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KPATKA XAPAKTEPI/ICTI/IK,Q[A MHNPOAYKTA



vTOSI/I JIEKapCTBEH MPOJYKT MOJICKH Ha JOITBIHUTEITHO HaOoieHne. ToBa 11ie mo3Boiau 0bp30To
yCTaHOBSAIBaHE Ha HOBA MH(POPMALIUS OTHOCHO Oe30macHoCcTTa. OT MEJUIMHCKUTE CIICUATIICTH Ce
M3UCKBA J1a ChOOIABAT BCSAKA MOA03UPaHa HeKelaHa peakus. 3a HaurHa Ha choOIIaBaHe Ha
HEXEJTaHW PEaKINH BIDKTE TOUKa 4.8.

1. HUME HA JIEKAPCTBEHMA TPOAYKT

Lextemy 25 mg/ml koHnieHTpaT 32 HH(Y3UOHEH Pa3TBOP.

2. KAYECTBEH U KOJIMYECTBEH CbCTAB Q)(b'
Bceexu ml ot koHIIEHTpaTa chrbpxka 25 mg 6eBanm3yMad (bevacizumab)*. %)
Bcexu ¢makon ot 4 ml ceappika 100 mg 6eBannzymad. &Q
Bceku dnakon ot 16 ml chabpika 400 mg GeBaru3ymao. O

3a pa3pexxaane u APYTH MPETopbKH 32 paboTa BIKTE TodKa 6.6. $
*Bbepann3ymMad ¢ peKOMOMHAHTHO XyMaHU3UPAHO MOHOKJIOHAJIHO aHTHUTSLIIO, Hoﬁ)aeﬂo uype3 JJHK
TEXHOJIOTHSI B KJIEThYHU JIMHUU OT SIMUHUK HA KUTAHCKU XaMCTep. ¢

IMomomHO(1) BemecTBO(a) ¢ M3BECTHO ACHCTBHE &Q

Bcexu ¢makon ot 4 ml ceaspka 4,196 mg HaTpuid. Q
Bcexu ¢makon ot 16 ml ceappxa 16,784 mg HaTpuid. (b(b

3a IBJIHUA CIIUCHK HA IIOMOIIHUTE BEIECTBA BIKTE Tor@ '1.
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3. JIEKAPCTBEHA ®OPMA
Konnentpar 3a uH(py3nOHEH Pa3TBOp (CQ;@%CH KOHIIEHTpAT).

buctpa o nexo onanecrienTHa, Oe ugérHa 1o cBeTiokadsiea TeqHoct, ¢ pH ot 5,70 no 6,40,
ocmonaimret 0,251 - 0,311 Os ¥ 0e3 BUAVMMU YaCTHUILIH.

4. KJIMHAYHU %@%I/I
4.1 TepaneBTI/Qﬁ\a MOKA3AHUSA

%

Lextemy B K@%HHauym C XUMHOTEparus Ha 6a3zata Ha (JIyOPONMPUMHUINHY € ITOKa3aH 3a JICYCHHE
pu 333;}5@114 MAIMEHTH C METACTa3upajl KaplWHOM Ha J1e0eI0TO YepBO MIIM PEKTyMa.

Lg@y B KOMOHMHAIU C TAKIUTAKCEN € II0Ka3aH 3a JISYSHUE OT IbPBa JIMHUS PU Bb3PaCcCTHU
HAaIMEeHTH C METAaCTa3npall pak Ha MJIEYHATA JKJie3a. 3a JOMbIHUTEIHA HH(OPMALIS OTHOCHO CTaTyca
Ha YOBEIIKHSI PelenTop Ha enuepMaiaus pactexxed gakrop tun 2 (HER2), mons, BuxkTe Touka 5.1.

Lextemy B komOMHaIus C KanenMTaOWH € MOKa3aH 3a JISYeHHE OT ITbPBa JIMHUS MTPHU BH3PACTHU
NAIMEHTH C MeTacTa3upai pak Ha I'bpAaTa, IPU KOUTO JIEYEHUETO C APYTH BUIOBE XUMHOTEpAINs,
BKJIIOUHTEITHO TAKCAaHU WM aHTPAUUKIIMHHU, HE Ce CUMTa noaxosma. [lauenTy, nomy4yaBailn CXeMU
Ha JIeueHHe, ChABPKAIIY TaKCaH U aHTPALUKINH KaTo aAI0BAHTHO JICYEHHUE MTPe3 NOCIEeTHUTE

12 Mecena, TpssOBa a ce M3KIIIOYAT OT JIedeHHe ¢ Lextemy B KOMOMHALIMS ¢ KaneluTaOuH. 3a
nonbiHUTENHA nHGopMmanus otHocHo HER2 craryca, mosns, BikTe Touka 5S.1.

