEKUBAEMOCT, MPOBEJIEH TIPH CMBPTTA Ha 46,9 % OT NallMEHTKHTE.
CPP = carboplatin/paclitaxel/placebo (kap6omiaTun/maknurakcen/mianedo)

CPB = carboplatin/paclitaxel/bevacizumab (kapoOornarus/maknurakcen/oeBanu3ymad)

[IpoBeneHu ca npeaBapuTesiHoO cretuduiupany ananusu Ha [1BI1, BcuukuTe ¢ kpaiiHa aara 3a
chOupane Ha nanuaute 29 cenremBpu 2009 r. Pe3ynratuTe OT Te3u MpeaBapUTEIHO Creu(UIpanu

aHaJInM3M Ca KaKTO CJICaBa:

. Ananu3bt Ha [1BI1, criopen olieHKaTa Ha M3ClieA0BaTeNs, Clelu(UIUpaH B IpoToKosa (0e3
mpoBepka 3a CA-125 nporpecus wiu 3a Tepanus u3BbH nporokona [ THUII]), noka3sa
crparuduimpan koepuuueHt Ha puck ot 0,71 (95 % CI: 0,61-0,83, 1"°-ctpanna log-rank p-
crorinoct < (0,0001), korato CPB15+ ce cpaBusBa ¢ CPP, ¢ menuana Ha I1bI1 10,4 mecena B
CPP rpymara u 14,1 mecenia B CPB15+ rpynara.

40




. [IepBuunusT ananu3 Ha I1BI1, ciopen onienkarta Ha n3ciaemoBaTens (ciaen nmposepka 3a CA-125
mporpecus u TUII), mokassa crpaTuduimpad koedunueHt Ha pruck ot 0,62 (95 % ClI:
0,52-0,75, 1*-crpanna log-rank p-croitroct < 0,0001), koraro CPB15+ ce cpaBusisa ¢ CPP, ¢

meauana Ha [1BI1 12,0 mecena B CPP rpynara u 18,2 mecenia B CPB15+ rpynara.

. AnamnzsT Ha [IBIL, onpenenen ot He3aBHUCUM KOMUTET 3a mperiies (mposepka 3a TUII),
nokasBa crpatuunupa koedurmeHt Ha puck ot 0,62 (95 % ClI: 0,50-0,77, 1Ho-cTpanna log-
rank p-croiiroct < 0,0001), korato CPB15+ ce cpasusiBa ¢ CPP, ¢ mennana Ha I1BIT 13,1 B
CPP rpymara u 19,1 mecenia B CPB15+ rpynara.

[onarpynosure ananuzu Ha [1BI1 o craawii Ha 3a60IsIBAHETO U CHCTOSTHHE Ha perpec ca 0000IIeHH B
Tabmwmma 17. Te3u pe3ynraru oKa3BaT HEUyBCTBUTEITHOCT Ha MeTo1a Ha aHanm3 Ha [1BI1, kakTo e

nokasaxo B Ta0Omnumna 16.

Taoauma 17

npoyuBane GOG-0218

Pesyararu 3a IIBII! no craamii Ha 3200/151BaHETO M CHCTOSTHME HA Perpec oT

PanjoMusupann nanuenty craauii 111 3a0osgBane ¢ ONTHMaleH perpec Ha 3a00BaHeTo™
CPP CPB15 CPB15+
(n=219) (n=204) (n=216)
Menunana Ha I1BIT (Mecern) 12,4 14,3 17,5
Koeduuuent Ha puck (95 % 0,81 0,66
Cl)* (0,62; 1,05) (0,50; 0,86)
PanoMu3upany nanuenty cbe craaumii 111 3a6oasane cbe cybonTHMANEH perpec’
CPP CPB15 CPB15+
(n=253) (n = 256) (n=242)
Menauana Ha I1BI1 (meceru) 10,1 10,9 13,9
Koeduriuent Ha puck (95 % 0,93 0,78
Cl)* (0,77; 1,14) (0,63; 0,96)
Pannomusupanu namuenTu cbe ctaauid [V 3a0onsBane
CPP CPB15 CPB15+
(n=153) (n =165) (n =165)
Menunana Ha I1BIT (Mecern) 9,5 10,4 12,8
Koeduuuenr Ha puck (95 % CI)* 0,90 0,64
(0,70; 1,16) (0,49; 0,82)

! Ananu3s Ha nipexussiemoctta 6€3 nporpecus (ITBI1) criopes oleHKaTa Ha U3CIIE0BATENs, CeNU(UIMPaH B
GOG nporokona (6e3 nposepka 3a CA-125 nporpecwust, uuto 3a TUII npenu nporpecust Ha 3a00JIIBAaHETO) €
KpaiiHa Jiata 3a ce0upane Ha nannure 25 ¢epyapu 2010 r.

2 C ocTarbuHO 3a00JI5BAHE MAKPOCKOTICKH.

83,7 % ot obmara paHIOMH3HMpaHa TOMyJalys NanueHTH ca nManu ctaauii [11B 3abonsBane.

4 OTHacsL1 ce 32 KOHTPOJIHOTO PaMO.

CPP = kapOoruraTiH/akJIuTaKkcen/ mianeoo
CPB = kap6omnaTus/makinTakcen/oesanuzymad

BO17707 (ICON7)

BO17707 e muorouentpoBo (aza IlI, pangomusupano, KOHTPOIUPAHO, OTKPUTO KIMHHUIHO

MIPOyYBaHE C IBE TPYITH, CpaBHABAIIO eekTa oT Jo0aBsHE HA OeBaITM3yMad KbM KapOOIIaTHH TLTIOC
[aK/IMTaKCel IPH NAlMEHTH CJIe Ollepallusl Ha eNUTeNICH KaplHOM Ha SAHYHULNTE, (DaToIueBUTE
TpbOM UK nbpBUYeH neputoHeaieH kapuuHoM FIGO cranuii [ unu 1A (crenen 3 unu camo yncra
kieTbuHa xuctonorus; n = 142) unu FIGO cranuii 11B-IV (Bcudku cTeneHu 1 BCHYKH XUCTOJIOTHYHU
tunose, n = 1 386) (NCI-CTCAE v.3). B ToBa u3nuTBaHe € M3M0JI3BaHa BEPCUSTA 32 CTAJMPAHE 10
FIGO ot 1988 .

[TaneHTHTE, KOUTO Ca MOJyYaBaJId MPEANICCTBAIA Tepanmus ¢ OeBalu3yMad WK MpeAIIecTBaIa
CUCTEMHa POTHBOPAKOBA TEPAITHs 3a KAPIIMHOM Ha SHYHUIUTE (HATP. XUMUOTEPAITHS, TEPAITUs C
MOHOKJIOHAJTHY aHTHUTENa, TEPAIHs C HHXUOUTOPH Ha TUPO3WH KWHA3ATa WM XOPMOHATHA TEPaItis)

WJIK MpEeAmECTBAIIO JIBUCIICYCHUC Ha KOpEMa UJIN Ta3a, Ca U3KIIFOYCHU OT IPOYUYBAHETO.

O6mo 1 528 manueHTky ca paHAOMHU3UPAHU Ha PABHU YacTU KbM CICAHUTE JBE IPYIIN:
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. CP rpyna: Kap6omnarun (AUC6) u nakiurakcen (175 mg/m?) B mpoabinkenue Ha 6 IUKbIIA C
MPOJBIDKUTEITHOCT OT 3 CEJIMHIIN

. CPB7.5+ rpyna: Kap6omnarun (AUC6) u nakiauTakcen (175 mg/m?) B mpoabinkeHue Ha
6 mukbIa ot 3 ceamMuIy mmoc 6esanusymad (7,5 mg/kg Ha 3 cenmurm) 1o 12 mMecena
(mprIOkKEHUETO Ha OeBaIM3yMad 3amoYBa B IIUKBI 2 OT XUMUOTEPAITHATA, aKO JICUCHUETO ©
3aMmoYHaso A0 4 CEMUITA OT OTEPANUATA, UK B IIUKBI 1, aKO JICUCHUETO € 3aMOYHAIIO TOBEYE
OT 4 ceMUIIH CIie oTlepaIusTa).

[loBeyeTo OT ManMEHTKHUTE, BKIIOYEHU B MPOYYBAHETO, ca Ouiu ot Osmara paca (96 %), cpennara
BB3pacT € 57 TOAWHU B IBETE TPYITH HA JiedeHue, 25 % oT O0HNTE BHB BCSIKa rpyla Ha JedeHHe ca Ha
BB3pacT 65 roauHu win nopeue u npudausutenno 50 % ot naruentkure ca umanu ECOG PS - 1; 7 %
OT MAIMEHTKUTE BbB BCsIKa rpymna Ha gedeHne ca umanu ECOG PS - 2. [ToBeueTo oT manueHTuTe ca
umaiu EOC (87,7 %), cnensano ot PPC (6,9 %) u FTC (3,7 %) nnu kom6unaiws ot tpute (1,7 %).
[Toreuero naruentu ca ounu FIGO cramuii I (u neete 68 %), cnenpanu ot FIGO craauii [V (13 % u
14 %), FIGO craauii Il (10 % u 11 %) u FIGO crammii | (9 % u 7 %). BONMIMHCTBOTO MAIlHEHTH BHB
Becsika rpyna Ha sedeHue (74 % u 71 %) ca nmanu Ha U3X0IHO HUBO ciado qudepeHuupaHu

(crenen 3) mppBuyHK TyMOpH. YectoTaTa Ha Bceku xuctonorndeH moarun EOC e mogo6Ha B rpynuTe
Ha nedeHue; 69 % oT manueHTUTe BHB BCSIKA IPYIIa Ha JICUCHUE ca MMaJH CEPO3CH XUCTOJOTUYCH TUTI
a/ICHOKAPIIMHOM.

[IspBuuHaTa kpaitaa Touka e [1BI1, onienena ot m3cnenoatest ¢ momomra Ha RECIST.

WznurBaneTo moctura mbpBUYHATA CH 111 Ha monoopsiBane Ha [1BI1. B cpaBHeHue ¢ nanueHnTuTe,
JICKYBaHU CaMO ¢ XMMUOTepanwsl (KapOOIUIaTHH U MAKJIUTAKCEN) KaTo IIbpBa JIMHUS Ha JICUCHUE,
MAIUeHTHTE, KOUTO ca TodyvYaBaiy OeBann3ymad B 03a oT 7,5 mg/kg Ha 3 ceqmMunm B KOMOMHAITUS C
XUMHOTEPAIs 1 ca MPOIBIDKWIH Ja TToTydaBat 6eBannzymad fo 18 mukbpia, ca mManu
CTaTUCTUYECKU 3HaUYUMO noaoopenue Ha [1BI1

Pesynrarute oT TOBa mpoyuBane ca 0006menu B Tabnuia 18.

Tadauua 18  Pe3yararu 3a edpuxacuoct npu npoyusane BO17707 (ICON7)
[pexussiemoct 6e3 nporpecus (I1bIT)

CP CPB7.5+
(n=764) (n=764)
Menuana I1BIT (Mecenm)? 16,9 19,3
Koepunuent Ha puck [95 % Cl]? 0,86 [0,75; 0,98]

(p-croiinoct = 0,0185)

YecToTa HA 0OEKTUBEH OTTOBOPL

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

(p-croiinoct = 0,0188)

O611a MPEKUBAEMOCT

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

(p-croiinoct = 0,8910)

1 Ilpu naumeHTH ¢ U3MepuUMo 3a00JIsIBaHe Ha M3XOIHO HUBO.

2 Anamm3 na I1BI1, ciopen onieHkaTa Ha U3ciieI0BaTeNs ¢ KpaifHa JjaTa 3a chOMpaHe Ha JJaHHUTE
30 noemspu 2010 .

3 OKOHYATEITHUAT aHAJIM3 Ha o0IaTa MPEeKUBIEMOCT € HalpaBeH, korato 46,7 % OT manueHTUTe ca MOYNHAIH, C
KpaifHa mara 3a BKiItoYBaHe B aHanmm3a 31 mapt 2013 r.

CP = kapOomaTHH/TaKIHTaKCe

CPB = xap6omnaTis/makinTakcen/oesanuzymad
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[IepBuanmsaT ananus Ha [1BI1, ciopen orieHkara Ha U3CaeAOBATENS C KpaifHa 1aTa 3a ChOupaHe Ha
nmanuute 28 pespyapu 2010 r. mokassa HecTpaThuduIUpaH KoehurmenT Ha puck ot 0,79 (95 % CI:
0,68-0,91, 2By-cTpanna log-rank p-croitnoct 0,0010) ¢ menuana na I1BI1 ot 16,0 mecena B CP
rpynata u 18,3 mecena 8 CPB7.5+ rpynara.

[Toarpymnosute ananusu Ha I1BI1 cropen ctaaus Ha 3a00/1IBaHETO W CHCTOSTHUETO Ha perpec ca
0000menn B Tabmuia 19. Te3u pe3ynrtaru moka3BaT HEUYBCTBUTEITHOCT Ha METO/a HA TbPBUYHHS
apanm3 Ha I1BI1, kakTo € mokasano B Tabawnma 18.

Ta6auna 19  Pesyararu 3a IIBII' ciopen cTaaus Ha 3a00JIIBAHETO M CHCTOSIHAETO HA perpec
ot kauHu4HO npoy4ysane BO17707 (ICON7)

Pannmomusupanu |nauHeHTH B cramuii |1l ¢ onTumanen perpec Ha 3a60H}IBaHeT02’3|

CP CPB7.5+
(n =368) (n=1383)
Menuana I1BI1 (Mecern) 17,7 19,3
Koeduuuenr Ha puck (95 % CI) 4 0,89
(0,74;1,07)
Pannomusupany namuenty B ctamuii 111 che cybonTumalnen perpec Ha 3a00J15BaHETO’
CP CPB7.5+
(n=154) (n =140)
Menauana ITBIT (Mecerin) 10,1 16,9
Koeduuuent Ha puck (95 % CI)* 0,67
(0,52; 0,87)
Pannmomusnpanu narmenTy B cranuii [V Ha Oonectra
CP CPB7.5+
(n=97) (n=104)
Menauana I1BI1 (Mecern) 10,1 13,5
Koeduuuent Ha puck (95 % CI)* 0,74
(0,55; 1,01)

! Ananus na npesxxusaemoctta 6e3 nporpecus (ITBI1), ciopes oneHKaTa Ha M3CiIeI0BaTeNs ¢ KpaiiHa 1aTa 3a
croupane Ha ganaute 30 Hoemepu 2010 r.

2 C unu 6e3 0cTaThuHO 3a00/19BaHe MAKPOCKOIICKH.

85,8 % ot obmiara paHIOMH3HMpaHa MOMyJalus NanueHTH ca nManu ctaauii [11B 3abonsBane.

4 OrHacI ce 33 KOHTPOJIHOTO PaMo.

CP = kapOoriaTiH/naKkIuTaKkcesn

CPB = xap6ormnarus/naxkiuTakcen/oeBanusymad

Peyuousupaw kapyurom na siunuyume

EdwukacHoctTa 11 6e30macHOCTTa Ha OeBarM3yMal npu JICYCHUE Ha PEIUINBUPAIL] CITUTEICH

KapIMHOM Ha SIMYHUIINTE, (PAIONUEBUTE TPHOU U ITbPBUYCH TIEPUTOHEAIICH KapIIMHOM, Ca U3CJIC/IBAHU

B Tpu npoyusanus ¢asza Il (AVF4095g, M022224 u GOG-0213) npu pas3indHy TOMYIaIdH

MAIMCHTH U CXEMHU Ha XMMHUOTEPaIusl.

. AVF4095¢g ouensiBa epukacHocTTa 1 6€30MacHOCTTa Ha OeBaun3ymMad B KOMOWHALUS C
KapOOIUTATHH ¥ TEMIIMTA0WH, TIOCTIEIBAHO OT OeBaru3ymMald caMOCTOSTEITHO PH IMAIIUSHTH C
YYBCTBUTEJICH Ha IJIATHHA PELUAUBUPALL] SITUTEC/ICH KapLIUHOM Ha SHYHUIUTE, (HATOIMUCBUTE
TPHOU WIIM IBPBUYEH MIEPUTOHEATICH KapIIUHOM.

° GOG-0213 onensiBa ehpukacHOCTTa M OE30MACHOCTTA Ha OeBaru3ymMad B KOMOWHAIIHS C
KapOOIUTATHH U MaKIUTAKCE, IIOCICIBAHO OT OeBaIM3yMad caMOCTOSTEITHO MTPH MAIUSHTH C
YyBCTBUTEJICH Ha IJIATHHA PEUINBUPAI SITUTENICH KapIIMHOM Ha SHYHUIUTE, (DaTOMTUCBUTE
TPHOU WM IBPBUYCH NICPUTOHEATICH KaPIIUHOM.

° MQO22224 onensia eukacHOCTTa U O€30MACHOCTTA Ha OeBalM3yMad B KOMOMHAIIUS C
MaKIUTAKCEell, TOMOTEKAaH WM TIeTHINPaH JTU030MaJIeH JJOKCOPYOUIIUH MPU TMAIUEHTH C
IJIATHHA-PE3UCTEHTEH PEIUIUBUPAII] SIIUTENICH KapIMHOM Ha SHYHUIUTE, (haTOMHUEeBUTE TPHOU
WM ITbPBHYCH EPUTOHEANICH KapPIIMHOM.
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AVF4095g

be3onacHocTTa M erkacHOCTTa Ha OeBanmm3yMad MpH JIeYCHUE Ha MAIIMCHTKH ¢ PEITUANBUPAIIL
SIUTEIICH KapIUHOM Ha SIMYHUINTE, (PaJIONUEBUTE TPHOU WIIH TbPBUYCH IIEPUTOHEATICH KapIIUHOM,
YYBCTBUTEJICH KbM JICUCHHE C IUIATHHA, KOUTO HE Ca TOTYYaBalii MPEAN TOBA XUMHOTEPAITUs 3a
pelHIBHpPAIO 3a00JIIBaHe WK JICUCHUE ¢ OeBal3yMad, ca U3CIICBaHU B €JJHO PAHIOMU3UPAHO,
JBOMHOCIIAIIO MJ1alie00-KOHTPOJIMPaHO KIMHUYHO u3nuTBaHe daza I (AVF4095g). KiimnuunoTo
M3MUTBaHE CpaBHABA ed)eKTa Ha JoOaBsHE Ha OeBan3yMad KbM XUMHUOTEpanus ¢ KapOoIUIaTHH
reMIMTa0UH U MPOJbIDKaBaHe Ha OeBalln3yMad KaTo MOHOTEPAITUS IO IPOTPECHSI ChC CAMOCTOSITEITHO

MPUIOKEHUE HA KapOOTUIaTHH B TeMITUTA0KH.