Lextemy, 100aBeH KbM XUMHOTEpAIUs Ha 0a3aTa Ha IUIATHHA, € TIOKa3aH 3a JICYCHUE OT MIbPBa JIMHUS
NIPY BB3PACTHU MAIUEHTH ¢ HeornepaOuiieH aBaHCHpall, METACTA3UPall WIIHA PEIUITUBHPAII



HeapeOHOKIEThUCH pak Ha Oeus Apod ¢ pa3audHa OT MpeodiiagaBania CKBaMO3HOKIEThUHA
XHCTOJIOTHSL.

Lextemy B KOMOMHALIMS C €pIOTHHUO € TMOKa3aH 3a JISYeHUE OT IIbpPBa JIMHUS IPH Bb3PaCTHH
HAaMEeHTH C HeonepaOwiIeH HalpeIHal, MeTacTa3upall WIN peluAnBUpAI] HECKBAMO3EH
HepeOHOKIIEThYCH paK Ha OelHs Apo0 ¢ aKTHBHPAIIN MYTallly Ha PELETNITOPA Ha eTUAePMATTHHS
pacrexxeH gakrop (EGFR) (Bx. Touka 5.1).

Lextemy B komOuHarus ¢ naTepdepoH anda-2a e mokas3aH 3a JeueHHe OT IbPBa JIHHAS MTPH
BB3PACTHU MAIMCHTH C aBaHCUPAJ H/WIU MeTacTa3upai ObOPEUHOKICTHYCH KaPIIMHOM.

Lextemy B koMOMHAIMs ¢ KapOOIUIATHH U MAKJIMTAKCENl € [T0Ka3aH 3a IIbPBa JIMHUS Ha JICYEHHE Ha
Bb3pacTHH nauueHTku ¢ Hanpeanai (craguu III B, III C u IV ma Mexaynapoanata denepanms
akymepcTBo 1 ruaexosnorus [FIGO]) enurteneH kapuHOM Ha THUHUINATE, QanonueBuTe TPHO u
IbPBUYEH IMEPUTOHEANICH KapIIUHOM. (BXK. TOUKa 5.1). A

Lextemy B KOMOMHAIIMS ¢ TAKJINTAKCEN U IIUCIUIATHH, HJIH aITEPHATHBHO namumm@ TOTIOTEKaH
IpY ALMEHTKH, KOUTO HE MOTaT Ja MOJIy4aBaT Tepanus C IJIaTuHa, € MOKa3aH 3a Aguehue Ha
BBH3PACTHU NALMEHTKH C MIEPCUCTHPALL, PEUUANBUPAL WX METACTa3upall Kapi Ha MaTO4yHAaTa

umiika (Bx. Touka 5.1). %,
N
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4.2 Jlo3UpoOBKA M HAYUH HA PUJI0KEHHE

Lextemy Tpa6Ba aa ce npuiara noj HabJI0AeHUE Ha JIeKap ¢ on&neqeﬂnem C QHTUHEOIUIACTUYHHU
JIEKapCTBEHU IIPOAYKTH. (b(b

Jlo3upoBka OQ
Memacmazupan kapuunom Ha 0ebeaomo 4epeo i myma (MKPK)

[Ipenopruntennara go3a Lextemy, mpuiox @1 (dopMmaTa Ha UHTpaBeHO3HA NHY3us, ¢ 5 mg/kg
w10 mg/kg TemecHo Terio (T.T.), TPUIT Y BEIHBX HA BCEKHU 2 ceMHUIH, wiH 7,5 mg/kg T.T. uin
15 mg/kg T.T., MPUIIO)KEHU BEIHBXK Ha u 3 cenMuLn.

IIpenopbuBa ce JICYEHHETO 1a MPOABDKH JI0 IIPOrPECHs Ha OCHOBHOTO 3a00JIsIBaHE MITH [0
HENPHUEMJIMBA TOKCUYHOCT. \&.

Memacmasupan pax na Mﬂe@a arenesa (MPMIK)

\) Y
[Ipenopbuntennara ﬂ(@?extemy e 10 mg/kg T.T., mpuIaraHu BeIHBXK HA BCEKU 2 CEIMUIIHU, HITU
15 mg/kg T.1., ip HU BEJIHBXK Ha BCEKU 3 CEAMMIIM NOJ (hopMaTa Ha HHTPABCHO3HA HH(Y3HSL.
IIpenopbuBa ce HUETO Ja MPOIBJDKH JI0 IPOIPECHst Ha OCHOBHOTO 3a00JIsIBaHE HIIH J10
HerI/IeMHI/IBéO CUYHOCT.

Heape&f&mweu pak na beaus opo6 (HAKPE]])

S
IIvpeu aunus na aevenue na Heckeamoszen H/IKPBJ] ¢ kombunayus ¢ xumuomepanus Ha 6azama Ha
naamuHa

Lextemy ce mpuara, kato ce 100aBs KbM XUMHOTEpaus Ha 0a3aTa Ha TUIaTHHA B TPOBIDKCHHE Ha
Jo 6 IMKbJIa Ha JISYeHHe, TIOCIeIBaHN OT MOHOTepanus ¢ Lextemy g0 mporpecus Ha 3a00IsIBAaHETO.
IIpenopbuutennara no3a Lextemy e 7,5 mg/kg unu 15 mg/kg T.T., npuiiaraHa BEAHbX Ha 3 CEAMUIIM
KaTO MHTPAaBCHO3HA UHPY3HUSI.

Kimanunara nonsa npu manuenTu ¢ HIIKPB/ e noka3ana u npu aere a03u - ot 7,5 mg/kg T.T. U

15 mg/kg T.1. (BK. TOuKa 5.1).

[IpenopbuBa ce JIeYeHUETO Ja MPOABIDKH JIO TIPOTPECHs HAa OCHOBHOTO 3a00JIIBaHE WITH JI0
HEMPUEMIIMBA TOKCUYHOCT.



Ivpsa nunus na neuenue na neckeamosen HIAKPB/] ¢ EGFR akmusupawu mymayuu 6 KOMOUHAYUsL ¢
eplLomuHud

IIpenu 3amouBane Ha nedeHue ¢ Lextemy B koMOMHAIUS ¢ ePIIOTHHUO, TPsIOBA Ja ce U3BBPIIU
n3cnensane 3a EGFR myrarnm. BaxHo e na ce n3depe 1o06pe BanuaIupaH U HaeKIeH METO/I, 32 J1a Ce
n30erHat (GaBy OTPUTIATEITHN WITH (DaJIIIIMBH MTOJIOKUTEHN PE3YITATH.

IIpenoppuntennara no3a Lextemy, KkoraTo ce W3M0a3Ba B AOMBIHEHHE KbM epiIoTuHUO e 15 mg/kg
T.T., IPUJIaraHa BEHBX Ha BCEKU 3 CEIMHLIN KaTO MHTPABEHO3HA HHQY3HSL.

[IpenopbunTenHo e eueHueTo ¢ Lextemy B TOMBIHEHUE KbM €PIOTHHUO J1a MPOABIKU J0 POTrPeCcHs
Ha 3a00/I9BaHETO. (b'

3a 103MpoBKaTa M HAYMHA HA [PHIIOXKCHUE HA ePIOTHHUO Ce KOHCYITUPANTE ¢ IIbIHATa NHOOPMALHS
3a MpeAnrcBaHe Ha epIOTUHHUO. A

Asancupan u/unu memacmazupan 6vopeunoxiemvyer kapyurnom (MBKK) $

IIpenoppuntennara no3za Lextemy e 10 mg/kg T.T., npunaranu BeTHBXK Ha BCGK&@I{MI/IHI/I noxg
(hopmara Ha HHTpaBEeHO3HA HHDY3HU. <

IIpenoppuBa ce 1eUeHUETO Ja MPOIBIKH 10 IPOrpecusi Ha OCHOBHOTO 32@bﬂsaﬂe WM J10
HETPHUEMJINBA TOKCUYHOCT. %)

Enumenen xapyunom na ﬂzthHuuume, d)aﬂonueeume mpb6u u I’l'bp&’el—l nepumoHneaien KapyuHom

Ilvpsa aunus Ha neuenue (b(b
Lextemy ce npuara kato JOMbJIHEHHE KbM KapOoriaT %ammamen JIo 6 IIMKBJIa Ha JIeUeHHe,
MOCIIEABAaHM OT MPOABIDKUTENHA yrioTpeda Ha Lexte TO MOHOTEpANuA J0 IpOrpecHs Ha
3a00JIIBaHETO WJIM MaKCHUMYM 3a 15 Mecera uitH [ %ﬂpI/IQMHI/IBa TOKCHYHOCT, KOSITO HACTHITBA
I10-paHo. Q

[Ipenoprunrennara go3a Lextemy e 15 mg%@». ., IPAJIaraHu BEAHBK HA BCEKH 3 CEMMUIIH IO
(hopmara Ha HHTpaBeHO3HA HHDY3HSI. %)

Pax na mamounama wuiixa O
Lextemy ce mpuiaara B KOMOU 5 C €/IHa OT CJIEAHUTE XMMHOTEPATIEBTUYHI CXEMHM: NAKJIUTAKCEN U
LUCIIIATUH, WIN aKIUTaK OIOTEKaH.