B KIMHUYHOTO M3NMUTBaHE Ca BKIOYBAHU CaMO MAalMEHTKH C XUCTOJIOTHYHO A0Ka3aH KaplMHOM Ha
SWYHAIATE, TFPBHYCH NIEPUTOHEATICH KapIIUHOM HMJIM KapIMHOM Ha (aonueBuTe TPHOH,
peunauBHpan > 6 Mecena ciies XUMHOTEpanys Ha OCHOBATa Ha IUIATHHA, KOUTO HE ca MOIyYaBain
XMMUOTEPAIU 38 PELUANBUPAIOTO 3a00JIIBaHE U HE Ca MOIy4YaBaIy NpeAlecTBaIla Tepamus C
OeBaru3ymab wim apyru uaxuburopu Ha VEGF, unu cpencrea, trapretau 3a VEGF-penenrtopa.

006110 484 manueHTKy ¢ U3MEpUMO 3a00JIIBaHe ca paHIOMU3UPAHU B choTHOIIeHHe 1:1 3a

MoJry4yaBaHC Ha:

° Kap6omnatun (AUC4, nen 1) u remuura6bun (1 000 mg/m? B mam 1 u 8) 1 e THOBPEMEHHO
iae0o Ha BCeKH 3 CEIMHUIU B PO AbKeHne Ha 6 u 10 10 1uKkbiia, mocieiBaHu OT miare6o
CaMOCTOATETHO (Ha BCEKH 3 CEIMUIIN) IO IPOTPECHs Ha 3a00IABAHETO WM HEMPUEMITUBA

TOKCHUYHOCT

. Kap6omnatun (AUC4, nen 1) u remuura6bus (1 000 mg/m? B mam 1 u 8) 1 e THOBPEMEHHO
6esaruzymab (15 mg/kg men 1) Ha Beeku 3 ceqMuIn B poabDKeHre Ha 6 u 1o 10 nuksia,
nocieBanu ot oeBanu3ymad (15 mg/kg Ha Bcekn 3 ceAMUIIM) CaMOCTOSATEITHO IO IIPOTPECHsl Ha
3a00JIIBAHETO HJIH HEMPUEMIINBA TOKCUYHOCT

[TepBUYHATA KpaiiHa TOUKA € MPEXMUBIAEMOCT O€3 MPorpecyst Bb3 OCHOBA Ha IPELICHKATa Ha

n3cnenosatens ¢ nomomra Ha Moguduuupad RECIST 1.0. lombaHUTEIHUTE KpaiHU TOUKH
BKJIFOUBAT OOEKTHUBEH OTTOBOP, IPOIBIDKUTEITHOCT Ha OTTOBOPA, 00IIIa MPEKUBSIEMOCT U O€30MaCHOCT.
W3BbpiieH e chIo 1 He3aBUCHM MPETIIe]] Ha MbpBUYHATA KpaiiHa TOUKa.

Pesynratute OT TOBa KIIMHUYHO M3NUTBaHEe ca 0006meHu B Tabmumna 20.

Ta6imuna 20  Pesynraru 3a edpukacHoct oT npoyuBane AVF4095

[Tpexussiemoct 6e3 nporpecust (I1BI1)

OrieHKa Ha U3CIEI0BATEI Onenka Ha IRC
[Tnanebo+ CG bepanuzyma0 [Tnanebo+ CG bepanuzyma0
(n=242) + CG (n=242) (n=242) + CG (n=242)
bes nposepra 3a TUII
Mennana ITBI1T 8,4 12,4 8,6 12,3
(mecern)

Koedurmuent na puck
(95 % ClI)

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

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

p-cTOMHOCT

<0,0001

<0,0001

C nposepxa 3a TUII

Menuana I1BIT
(Mecern)

8,4

12,4

8,6

12,3

Koeduuuent Ha puck
(95 % CI)

0,484 (0,388; 0,605)

0,451 (0,351; 0,580)

p-CTOHHOCT < 0,0001 < 0,0001
UectoTa Ha 0OEKTUBEH OTTOBOP
OrieHKa Ha U3CIEI0BATEIS Onenka Ha IRC
IInanedo + CG Beparuzymatd IInanedo + CG Beparuzymatd
(n=242) + CG (n=242) (n=242) + CG (n=242)

a4




% TaIMEHTKH C 57,4 % 78,5 % 53,7 % 74,8 %
00EKTHUBEH OTTOBOP
p-CTOHHOCT < 0,0001 < 0,0001
O6u1a npexussiemoct (OIT)
ITnanedo + CG Beammzymad + CG
(n=242) (n=242)
Menauana OIT (meceru) 32,9 33,6

Koeduuuent Ha puck

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

(95 % CI)

p-cToiHOCT 0,6479

CG = carboplatin/gemcitabine (kapGoruTaTus/reMIuTabrH)
THUII = tepanus U3BbH OIPOTOKOJIA
IRC = He3aBHCHM KOMHMTET 3a MPErJIeT

[oxarpynosute ananusu Ha [1BI1 B 3aBUCHMOCT OT pelIMAUBUPAHETO CIIE] TIOCIEIHATA TEPAIINS C
aTuHa ca 0606menu B Tabmumna 21.

Tadoauuna 21 Tlpe:xuBsieMocT 0e3 MPOrpecusi CIope BpeMeTO OT MOC/IeIHATA Tepanus ¢
IVIATHHA 10 peuuMBHPAHETO

OreHKa Ha H3CIIeOBATENS
Bpeme ot nocnenHaTa Tepanus ¢ [Tnanebot+ CG bepanuzymad + CG
TUIATHHA IO PELUIUBHPAHETO (n=242) (n=242)
6-12 mecena (n = 202)
Menunana 8,0 11,9
Koedunuenr Ha puck (95 % CI) 0,41 (0,29; 0,58)
> 12 mecena (n = 282)
Menuana 9,7 12,4
Koedunment na puck (95 % CI) 0,55 (0,41; 0,73)

CG = kapOonaTiH/TeMIUTabuH

GOG-0213

GOG-0213 e paHgOMHU3HPaAHO, KOHTPOJIUPAHO, OTKPUTO KIMHMYHO n3nuTBaHe dasa III, koeto
u3cneasa 6e30macHoOCTTa M e(pUKACHOCTTA Ha OeBanmu3ymMal MpH JcueHUe Ha MAUEHTH C
peLUINBHPAL] SITUTEIICH KapIIMHOM Ha SITYHUINTE, (aTONMUEBUTE TPHOU HIIH ITbPBUYCH
MCPUTOHEANICH KapIIMHOM, YyBCTBUTEIICH KbM JICUCHHUE C IUIATHHA, KOUTO HE Ca MOJIy4aBald Mpean
TOBa XMMHOTEPAIHS 33 PEIUINBUpAIO 3a0omsBane. [IpeuiiiHa aHTHAHTMOTEHHA Tepanus He €
u3KITIoYBaI| kputepuid. [IpoyuBanero orneHsBa edekra Ha 100aBsHE Ha OeBanu3ymMab KbM
KapOOIUIaTHH + MAKJIUTAKCEeN U MPOIb/DKABAHETO Ha OeBaIM3yMad CaMOCTOSTEITHO JI0 TIPOTrPECHsl Ha
3a00JIIBAHETO MJIH HEMPUEMIIMBA TOKCHYHOCT, B CPABHEHHE ChC CAMOCTOSITEITHOTO MPUIIOKCHUE HA
KapOOIUIaTHH + MaKJIHUTaKCEe.

OO6m10 673 MalMeHTy ca paHIOMU3UPAHU B €JHAKBO CHOTHOIIICHUE KbM CIIEIHUTE JIBE TPYITH Ha
JIeYeHHE:
. CP rpyna: Kap6omatun (AUCS) n nakiurakcen (175 mg/m? uHTpaBeHO3HO) Ha BCEKH
3 ceaMuIM B IPOABIDKEHUE Ha 6 1 710 8 uKbiIa.
. CPB rpyna: Kap6onnatun (AUC5) u nakmurakcen (175 mg/m? uaTpaBeHo3HO) U
enHoBpeMeHHO OeBaru3aymab (15 mg/kg) Ha Bcekn 3 CeIMMIIA B IIPOABIDKEHNE Ha 6 U 10
8 mukbIIa, mocnenBaHo ot 6eBanm3yMad (15 mg/kg Ha Bceku 3 ceMHIIN) CAMOCTOSITEIIHO JI0
nporpecus Ha 3a00JIIBaHETO WM HENPHEMIIMBA TOKCUYHOCT.

IMoBeuero marenTu B CP rpynara (80,4 %) u CPB rpynara (78,9 %) ca ot Osunata paca. Menuanarta
Ha Bb3pactTa ¢ 60,0 roquau B CP rpynata u 59,0 roquau B CPB rpynara. [lo-ronsimaTa gact ot
naruenTure (CP: 64,6 %; CPB: 68,8 %) ca BbB Bb3pacToBaTa Kateropus < 65 roguau. Ha nsxomHo
HHUBO TIOBEYETO MAIMEHTH B IBETE Ipynu Ha edenune ca umanu GOG PS 0 (CP: 82,4 %: CPB; 80,7 %)
wm 1 (CP: 16,7 %: CPB; 18,1 %). ®ynkumonainen cratyc 2 no GOG Ha W3X0/IHO HUBO € ChOOIIeH
npu 0,9 % ot manuenture B CP rpynara u 1,2 % ot nauuentute B CPB rpynara.
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[IspBruHaTa KpaiiHa To4uka 3a epukacHOCT € obiara npekupsiemocT (OIT). OcHoBHaTa BTOPHYHA
KpaiiHa Touka 3a epukacHocT e npexuBsieMocT 0e3 mporpecus (I1BIT). Pesynrature ca nmpencraBeHu B
Tabnuma 22.

Tabauna 22  Pesyarartu 3a epuxacnoct™? or npoyusane GOG-0213

IIspBHYHA KpaiiHA TOYKA
Oo6ma npexussiemoct (OII) CpP CPB
(n = 336) (n=337)
Menauana Ha OI1 (Mecern) 37,3 42,6
Koedwunment na puck (95 % CI) (eCRF)? 0,823 (CI: 0,680; 0,996)
p-cTOMHOCT 0,0447
Koedunumenr Ha puck (95 % ClI) 0,838 (Cl: 0,693; 1,014)
(bopmynsp 3a peructparus)®
p-CTOMHOCT 0,0683
Bropnuna kpaiiHa To4YKa
pe:xuBsemoct 6e3 nporpecus (IIBII) CpP CPB
(n = 336) (n=337)
Menauana Ha I1BI1 (mecerm) 10,2 13,8
Koedunment na puck (95 % ClI) 0,613 (Cl: 0,521; 0,721)
p-cTOMHOCT <0,0001

! Okonuatenen aHanus

2 TyMOpHHTE OLIEHKM U OLIEHKMTE Ha OTIOBOPA Ca ONpeieIeHH OT U3cieoBaTeure ¢ nomomra Ha GOG
kpurepunre Ha RECIST (IIpepa6oreno psroBoactBo Ha RECIST (Bepcus 1.1) Eur J Cancer.
2009;45:228Y 247).

CP = xapOoruiaTis/makauTakces

CPB = kap0OoruiaTis/nakiuTakcesn/oesanusymad

2 Koe(hunueHThT Ha PUCK € UUUCIICH OT MPOMNOPIUOHATHH MOIeNu Ha pucka o Cox, cTpatuduIUpany 1mo
MPOIB/DKUTETHOCT HA MHTEpBasia 0e3 JieueHue C IUIATHHA MPE/IH BKJIIOYBAHETO B TOBA MPOYYBAHE, CIIOPE]T
eCRF (esexTpoHHA KIMHIYHA KapTa Ha TAl[MeHTa) U CTaTyC 110 OTHOIIEHHE Ha BTOPUYHA XUPYPTHIHA
muropenykuust Jla/He (Jla = paHmoMusupanu 1a MpeThPISIT MATOPEIYKIIHSA WK PAHIOMHU3UPAHH JIa He
MPETHPIIAT IUTOPEAYKIHs; He = He e KaHIUIaT WK He aBa ChIIlacHe 3a MoJJIaraHe Ha IUTOPEIYKITHS).

% crpaTnduuupany Mo NPOABIKUTENHOCT Ha MHTEpBaja 03 JIedeHne Ipey BKIIOYBAHETO B TOBA POYYBaHE
CBIIIACHO (HOPMYJISIPa 38 PETUCTPAIIUS U CTATyCa 110 OTHOIIEHHE Ha BTOPUYHA XUPYPTHIHA [HTOPETYKIIHS
Jla/He.

KIHMHUYHOTO M3MUTBAHE € MOCTUTHAJIO CBOSITA OCHOBHA I1e 3a ofoopseane Ha OI1. Jledenuero ¢
Oepanm3yMab ¢ j03a 15 mg/kg Ha Bceku 3 ceqMUIIM B KOMOMHAIIUSA ¢ XUMHOTEpanus (KapOoIIaTHH U
MaKJIUTAKCEeN) B MPOIb/DKEHNE Ha 6 1 10 8 1MKbIIa, MOCIeABaHO OT OeBaI3ymMad 10 MporpecHs Ha
3a00JSIBAHETO MITH HETIPUEMITHBA TOKCUYHOCT TP aHHH, moiay4denu ot eCRF, Boau 10 KITHHUYIHO
3HAYUMO U CTATUCTUYECKH 3HaYMMO nogo0penue B OIl, B cpaBHEHHUE C JICYUCHUETO C KApOOIUIATHH U
MAaKJIUTAKCeN CAMOCTOSITEITHO.

MO22224

[IpoyuBaneTro M(022224 oneHsiBa epukacHOCTTa U O€30IIACHOCTTA Ha OeBann3ymMad B KOMOWHAIINS C
XMMUOTEPAIUs [IPH PE3UCTCHTEH Ha MJIaTHHA PEUUANBUPALL SUTEICH KapLUHOM Ha SITYHULIUTE,
¢anonueBuTe TPHOM MM IBPBUYCH MEPUTOHEANICH KapIMHOM. ToBa Mpoy4BaHe € IUIaHUPaHO KaTo
OTBOpPEHO, panmomu3upano (asa Il ¢ nBe rpynu 3a oleHKa Ha OeBalKU3yMad IIFOC XUMHUOTEPAIIUS
(CT+BV) cnpsimo xumuotepanus camoctostento (CT).

O6m10 361 manueHTy ca BKIIOYSHH B TOBA M3MIUTBAHE U €A MOy XUMHOTEpAITus (MaKIUTaKced,
TOIMOTEKAaH, M NETWIINPaH JTUM030MeH Tokcopyounun (PLD)) camocTosTenHO Wil B KOMOHHAIIHS C
OeBanm3ymao:
. CT rpyna (XumMHOTepanus caMOCTOSITEIIHO):
o [Maxmurakcen 80 mg/m? kato 1-yacosa uHTpaBeHo3HA MHDY3us B auu 1, 8, 15, n 22 Ha
BCEKU 4 ceaMuLU.
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o Tonorexan 4 mg/m? kato 30-MuHyTHA UHTpaBeHO3HA MH(Y3us B 10K 1, 8, u 15 Ha Beekn
4 cenmuin. AJTEPHATHBHO MOKE JIa C€ IIPUIIOKH 103a oT 1,25 mg/m? B npoabiKeHre Ha
30 munyTH B a1 1-5 Ha Beceku 3 ceqmMuny.

o PLD 40 mg/m? kato uHTpaBeHo3Ha HH]Y3Hs ChC CKOPOCT 1 mg/min camo B neH 1 Ha
Bceku 4 cemqmuity. Cien IUKBI 1, JEKapcTBOTO MOJXKE Jla ce mpuara karo 1-gacosa
nHpy3Hs.

. CT+BYV rpyna (xumuoTepanus mitoc OeBannuzymao):
. W30panara xumuortepanus ¢ komOuHupaHa ¢ 6eBanusymad 10 mg/Kg nHTpaBeHO3HO Ha BCEKU

2 cenmunm (nn 6eBaunzymad 15 mg/kg Ha Bcekn 3 ceqmuiy, ako ce U3M0I3Ba B KOMOMHALIUS
¢ Tonotekan 1,25 mg/m? B gam 1-5 Ha Bceku 3 ceMuIn).

[Noaxonsmute 3a BKIIOYBAaHE MAEHTH Ca MMM €NUTENCH KapIMHOM Ha SHYHULINTE, (HaTOIHEBUTE
TpBOM WK IBPBUYEH NEPUTOHEATICH KaPLIMHOM, KOHTO € IpOorpecupall B paMKUTE Ha < 6 Mecena OT
IIpe/IecTBalla Tepanus ¢ IIaTHHA, ChCTOsIIA Ce 0T Hai-MasKo 4 IIUKbJIa Ha Tepalus ¢ IUIaTHHA.
[NanuenTkuTe TPsOBA Aa ca NMaK OYaKBaHa MPOABDKUTEIHOCT Ha KHUBOT OT > 12 ceMuIM U J1a HE
ca roJTyyaBalii IpeIy TOBa IbUeTepanus Ha Ta3a 1 kopema. [loBeuero nauuentku ca 6unu ¢ FIGO
craauii I1IC wiu cranuii IV. IToBeuyeto ot 6onHuTe B 1BeTe rpynu ca umanun ECOG ¢yHKIroHalIeH
craryc (PS) 0 (CT: 56,4 % cpemry CT + BV: 61,2 %). IIpouentst Ha manuertkure ¢ ECOG PS ot 1
unn > 2 e 38,7 % u 5,0 % B rpynara ¢ CT 1 29,8 % u 9,0 % B rpynata ¢ CT + BV. Uma unpopmanns
3a pacoBata NpUHAIICKHOCT Ha 29,3 % OT MalMeHTKUTE, KaTo MOYTH BCUYKH OOJTHH ca OMJIU OT
Osunata paca. MeauaHnaTta Ha Bb3pacTra Ha narueHTkure € 61,0 (rpanuna: 25—84) roguau. 001110

16 manmenTku (4,4 %) ca Ha BB3pacT > 75 roguau. O0maTa 4ecToTa Ha IPEYCTaHOBSIBAHE MTOPAIH
Hexxenanu croutus e 8,8 % B rpynata ¢ CT u 43,6 % B rpynara ¢ CT + BV (npeaumuo nopaau
HEXXeJIaHU ChOUTHSI cTereH 2-3), a MeinaHaTa Ha BpeMeTo JIo nipeycranoBsiBane B rpynara ¢ CT + BV
e 5,2 mecena B cpaBHeHue ¢ 2,4 mecena B rpynara ¢ CT. YecToTara Ha IpeyCTaHOBSIBaHE TIOPAIH
HE)XEJIaHU ChOUTHS B MOATPYyNAaTa MalMeHTKU Ha Bb3pacT > 65 ronunu e 8,8 % B rpynara ¢ CT u
50,0 % B rpynara ¢ CT + BV. HR 3a I1bI1 e 0,47 (95 % CI: 0,35, 0,62) u 0,45 (95 % CI: 0,31, 0,67) B
noarpynure < 65 u > 65 ch0TBETHO.