[penopbunrennara nd@?extemy e 15 mg/kg T.T., npuaraHy BeJHBX Ha BCEKU 3 CEAMUIIM T10]T
¢dopmara Ha HHm@mHa HHOY3HS.

IIpenopbuBa, CUYCHUETO J1a IPOIBIDKH JI0 IPOTPECHs Ha TIOJICKAIIOTO 3a00IsIBAHE WIIH 710
HEeMpuem OKCUYHOCT (BK. Touka 5.1).
Cn HU nonyaauuu

Cmapuecka 6v3pacm
He ce m3nckBa KopurupaHe Ha /103aTa IPU MAlMEHTH HA BB3pacT > 65 roanHu.

bvopeuno yspeacoane
Bbe3omacHocTTa M e(hMKaCHOCTTA MPH MALUEHTH ¢ ObOPEYHO YBPEXKIaHE HE ca M3CIICABAHH (BXK.
TOuKa 5.2).

Yeprnodpobno yepesicoane
be3onacHocTTa M e(hUKACHOCTTA MPH MAIMEHTH C YePHOPOOHO YBPEKIaHE HE Ca U3CIICABAHU (BXK.
TOuKa 5.2).



Ieouampuuna nonynayus

besomacHocTTa 1 edmkacHOCTTa Ha OeBanM3yMad mpH fena mox 18-roauirHa Bp3pacT He ca
yCTaHOBeHU. HannmuHUTE MOHACTOSIIIEM TaHHU ca OMCaHu B TOUKH 4.8, 5.1 1 5.2, HO mpenopbKu 3a
JI03UPOBKATa HE MOTaT J1a ObJaT Ja/ICHH.

Hsima croTBeTHO npuiioxeHue Ha OeBanu3ymal B eMaTpUYHATA IOyl B IIOKA3aHUATA 32
JieueHHe Ha paK Ha 1e0enoTo YepBo, peKTyMa, rbpAaTta, OenuTe IpoOoBe, pak Ha SIHYHUITUTE,

¢danonueBuTe TpHOU, IEPUTOHEYMA, IIIMIKATa HA MaTKaTa U OBOperuTe.

Hauwn Ha nnpunoxeHue

Lextemy e mpeara3HaueH 3a HHTPABEHO3HO MpriokeHue. HagamHnaTa mo3a TpsOBa fa ce mpuiara B
npoabivkeHre Ha 90 MUHYTH T10J] popMaTa Ha HHTPaBeHO3HA MHPY3H. AKO MbpBaTa HHPY3UI
MoHacs A00pe, BTopara HH(pY3us MOKe Ja ce npuioxu 3a 60 MuHyTH. AKO 60-MHUHYyTHaTa I/IH@H ce
MoHAcs A00pe, BCUUKH CIIeBaIIy WH(Y3UU MOXKe Ja ce mpuiarat 3a 30 MUHYTH. A

He TpsiOBa 11a ce mpuiiara KaTo MHTPaBEHO3HA HHKEKIIMS MU OOTTyC. $

He ce mpenopbuBa HamasBaHe Ha j103aTa IPU HEKEIAHH PeakInu. AKO € noxa@&: TepanusTa
Tpsi0Ba /1a ce NpeyCcTaHOBU OKOHYATEITHO MIIM BPEMEHHO Jja Ce MPEKbCHE, K@ € OIUCAHO B

Touka 4.4.
@2\

Ilpeonasnu mepxu, kKoumo mpabea 0a ce ezemam npeou paboma ¢ ﬂe&cmeeHuﬂ NPOOYVKIN UNU

npuiodcerHuemo my Q@
)

3a yKa3aHHs OTHOCHO Pa3pekJIaHETO Ha JIEKapCTBEHUS np@ MIpeIu MPUI0KEHNE BUKTE TOUKA 6.6.
Wndysnonnute pa3rBopu Ha Lextemy He TpsOBa Ja ce ¢MeSBaT ¢ pa3TBOPH Ha IUIOK03a. To3n
JIEKapCTBEH MPOAYKT He TPsiOBa Jja ce cMecBa ¢ z[pyrvg?gapcmeﬂn IIPOJIYKTH, C U3KIIIOUEHUE HA
MIOCOYEHUTE B TOUKA 6.6.