[TppBUYHATA KpaiiHa TOUKa € MPEKUBSIEMOCT 0€3 POTPecHs, C BTOPUYHU KpaHHH TOUKH, BKIFOUBAIIN
4eCTOTa Ha 0OEKTHBEH OTTOBOP U 00111a npexuBseMocT. Pesynrarure ca npeacrasenu B Tabmuna23.

Taoauna 23 Pe3yaraTu 3a epukacHocT oT u3nurpane M022224

ITbpBHYHA KpaiiHa TOYKA

[IpexuBsemocT 6e3 mporpecus™

CT CT+06eBanuzymab
(n=182) (n=179)
Menauana (Mecern) 3,4 6,7
Koedunuenr Ha puck (95 % CI) 0,379 (0,296; 0,485)
p-CTOHHOCT <0,0001

BTopuynn KpaiiHM TOYKH

YecToTa Ha 0OEKTUBEH OTTOBOP™™

CT CT+6eBaruzymad
(n=144) (n=142)
% mauueHTn ¢ 00EKTUBEH OTTOBOP 18 (12,5 %) 40 (28,2 %)
p-cTOMHOCT 0,0007
O6mr1a npesxusieMoct (OIT) (oxoHUaTeneH anamms)™**
CT CT+6eBaru3zymad
(n=182) (n=179)
Menunana Ha OIT (Mecerm) 13,3 16,6
Koedunment na puck (95 % CI) 0,870 (0,678; 1,116)
p-cToiHOCT 0,2711

Bcuuky aHanu3m, NpeicTaBeHy B Ta3u Tabiauia, ca cTpaTuUIupaHi aHAIH3H.

* IIbpBUYHMAT aHANIM3 € U3BBPIIEH ¢ KpaiiHa JaTa 3a choupane Ha naHauTe 14 Hoemspu 2011 T.

“PaHIOMU3MpPAHH NALUEHTH C U3MEPUMO 3a00IIABaHE HA U3XOIHO HHBO.

" OKxoHYATENHUAT aHAIIM3 HA 00IIATA IPEKUBAEMOCT € H3BHPIICH IPU HaOII0JaBaHETo Ha 266 cMBPTHU
cilydau, KOeTo npeacTanisBa 73,7 % OT BKIIOUCHHUTE MAUCHTH.
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CT = xumMuoTepanus

M3nuTBaHeTO MOCTUTA MEPBUYHATA CH 1€ — Tomoopenue Ha [1BI1. B cpaBHeHMe ¢ marueHTuTe ¢
pEIUINBHpAILl, PE3UCTECHTEH Ha IIaTHHA KapIIMHOM, JICKYBaHH ¢ XUMUOTepanws (TaKIuTaKced,
ToroTekaH miu PLD) camocTosITenHO, MAIMEHTHTE, KOUTO ca IMoJTydaBaiy OeBannu3ymad B 1032

10 mg/kg Ha Bceku 2 ceamuiiy (uan 15 mg/kg Ha Bceku 3 CeIMUIH, aKO € U3IM0JI3BaH B KOMOMHAIINS C
1,25 mg/ mM? TonoTekaH B HH 1-5 Ha Bcekn 3 ceIMMIM) B KOMOMHALMSA C XUMUOTEpanus u
MPOJIBJDKABAT Ja MMoJTydaBaT OeBanu3ymad 70 mporpecus Ha 3a00JIsIBaHETO WU HETIPHEMITUBA
TOKCHYHOCT, Ca UMaJIi CTaTUCTUIECKH 3HAUNMO nooopenue Ha [1bI1. ExcriopaTopHuTe aHam3m Ha
IIBIT u OIl cniopen XuMHOTEpaneBTUIHATAa KOXOPTa (MakiIuTakce, TonoTekad U PLD) ca 0000mmenu B
Tabnuma 24.

Ta6auna 24 ExcnjopaTopHu aHAIH3H HA npe:kuBsaeMocTTa 6e3 nporpecusi (ITBIT) u o6mara
npexxusiemocT (OIl) cmopen XuMuOTEpaneBTHYHATA KOXOPTA

CT | CT+6eBaru3ymabd
IMakauTakces n=115
Menauana Ha [1BI1 (mecerm) 3,9 | 9,2
Koedwunment na puck (95 % CI) 0,47 (0,31; 0,72)
Menuana Ha OIT (Mecerm) 13,2 | 22,4
Koedunment na puck (95 % ClI) 0,64 (0,41; 0,99)
Tonorekan n=120
Menauana Ha [1BI1 (mecerm) 2,1 | 6,2
Koedwunment na puck (95 % CI) 0,28 (0,18; 0,44)
Menunana Ha OIT (Mecerm) 13,3 | 13,8
Koedunuenr Ha puck (95 % ClI) 1,07 (0,70; 1,63)
PLD n=126
Menauana Ha [1BI1 (mecerm) 3,5 | 51
Koedwunment na puck (95 % CI) 0,53 (0,36; 0,77)
Menunana Ha OIT (Mecer) 14,1 | 13,7
Koedunumenr Ha puck (95 % ClI) 0,91 (0,61; 1,35)

CT = xumMuoTepanus
PLD = nermimmpaH JTUIO30MEH TOKCOPYOUIIHH

Pak na mamounama wuiixa

GOG-0240

EdukacHoctTa 11 6e30macHOCTTa Ha OeBarM3yMad B KOMOUHAIHS ¢ XUMUOTepanus (TaKInTaKkced u
IUCIIIATHH, WX TAKJIUTaKCe ¥ TOIIOTEKaH) IMPH JICUCHHE Ha TAIlUSHTH C IEPCUCTHPAIIT,
peIUaUBUpAI WK METacTa3upall KapIIMHOM Ha MaTOYHATA IITUIKA € OIICHEHA B MPOYIBAHE
GOG-0240, pannomMu3upaHo, OTKPUTO, MHOTOLIEHTPOBO KJIMHUYHO n3nuTBaHe ¢aza Il ¢ uetnpu
paMeHa.

OO0 452 marueHTy ca paHAOMHU3UPAHH J1a TI0JTy4aBaT €/IHa OT CISTHUTE CXEMH:

. [Maximrakcen 135 mg/m? unrpasenosno 3a 24 yaca na Jlen 1 u uucrmatun 50 mg/m?
WHTpaBeHO3HO Ha JleH 2, Bceku 3 cenMun (q3w); mwin
[Maxmurakcen 175 mg/m? uarpaBenosHo 3a 3 yaca Ha Jlen 1 u nucmiatun 50 mg/m?
MHTpaBeHO3HO Ha JleH 2 (q3w); win
[Maxnurakcen 175 mg/m? unrpasenosno 3a 3 yaca Ha Jlen 1 u uucriatun 50 mg/m?
uHTpaBeno3Ho Ha en 1 (q3w)

. [Maxmurakcen 135 mg/m? uarpaBenosno 3a 24 yaca Ha Jlen 1 u nucratun 50 mg/m?
uHTpaBeHo3Ho Ha Jlen 2 mmoc 6eBanmzymab 15 mg/kg narpasenosno Ha len 2 (q3w); wian
[Maxnurakcen 175 mg/m? unrpasenosno 3a 3 yaca Ha Jlen 1 u uucriatun 50 mg/m?
uHTpaBeHo3Ho Ha Jlen 2 mwmoc 6eBanmzymab 15 mg/kg narpasenosto Ha len 2 (q3w); win
[Maxmurakcen 175 mg/m? uarpaBenosHo 3a 3 yaca Ha Jlen 1 u nucmiatun 50 mg/m?
uHTpaBeHo3HO Ha JIeH 1 miroc OeBanm3ymab 15 mg/kg untpaBenosno Ha Jlen 1 (q3w)

. I[Maxiurakcen 175 mg/m? unrpasenosno 3a 3 yaca Ha Jlen 1 u Tonorekan 0,75 mg/m?
MHTpaBeHO3HO 3a 30 MunyTH Ha HE 1-3 (Q3W)
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. [Maxmurakcen 175 mg/m? uarpaBenosHo 3a 3 yaca Ha Jlen 1 u Tonotekan 0,75 mg/m?
uHTpaBeHo3Ho 3a 30 MmunyTH Ha qHM 1-3 roc OeBammsymab 15 mg/kg narpasenosno Ha Jen 1

(q3w)

IMoaxoxasmuTe 3a BKIOYBAHE MAIHCHTH Ca NMAJX EPCUCTHUPAILL, PEIMIUBUPAI UM METaCTa3upa
CKBAaMO3HOKJIEThYEH KapPIUHOM, a[CHOCKBAMO3€H KapIUHOM WIIH aJICHOKAPIIHHOM Ha MaTOYHATA
mMiiKa, KOUTO HE ca e MOBIHSIA OT XUPYPIHYIHO JICYCHHE H/UIIN JIbYeTepanus, i KOUTO HE ca
MOJTyYaBajIM Npe/iecTBaiia Tepamnus ¢ oepannuzymad nin apyru VEGF unxubuTtopu, uiau cpecTsa,
tapretuu 3a VEGF-penientopa.

Menunanara Ha Bb3pactra € 46,0 rogunu (rpanuuu: 20-83) B rpynara caMo Ha XUMHOTEPAIUs U

48,0 roqunm (Tpanunm: 22-85) B rpynara Ha XuMUOTepanus + 6eBannzymao; kato 9,3 % ot
MaIMEeHTHTE B IpyIaTa caMo Ha XUMuoTepanus u 7,5 % OT malyeHTHTe B rpymnara Ha XuMHOTepanus +
OeBanu3ymMab ca Ha Bb3pacT Haj 65 roauHu.

Ot 452 nanueHTy, paHJIOMHU3UPaHU Ha U3XOJIHO HUBO, ITO-TOJIsIMaTa 4acT ca ot Osiara paca (80,0 % B
rpymnaTa caMo Ha XuMuoTepanus 1 75,3 % B rpymnara Ha XuMHoTepanus + oeBanuzymal), uMat
CKBaMO3HOKJIETbUeH KapurHoM (67,1 % B rpymara camo Ha xuMuoTtepanus u 69,6 % B rpynara Ha
XUMHOTepanus + OeBann3ymad), UMaT IePCUCTUpPAILO/peluarBHpariio 3adosieane (83,6 % B rpynara
camo Ha xuMuoTtepanus u 82,8 % B rpymara Ha XxumuoTepanus + OeBanu3ymad), IMaT METacTa3H Ha
1-2 mecra (72,0 % B rpymnaTa camo Ha XumuoTepanus u 76,2 % B rpynara Ha XuMHoTepanus +
OeBan3ymad), uMaT 3acsarane Ha JumbHuTe Bb31H (50,2 % B rpynara caMo Ha XUMHOTEpanus 1

56,4 % B rpymnara Ha XUMUOTEpanus + OeBalu3yMald) 1 ©MaT UHTEpBaj Oe3 JicueHue C MiaThHa

> 6 mecena (72,5 % B rpynaTta camo Ha xumuoTepanus u 64,4 % B rpynara Ha XumMHoTepanus +
OeBaruzymao).

[TbpBUYHaTa KpaiiHa TOUKa 32 e(UKACHOCT € 00IaTa NPeKUBIEMOCT. BTopuyHHTE KpailH! TOUKH 32
e(MKaCHOCT BKJIIOUBAT MIPEKUBIEMOCT 0€3 IPOrpecHsi U 4eCTOTa Ha 00EKTUBEH OTroBop. Pesynrarure
OT IBPBUYHUSI aHAIIM3 M MTPOCIIEASBaIINS aHAIHM3 Ca MPEJCTaBEHH CIIopel JiedueHHeTo ¢ Oepanmu3ymad u
criopejl ICUSHUETO B U3MUTBAHETO, ChOTBETHO B Tabmnuia 25 u Tabiuna 26.

Tab6auma 25 Pesyararu 3a epukacnoct ot usnursane GOG-0240 cnopen JieueHneTo ¢

OeBanu3ymad
XumuoTepanus Xumuorepanus +
(n =225) OeBal3yMab
(n=227)

ITbpBHYHA KpaiiHa TOYKA
O6ma npexussieMoct — [IbpBuYeH anaans®
Menuana (Mecern) 12,9 | 16,8
Koe¢wunument na puck [95 % Cl] 0,74 [0,58; 0,94]
(p-croiinoct® = 0,0132)

O6ma npexussiemoct —Ilpocaeasann ananus’
Menuana (Mecern) 13,3 | 16,8
Koe¢unument na puck [95 % Cl] 0,76 [0,62; 0,94]
(p-croiinoct>® = 0,0126)
BropuuHn KpaiiHU TOYKH
Mpexussiemoct 6e3 nporpecus (IIBI) — Ibpsuyen anaaus®
Menuana Ha ITBIT (Mecenu)! 6,0 | 8,3
Koe¢unuent na puck [95 % Cl] 0,66 [0,54; 0,81]
(p-cToiinoct® < 0,0001)

Haii-1006p 061 orrosop— IIbpeuyen ananns®

Pecnioniepy (4ecToTa Ha OTroBOp)? 76 (33,8 %) 103 (45,4 %)
95 % CI 3a yecTOTaTa Ha OTTOBOP’ [27,6 %; 40,4 %] [38,8 %; 52,1 %]
Pasnuka B yectorara Ha OTTOBOP 11,60 %

95 % CI 3a pa3nukara B 4ecToTaTra Ha [2,4 %; 20,8 %]

otrosop*
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| p-croiiHocT (XU-KBaIpaT TECT) 0,0117
! Ouenku no Kaplan-Meier
2 [TanpeHTH ¥ NPOLEHT Ha TIALMEHTUTE C Hal-100bp 0611 otrosop ¢ notsbpaeH CR uau PR nporeHt, u3uncien

110 OTHOINCHUEC HA MAIMUCHTUTE C U3BMEPUMO 3a00JIBaHE Ha HU3XO0JHO HUBO

395 % CI 3a ezHa OMHOMMHAJIHA NpoOa ¢ U3NoJI3BaHe HA MeTosia Ha Pearson-Clopper

4 ITpubnusutenen 95 % CI 3a pasnaukaTa OT ABE CTOMHOCTH C H3MON3BaHe Ha MeToaa Ha Hauck-Anderson

% JlorapuTMU4HO Pe0OPa3yBaH PaHKOB TeCT (cTpaTuduUIUpan)

® [IbpBUUHMAT aHAIM3 € H3BBPILEH TIPH KpaliHa jarta 3a choupane Ha nanuute 12 nexemspu 2012 r. u ce cuuta
32 OKOHYATEJICH aHaJIN3

" TIpocneasBamMaT aHaIK3 € U3BBPIIEH C KpaiiHa faTa 3a chOupane Ha ganaute 07 mapt 2014 r.

8 p-cToiiHOCTTa € oKa3aHa caMo ¢ ONUCATENHA 1IET

Ta6smua 26  Pesyararu 3a o01a npesxuBsieMocT ot npoyuBaHe GOG-0240 cnopen 1eueHueTo
B N3MHUTBAHETO
CpaBHsBaHE OO0u1a mpexXuBSIEMOCT — O011a mpexuBIEMOCT —
Ha nedeHuero Jlpyr dakrtop ITbPBUYEH aHATN3! HpOCIIe/ABAI aHAITH3
Koedunuenr Ha puck (95 % Koedumment na puck (95 %
Cl) Cl)
Bepammzymab Iucrutatua+ 0,72 (0,51; 1,02) 0,75 (0,55; 1,01)
cripsiMo 0e3 ITaxnurakcen (17,5 cipsimo 14,3 mecera; (17,5 cpsimo 15,0 mecerna;
OeBanu3ymad p = 0,0609) p = 0,0584)
Tomorekan+ 0,76 (0,55; 1,06) 0,79 (0,59; 1,07)
ITaxnurakcen (14,9 crpsimo 11,9 mecera; (16,2 cripsimo 12,0 mecera;
p =0,1061) p =0,1342)
Tomorekant  Bemanuszymad 1,15 (0,82; 1,61) 1,15 (0,85; 1,56)
[Taxnmurakcen (14,9 cripsimo 17,5 mecera, (16,2 cripsimo 17,5 mecera,
CTIPSIMO p = 0,4146) p =0,3769)
1,13 (0,81; 1,57) 1,08 (0,80; 1,45)
Hucnnatua +  6e3
[Takmurakcen beBamm3ymad (11,9 cpsimo 14,3 meceria; (12,0 crpsimo 15,0 mecera;
p = 0,4825) p = 0,6267)

! TIbpBuYHMAT aHaM3 € U3BBPILEH IPU KpaiiHa jata 3a choupane Ha gannute 12 nexemspu 2012 r. u ce cuuta
32 OKOHYATEJICH aHaJIN3

2 TIpocnensBamusT aHaIM3 € U3BLPIIEH NPHU KpaiiHa naTa 3a chOupane Ha gannute 07 mapt 2014 r.; Bcudku p-
CTOMHOCTH ca MO0Ka3aHH CaMo C OIHCATEHA 11e

Ileouampuuna nonynayus

EBpomneiickaTa areHIus no JiekapcTBaTa 0CBOOOXKIaBa OT 3aABIDKCHUETO 32 MPEJOCTaBsIHE Ha
pe3yATaTUTe OT MPOyYBAHHUATA ¢ OeBalM3yMad BbB BCHUKH MOATPYIH HA TIeTUaTPUYHATA TTOITYJIALHS
3a 000peHNTe TIOKa3aHMsl IPU paK Ha I'bpJaTa, alCHOKapLIUHOM Ha 1€0eJI0TO YePBO U PEKTyMa,
KapIMHOM Ha Oenute ApoboBe (ApeOHOKIEThYEH 1 HeAPEOHOKIIEThUEH KapIHOM), KapLIMHOM Ha
O0bOpeka u 6pOpedHOTO Jerenye (¢ U3KIUYeHNe Ha HeBpobaacToM, HedpobaacToMmaTosa,
CBETJIOKJIETHUYCH CapKoM, Me3001acTeH HehpoM, OLOpedeH MeayIapeH KapInHOM B padaoUIeH TYMOD
Ha ObOpeKa), KapLIMHOM Ha SIHYHUIHTE (C U3KITIOUYEHUE Ha Pa0OMHOCAPKOM U
TepMHUHATHBHOKJIETHYHH TYMOPH), KAPLMHOM Ha (pajonueBuTe TpbOH (C M3KIIOUEHHE Ha
pabOMHOCAPKOM U TePMUHATUBHOKIIETHYHU TYMOPH ), IEPUTOHEAICH KapIIUHOM (C M3KIIFOYCHUE HA
0I1acTOM M CapKOM) U KaplIMHOM Ha IWiKaTa Ha MaTKarta, U KapluHOM Ha MaTKarta.