O
)
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- CBp’BX‘IyBCTBI/ITCHHOCT KbM aKTI/I&I‘O B€IICCTBO HUJIM KBM HAKOC OT ITIOMOITHUTEC BCIICCTBA,

4.3 IIpoTuBomoka3zaHus

130poeHH B Touka 6.1. O

- CBpPBXUYBCTBUTEITHOCT KbM KJICTHYHU MIPOJYKTH OT OBAPUAITHU KJICTKH Ha KUTAHCKH XaMCTep
(CHO) nnu apyru peko AHTHU YOBEIIKU WM XyMaHU3UPAHU aHTHTEIIA.

- Bpemennoct (BX. TO ).

4.4 Croenuannu np@gpemeﬂnﬂ W NpeANa3Hi MEePKH NPH ynoTpeda

MPOCJICIUMOCTTA Ha OMOJIOTUYHUTE JICKAPCTBEHH MPOYKTH, UMETO U MAPTHIHUAT
HOMEp Ha OKEHUS TIPOIIYKT TPSIOBA SICHO J1a CE 3aIMCBaT.

Ile %HI/II/I Ha ctomarmHo-upeBHus (CY) TpakT u ductyau (Bx. Touka 4.8)

H MAIUEHTH MOJKE JIa Ca U3JI0’KESHU Ha MOBHIIIEH PUCK OT Pa3BUTHE Ha mepdopalius Ha
CTOMAIITHO-UYPEBHUS TPAKT M nepdopairs Ha MUKOYHKS MEXYp MPH JIUeHHe ¢ OeBaru3ymao.
HHTpaabaoMuHalieH Bb3NAIUTENICH IPOLeC MOXKE J1a ObJie pUCKOB (hakTOp 3a rnepdopaiuu Ha
CTOMAIITHO-YPEBHUS TPAKT IPH MMANUEHTH C METacTa3upall pak Ha Ae0EI0TO YePBO UIIH PEKTyMa,
nopaJii KoeTo TpsiOBa Jia ce BHUMaBa IPH JICUCHUETOo Ha Te3u maiueHTy. [Ipeamecrpammara
JpueTepanus ¢ puckoB daxrop 3a CU nepdopaiivst pH MalydeHTH, JIEKyBaHU ¢ OeBaIu3ymab 3a
MIEPCUCTUPAIT, PSIIHIUBUPAIT I METACTa3upajl paKk Ha MaTOYHATA TUIKA U BCUYKH MAIUEHTH ChC
CU nepdoparivisi UMaT aHaMHe3a 3a Pe/IIIIeCTRala TbueTepanus. JIeueHneTo TpsOoBa OKOHYATEITHO Ja
ce MPEeyCTaHOBHU TPH MAIMEHTH, KOUTO PAa3BHUAT Mepopalis Ha CTOMANTHO-UYPEBHUS TPAKT.




CY-paruHanuu ductynm B npoyuBane GOG-0240

[NarnuenTute, NeKyBaHU ¢ OeBa3yMad 3a epCHCTHpAIll, PEIHIMBHPAL M METACTa3hpall pak Ha
MaTOYHAaTa MIWiKa Cca C MOBUIIICH PUCK OT MOSBA HA (PUCTYIIH MEXIy BJIAraJIMIIECTO U KOSTO U J1a €
gacT ot ctoManHo-upeBHust (CU) TpakT (cToMaiHo-4peBHU-BaruHainHu (uctynu). [IpeamecTraiara
JTbUYETEpaITisi € OCHOBEH PUCKOB (akTop 3a pazButrero Ha CU-BarmHaNHU (PUCTYIIH U BCUYKH
nanueHTH cbc CY-BaruHamHu GUCTYIIM HUMAT aHAMHE3a 3a MPEJIIIeCTBAIIA ThUeTePaITHsl.
PenmnuBupaneTo Ha paka B 001acTTa Ha MPEIICCTBAIIATA JILYCTCPANHS € JIOIBIHUTEIICH BaKEH
pucKoB (axTop 3a pazButuero Ha CU-BarnHaIHN QUCTYIH.

®ucrynu n3pbH CY TpakT (Bk. Touka 4.8)

Korato ce nekyBar ¢ OeBaruzyma0, MalMeHTUTE MOXKE /1a ca U3JI0KEHHU Ha TIOBHUILICH PHCK OT
pa3BuTHE Ha (QUCTYIIH.

Jledenueto ¢ OeBanu3zymab npu nanueHTu ¢ Tpaxeoe3odareanta (TE) ductyna nim Bcskaksa z@‘
¢uctyna ot crenex 4 [Hanmonanen onkonoruueH HHCTUTYT Ha CAILL - O0mu TEPMUHOIOTNGH
kputepuu 3a Hexkenanu ceontus (NCI-CTCAE v.3)] TpsiOBa okOHYATETHO Aa ce mpeycTa

HNudopmarusata OTHOCHO IPOABIKATEITHO MPUIIOKEHUE HA OeBaIi3yMal mpu MarueHT pyru
¢ducTyau e orpanndeHa. B ciydaii Ha BTpenIHa GucTysia H3BbH CTOMAITHO-YPEBHUS T, TpsAOBa J1a
ce OOMUCITH TIpeyCTaHOBsIBaHe Ha OeBan3yMao. (b'

VcioxxHeHHs IpY 3apacTBaHe Ha paHH (BK. Touka 4.8) @rb

Bepanmzymad Mosxe 1a MoBiMsie HeOIaronpusATHO PoIieca Ha 3apacTBaH aHute. [loxnaaBanu ca
CEPHO3HU YCIOKHEHHS MIPH 3apacTBaHe Ha paHH, BKIFOYUTEITHO yCIIO s1 Ha MSICTOTO Ha
aHaCTOMO3a, C JIeTaJieH Kpaii. He TpsOBa na ce 3amousa jgeueHue noé& JTHU CJIE]T TOJIsIMa OTIepaItus

WIN J10 ITBJIHO 3apacTBaHE Ha ollepaTuBHATa paHa. IIpyu manueHT MOJTYYUIIA YCTIOKHEHUS TIPH
3a3paBsiBaHE HA PAaHUTE 110 BPEME Ha JICUCHHE, JICUEHUETO T Jla ce MPEKpaTH A0 ITbJIHO
3apacTBaHe Ha panure. Jleuenuero TpsiOBa aa ce HpeK’bCHed IUTAaHOBA OTIEPALHSL.

Psinxo ce choOIaBa 3a HEKpOTU3UpAIl] (PaCIUUT, BKII €JIHO (haTaJIHU CIIydyau, IPH MAIUCHTH,
JeKkyBaHu ¢ OeBar3ymab. ToBa chCTOsSTHHE OOMKH € CJIC/ICTBHE OT YCIIOKHEHHS TIPH
3apacTBaHETO Ha PaHHUTE, CTOMAITHO-YPEBHA IT paiust uii oopasyBane Ha ducrtyna. [Ipu
MaIMEHTHTE, KOUTO Pa3BUIT HEKPOTHU3UPAIIL WUT, TepanusTa ¢ OeBanu3ymad TpsiOBa aa ce
[PEYyCTAHOBH U HE3a0aBHO J[a CE 3aM0YHe OISO JICUCHHE.

Xwuneprouus (BxK. Touka 4.8)
[Ipu manmenTw, iekyBaHUu ¢ OeBa \geyMa6 ¢ HaOro1aBaHa TOBUIIIEHA YECTOTA HA XUTIEPTOHMSL.
KnuanuauTe nanuuy 3a 6e30n T TIOKa3BaT, Y€ NMa BEPOSATHOCT YECTOTATa HAa XUIIEPTOHUATA J]a

0bae nosa-zaBucuma. [pe qBaHe Ha JieueHne ¢ OeBann3zymal TpsiOBa aJJleKBaTHO Ja ce
KOHTPOJIMPA NPEIIECTB I/IHepTOHI/ISI. Hsma nadopmarust 3a edexra Ha GeBannuzymad npu
NAaIMEHTH C HEKOHTPO. a XUIIEPTOHMA 110 BPEMETO Ha 3al04BaHe Ha JieueHuero. [lo npuHuumn ce
npenopbYBa MOHU paHe Ha apTEPUATHOTO HAJISITaHe 110 BpeMe Ha JICUeHHE.

B noseueto cin
AHTUXHUIIEPT

UIEPTOHHSATA C€ KOHTPOJIUPA aIeKBATHO, KaTo Ce Mpuiiara CTaHaapTHO

HO JICYCHHUE, TTOIXOIAIIO 32 KOHKPETHOTO ChCTOSTHHE Ha 3acerHaThs nmanueHt. He ce
npenopby oTpebara Ha JMYPETHIIN 3a JICUCHUE HA XUTIEPTOHUS MPH MAIIMEHTH, KOUTO TOTy4aBaT
XHUMHOT BTHYHA cXeMa Ha 0a3ara Ha IUcIuiaThH. beBann3ymal TpsiOBa OKOHUYATEIHO J1a ce

npgy PAHOBH, aKO KIMHUYHO 3HAYMMATA XUIIEPTOHMS HE MOKE J1a C& KOHTPOJIMPA a/IEKBATHO C
AHNIRUITEPTOHUYHO JICUCHHE, WM aKO MAI[MeHTHT Pa3BUE XUIIEPTOHUYHA KPH3a WK XUTICPTOHHNYHA
eHIedaronaTus.