Bucoxocmenenen enuom

He e nabnronaBana aHTUTYMOPHA aKTHBHOCT B JIBE TIO-PaHHU NMpoyuyBaHus pu o61o 30 mera Ha
BB3pacT > 3 TOJUHHU C PEUUANBUPALL WA HPOTrPECUBEH BUCOKOCTEIICHEH IIIMOM, JIEKYBaHH C
6eBanu3ymad u upunorekan (CPT-11). Hama nocrarpuno nHpopmanus, 3a Aa ce onpenesin
Oe3omacHocTTa M e()UKACHOCTTA Ha OeBaI[M3yMal MpH Jiela ¢ HOBOIMArHOCTHIIMPAH BUCOKOCTEIICHEH
TJTHOM.

° B enHo kmuHMYHO mipoyuBane ¢ eaHa rpymna (PBTC-022), 18 nera ¢ pennanBupaii nin
MPOTPECUBEH BUCOKOCTEIICHEH TJIMOM M3BBH BapOJIMEBUS MOCT (BKIIFOUHTEIHO 8 ¢ TIIHOOIaCTOM
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[C30 cremnen 1V], 9 ¢ anammactryen actporrom [crenen II] u 1 ¢ aHamacTHueH
onurozaeHaporiauom [crernen 11I]) ca nexkypanu ¢ 6eBanuzymad (10 mg/kg) npes nBe ceaMuIn U
cres ToBa ¢ beBannzymab B komouHarms ¢ CPT-11 (125-350 mg/m?) BeAHBK Ha JBE CEAMUITH
1o nporpecust. Hsima 00ekTHBeH (YaCTHUCH WITH ITBJICH) PaMOIOTHUEH OTTOBOP (KPUTEPHH Ha
Macdonald). TokcruuHOCTTa 1 HEKETAHUTE PEAKIIMK BKIIOYBAT apTepHaliHa XUIICPTOHHS U
ymopa, kakto u ucxemust Ha [JHC ¢ octbp HeBponorudeH aeumur.

. B perpocniekTHBHA cepus B €HO JIeUeOHO 3aBecHue, 12 MOCIeN0BATEIHO MOCTHIMIH ACTa
(2005 r. 10 2008 r.), ¢ perMAMBUpAILl HJIH HPOIPECUBEH BIHCOKOCTeNneHeH riuoM (3 cbe C30
crenen 1V, 9 cwe crenen III) ca nexyBanu ¢ 6epannzymad (10 mg/kg) u upuHoTekan
(125 mg/m?) nipe3 2 cemmuny. HaMa IbJIHH OTTOBOPH, KaTO MMa 2 YaCTUYHH OTrOBOPa
(xputepun Ha Macdonald).

B enno pangomusupano npoyusate daza II (BO25041) oburo 121 maiueHT Ha Bb3pacT > 3 TOJAUHU
70 < 18 roguHu ¢ HOBOMArHOCTULMPAH CYNpaTeHTOPHAJICH WM HHPpaTeHTOpUaJeH Liepedenapex
WK TeyHKyJapeH BucokocTeneHeH rauoM (high-grade glioma, HGG) ca nekyBanu nocronepaTuBHO
¢ mpuerepanus (JIT) u amtopanten Temo3oniomun (T) cbe wnu 6e3 OeBanuzymad: 10 mg/kg mpe3

2 CeIMUIIM HHTPABEHO3HO.

[IpoyuBaHeTo He MOCTHUra IMbPBUYHATA CH KpaifHa TOYKA 3a JOKa3BaHEe Ha 3HAYUMO IOI00pEeHUE Ha
npexussieMoctTa 0e3 crouTus (I16C) (ouenka Ha [lenTpannara koMucus 3a mperse] Ha
pentrenorpadckute gannu (Central Radiology Review Committee, CRRC)) cnen nobaBsine Ha
oearm3ymad kpM pamoto ¢ JIT/T B cpaBrenue ¢ pamoto camo ¢ JIT/T (HR = 1,44; 95 % CI: 0,90;
2,30). Te3u pe3ynratu CHOTBETCTBAT HA PE3YITATHTE OT Pa3INIHU aHATU3U HA YyBCTBUTEITHOCTTA U
Ha ChOTBETHUTE KIMHUYHU MOATpynu. PesynraTure ot Bcnuku BropuuHH Kpaitau Touku (I16C,
oneneHa ot u3caenosarens, 1 ORR u OIl) He moka3Bar moo0peHne, CBbP3aHO ¢ JOOABSIHETO Ha
6eBaru3zymad keM pamoto ¢ JIT/T B cpaBHeHHe ¢ pamoTto camo ¢ JIT/T.

JobaBsHeTo Ha OeBannzymad kbM JIT/T He moka3Ba KMHUYHA 1Ton3a B ipoyuBane BO25041 mpu

60 manueHT — fena, MOAXOASIIH 32 OLIEHKa, C HOBOJHUArHOCTUIIUPAH CYNIPATEHTOPUAIICH HITH
nH(ppaTeHTOpHUAJICH IiepedenapeH Win NneayHKyaapeH Bucokoctenener riauoM (HGG) (Bxk. Touka 4.2
3a nH(pOpMAIUS OTHOCHO yIIOTpeda B MeIUaTpUsITa).

Capkom Ha mexume mvkanu

B enno pangomusupano npoyusate daza I (BO20924) obmo 154 manuenTy Ha Bb3pacT > 6 Mecena
1o < 18 roauHM ¢ HOBOAMArHOCTHUIIMPAH METACTa3upall pabIOMHOCAPKOM M CAPKOM Ha MEKHUTE
ThKaHH, pa3IHn4yeH 0T pabJIOMHOCAPKOM, ca JIEKYBaHH ChC CTAHAAPTHO JieueHHE (MHIYKIHSI
IVADO/IVA+/-nokanHa Tepamnusi, TOCISIBAHO OT MOUIbPIKAIlA TePaIts ¢ BHHOPEIOUH 1
nukinodochamun) cbe wim 6e3 6eBaruzymad (2,5 mg/kg/ceqmuia) ¢ 011a MPOIBIHKUTETHOCT Ha
nedenuero npubmmsutento 18 mecena. KbM MoMeHTa Ha OKOHYATETHUS THPBHYCH aHAIIN3,
IbpBUYHATA KpaiiHa Touka npexussieMocT 0e3 croutne (I16C), onenena npu He3aBUCHUM LEHTpaICH
IperJies, He ToKa3Ba CTaTHCTHYECKN 3HaYNMa pasjinKa MeXIy JBeTe pameHa Ha seueHune, HR 0,93
(95 % CI: 0,61, 1,41; p-croitroct = 0,72).

Pasnukara 8 ORR mMexay nBeTe pameHa Ha JiedeHHe TPH MAJIKOTO MAI[MEHTH, KOUTO Ca MMaJId
M3MEPHM TyMOp Ha M3XO/IHO HHBO M ITOTBBP/ICH OTTOBOP IPEIH MOTydaBaHe Ha KAaKBATO M J1a €
JIOKaJIHA Tepanus, OLCHEH NPU He3aBUCUM IieHTpasieH nperues, e 18 % (Cl: 0,6 %; 35,3 %):

27/75 nmanentu (36,0 %; 95 % CI: 25,2 %; 47,9 %) B pamoTo Ha xumuoTepanus u 34/63 nauneHTH
(54,0 %; 95 % CI: 40,9 %; 66,6 %) B pamoTo BV+xumuorepanus. OKOHYATSITHUTE aHATHU3U HA
obmara mpexussemoct (OIT) He mokazaxa 3HAUMTEIIHA KIIMHUYHA 10133 OT JOOABSHETO Ha
OeBanm3yMad KbM XUMHOTEPANHUATA B T3 MOy TAUCHTH.

B xknuununo m3nutBane BO20924 nodaBsHeTo Ha OeBaln3ymMald KbM CTaHIAPTHOTO JICYCHUE HE ©
MOKa3aJ10 KJIMHWYHA T10J13a MTPH MOJIJISKAIINTE Ha olleHKa 71 maruenTu Aena (Ha Bb3pacT oT 6 mecena
1o o 18-roaumiHa BB3pacT) ¢ MeTacTazupall padIoOMHOCAPKOM U CApPKOM Ha MEKUTE ThKaHH,
pasirueH oT pabaoMuocapkoM (Bk. Touka 4.2 3a nHpOpMAaIKs OTHOCHO yIIoTpeOa B MeIuaTpusTa).
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YecToTata Ha HEXKEJIAHUTE ChOUTHUS, BKIFOUUTEITHO HEXKEIaHU ChbOUTHSI CTEIICH > 3 U CEPUO3HU
HEXeJIaHu ChOUTHS, € CXO/IHAa MEXKy JBETE paMeHa Ha jeueHue. U B 1BeTe paMeHa Ha JIeUCHHE HE ca
HACTBITHIIN HEXEIIaHU ChOUTHS, BOJICIIH IO CMBPT; BCHUKA CMBPTHH CIIydaH ce OTJaBaT Ha
nporpecust Ha 3a0onsBaneTo. Jlob6aBsHEeTO HA OeBanM3yMald KbM Pa3IMIHUTE BH3MOKHOCTH 32
CTaHIAPTHO JICUCHUE U3IIICK A CE TIOHACS JOOpE B Ta3u MeANATPUIHA TTOITYJIAIHS.

5.2 dapMakOKHHETHYHHU CBOHCTBA

dapMakOKMHETHYHNTE JaHHK Ha OeBann3yMad ca MOJIydeHH OT JeceT KIMHUYHYU N3NUTBAHUS MIPU
MalMEHTH CbC COTUIHM TyMOpPH. IIpy BCHYKM KITMHUYHY U3NUTBAHKUS OeBaln3yMald e mpuiiarat upes
uHTpaBeHo3Ha. HHPYy3us. CKopocTTa Ha HH(Y3UsITA € 3aBHCENa OT IOHOCUMOCTTA, KaTo
MPOJBIDKUTETHOCTTA HA HavyaHaTa nHy3us e ouna 90 munytn. dapMakoKUHETHKATA Ha
OeBanm3yMa0 e JHMHelHa pu 1034, Bapupaiy ot 1 1o 10 mg/kg.

Pasnpenenenue
OoOwnuaitHata cTOHHOCT 3a IeHTpaiHusA 00eM (V) € 2,73 11 3,28 1 ChbOTBETHO 3a MBbXKE M KEHH, KOETO €

B TpaHuLuTe, onucanu 3a [gGs u Apyru MOHOKIOHAHK aHTUTena. OOuyaiiHaTa CTOMHOCT 3a
nepudepuus odem (Vp) e 1,69 1u 2,35 1 choTBETHO 32 MBXKE U JKEHH, KOraTto OeBann3yMad ce mpuiara
€HOBPEMEHHO C aHTHHEOIUIACTHYHU cpeacTBa. Cies KopurupaHe Criopes] TEIECHOTO TETII0 MBXKETe
ca umani no-rossiM Ve (+ 20 %) B cpaBHEHHE C JKEHHTE.

buotpanchopmanys

Onenkara Ha MeTabonu3ma Ha OeBanu3ymMal TpH 3allii ciell eTHOKpaTHAa MHTPaBEeHO3Ha [103a OT
155]-GeBanm3symatb e nokasana, 4e METAOOJMTHUAT My TIPOQUII € TOA00EH Ha TO3H, OYaKBaH TPy
HatuBHata IgG Mosekyia, kosto He cBbp3Ba VEGF. MeTaboau3MbT U eIMMUHUPAHETO Ha
OeBanm3ymMad ca momoOHM Ha IpoliecuTe IpH eHaoreHHus I1gG, T.e. MpeauMHO Ype3 MPOTEOTUTHICH
KaTaboIM3bM B OPraHU3Ma, BKIIOUUTEIHO B €HAOTEIHUTE KISTKH, KaTO HE Ce Pa3uuTa NpeArMHO Ha
eJIMMHUHKpaHe npe3 0p0penure U yepHus apod. Cebp3Banero Ha IgG ¢ FcRn penenTop Boau no
HPEeOTBPATIBAHE HA KICTHYHNSA METa00IN3BM U JI0 TTO-TIPOIBDKUTENICH TEPMUHAJICH IOy KHUBOT.

Eanmunupane
CroitHOoCTTa Ha KIHpbBHCca ¢ paBHa cpeano Ha 0,188 u 0,220 1 1HEBHO CHOTBETHO 32 MBIKE U JKECHHU.

Cren xopurupase CIOpe]] TEJIECHOTO TETJI0O MBbKeTe UMAT II0-BUCOK KJIMPBHC Ha OeBalu3ymad
(+ 17 %) B cpaBHeHue ¢ sxeHuTe. Criopen IByKOMIIAPTHMEHTHHS MOJIEN STUMUHAIOHHUST
HOY>KUBOT € 18 1HYM npy TUNMYHUTE NarUeHTH-KeHu u 20 THU IPU TUIIMYHUTE TTAIUEeHTH-MBXKE.

Huckure cToifHOCTH Ha allOyMHHA M BUCOKUAT TYMOPEH TOBap OOMKHOBEHO Ca TIOKa3aTEeTHH 32
TeXecTTa Ha 3a0oisBaHeTo. KnupbHChT Ha OeBanmu3ymad e npubnusutento ¢ 30 % mo-0vp3 npu
MaIMEHTHTE C HUCKM HUBA HA CEPYMHUS allOYMHH U ¢bC 7 % M0-Obp3 MPH NAIMEHTH C MO-BUCOK
TyMOPEH TOBap B CPaBHEHHE C TUIIMYHHS NAMEHT C MEMaHHU CTOWHOCTH Ha ajJOyMHUH U TYMOPEH
TOBap.

cDa[}MaKOKI/IHeTI/IKa ITpU CIICHWAJIHU MOITYJIAIIUN
HOHyHaI_II/IOHHaTa (bapMaKOKI/IHeTI/IKa e buna AHAJIM3HpPaHa IPpH Bb3PACTHU U NICAUATPUIHHA NALTUCHTH

C IIeJT OIIeHKa Ha e)eKTHUTE Ha JIeMOrpa)CKUTE XapaKTepUCTHKH. [IpH Bb3pacTHH NAlUEHTH
pe3yiTaTiTe He ca MoKa3aJid 3HaYiMa pasiiiKa BbB (papMaKOKWHETHKATa Ha OeBanu3ymad 1mo
OTHOUICHHUE Ha Bb3PACTTA.

bvbpeuno yspesicoane

He ca npoBexaanu npoyuyBaHus 3a U3CIIeABaHe HA apMaKOKMHETHKATa Ha OeBanu3ymal npu
MAIUEHTH ¢ OBOPEYHO YBPEXKIaHE, Thil KaTO OBOPEINTE HE Ca OCHOBHUSAT OpraH 3a METa0OIM3UpaHe
WU eKCKpenrs Ha OeBaruzymad.

Yeproopobno yepeicoane

He ca npoBexaanu npoyuyBaHus 3a U3CIIeABaHe HA papMaKOKMHETHKATa Ha OeBanu3ymMal npu
MAIMEHTH C YePHOAPOOHO YBPEKIaHEe, Thi KaTO YSPHUAT IPO0 HE € OCHOBHMST OpPIaH 3a
MeTaboM3NpaHe HITH SKCKpelns Ha OeBaru3ymao.
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Ileouampuuna nonyrayus

dapmakokrHeTHKaTa Ha OeBann3ymal e oleHeHa pH 152 fnena, FOHOIM U MIIAAN BB3PACTHU

(7 mecena no 21 rogunwu, 5,9 no 125 kg) B 4 KIMHUYHU IPOYYBAHHUS TIPH M3IIOJI3BaHE HA
HOMyJaoHeH (hpapMaKOKUHETHYEeH Moiesl. PapMaKOKMHETHYHHUTE Pe3yNITaTh IIOKa3BaT, 4e
KIMPBHCHT U 00EMBT Ha paslpeseeHne Ha OeBanu3ymal ca CpaBHUMH TIPH NEAUATPHYHNATE U MITAIH
BB3PACTHH MAIMEHTH, KOTaTO C€ KOPUTHPAT COPSMO TEJIECHOTO TErJo, KaTo UMa TeHICHIINS
eKCTIO3MISTA []a Ce MOHIKaBa IPH HaMaJIIBaHE Ha TEJIECHOTO Terio. Be3pacTra He € cCBhp3aHa ¢
(dbapmMakoKHHETHKaTa Ha OeBann3ymMal, KOraTo ce B3eMe NPEIBH TEJIECHOTO TErJIo.

dapmakokrHeTHKaTa Ha OeBann3ymab e 1oope oxapakrepusupana upe3 @K mozen Ha neauaTpuiHa
momyanus pu 70 nanuentn B npoyusane BO20924 (1,4 o 17,6 romuuwm; 11,6 mo 77,5 kg) u

59 nanuentu B npoyuBane BO25041 (1 1o 17 roaunm; 11,2 no 82,3 kg). B npoyusane BO20924
eKCIO3UIMsITa Ha OeBallu3yMal Mo MPUHIIMII € [TO-HUCKA B CPABHEHUE C TUIIUYEH Bb3PACTEH MallUCHT
npu cbiiara no3a. B npoyusane BO25041 excriozunusra Ha OeBanu3ymad e moiooHa B CpaBHEHHE C
TUTIIMYEH BH3PACTEH MAIMEHT NPH ChIIaTa 103a. B 1BeTe mpoy4yBaHus ©Ma TEHACHIIHS EKCIIO3HIUAITA
Ha OeBanM3ymal J1a ce OHIKaBa IPH HaMaJsIBaHE Ha TEJIECHOTO TETJIO.

5.3 IlpenkIMHUYHM JaHHU 32 0€30MACHOCT

[Tpu npoyuBaHus ¢ MPOIBIDKUTEITHOCT 0 26 CEAMUIIM MPU ABITOOMAIIATH MaKaIY ¢ Ha0JIr0jaBaHa
JUCIIIa3us Ha eHI/I(bI/I?,I/ITe IIpyu MJIaax )KUBOTHH C OTBOPCHU PACTCIKHMU IIJIOYKHU P CPEAHU CEPYMHU
KOHIICHTpAIMU Ha GeBanu3ymMal 1Mo/ OYaKBaHUTE TEPANICBTUYHH CPEHH CEPYMHU KOHIIEHTPALIUH IPH
xopa. JlokaszaHo e, 4e mpu 3aiiiy OeBai3ymMad HHXHOUpa 3a3/paBsiBAHETO HA PAHKUTE B JO3H MO/
npejsiaraHata KIMHAYHA J03a. Jloka3aHo e, 4e e)eKThT BbPXY 3a3paBsBaHETO HA PAHUTE € OWII
HAITBJIHO 00paTHM.

He ca npoBexaHu Mpoy4BaHus 3a ONPEIC/sIHE Ha MyTareHHUS U KaHIICPOT€HEH MOTEHIHA Ha
Oepanmzymao.

He ca n3BbpmBany crienupuIHN IPOYIBaHHS BHPXY )KUBOTHH 32 ONpe/IelsiHe Ha ehekTa BbpXy
¢deprunmtera. Moxe obaue 1a ce o4akBa HeXelaH eeKT BbpXy (pepTHIuTeTa NpH KEHUTE, Thil KaTO
Impoy4BaHuATa 3a TOKCHUYHOCT ITPU MHOT'OKPATHO IMMPUJIOKEHUC ITPU JKUBOTHU Ca ITOKa3aJIn
MHXHOHMpaHEe Ha y3psBAHETO Ha SIMIHUKOBUTE (OIMKYJIM U HamassiBaHe/oTcheTBHe Ha COorpus luteum
" CBbP3aHO C TOBA HAMAJICHUC HaA TCIJIOTO HA Hﬁ‘-lHI/IHPITG 1 MaTKaTa, KaKTO 1 HaMaJIIBaHC Ha 6p051 Ha
MEHCTPYaIHUTE LIUKIIN.

JoxazaHo e, ue OeBann3ymMad nMa eMOPHOTOKCHYEH U TepaToreHeH eheKT Py Mpujlarane mpu 3aiIiy.
HabnronaBanute edekTu ca BKIIOUBAIH HaMaIsiBaHE HA MAHYMHOTO U (PETATHOTO TEIECHO TETIIO,
yBenu4deH Opoi ¢peTaTHu pe30pOIiy U IOBHIIIEHA YeCTOTa Ha CIeNH()UIHY TOJIEMH BUCIIEPATTHHI H
ckeneTHH (etaman Mandopmaruu. HebmaronpusiteHn edext BbpXy deTycuTe € HabIogaBaH Mmpu
BCHYKH U3CJICABAHU JI03H, OT KOUTO Hali-HUCKAaTa 103a € JoBeJa 0 CPEIHU CEPYMHU KOHLECHTPALUU
NPUOIM3UTETHO 3 TBTH MO-BUCOKU OT JOCTUTHATUTE NIPH MHIMBUAM, oiydaBanu 5 mg/kg npes

2 ceamunn. Madopmarus 3a perannu MandopMaliui, KOUTO ca HaOIr01aBaHu Py
MOCTMapKeTHHIOBaTa ynorpeda e AajeHa B Touka 4.6 deprunuret, OpeMEHHOCT U KbpMEHE U

Touka 4.8 Hexxenanu jekapcTBEHH peaKiyu.

6. OAPMAINEBTUYHU JAHHU
6.1 Chnucbk Ha NOMOIIHHUTE BelIeCTBA
Tpexanosza auxuapar

be3Boaen nuaatpues xuaporeHdocdar
Harpues guxunporendochat MOHOXHAPAT

[Monucopbar 20
Bopa 3a nmkexmumn
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6.2 HecnbBMecTHMOCTH

To3u ekapcTBEH MPOAYKT HE TPSOBA Ja Ce CMECBa C IPYTH JIEKAPCTBEHU MPOIYKTH, C U3KITIOUCHHUE Ha
IIOCOYEHHUTE B TOYKA 6.6.

HaGimroaBan € 3aBUCHM OT KOHIICHTpAIVsITa PO HA pasrpakaane Ha OeBaru3zymad npu
paspexaaHe ¢ rIoko3Hu pasteopH (5 %).

6.3. Cpok Ha roaHocT

®dirakod (HEOTBOPEH)
12 mecena

Pa3pencH nexkapcTBEH NPOIYKT

JlokazaHa e XMMHUYHA U (U3MIHA CTAOMIHOCT 10 BpeMe Ha yrnoTtpeba B npoabipkenue Ha 30 qau npu
2 °C no 8 °C 1 IOmBJIHUTENHO B poabkeHne Ha 48 yaca npu 2 °C xo 30 °C, B HaTpueB XJI0pua

9 mg/ml (0,9 %) umkekimoneH pa3TBop. OT MEUKpOOHOIOTHYHA TIIEHA TOYKA TPOAYKTHT TPSAOBa 1a
Cce M3II0JI3Ba BeHara. AKO He ce U3I0JI3Ba BEJHara, BpeMETO U yCIOBHUTA Ha ChbXPaHEHUE ca
OTTOBOPHOCT Ha MOTPeOuTENsI U OOMKHOBEHO HE TPsiOBa Aa HaaxBHPIAT 24 yaca nipu 2 °C go 8 °C,
OCBEH aKO pa3pexJaHeTO He € U3BBPUICHO MPYU KOHTPOIUPAHH U BATUANPAHU ACEIITUYHHU YCIIOBHS.

6.4 CneuuajJHu ycJa0BUS HA ChXpaHeHUe

Ja ce cvxpansiBa B xinaamwiHuk (2°C-8°C).
a He ce 3ampa3sBa.
CoxpansBaiiTe (1akoHa B KapTOHEHATa OMAKOBKa, 3a [1a C€ IpeaAIa3u OT CBETINHA.

3a ycloBusTa Ha ChXpaHEHHE Ha JICKApCTBEHUS MPOAYKT CJIe]] pa3pexkiaHe BUKTe Touka 6.3.

6.5 Buau chabpixaHue HA ONMAKOBKATA

4 ml pa3tBOop BBB (h1akoH (CTHKIO Tl I) che 3amymanka (OyTuiioBa ryma), ceabpxai 100 mg
OeBalu3ymao.

16 ml pa3tBop BB (hakoH (CTHKIIO Tl 1) che 3amymanka (OyTuioBa ryma), chabpxat 400 mg
Oepanmzymao.

OmnakoBka ot 1 ¢akoH.

6.6 CnenuajJHu npeanasHu MepKH NPH U3XBbPJIsiHe U padoTa

He paszknamaiite ¢nakoHa.

Avzivi TpsibBa fa ce MPUroTBs OT MEIULMHCKH CIICIUAIHMCT KaTo Ce M3IO0I3Ba aceTHYHA TEXHHKA, 32
Jla Ce OCUTYPH CTEPUIIHOCTTA Ha MIPUTOTBEHHMS pa3TBOp. 3a NpUroTBsiHe Ha AVZivi TpsOBa na ce
W3M0JI3Ba CTEPUITHA UTJIa ¥ CHPUHIIOBKA.

HeobxomumoTo komuecTBo OeBamm3ymMad TpsOBa qa ce M3TETIN U pa3peIu 10 HyKHUS 00eM 3a
npuioxenue ¢ Hatpues xsopua 9 mg/ml (0,9 %) urwkekunonen paszrBop. KoHuenrparusra Ha
KpaifHus pa3TBOp Ha OeBaru3ymad TpsOBa na 0bae B rpanuruTe oT 1,4 mg/ml no 16,5 mg/ml. B mo-
roJisiMa 9acT OT CIy4anTe HeOOXOAUMOTO KOIMUIeCTBO AVZiVi Moske a Objie pa3pe/ieHo ¢ HaTPUEB

xmopu 0,9 % uHKEKIIMOHEH pa3TBop 10 0611 06em ot 100 ml.

[Ipenu npunaraneTo UM JEKapCTBEHUTE NPOIYKTH 3a TAPEHTEPaTHO NPUIIOKEHHE TPsiOBa aa ce
IIPOBEPAT BU3YaJIHO 32 HAJM4YUE HA BUAUMH YaCTHLU U IPOMSIHA Ha IBETA.
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He e nabromaBana HeChbBMECTUMOCT MEXIY AVZiVi ¥ cakOBE OT TIOJMBUHIII XJIOPHI HITH
moyinojiehuH WIKd CUCTEMUTE 32 HHY3HSL.

Avzivi e camo 3a eqHOKpaTHA yrnoTpeda, Thil KaTo MPOIYKTHT HE ChAbPKAa KOHCEPBAHTH.
Hewnsnon3BaHuUAT IEKapCTBEH MPOMYKT WM OTIMAABUYHATE MAaTEPHAII OT HETO TPSOBa 1a C€ U3XBBHPIIAT
B CbOTBCTCTBUC C MCCTHUTC U3UCKBAHUAA.

7. MNPUTEXATEJ HA PASPELIEHUETO 3A YIIOTPEBA

FGK Representative Service GmbH

Heimeranstrasse 35

80339 Munich, I'epmanus

8. HOMEP(A) HA PASPELHIEHUETO 3A YIIOTPEBA

Avzivi 100 mg
EU/1/24/1834/001

Avzivi 400 mg
EU/1/24/1834/002

9. JATA HA T'BbPBO PA3PEIIABAHE/TIOJJHOBABAHE HA PASPEIIEHUETO 3A
YIOTPEBA

Jlata Ha TBPBO pa3pelIaBaHe:
Jlata Ha OCJIEAHO MOIHOBSBAHE:!

10. [JATA HA AKTYAJIUBUPAHE HA TEKCTA

[MoxpoGHa uH(OpMAaIKs 3a TO3H JIEKAPCTBEH NPOAYKT € IpeaocTaBeHa Ha yeOcaiita Ha EBporneiickara
arenrus o sekapcereata (EMA): https://www.ema.europa.eu/.
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MNPUJIOKEHHUE 11
MMPOU3BOJUTEJI(M) HA BUOJOI'MYHO AKTUBHOTO
BEINECTBO U ITPOU3BOJUTEJI(M), OTTOBOPEH(HN) 3A
OCBOBOXKIABAHE HA ITAPTUIN

YCJOBUA NJIN OTPAHUYEHMUSA 3A TOCTABKA U
YIIOTPEBA

APYI'U YCJIIOBUSA U UBUCKBAHUSA HA PASPELHIEHUETO 3A
YIHOTPEBA

YCJIOBUSA NJIN OTPAHUYEHNUS 3A BE3OITACHA U
EDOEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUA ITPOAYKT
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A.  NIPOU3BOAUTEJI(N) HA BUOJOI'MYHO AKTUBHOTO BEIHIECTBO 1
IMPOU3BOJUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOKJIABAHE HA ITAPTHU/U

Hme n aJpec Ha HDOI/I3BOZ[I/IT€II$I(I/ITC) Ha OMOJIOTHYHO aKTUBHOTO BCIICCTBO

Bio-Thera Solutions, Ltd.
155 Yaotianhe Avenue, Yonghe Development Zone, Huangpu District, Guangzhou, Guangdong,
Kuraii 511356

HNme n aapec Ha HDOI/I3BOI{I/IT€J'I$I(I/ITC), OTFOBODGH(HI/I) 3a OCBO60)KL[aBaHe Ha NapTUANUTEC
Eurofins Pharma Quality Control

10 rue de I’Aqueduc, ZI du Charpenay,

69210 Lentilly

Opanuus

b. YCJIOBUA WM OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHHAT MPOAYKT CE OTITYCKA IO OTPaHUYEHO JIeKapcKo npennucanne (Bx. [Ipunoxenwue I
Kpatka xapakTepucTuka Ha IpOIyKTa, Touka 4.2).

B. JPYI'U YCJIOBUS U UBUCKBAHUSA HA PABPELHIEHUETO 3A YIIOTPEBA
. IepuoguyHm akTyaJu3upanu aokjaaau 3a oezonacuoct (IIALB)

MzuckBanwmsTa 3a nogasane Ha [TAJIb 3a To3u IeKapCcTBEH MPOAYKT Ca MMOCOYEHHU B CIIUCHKA C
pedepentnure nati Ha EBponeiickus cpio3 (EURD cnucok), npensuaen B uin. 1078, an. 7 ot
Hupextrea 2001/83/EO 1 BbB BCUYKH CIICABAIIY aKTyaIU3aIUH, TyOJIUKYBaH! Ha €BPOTICHCKUSI
yeOrmoprai 3a JieKapcTBa.

r. YCiI0BUs NI OI'PAHUYEHUSA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TIPOAYKT

. Ilnan 3a ynpaBiaenue Ha pucka (IIYP)

[Mpurexatensat Ha pa3perienuero 3a ynorpeda (IIPY) TpsOBa na u3BbpIIBa U3UCKBAHUTE JEHHOCTH H
NeWCTBUS, CBBP3aHH C MIPOCIEsIBaHE Ha JIEKapcTBEeHaTa 0€30IacHOCT, ocoueH! B ogoopenus I1YP,
npencrased B Mozayn 1.8.2 Ha pa3pemienueTo 3a ynorpe0a, KakKTo U IPU BCUUKH CIIEIBAILU
ChIVIaCYBaHU aKkTyanusauuu Ha [TYP.

Axtyammsupas [IYP TpsiOBa na ce monasa:

° 1o uckaHe Ha EBpornelickaTta areHuus o JeKapcTBaTa;

) BHUHATH, KOT'aTO CE U3MEHS CHCTEMaTa 3a yIpaBJICHHE Ha PUCKa, 0COOEHO B PE3yJITaT Ha
MoJTyyaBaHe Ha HOBa MH(OPMAITUs, KOSITO MOXKE Jla TOBEJIC 10 3HAUUMHU IPOMCHH B
CHOTHOIICHHUETO I0JI3a/PUCK, WITU CJIC] JOCTUTaHE Ha Ba)KEH eTall (BbB BPh3Ka C MPOCIICIIBaHe
Ha JIeKapcTBeHaTa O€30MacHOCT MM CBEXXJaHE Ha PUCKA O MUHIUMYM).
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HNPUJIOKEHHUE |11

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OITIAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Avzivi 25 mg/ml xoHIIeHTpaT 3a HH(Y3HUOHEH Pa3TBOP
OemarzymMmad

| 2. OBSIBABAHE HA AKTUBHOTOMTE) BEIIECTBO(A)

Bceku daakon chappika 100 mg 6eannzymao.

| 3. CIIUCBK HA TIOMOIIIHUTE BEIIECTBA

Tpexanmo3a quxuapar, 6e3BoAcH THHATPUEB XuaporeHdocdar, HaTpueB quxuaporeHdocdar
MOHOXHIpat, noiaucopoat 20, Bojia 3a WHXKEKIUN

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

KoHneHTpat 3a HH(pY3UOHEH pa3TBoOp
1 ¢naxon ot 4 ml

100 mg/4 ml

5. HAYYH HA ITPUJIOKEHUE U IBbT(MIIA) HA BBBEXK/JIAHE

Camo 32 eTHOKpPaTHO MPUIIOKEHUE
3a HHTPABEHO3HO TPUIIOKEHUE CIIET pa3perKaaHe
[Ipenu ymorpeba nmpoyereTe JIUCTOBKATA.

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT INPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSCTO JAJIEYE OT IIOI'JIEJA U TOCEI'A HA JEIIA

I[a CC€ CbXpaHsiBa Ha MACTO, HCAOCTBITHO 3a JCIIA.

| 7. APYI'U CIHEHUAJIHU NPEAYIPEXJIEHNS, AKO E HEOBXOJINMO

| 8. JATA HA U3TUYAHE HA CPOKA HA I'OJIHOCT

T'omen mo:
[Ipouerere MrCTOBKATA 32 CPOKA HA TOTHOCT HA Pa3peIeHOTO JCKAPCTRO.
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| 9. CIIEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ia ce cexpansBa B xnaauiaauk (2°C-8°C).
Jla He ce 3aMpa3zsiBa.
CobxpansiBaiite (pJ1akoHa B KAPTOHEHATa OMAKOBKa, 3a JIa ¢ MPEe/as3u OT CBETIINHA.

10. CHELOUWAJIHM NPEANTASHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JJEKAPCTBEHUTE INPOAYKTHU NWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKNBA

| 11. HMME U AJJPEC HA IPUTEXKATEJISI HA PASPEIHIEHUETO 3A YIIOTPEBA

FGK Representative Service GmbH
Heimeranstrasse 35
80339 Munich, T'epmanuns

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1834/001

13. TAPTHIAEH HOMEP

ITapt. Neo

14. HAYUH HA OTITYCKAHE

JlexapcTBeH MPOAYKT, OTITYCKAH IO JIEKAapCKO MpEeIrcannue

| 15. VYKA3AHWNA 3A YIIOTPEBA

| 16. HUH®OPMAIIMA HA BPAMJIOBA A3BBYKA

[Tpuero e ocHOBaHMeE J1a He ce BKIIOUM nH(popManus Ha bpaiiinosa a30yka.

| 17. YHUMKAJIEH WIEHTH®UKATOP — JIBYU3MEPEH BAPKO/

JByn3mepeH 0apKoA ¢ BKIIOYECH YHUKAIECH HACHTU(DHUKATOD

| 18. YHUMKAJIEH WIEHTUH®UKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MMUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EJJUHUYHN
II'bPBUYHH OITAKOBKH

OJIIAKOH

1. NUME HA JIEKAPCTBEHUA MTPOAYKT U IBbT(MIIA) HA BBBEXK/IAHE

Avzivi 25 mg/ml crepusen KoHIIEHTpAT
OeBanu3ymad
(AY

2. HAYYH HA TPUJIOKEHUE

3a I.V. IpUIoKEeHHE CIIe]l pa3peKaaHe

| 3. JATA HA U3TUYAHE HA CPOKA HA I'OJIHOCT

EXP

4. ITAPTUJIEH HOMEP

Lot

| S. CBbABPKAHUE KATO MACA, OBEM WJIN EIUHULIN

100 mg/4 ml

| 6. JIPYTO
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JAHHH, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OITIAKOBKA

KAPTOHEHA KYTHUA

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Avzivi 25 mg/ml xoHIIeHTpaT 3a HH(Y3HMOHEH PAa3TBOP
OeBarzymad

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

Bceku daakon chabpika 400 mg Oepannzymao.

| 3. CIIUCBK HA TIOMOIIIHUTE BEIIECTBA

Tpexanmo3a quxuapar, 6e3BoAcH THHATPUEB XuaporeHdocdar, HaTpueB quxuaporeHdocdar
MOHOXHIpat, noiaucopoat 20, Bojia 3a WHXKEKIUN

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

KoHneHTpat 3a HH(pY3UOHEH pa3TBoOp
1 ¢naxon ot 16 ml
400 mg/16 ml

| 5. HAYYH HA ITPUJIOKEHUE U IBbT(MIIA) HA BBBEX/JIAHE

Camo 3a eTHOKpPaTHO MPUIIOKEHUE
3a HHTPABEHO3HO TPUIIOKEHHE CIIEN pa3peKaaHe
[Ipenu ymorpeba mpoyerere IMCTOBKATA.