CuHnpom Ha noctepropHa oOparuMa ennedanonarus (CIIOE) (Bxk. Touka 4.8)

Wma penku cbo0IIEHUS 3a TAIIMEHTH, JIEKyBaHU ¢ OeBalln3yMal, pa3BUBAIH PU3HAIIM U CHMIITOMH,
kouto choTBeTcTBaT Ha CIIOE - psijiko HEBPOIOTMYHO HApYIIEHUE, KOETO, OCBEH C JIPYTro, MOXKe Ja ce
MaHU(ECTHPa ChC CISAHUTE MPU3HAIA ¥ CUMIITOMU: T'hPUOBE, INIABOOOIIHE, TIPOMEHEHO IICUXHYECKO
CBhCTOSIHUE, 3pUTEITHU HAPYIICHHUSI MJIM KOPOBa CJICMOTa, ChC WK 0€3 CBhp3aHa XUIICPTOHUS.
Huarnoszata Ha CIIOE e HeoOxoauMo 1a Ob/ic MOTBBPACHA Ype3 00pa3Ho HU3cjIeIBaHe Ha MO3bKa, 3a
MpeAnoYnTaHe siapeHo-MaruuTeH pe3onanc (SIMP). [1pu manmentn, pazsusamu CIIOE, ce
MPernophYBa JICUCHUE HA CIICIIUPUIHUTE CUMIITOMU, BKIFOYBAIIO KOHTPOJIUPAHE HA XUTICPTOHHSTA




3ae/IHO C IpeKpaTsBaHe Ha OeBau3ymad. besonacHoCTTa py MOTHOBSIBAHE HA TEPAIUATA C
OeBaru3ymab npu nanuenTw, nonydwnn CIIOE npean ToBa, He € n3BecTHA.

[poreunypust (Bx. Touka 4.8)

[TanmenTn ¢ aHaMHE3a 32 XUIIEPTOHUS MOXE J1a ca W3JIOKEHHN Ha TIOBHIIIEH PUCK OT Pa3BUTHE Ha
MPOTENHYPHS TIPH JiedeHue ¢ OeBarm3ymad. ChIllecTByBaT TaHHHU, KOUTO MTOKAa3BaT, Y€ BCHUKU
crenenn npotennypus (Hanmonanen onkonoruued nHCTUTYT Ha CAILL - O0O1m TepMUHOIOTHYHI
kputepnu 3a Hexxenanu cpoutns [NCI-CTCAE v.3]) morart na 6s1aT cBbp3aHu ¢ qo3ata. [Ipermoprusa
ce MOHUTOPHpaHe Ha MTPOTEHMHYPHUATA C aHAIM3 Ha ypUHATA Upe3 TECT-TCHTHUKH MPEar HaYalloTO | I10
BpeMe Ha JieueHreTo. HabmoqaBana e mpoTenHypus cTeneH 4 (HepoTuueH cCuHIpoM) ripu 110 1,4%
OT MAaIUCHTHUTE, JICKyBaHU ¢ OeBanmn3yMad. JleueHHeTo TpsiOBa OKOHYATEITHO JIa C€ MPEYCTAaHOBU TPU
MAIUeHTH, KOUTO pa3BuaT HeppoTuueH cuaapoM (NCI-CTCAE v.3). (b'
AptepuaineH TpoM60eMO0IN3EM (BXK. TouKa 4.8) @Q)
[Tpu KTHHUYHN U3NUTBAHHUA YECTOTATa HA apTEPUANTHATE TPOMOOEMOOIMYHN PEAKIINH, BK TEJTHO
MO03bUHO-CHA0BY HHIHAeHTH (MCHU), npexonau ncxemuyan npuctsiu (ITNIT) n nada Ha

muokapnaa (UM), e 6uia mo-Brcoka npH MalleHTH, TonydaBaiiy Oesanmu3ymMad B KOMQRHAIHS C
XMMHOTEpAINs, B CPaBHEHUE C TE3H, KOUTO Ca IMOIYIHIN CaMO XUMHUOTEPAIInsl. Q>

[Ipy manueHTH, JIeKyBaHU ¢ GeBalu3yMal ILUTI0C XUMUOTEpaIis, ¢ aHaMHe3q §dyaprepuaieH
TPOMOOEeMOOIN3bM, AHa0ET UK Ha Bh3pacT Haja 65 TOAMHU UMa ITOBUIIIE K OT pa3BUTHE Ha
apTepHaIH{ TPOMOOEMOOIMYHH PEAKIMHU 110 BpeMe Ha JiedeHHeTo. Tp, Jla ce BHUMaBa pu
JICUCHHUE HA TE3U MAIMEeHTH ¢ OeBaIu3yMao.