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TOCEI'A HA TELIA

I[a CC€ CbXpaHsiBa Ha MACTO, HCJAOCTBIIHO 3a JCIIa.

| 7. APYT' CHEIMAJIHU ITPEAYITPEXKIEHUSA, AKO E HEOBXOJUMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

| 9. CIIEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ia ce cexpansBa B xnaauiauk (2°C-8°C).
Ja He ce 3ampa3ssBa.
ChxpaHsiBaiiTe 1akoHa B KapTOHEHATA OMAKOBKa, 3a Jia C¢ TPENa3u OT CBETIHHA.
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10. CHELOUWAJIHM NPEANTASHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JJEKAPCTBEHUTE INPOAYKTHU WJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHNBA

| 11. HMME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

FGK Representative Service GmbH
Heimeranstrasse 35
80339 Munich, T'epmanuns

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1834/002

13. TAPTHUIAEH HOMEP

ITapt. Neo

14. HAYUH HA OTITYCKAHE

JlexapcTBeH MPOAYKT, OTITYCKAH IO JIEKAPCKO MpPEINIcaHne

| 15. VYKA3AHWUA 3A YIIOTPEBA

| 16. HUH®OPMAIIMA HA BPAMJIOBA A3BBYKA

[Tpuero e ocHOBaHMeE J1a He ce BKIIIOUM nHpopManus Ha bpaiiinoBa a30yka.

| 17. YHUMKAJIEH WIEHTUH®UKATOP — JIBYU3MEPEH BAPKO/

JIBym3mepeH 6apKoJI ¢ BKIFOUEH YHUKAJICH HICHTH()HKATOD

| 18. YHUMKAJIEH WIEHTUH®UKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MMUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EJJUHUYHN
II'bPBUYHH OITAKOBKH

OJIIAKOH

1. NUME HA JIEKAPCTBEHUA MTPOAYKT U IBbT(MIIA) HA BBBEXK/IAHE

Avzivi 25 mg/ml crepusen KoHIIEHTpAT
OeBanu3ymad
(AY

2. HAYYH HA TPUJIOKEHUE

3a I.V. IpUIoKEeHHE CIIe]l pa3peKaaHe

| 3. JATA HA U3TUYAHE HA CPOKA HA I'OJIHOCT

EXP

4. ITAPTUJIEH HOMEP

Lot

| S. CBbABPKAHUE KATO MACA, OBEM WJIN EIUHULIN

400 mg/16 ml

| 6. JIPYTO
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B. JUCTOBKA

66



JlucroBka: nngopmanus 3a noTpeduTeNst

Avzivi 25 mg/ml koHueHTpAT 3a HH(Y3MOHEH PA3TBOP
Oeanm3ymab (bevacizumab)

vTO3I/I JICKApPCTBEH MPOAYKT IMOJICKH Ha JOBIHUTEITHO HabmoaeHne. Tosa 111e mo3Boiu 0bp30TO
yCTaHOBsIBaHE Ha HOBa MH(OpMaIKs OTHOCHO Oe30macHOCTTa. MoXeTe Ja jajeTe CBOs MPUHOC KaTo
CHLOOITUTE BCSAKA HEXKEIaHa PEaKIHs, KOSITO CTE TIOIYUYMIH. 3a HAa9WHA Ha ChOOIIaBaHe Ha HEXKETTaHU
peakIuu BIDKTE Kpast Ha TOYKa 4.

IIpouyeTeTe BHUMATEIHO LSIJIATA JUCTOBKA, IPEIU 1A 3all0YHETe Ja H3I0JI3BaTe TOBA
JIEKApCTBO, Thil KaTO TS ChABP:Ka BaskHA 32 Bac undopmanusi.

° 3anazere Ta3u JUCTOBKA. MOXe 1a ce HAJIOXKU Aa S MPOYETETE OTHOBO.

° AKO UMaTe HJKaKBU IOMBIHUTEIHH BBIIPOCH, ITonuTaiite Bamus iekap, papmarneBt wim
MEJULUHCKA CEeCTpa.

. AKO TIOJTy9IHTE HIKAKBU HEXKEJIaHU JICKAPCTBEHH peakIny, yBeaoMeTe Bamms nekap,

(I)apManeBT WM MEAUIIMHCKa CECTpa. ToBa BKJII0YBA ¥ BCUUKH BH3MOKHH HEXKEJIaHU peaKkuuu,
HEONMCAaHU B Ta3M JINCTOBKA. Buxre Touka 4.

Kakso ChAbPiKa Ta3u JUCTOBKA:

KakBo npencrasisiBa AVZiVi 1 3a KaKBO Ce M3I0JI3Ba

KakBo Tps0Ba 1a 3HaeTe, Ipeau Ja usnonassare AVZivi

Kax ga usnonssare Avzivi

BBb3MOXKHHU HEXKEJIAaHH peakIuu

Kaxk na cexpansiBate Avzivi

ChrbprKaHuE Ha OTIAKOBKATA U JIOIIBJIHUTEIHA HHPOPMAIIHS

IZEEN NS

1. KakBo npeacraBiasiBa Avzivi u 3a KaKBO ce H310JI3Ba

AVzZiVi cbabppika aKTHBHOTO BEILIECTBO OeBann3ymMad, KOeTO € XyMaHH3UPaHO MOHOKJIOHATTHO
aHTUTSUI0 (BUZ OENTHK, KOWTO OOMKHOBEHO CE€ MPOU3BEXK/A OT UMYHHATa CUCTEMA, 3a [1a TOANIOMOTHE
3alUTaTa Ha OpraHu3Ma ot HH(EKIus u pak). beBanuzymad ce CBbp3Ba M30UPATEITHO C OCITHK,
HapeveH YOBEUIKH ChA0B eHaoTeneH pactexxeH dakrop (VEGF), koiito ce Hamupa BbpXy BbTpeIlIHaTa
MTOBBPXHOCT Ha KPHBOHOCHUTE | JUM(HH ChI0Be B opranusMa. benteksT VEGF npeanssuksa
MpopacTBaHe Ha KPHBOHOCHUTE CHIOBE B TYMOPA, KaTO Te3U KPhbBOHOCHHU ChJI0BE CHA0IBAT TyMOpa C
XpaHUTEJIHU BellecTBa u kuciaopo. Cien kato 0eBanu3ymad ce cebpike ¢ VEGF, TymopHusT pactex
ce BB3NPENATCTBA OT OJOKUpPaHe HA MPOPACTBAHETO HA KPHBOHOCHUTE ChJOBE, KOUTO CHAOIIBAT
TyMOpa ¢ XpaHUTEIIHHU BEIECTBA U KACIOPOJ,.

AVzivi e tekapcTBO, KOETO Ce M3II0NI3BA 3a JIEUEHHE Ha BB3PACTHH MAI[MEHTH C pak Ha 1e6eI0To YepBO
WK PEeKTyMa B HAaMpeaHaI cTaauii. AVZiVi 1ie ce mpuiara B KOMOWHAIHS ¢ XUMHOTEPAIIEBTUYHO
JICYCHHUE, ChIBPKAIIO JICKAPCTBO OT rpynara Ha (JIyOopOITUPUMHUIUHUTE.

Avzivi ce u3mos3Ba ChIIIO TaKa U 3a JICYCHHE Ha Bb3PACTHHU MAIIMEHTH C METacTa3upas pak Ha
MIteyHata xJie3a. Korato ce n3mosn3Ba mpu MalMeHTH ¢ pak Ha MIIEYHATA JKJIe3a, TOH I1e ce mpuiara
3a€/IHO ¢ XUMHUOTEPANIeBTHYUCH JICKAPCTBEH MPOIYKT, HApEUEH MaKIUTAKCEIT WITH KareI[UTaONH.

AVZiVi ce u3mo3Ba CHIO U 3a JIEYEHNE Ha BH3PACTHH MMAIHEHTH ¢ HeApeOHOKIEThUEH PaK Ha Oenns
npo0 B HAampeAHAT cTaauit. AVZIVi 1ie ce mpuiara 3aeIH0 ¢ XHMHOTEparneBTHYHA CXeMa, ChIbpKalia
TUTATHHA.

AVZivi ce U3MON3Ba CHIIO 32 JICUCHUE HA Bh3PACTHH MAIIMCHTH C HAMTPEAHAT HEAPSOHOKIIEThYCH paK
Ha Oenus 1po0, KOraTo paKOBUTE KIETKU UMAT CHSIM(DpUYHN MyTallUy Ha €IUH BU]l OCNTHK, HApeUeH
penenTop Ha emuaepMannus pacrexer daxrop (EGFR). Avzivi mme ce mpuiara B KOMOHHALINS C
epIAOTHHUO.
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AVzivi ce u3mo3Ba CHIIO TaKa U 3a JICUeHNEe Ha Bh3PACTHH HMALMEHTH C paK Ha OBOpenuTe B
HampeHan ctanuii. Korato ce n3mnossBa npu manyueHTH ¢ pak Ha ObOperuTe, TOM 1Ie ce mpuiara
3a€HO C JPYT BHJI JICKAPCTBO, HAPECUCHO MHTESP(PEPOH.

AVZiVi ce u3M0I3Ba CHIO U 3a JIEUYCHNE Ha BB3PACTHHU IAMEHTH C HAIPEIHAI eUTEICH KapIIMHOM Ha
SIHYHUIATE, (PATIONHEBUTE TPHOU W IbPBHYEH MEepUTOHeasleH kapuuHoM. Korato ce u3nomn3sa npu
MAIMEHTH C CMHUTEICH KapIlMHOM Ha SHYHHUIINTE, (pasionueBuTe TPHOU WM IbPBUYEH NIEPUTOHEAJICH
KapIMHOM, TOH Iiie ObJie MpUIaral B KOMOWHAIUS ¢ KapOOIUTATHH M MAKJIUTaKCEeJI.

Koraro ce nznosnssa npu Te3u Bb3pacTHU NAlMEHTH C HAIIPEHAN ENUTEIEH KapIIUHOM Ha SHYHUIINTE,
¢anonueBuTe TPHOU WM IBPBUYCH MIEPUTOHEANICH KAPIIMHOM, YHETO 3200JIsIBaHe € PEIUINBHPAIIO
Hali-MaJIKo 6 Mecella ciiej1 MocieHaTa XUMUOTEPAIHs, ChABPIKAIL CPEICTBOTO IUIATHHA, AVZIVi e ce
npuiara B KOMOMHaLus ¢ KapOOoIUIaTHH U FeMIMTaOuH, WK C KapOOIJIaTHH U NaKJINTaKCe.

Korato ce n3momn3Ba npu Te3u Bh3pacTHU NAITUSHTH ¢ HAIIPEAHAT SMTUTEJICH KapIIMHOM Ha SIHIHUIINTE,
(hanonueBuTe TPHOU WU ITFPBUYEH MIEPUTOHEAICH KaPIIMHOM, YHETO 3a00JIsIBaHe Ce € Bh30OHOBUIO
mpeay u3THuaHe Ha 6 Meceria ciiel MOCIeAHOTO JICUSHHE ¢ XUMUOTEPaieBTHYHA CXeMa, ChIbpIKallia
mratiuHa, AVZIiVi e ce puiara B KOMOMHAIHS € TTAKJIHTAKCEN, TOMOTEKAH WK TIETHIHpaH
JIUTIO30MEH JIOKCOPYOUIIHH.

AVZiVi ce u3M03Ba CHIIO 32 JIEYEHHE HA Bh3PACTHH MAIIMEHTH C IEPCUCTHPAII, PEITUANBUPAIIL HITH
MeTacTa3upall pak Ha MaToYHaTa mimiika. AVZivi e ce mpuiara B KOMOWHAIHUS C MTAKITUTAKCEN U
LHCIUIATUH, WIX AITEPHATUBHO, C MAKJIUTAKCEN U TOIIOTEKAH IIPU NAUEHTH, KOUTO HE MOrar Ja
MOJy4YaBaT JICUEHUE C TJIaTHHA.

2.  Kakso Tpsi6Ba 1a 3Haere, npeau aa u3noJassare Avzivi

He u3noassaiite Avzivi:

o aKo CTe aJepPruyHH (CBPBHXUYBCTBHTEIHH) KbM OeBall3yMad WM KbM HAKOS OT OCTaHAJINTE
ChCTAaBKU Ha TOBA JIEKApCTBO (M30pOEHH B TOUKA 6),
. aKo CTe aJepruuHu (CBPBXUYBCTBUTEIIHN) KbM KJIETHYHH MPOTYKTU OT KJICTKH HA SIMYHHUK HA

kutaiicku xamctep (CHO) wim npyru pekoMOMHAHTHH YOBEIIKY MM XyMaHH3UPaHU aHTUTENa,
. aKo cte OpeMeHHa.

IpenynpesxaeHus ¥ MpeanasHu MePKH
T'oBopete ¢ Barms siekap, hapMarieBT HIH MEAWIIMHCKA CEeCTpa, IPEean a u3mon3sare AVZivi

J Bb3moxkHO € AVZiVi 1a yBelInYH pUcKa OT pa3BUTHE Ha epopaliy B YpeBHATA CTEHA. AKO
numare 3a00JsBaHe, NPEAU3BUKBALIO BH3MAIUTEIEH IPOLEC B KopeMa (Harp. AUBEPTUKYIIUT,
CTOMAILIHA 3B, KOJIUT, CBbP3aH C XUMUOTEPaIus), MoJisi, 00chaeTe ToBa ¢ Bamms nekysai
JeKap.

° Avzivi MO’Ke J1a yBEJIMYH PHCKa OT MOsBaTa Ha MATOJIOTHYHO KaHAIYEe HIIH X0 MEXKIY JBa
OpraHa Wi KPHbBOHOCHH CHJIOBE. PUCKBT OT pa3BUTHE Ha MATOJIOTUYHH KaHATIETa MEXKIY
BJIATQJIAIIETO U KOSTO M JIa € YacT OT YyepBaTa MOXE JIa C€ YBEJIMYH, aKO UMaTe MEePCUCTUPAIIL,
peuraIuBUpAaIl WK METacTa3upall pak Ha MaTOYHATA IIUKKA.

. Avzivi MoKe J1a yBeJINYM PUCKa OT KbPBEHE WM PHCKa OT MPOOJIEMH MU 3apacTBaHE HA paHaTa
cien onepanyst. Ako Bu npeacron oneparys, ako cTe IpeThpIiey rojisMa onepanus mpe3
nocnegHuTe 28 THU WK aKo BCe OIe MMaTe He3a3/paBsila paHa clie]] onepanus, He TpsOBa 1a
ce JIEKyBaTe ¢ TOBa JIEKapCTBO.

) AvZivi MoKe J1a YBETUYH PUCKA OT Pa3BUTHE HA CEPHO3HHU WH(EKIMH Ha KOXKATA U T0-
JUBJIOOKUTE TIOJIKOKHU CJIOEBE, 0COOCHO aKo CTe MMaJIH repdopaliys Ha YpeBHATA CTCHA WUITH
npo0JieMH ChC 3apacTBaHE HA PAHUTE.
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. Avzivi MO’Ke J1a IOBHIIK Y€CTOTaTa Ha BUCOKO KPHBHO HAJSITaHe. AKO HMATe MOBHUIIICHO
KPBBHO HaJATaHe, KOETO He ce KOHTPOJIHpa J00pe ¢ JIeKapcTBa 3a KPhbBHO HAJSITAHE, MOJIS,
KOHCYNTHpaiTe ce ¢ Bamus jiekap, Thi KaTo € BaXKHO Jla C€ YBEPUTE, Y€ KpbBHOTO Bu Hansrane
€ MOJT KOHTPOJI, PETU JIa 3aIOYHETE JICUeHUETo ¢ AVZIiVi.

. AKO MMaTe WM CTe UMaJi aHeBpHu3Ma (pa3mupsiBaHe 1 oTcIabBaHe Ha CTeHa Ha KPHBOHOCEH
CHJI) WJIM pa3KbCBAaHE HAa CTEHA Ha KPHBOHOCEH ChH/I.

. Avzivi MoKe J1a yBeJIMYH PHCKa OT M0siBa Ha OSNTHK B ypHHATA, 0COOCHO aKO Beue UMare
IOBUIICHO KPBHBHO HAJIATaHE.

. PucksT 0T 00pazyBaHe Ha KpbBHU ChCHPELHN B apTepUUTe (BUA KPbBOHOCHH CHJIOBE) MOXKE J1a
ce YBEJIN4H, aKo CTe HaJ 65-ToAMIIHA Bb3PACT, aKO UMaTe AUadeT Wik ako Mpeau CTe UMailu
KpBBHU ChCUpPELN B apTepunte. Mois, roBopete ¢ Bamms jgekap, Tbi KaTo KpPbBHUTE CHCUPEIN
MOJK€ Jia TOBeaT 10 MH(MAPKT Ha MUOKap/Ja U HHCYAT (MO3bUEH yAap).

L Avzivi Moxe CbhIIO Ja IMOBUIIX PUCKA OT Pa3BUTHUC HAa KPBBHU CbCHUPCLIA BbHB BCHUTC (BI/I,I[
KPbBOHOCHU C’B)IOBC).

. Avzivi Moke 1a IpeIu3BHKa KbpPBEHE, 0COOEHO CBHP3aHO ¢ TyMOpa. MoJIs, KOHCYJITHPAKTe ce ¢
Bamms nexap ako npu Bac nnu BbB Bamrero cemeiicTBO nMa ciiyyau Ha KbpPBEHE UJIU aKO
B3€MAaTe JICKapCTBa 3a pa3peKIaHe Ha KPbBTA [0 KAKBATO U Ja € MPUUMHA.

. Bw3moskHO € AVZiVi 1a TpeIn3BUKa KbpPBEHE B M OKOJI0 MO3bKa. Mostst, 06¢cheTe ToBa ¢ Barmms
JeKap, ako IMaTe MO3bYHH METACTa3H.

J Bb3moxkHO € AVZiVi 1a yBelInuu pucKa OT KbpBeHE B OeuTe ApoOoBe, MPOSIBSBAIIO CE C
KallUTUIa WIK TUTIOEHE Ha KpbB. Mo, o0chaere ToBa ¢ Bammst nekap, ako cre ro 3ademns3anu
peIu.

o AVzZivi MOXe J]a yBEeJIMYH pHCKa OT pa3BUTHE HA ChpAeYHa ciabocT. BaxkHo e BamusT jekap na

3Hae, aKO HAKOTa CTe Ce JIEKYBAJIM C aHTPAIMKIMHH (HAPUMEp, TOKCOPYOUIIHH - crieiiuuueH
BU XUMHUOTEPAIIKs, KOATO CE€ Mpujiara 3a JICUCHNEC Ha HAKOU BUIOBE paK) nnu Bu e ImpaBCHa
JThYETEepaIusl Ha IPbIHUS KOIIl, WM aKO UMaTe Chp/IeYHO 3a00JIsIBaHe.

o Avzivi Moxe 1a npen3BuKa HHOEKIMK 1 HaMaJIeHHe Ha Opost Ha HeyTpoduinTe (BU KPbBHU
KJICTKH, BOKHU 3a 3aiuraTa Bu oT Gaktepun).

o Bb3moxkHO € AVZiVi 1a pein3BHKa CBPbXUYBCTBUTEIHOCT (BKIIOUUTEIIHO aHADHIAKTHICH
I0K) W/WJIA Peakluy, CBbp3aHu ¢ HH(DY3usATa (PeaKIiy, CBbP3aHN C HHXKEKTUPAHETO Ha
JeKapcTBOTO). Mo, Kakere Ha Bamms nekap, hapManeBT WM METUIIMHCKA CECTPa, aKO CTEe
UMaJId Ipeay TOBa MpoOsIeMH clie]l MHKEKTUPAHETO, Hallp. 3aMaiiBaHe/lIpunagaxe, 3aayx,
HOTyBaHE WM KOXKEH 00pHB.

o Psiika HEeBpoJIOTHYHA HEXeNaHa peakiiys, HapeueHa CHHIPOM Ha OCTEpUOpHa 00paTHMa
ennedanonarus (CIIOE), e cBbp3ana ¢ neuenuero ¢ AvVzivi. Ako uMaTe riaBobome, IpOMeHH
B 3pEHUETO, 0OBPKAHOCT WM I'bPUOBE C WM O€3 MOBUIIICHO KPHBHO HANIATaHE, MOJIS, CBBPIKETE

ce ¢ Bamus nekap.

Momns, koHCcynTHpakTe ce ¢ Bamus nekap, 10pu ako HIKOE OT TOPHUTE TBBPACHUS CE€ € OTHACSIIO 0
Bac B munHanoro.

IMpeau na Bu ce mpunoxxu AVZiVi uiau 10Kato ce JekysaTe ¢ AVZivi:
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. BeIHara Tps0Ba 1a KaxxeTe Ha Bamms nekap u 360051eKap, ako UMaTe Wik CTe Maau O00JKa B
ycTaTa, 350UTe W/WIIN YeTI0CTTa, TIOAYBaHe WK PaHH B YCTaTa, U3TPHIIBAHE WM YyBCTBO HA
TEXECT B YEIIOCTTa, WIIH PasKiallaHe Ha 350.

. aKo TpsOBa J1a ce MOUIONKHUTE HAa HHBA3UBHO 3H00JICUECHUE WIM CTOMATOJIOTUYHA OTIepaIus,
Kkaxete Ha Barus 3n005ekap, ue ce iekyBate ¢ AVZiVi, 0COOCHO KOTraTo MoIy4aBaTe Win CTe
MOJTy4aBaJIH ChIIIO M WHKEKIHsI ¢ OudochoHaT B KPHBTA.

Mosxe na ObJeTe IOCHBETBAHM J1a CE MOIOKUTE Ha CTOMATOJIOTHYEH MPETIIE ] IPEIH 3aItouBaHe Ha
JedeHueTo ¢ Avzivi.

Jlena u roHOIUM
VYnotpebara Ha AVZiVi He ce pernopbyBa MpH Jelia U FOHOIIM Ha Bh3pacT moj 18 rojuHu, Thit KaTo
0e30MMacHOCTTA U ITOJI3aTa MPH Ta3M MOMYyJIalKs NAIlMeHTH HEe ca YCTAaHOBCHU.

C’BO6H_IaBa C€ 34 3aruBaHC Ha KOCTHA ThKaH (OCTCOHGKpOBa) B KOCTHUTC, 0e3 3acsaraHe Ha JOJIHaTa
YCJHOCT, IIpU NAIIMCHTH HAa Bb3pacCT IO 18 TrOAWHH, JICKYBAHU C 6CBaL[I/I3YMa6.

Jpyru jekaperBa u Avzivi
Tps0OBa na kaxxere Ha Bamms siekap, hapmaneBT Wim MEIUIIMHCKA CECTPa, aKO TIPHEMaTe, HaCKOpO CTe
MPUEMaJTi WK € Bh3MOXKHO J1a TPUEMETe JAPYTH JIeKapCTBa.

KomOunupaneto Ha AVZiVi ¢ Apyro JIeKapcTBO, HAPEUCHO CYHUTUHUO ManaT (MPeIUCBaHO MPU paK
Ha OBOpEeLnTE U CTOMAITHO-YPEBHUS TPAKT) MOXKeE Jja JOBEAE A0 TEXKH Hexenanu peakuuu. O0chaere
ToBa ¢ Bamms nekap, 3a n1a ce yBepure, ue npu Bac He ce KOMOMHHpAT Te3H JeKapcTBa.

Tps6Ba 1a kaxere Ha Baius nekap, ako ce JeKyBaTe ¢ XUMUOTEPAITUs Ha OCHOBATa Ha MIaTHHA WIN
TaKCaHHM 3a pak Ha OenuTe IpoOOBe MM METACTa3upall pak Ha MIIEYHATA XkKJie3a. Te3u BHOBE Teparnus
B KOMOUHaIwst ¢ AVZIVi MOKe [1a yBEINYaT PUCKA OT TEKKH HEIKEIAHU PEaKIIUH.

Mouns, kaxxere Ha Bamus jgekap, ako Hackopo Bu e npunarana unu Bu ce npunara gpuerepanusi.

BpeMeHHOCT, KbpMeHe U (PepTUIIUTET

He TpsiOBa 1a M3mon3Bare TOBa JIEKAPCTBO, aKO cTe OpeMeHHa. AVZIVi MOXKe Jia YBPEIH HEPOIEHOTO
Bu niete, Thi KaTo MOXKE J1a CIIpe Mpoiieca Ha o0pa3syBaHe Ha HOBH KPbBOHOCHH Ch0BE. Bamust
Jekap 1e Bu nmockBeTBa J1a puiiarate MEPKH 3a Mpena3BaHe OT 3a0peMeHsBaHe [0 BpeMe Ha
nmedeHueTo ¢ Avzivi u mone 6 Mecena cien nocieaHara 103a Ha Avzivi.

TpsiOBa He3a0aBHO J1a KakeTe Ha Baius nekap, ako cte OpeMeHHa, ako 3a0peMeHeeTe 10 BpeMe Ha
JICYEHUETO C TOBA JIEKAPCTBO WIIM TUTAaHUpPATE /1a 3a0peMeHeeTe B OJIM3Ko ObJere.

He tpsibBa 1a kbpMHTE TI0 BpeMe Ha JieueHue ¢ AVZiVi 1 oHe 6 Mecena ciie/i IpuiIaraneTo Ha
nocseiHara j103a AVZivi, Thil KaTo TOBA JIEKAPCTBO MOXE J1a TIOBIIUSIC pacTeXa U Pa3BUTHETO HA
Barmero 0e6e.

Avzivi Mmoke na yBpeau GpepTuiuTeTa npu xeuute. Moss, KoHCynTupaiTe ce ¢ Bamus igekap 3a
roBede HHPOpMAIs.

[ToceBeTBaiiTe ce ¢ Bamms nekap, hapMaleBT WM MEITUITMHCKA CecTpa Mpeau yrnorpedara Ha KOSTO U
Jla € JIEKapCTBO

Hlodupane u padoTa ¢ MAIIUHU

Hsama mannu, ye AVZivi Hamaisea crmocobHOCTTa 3a modupane win pabora ¢ Mamuan. ChoOIaBa ce
obaye 3a CHHIMBOCT M TPHUIAIBIN MPH yIoTpeda Ha AVZIVi. AKO MOTydHTE CUMIITOMH, KOUTO 3aCsATaT
3pEHHUETO, KOHIEHTPaLUsITa Ui criocoOHocTTa Bu 3a pearupane, He modupaiite u He paboTeTe ¢
MalIlIVHH, JJOKATO CHMIITOMUTE HE U34Ye3HAT.
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Ba:kna undopmanusi 0THOCHO HIKOH OT ChbCTABKHTE HA AVZiVi
ToBa nekapcTBO ChabpKa Mo-Mayko oT 1 mmol Hatpuit (23 mg) B eauH (JIaKoH, T.€. IPAKTUYCCKH HE
ChAbpPIKA HATPHIL.

3. Kak na uznmoassare Avzivi

Jl03a 1 4ecTOTa HA NMPUJIOKEHHE

Heob6xomumara mo3a AVZiVi 3aBHCH OT TEIECHOTO Bu Teryio u Braa Ha pakoBOTO 3a00JIsIBAHE, KOETO
TpsiOBa n1a ce nekyBa. [Ipenoppunrennara go3a e 5 mg; 7,5 mg; 10 mg wiun 15 mg na kunorpam
TeNleCHO Teruio. BammsT nekap me Bu npennumre no3a Avzivi, koaro e noaxozsimia 3a Bac. Bue mie
noyyaBate AVZiVi BeIHBXK Ha 2 Wik 3 ceqmui. bpost Ha uHy3uuTe, KouTo e Bu ce Hanpassir,
3aBHCH OT OTroBopa Bu Ha neuennero; Bue TpsiOBa 1a npoabKaBare JISUEHHETO € TOBA JICKapCTBO,
nokato AVZziVi mpecTaHe a Bb3IPEIsATCTBA pacTexa Ha Tymopa. Bammusr siekap mie o0chau ToBa ¢
Bac.

MeToa U HAYMH HA NPUJIOKEHHE

He paskmiamiaiite dimakona. AVZiVi e KOHIIEHTpAT 3a MH(PY3HMOHEH pa3TBOp. B 3aBUCHMMOCT OT j03aTa,
KosiTo Bu e npeanucana, 9acT WM 1UI0TO ChAbpXKaHUe Ha duiakoHa AVZIVi e ce pa3pe/u ¢ pa3TBop
Ha HaTPUEB XJIOpUA npean ynorpeda. Jlekap nnm MmegunuHcKa cectpa e Bu npunoxat To3u
paspezeH pa3tBop Ha AVzivi ox ¢popmaTa Ha MHTpaBeHO3HA HH(Y3UsI (BEHO3HO KarkoBo). [IbpBata
nHOY3us 1me ce npriIoku 3a 90 MUHYTH. AKO Ts ce IoHece Jo0pe, Bropara HHQY3HsI MOXKe Jia ce
npwioxu 3a 60 munyTtu. Crneasamure nHdy3un Moxe 1a Bu ce npunarar 3a 30 MunyTH.

Ipusio:keHuero Ha AVzivi TpsioBa 1a Obie BpeMEHHO MPEKbCHATO

) aKo KpBBHOTO By HajsraHe ce MOBUIITK CHITHO M CE HAJIOXKH JICYCHHE C JICKApPCTBA 3a KPHBHO
HaJsIraHe,

. aKo MMate MpodIeMu ChC 3a3paBsBaHe Ha PAHUTE CIIE]] ONEPAIIUs,

. aKO CTE MOJJIOXKEHU Ha OIepanusl.

Ipuao:xeHuero Ha AVZiVi TpsIOBa OKOHYATEIHO 12 O'bie MPEKPATEHO, AKO MOJTYYHTE

. CHJIHO IIOBUILIEHHE Ha KPBBHOTO HAJIATaHEe, KOETO HE MOXKE J]a €€ KOHTPOJIMpA C JIEKapCTBa 3a
KPBBHO HaJSTaHe; UM BHE3AITHO CUJTHO MOBHILIEHHE HA KPbBHOTO HAJIATaHE,

J HaJIM4Ke Ha OENTHK B YpUHATa, IPUAPYKEHO OT OTOLH IO TSIOTO,

J nepdopanys Ha YpeBHATa CTEHA,

J MaTOJIOTHYHA TPH000Opa3Ha Bpb3Ka WM X0 MEXIy AUXaTelIHaTa TpbOa U XpaHOIPOBOA,

MEXly BbTPEIIHH OPTaHH U KOKaTa, MKy BIarajuileTo U KOSITO U Ja € 4yacT Ha YepBaTa Win
MEXIy APYT'H ThKaHU, KOUTO IO IPUHIMII HE ca CBhp3aHu ((prcTyna) 1 KOUTO JIEKyBaILUAT
JIeKap CUuTa 3a TE€XKO OTKIOHEHUE OT HOPMAIHOTO ChCTOSTHHUE,

CepHO3HU MH()EKLUH Ha KOXKATa HIIH MO-IBJIOOKHUTE MMOJKOKHH CIOEBE

KPBBEH ChbCUPEK B apTEpUHTE,

KPBBEH ChCUPEK B KPbBOHOCHUTE CHIOBE Ha OeuTe 1pobose,

TEXBbK KPbBOU3IIHUB.

Axo Bu ce npujiou nmopede oT Heooxoqumara 03a Avzivi
. MOJKe [1a TIOJyYHTe TeKKa MUTPeHa. AKO TOBa Ce CITy4H, TpsOBa He3a0aBHO 112 YBEAOMHTE
Bamust siekap, papManeBT Wi MeIUIIHHCKA CECTpA.

AKo cTe mpomycHa u 103a AVZivi
o Bammst siekap 1e peru kora j1a Bu ce npunoxu ciaenpamiara qo3a Avzivi. Tpsosa na
o0chaANTE TOBA C JIEKaps CH.

AKo cTe cripesin ynorpeéara na Avzivi

IpeycranoBsiBaHe Ha JieueHHETO ¢ AVZiVi MOXke /1a cripe eekTa My BbpXy TyMOpHUS pactex. He
npeKbCBaiTe ieueHneTo cu ¢ AVZzivi ipean aa cre oOCHAMIN ToBa ¢ Barmws jgekap.
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AKO MMare HSKaKBH JOMBIHATEITHA BBIPOCH, CBBP3aHU C YIIOTpedaTa Ha TOBa JIEKAPCTBO, IIOMUTANTE
Bamus nekap, papmareBt wim MEQUIIMHCKA CECTpPa.

4. Bb3MOKHN HeKeJIaHU peakuuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Ja IPECAU3BHUKA HEKECIIaHNU pCaKIHUK, BBIIPEKH Y€ HE
BCCKU I' TIOJTy4aBa.

AKO TIOJTy4HTe HIKaKBH HEXEJIaHU JIEKAPCTBEHH PEeaKIny, yBegomere Bamms nekap, ¢papMaieBT win
MEJUIUHCKA cecTpa. ToBa BKIIIOUBA BCUUKU BH3MOXKHH, HEONTUCAHU B Ta3u JIMCTOBKA HEXKEJAHU
peaKIuH.

Hesxxenanute peakiiuu, U30pOeHH MO-10J1y, ca HaOI0AaBaHu, KoraTto AVZiVi e mpuiaran
€IHOBPEMEHHO ¢ XUMHOTepamnusi. ToBa He 03HaYaBa HEMPEMEHHO, Ue TE€3U HEeXEJaH!U PEaKIUK ca
MPUYUHEHH TOYHO OT OeBaIu3yMao.

AJIepruYHy peakuuu

AKO nMate ajepruvHa peakiys, yBeJIoMeTe BeaHara Bamms mekap Wi HSIKOW OT MEIUITHCKHUS
niepconal. [Ipu3HanuTe MoXKe Aa BKIIIOYBAT: 3aTPYIHEHUS B JUITAHETO WK 00JIKa B rspaute. Moxe
Jia TOJTYYMTE CHIIO U YEPBEHUHA WM 3aUepBsBaHE HA KOXKaTa WM 0OpPHB, CTYACHH TPBIIKU U
BTpHCaHe, TaJeHe UK MOBPBLIaHE, IOLyBaHe, 3aMasHOCT, YCKOPEH ChpJCUeH PUTHM U 3ary0a Ha
Ch3HaAHHE.

Tpsi0OBa He3a0aBHO 1a MOTBPCHUTE MOMOII, AKO MOJYYHTE HAKOA OT MOCOYECHUTE MO-T0Ty
HesKeJIaHU peaKlMH.

Texku HexKeNaHU PeaKIMH, KOUTO MOXKe Jia Ob/JaT MHOTO YecTH (MOJXKE J1a 3acerHaT noseue oT 1 Ha
10 mymm), BKITFOYBAT:

. MOBHIICHO KPHBHO HAJIATAHE,
. YyBCTBO Ha U3TPBIIBAHE WM MPAaByYKaHE B PBIIETE WM KpaKaTa,
. HamalieH Opoii KpbBHU KIIETKH, BKJIFOUMTEITHO Oe KpbBHH KIETKH, KOUTO IoMaraT B 6opbata

MpoTHB UHPEKIHMUTE (TOBA MOXKe J1a ObJie MPUIPYKEHO OT MOBUILIEHA TEMIIEPATypa), KaKTo H
KJIETKHTE, KOUTO MOANOMAaraT CbCUPBaHETO Ha KPHBTA,

) OTIIAJHAJIOCT U JIUTICA HA €HEePTHA,
) yMmopa,
) Iuapus, TajieHe, IOBpPbhIlaHe U KOPeMHa OOJIKa.

Texku HexellaHU peaKiluu, KOUTO MOXKe Jia ObJaT yecTn (Moxe 1a 3acerHar 10 1 va 10 mymm),
BKJIFOYBAT:

o niepdopanus Ha 9epBo,

° KbpBEHE, BKIIFOYUTEITHO KbPBEHE OT OennTe ApoOOBE MPH MAIUEHTH C HeIPeOHOKIEThUEH
KapIuHOM Ha Oennte ApoOoBe,

3aIyIllBaHe Ha apTEPUUTE OT KPhBEH ChCUPEK,

3aIyIIBaHe Ha BEHUTE OT KPBBEH ChCHUPEK,

3alyIiBaHe Ha KPhbBOHOCHUTE ChJIOBE Ha OelUTe TPO0OBE OT KPHBEH ChCUPEK,

3amyIiBaHe Ha BCHUTE Ha KpaKaTa OT KPhbBEH ChCHUPEK,

ChpJICYHA HEJIOCTATHYHOCT,

POOJIEMU ChC 3a3/[paBsIBAaHE HA PAHUTE CJIC] OTICPAIIUS,

3auepBsBaHe, JIOIICHE, 00JIE3HEHOCT, O0JIKA WM MOSBA HA MEXYPHU 0 IPBCTUTE HA PBHIETE WIH
Kpakara,

HaMaJIeH OpOi Ha YePBCHHUTE KPHBHH KIICTKH,

JIUTICA HA CHEePTHS,

CTOMAIITHO ¥ YPEBHO HApyIIECHUE,

MYCKYJIHa U CTaBHa 00JIKa, MyCKYJIHA CJIa0OCT,

CyXoTa B ycTaTa, KOMOMHHUpPAHA C JKaX/1a W/WIH HaMalleHUe Ha KOJIMYECTBOTO HAa ypUHATA UITH
MIOTHMHSBAHETO I,
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BB3MAJICHUE Ha JIMI'ABHIIATA HA yCTaTa ¥ YyepBara, Oeiure ApoOOBe U AUXATCIHUTE IHTHILA,
PENPOAYKTUBHUTE OpPraHy U MUKOYHHUTE ITHTHILIA,
paHWYKH B yCTaTa M XpaHOIPOBOa (TprOaTa OT ycTaTa 10 CTOMaxa), KOUTO MOKE Ja ca
00JIC3HCHHM U J1a IPUYHUHAT 3aTPYAHECHO MpEriIbllaHe,

00J1Ka, BKIIFOUUTEITHO II1aBo0oHe, 60yka B rbpOa 1 O0JIKa B Ta3a U 00JIACTTA HA aHyca,
JIOKAIM3UPaHO ChOMpaHe Ha THOM,

MH(DEKIHS U TO-CIIeUATHO HH(EKIMI Ha KPbBTA WM TUKOYHUS MEXYP,

HaMaJICHO KPhBOCHAOIsIBAHE HA MO3bKa WM UHCYIT,

CBHHIIUBOCT,

KBpBEHE OT HOCA,

YCKOpsIBaHE Ha ChPJICYHUS PUTHM (ITyJIca),

3aIyliBaHe Ha YyepBara,

OTKJIOHEHHS B U3CJIEIBAHETO HAa ypuHaTa (OeNThK B ypUHATa),

3aJyX WIH HUCKH CTOWHOCTH Ha KHCIOPOJ B KPBBTA,

UHQEKIMY Ha KOXKATa WIN TBJIOOKUTE CIOEBE MOJ| KOXKATa,

¢ductyna: matojgoruyHa Tppb0000pa3Ha Bpb3Ka MEXY BETPEIIHA OPraHy U KOXAaTa, WK JAPYTH
ThKaHH, KOUTO HOPMAJTHO HE Ca CBbP3aHH, BKIIFOUUTEIHO BPH3KU MEXK]Ty BIATATUIIETO U
yepBaTa, NPy MAIUSHTH C paK Ha MAaTOYHATA IIUHKA,

aJICPrHYHU peakiuy (IPU3HALKUTE MOXKE J1a BKJIIOYBAT 3aTPYAHCHO JUIIaHe, 3aYepPBABaHE Ha
JIUIIETO, OOPUB, HUCKO KPBBHO HAJISITAHE WJIM BUCOKO KPBBHO HAJIATaHE, MAJIKO KOJMYECTBO
KHCJIOPOJT B KPHBTA, 00JIKA B I'BP/ANUTE WU TaJCHE/TIOBPBIIIAHE).

Texxkn HeXxeNaHu PeakuK, KOUTO MOXe Ja ObJar peaku (Moxe aa 3acerHar a0 1 va 1000 gymm),
BKITIOYBAT:

BHE3AITHA, TEXKKa aJlepruuHa PEeaKIys ChC 3aTPyJHEHO IUIIaHe, TOAyBaHe, 3aMastHOCT, YCKOPEH
CBhpJIEUYCH PUTHM, MTOTEHE U 3ary0a Ha ch3HaHUE (aHA(pUIAKTUYEH IIOK).

TeKKU HeXeJlaH! Peaklii ¢ HEeM3BEeCTHA YeCTOTa (0T HAIMYHUTE JIAHHU HE MOJKE J1a ObJle HalpaBeHa
OIICHKA), BKITIOUBAT:

CepUO3HM MH(EKLNHU Ha KOXKAaTa WU M0-AbIOOKHUTE CJIOEBE MO KOKaTa, 0OCOOCHO aKo UMaTe
OTBOPH B UYpEBHATA CTEHA WM MPOOJIEMHU, CBbP3aHHU ChC 3apacTBAHETO HA PAHUTE,
oTpuLaTeNieH eeKT BHPXY CIIOCOOHOCTTA Ha JKEHHTE JIa UMaT Jena (BHKTe MO-I0JTy CIIHCHKA C
He)KeJIaHU PeaKkIiy 3a JOIbJIHUTEIHU IPENOPBKN),

CHCTOSIHUE HAa MO3bKa ChC CUMIITOMH, BKJIFOYBAILY I'bPUOBE (IIPUIAIbLIN), TTIaBoOOIHE,
00BpKBaHE U MMPOMEHH B 3pEHUETO (CHHIPOM Ha MOCTEPHOPHA 00paTnMa eHIedanonaTis uiu
CIIOE),

CHUMIITOMH, KOUTO TIperoaraT MpoMeH! B HopMaliHaTta Mo3buHa QpyHKIHA (TIaBobonue,
MPOMEHH B 3p€HHETO, OObPKBaHE WIIM I'bPUYOBE) U BUCOKO KPHBHO HAJIsTaHE,

pasimmpsBaHe u 0TCIa0BaHE HA CTEHA HAa KPbBOHOCEH ChJ WIIM pa3KbCBaHE Ha CTCHA Ha
KPBBOHOCEH ChJ1 (aHEBPU3MHU U apTepUaTHU AUCEKALIUN),

3aITyIIBaHe Ha MHOTO MalTbK(KH) KpBBOHOCEH(HHN) ChA(0OBE) B ObOpenuTe,

HeO0OWYaifHO BICOKO KPHBHO HaJISITaHE B KPHBOHOCHUTE CHIOBE Ha OennTe TpodoBe, KOETO
npaBu paboTara Ha AACHATA CTPaHA Ha ChPLIETO MO-TPYAHA OT HOPMAJIHOTO,

OTBOp B XpYIISUTHATA CTEHA, KOATO pa3Jielisi HO3ApUTE Ha HOCA,

OTBOpP B CTOMaxa HJIK 4Y€pBaTta,

OTBOPCHA paHa UJIM OTBOP B JIMTaBUIldTa HAa CTOMaxa UJIU TbHKOTO Y€PBO (CI/IMHTOMI/ITG MOXE
Jla BKITIOYBAT KOpeMHa 00JIKa, YyBCTBO 3a MOJyBaHEe HAa KOpeMa, KaTpaHEHO YePHU
W3MPaXHEHUS WM KPBB B M3NPaKHEHHATA ((DEeKAUTMUTE) UK KPBB B IOBbPHATHTE MaTEPHH),
KbPBEHE OT JOJHUTE OTIEJIN Ha Ae0eI0TO YEPBO,

JIe3UM Ha BEHIIUTE C OTOJIBAaHE Ha YENIOCTHATa KOCT, KOUTO HE 3apacTBaT U MOXE J1a ca
CBBp3aHH ¢ 00JIKA ¥ Bh3MAJICHUE Ha OKOJIHATA ThKaH (BIIKTE MO-10JIy CIIMCHKA C HEXKEIaH!
peaxyy 3a JOMbJIHUTEIHN IPENOPHKN),

OTBOP B JKIIBYHUS MEXYp (CHMITOMHTE M MPU3HAIIMTE MOXKE /1a BKIIIOUBAT KOpeMHa 0O0JIKa,
MOBHIICHA TeMIIepaTypa U rajieHe/TIOBpbIaHe).
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Tps6Ba BenHara 1a NoTbpcUTE MOMOII, AKO MOJTYYUTE HIAKOS OT MOCOUEHHUTE MO-T0Jy HeXKeJTaHU
peaKiuu.

MmHoro yectu (Moxe n1a 3acernar noseue ot 1 Ha 10 aymim) HexenaHU peaki|u, KOUTO HE Ca TEKKH,
BKJIFOYBAT:

3arek,

3ary0a Ha aIeTur,

MOBHIIICHA TEMIIEpaTypa,

po0IeMu ¢ OUnTe (BKITIOYUTEITHO MIOBHUINIEHO OTACIISTHE HA CHJI3N),

MPOMEHH B peuTa,

MIPOMEHHU BBB BKYCOBOTO yCelIaHe,

Xpema,

CyXOTa Ha KOXara, JIFollleHe U Bh3MaJIeHUe Ha KOXaTa, IPOMsIHA B IIBETa Ha KOXKAra,

3ary0a Ha TeJeCHO TerJo,

KbPBEHE OT HOCA.

Yectn (MO)KG Ja 3ac€raat a0 1lmual0 ,I[YH_II/I) HCXKCJIIaHU PCaKIIUH, KOUTO HC Ca TCIKKHU, BKIIFOUBAT:
L4 MIPOMCHHU B Ijiaca U MPCCUITHAJIOCT.

ITanmenTHuTe HA BH3pACT HaA 65 FOIMHU Ca C TIOBHINICH PHUCK OT IOSBA HA CICTHUTE HEXKETIaH!

peaxuuu:

° o0Opa3yBaHe Ha KPbBHU ChCHUPEIH B apTEPHHUTE, KOETO MOXKE Ja TOBEJIE 10 HHCYIIT WM HHPAPKT
Ha MHOKap/a,

L] HaMaJICHUC Ha 6p0$[ Ha 6eJII/ITe Kp’bBHI/I KJICTKH, KaKTO U Ha KJICTKUTEC, KOUTO ImoJaromMarar

ChCUPBAHETO Ha KPBBTA,

JAapus,

rajcue,

riaaBoOoJIne,

yMopa,

BHCOKO KPBBHO HaJIATaHE.

AvVzZivi MOxe ChIIO Ja MPeU3BHUKA TPOMEHH U B TAOOPATOPHUTE M3CIIC/IBAHUS, HA3HAUYCHU OT Bamms
nekap. Te BxrouBaT HamalneH Opoi Ha OerTe KPBBHU KIETKH, 0COOCHO Ha HEYTPO(hUINTE B KPHBTA
(BuI OenM KpbBHU KIIETKH, KOUTO MOJAIIOMAraT 3alluTaTa cpelly HHGEKIN); Hajudre Ha OeNThK B
ypYHaTa; HaMaJIeHH KOHIICHTPAINH Ha Kanui, HaTpui mwin pocdop (MuHEpa) B KPHBTA; MOBUIIICHA
KpBbBHA 3aXap; MOBUIIIEHN CTOMHOCTH Ha ankaiHaTa (pocdaTaza (eH3UM) B KpHBTA; TIOBUIIICH CEPYMEH
KpeaTuHHH (MPOTEHH, M3MEPBaH C KPHBHU TECTOBE, 32 Jia C€ MPOBEpH JAeHHOCTTa Ha OBOpennTe Bu);
HamaJieH XeMOoTrJI0OOMH (HaMupa ce B YePBEHUTE KPBHBHHU KIIETKH, KOUTO MPEHACT KUCIOPOT), KOUTO
Morar aa ObAaT TeXKH.

Boinka B ycrara, 350HTe W/WIK YENIOCTTa, IOAYBaHE WIM paHH B YCTaTa, U3TPHIIBAHE WIIK YyBCTBO Ha
TEKECT B YEIIOCTTA MIIH pa3kianiaHe Ha 360. ToBa Moe 1a Ob1aT NPU3HALM U CUMIITOMH Ha
YBpEXKIaHe Ha KOCTTa Ha YeIocTTa (ocTeoHekpo3a). Kaxxere HezabaBHO Ha Bamms nexap i
3p00JIeKap, aKO MOTYIUTE HIKOH OT TSIX.

JKenute B mpenMeHomnay3a (KeHH, KOUTO UMAT MEHCTPYallns) Morar fa 3a0eriexar, Je
MEHCTpYaIlUATa UM CTaBa HEpEJIOBHA WU JIUTICBA M MOTAT JIa TOJy4yaT YBPEKIaHe Ha (PePTUIIUTETA.
AKko Bb3HaAMepsIBaTe Ja UMaTe Jiena, TpsOBa ga 00CchauTe ToBa ¢ Baus jiekap npeau na 3anoyHere
JICUCHHE.

Avzivi e pa3paboTeH 3a JICUCHHE Ha PaK MOCPEACTBOM HHIKEKTUPAHETO MY B KPbBTa. [IpOIYKTHT HE €

NpeIHa3HAYCH 32 HHKEKTUpaHe B 0KoTo. [lopaau ToBa He € pa3pelieHo Jia ce U3IM0I3Ba [0 TO3H

Haund. [Ipy IUpeKTHO UHKEKTHpaHe Ha AVZiVi B okoTo (HeomobpeHa yroTpeda), Morar 1a Bb3HHKHAT

CJICTHUTE HEXKEIIAaHU PEaKIH:

. WH(EKIYS WIH Bh3MAJICHNUE Ha OYHATA SIOBJIKa,

. 3auepBsiBAaHE HA OKOTO, MAJIKM TOYHWITH WU METHHIIA B 3pUTEITHOTO 1OJIe (TUIaBallyi YacTUIIH ),
0OJIKa B OKOTO,
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. BIDKJAaHE Ha MPOOISICHIIN CBETIMHA C TUTABAIM YaCTHIIM, IIPOTPECHUPAIIIO 10 YACTUYHA 3ary0a Ha
3peHuetTo Bu,

. MTOBHUIIIEHO BHTPEOYHO HAJISTAHE,

. KPBBOH3IIUB B OKOTO.

Cho0uaBaHe Ha HeXKeJIAHH PeaKINu

AKO TIONTyYnTe HAKaKBU HEXKETAHU JICKAPCTBEHH PEakIuy, yBenomMere Bammus nekap, GapmarieBt wim
MEIUIINHCKA cecTpa. ToBa BKIIFOYBA BCHYKH BH3MOKHHN HEOITMCAHU B Ta3H JIMCTOBKA HEXKCITAHH
peakmi. Mo)KeTe ChITo a ChbOOIINTE HeXXETAHN PEaKIINA JUPEKTHO Ype3 HAIMOHATTHATA CUCTEMa 3a
choOrmraBane, mocoueHu B [Ipunoxkenue V. Kato cho0miaBare HexXeIaHu PEaKIiK, MOXETE Ja AJeTe
CBOSI IPUHOC 32 TTOJTy9aBaHe Ha MoBede WHGOPMAIHs OTHOCHO O€30TIaCHOCTTA Ha TOBA JIEKAPCTBO.

5. Kak na chxpansiBate Avzivi
Jla ce chXpaHsiBa Ha MSICTO, HEIOCTBITHO 3 JIela.

He m3non3BaiiTe ToBa JIeKapcTBO CIe]] CPOKA HA TOJHOCT, OTOEINA3aH BhPXY KapTOHEHATa OMAaKOBKA U
BBPXY eTHKeTa Ha (jiakoHa, cboTBeTHO ciiea “I'oaen no:” u ,,EXP”. CpokbT Ha TOAHOCT OTroBaps Ha
MOCIICAHUS JICH OT IIOCOYCHHUS MECEII.

Ja ce cvxpansiBa B xinaamwiHuk (2°C-8°C).
Jla He ce 3ampa3siBa.
CobxpansBaiite prakoHa B KAPTOHEHATa ONAKOBKA, 3a Jia ce MPEe/a3u OT CBETINHA.

Paspeneno gexaperBo

JlokazaHa e XuMU4Ha 1 pU3HMYHA CTAOMIIHOCT 1O BpeMe Ha yrnorpeda B mpoabnkenne Ha 30 THu npu
2°C o 8°C u IOIBJIHUTENHO B poabinkeHne Ha 48 daca mpu 2°C 1o 30°C B Hatpues xiopua 9 mg/ml
(0,9 %) umxekunoHeH pa3tBop. OT MUKPOOHOJIOTHYHA TJIEHA TOYKA MPOIYKTHT TpsIOBa 1a ce
W3I0JI3Ba BeIHAra.

AKo He ce U3M0JI3BaT Be/IHara, BpeMeTO Ha M3II0J3BaHe U YCIOBUATA HA ChbXPaHEHUE Npeau ynoTpeda
ca OTTOBOPHOCT Ha MOTPeOUTENS 1 OOMKHOBEHO He TpsAOBa Ja HanxBepisaT 24 vaca mipu 2 °C 1o 8 °C,
OCBEH aKO pa3pekKIaHEeTO HE € M3BBPIICHO MPHU KOHTPOIUPAHH M BATUINPAHN aCEIITUYHH YCIIOBHSI.
He m3nomn3Baiite Avzivi, ako 3a0enekuTe HIKaKBH BUIMMH YaCTHIIM WM IPOMSIHA HA [[BETA MPE/IH
ynotpeoa.

He n3xBbpisiiTe nekapcTBaTa B KaHAIU3ALMATA WIA B KOHTEHHEpa 32 JOMAIIHH OTNAIbIIH.
[NomuTaiite Bamust hapManeBT Kak Aa U3XBHPISTE JIeKapcTBaTa, KOUTO Bede He u3mnoi3sare. Te3n
MEpKHU ILIe CIIOMOTHAT 3a OIIa3BaHE Ha OKOJHATA CPela.

6. ChbabpikaHue HA ONAKOBKATA U JONBJIHUTETHA HHpOpMAIHst
KakBo cbabpxa AVzivi

° AKTHBHOTO BeIlIeCcTBO: OeBalu3ymao.
Bceku ml oT koHIIeHTpaTa chabpxKa 25 mg 6eBanm3zymald, KoeTo choTBeTcTBa Ha 1,4 10 16,5
mg/ml cren paspexaane.
Bceeku ¢akon ot 4 ml cpaspxa 100 mg GeBanusymad, koeto choTBeTTBa Ha 1,4 mg/ml cien
paspexiaHe.
Bceku ¢uakon ot 16 ml chapprka 400 mg GeBanu3ymad, KoeTo choTBeTCTBa Ha 16,5 mg/ml
Cclle/T pa3pexxIane.

. Jpyru cbCcTaBKY: Tpexano3a AUXUApaT, 0€3BOJICH JUHATPUEB XUIporeHdocdar, HaTpueB
nuxuaporeHgpochat MoHoXuApar (BK.Touka 2 ,,BaxkHa nHdopMmanys OTHOCHO HSIKOU OT
cheTaBkuTe Ha AVZivi”), nonucop6ar 20, Bojia 32 HHKEKIIUH.
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

Kak usriexaa AvzZivi 1 KakBo ChIbPiKa 0NMAKOBKATa

Avzivi e xoHIeHTpaT 3a HH(PY3UOHEH Pa3TBOP (CTEepriieH KoHIeHTpar). KoHmeHTparsT € OucTpa 10
JIEKO OTANECIeHTHA, Oe31BETHA 0 CBETIIOKa(siBa TEYHOCT B CTHKIICH (PJIAKOH C TYMEHA 3aIlyllaniKa.
Bcexku ¢nakon cpabpxka 100 mg 6eBarzymad B 4 ml pasrop win 400 mg Gearusymatd B 16 ml
pastBop. Besika omakoBka AVZiVi chabpika enuH (BIaKoH.

IIpuTexaTes Ha pa3pelIeHHETO 3a yIOTpeda
FGK Representative Service GmbH
Heimeranstrasse 35

80339 Munich, I'epmanus

IIponsBoauTen

Eurofins Pharma Quality Control

10 rue de I’Aqueduc, ZI du Charpenay
69210 Lentilly

Opanuus

3a JOITBJIHUTCIIHA I/IH(bOpMaIII/IS[ OTHOCHO TOBa JIEKapCTBO, MOJId, CBBPKETE CE€ C MCCTHUA
MNPpEACTAaBUTCII HA IPUTCIKATCIIA Ha pa3pCIICHUCTO 3a yHOTpeGa.

JlaTa Ha nocJjeqHo npepasriexiane Ha aucropkara <{MM/T'TTT}>.
JApyru n3rouHuny Ha mHGpopManus

[Monpo6Ha nHMOpMaIKs 3a TOBA JICKAPCTBO € IpeJ0oCTaBeHa Ha yeOcaiita Ha EBporietickara areHIust
o iekapcrBata (EMA): https://www.ema.europa.eu
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