Jleuenuero TpsiOBa OKOHYATEIHO /1A C€ IIPEYCTAHOBH TIPH Ta n@&u, KOHTO Pa3BUAT apTepUATHH
TPOMOOEMOOINYHYN PeaKIInu. Q:b

Beno3eH TpomOoemM00au3bM (BXK. Touka 4.8) \29
I1pu neyenue ¢ GeBau3yMad MarueHTUTE MOKE [T %\PKHIO)KGHI/I Ha PUCK OT Pa3BUTHUE HA BCHO3HU

TPOMOOEMOOIMYHHU PEaKIIUH, BKIIFOUUTEIIHO U JIPOOCH eMOOJIU3BM.
[MTanmenTHTe, JIEKyBaHH 3a MIEPCUCTHPALLL, P& BHpAIIl MJIK METACTa3Mpall paK Ha MaTovHaTa IIniiKa
¢ GeBaru3ymab B KOMOMHAIIUS C TTAKIHTA Y IUCIUTATHH, MOYE J1a Ca C MOBHIICH PUCK OT MOsABA HA

BEHO3HH TPOMOOEMOOJINYHU CHOUTHSL.

BeBanusymab Tps0Ba Jja ce npeycTaHOBH NPH MALMEHTH € )KMBOTO3aCTPAIIaBaly (cTeneH 4)
TPOMOOEMOOJIMYHYN PEaKIIH, BK utenHo 6enoapoder emoonuzpM (NCI-CTCAE v.3). [TanmenTu ¢
TPOMOEMOOINYHH PEaKITH < Q’% eH 3 Tpss6Ba BHUMaTenHO na ce HaOmonasat (NCI-CTCAE v.3).

KpbBouznus O
ITauuenTtu, nexyBaHu @ aru3yma0, ca N3JI0KEHH Ha TIOBUIIIEH PUCK OT KPHBOU3JIMBH, 0COOCHO

TaKWBa, CBbP3aHU opa. beparu3ymab TpsiOBa J1a ce crpe OKOHYATEIHO IPU NAIllMeHTH, KOUTO
moJTrydgaT KLpBeng’eneH 3 unu 4 1o Bpeme Ha nedenne ¢ oeBarmzymad (NCI-CTCAE v.3) (Bx.
Touka 4.8). é

TTanme QHCJICK}/BaHI/I metacrasu B [IHC pyTuHHO ca M3KIIOYBAHU OT KIIMHUYHUTE H3MUTBAHUS C
Oe Ma0, Bb3 OCHOBA Ha 00pa3Ha IMAarHOCTHKA WM MPU3HAIM U cuMnToMu. [lopaau ToBa puckbT
OT%BOI/BJ‘II/IB B HHC npu TakuBa nanueHTH HE € OIIEHsIBAaH MPOCIEKTUBHO B PAaHAOMU3UPAHU
KJIIMHAYHYU U3MUTBaHuA (BXK. Touka 4.8). [larmenTure TpsaOBa 1a ce HAOIr0AaBat 3a MPU3HAIM U
cumritomu Ha KppBeHe B LIHC, kato euenueTo ¢ 6eBarmzymad TpsOBa fja ce MpeyCTaHOBH B CITydan
Ha BBTPEUEPEIHO KbPBEHE.

Hsama undopmarius oTHOCHO mpoduia Ha 0e301acHOCT Ha OeBalu3yMal MpH MalueHTH ¢ BPOcHa
XeMOparuya auare3a, Ipuao0uTa KoaryJIonaTrs WK MPH MallUeHTH, TIOTy4YaBalli ITbIHa 1032
AHTUKOATYJIAaHTH 32 JICYeHUE Ha TpOMOOeMOOIN3bM Iper HAYaJIOTO Ha JIeUeHHEe ¢ OeBanu3yma, Thid
KaTO TaKMBa MAIIMEHTH Ca W3KIIOYBaHU OT KIMHUYHUTE n3nuTBanus. [lopanu ToBa TpsiOBa na ce
BHUMaBa Tpe/IM 3a1I0YBaHE Ha JICUCHUE NTPH TAKKMBA NMANMEHTH. [al[eHTH, KOUTO ca pa3BUIIM BEHO3HA
TpoM0O03a 10 BpeMe Ha JIeueHUe 00aue M3TIIeK/Ia HIMAaT IOBUIIICHA YeCTOTa HAa KbPBEHE OT CTEIeH 3



WJIN TI0-BHUCOKA, KOTaTO Ce JIGKYBaT IHOBPEMEHHO C ITBJIHA 7032 BapdapuH 1 OeBaruzymMad
(NCI-CTCAE v.3).

BenonapoOeH KpbBOM3INB/XEMONITH3A

[TanmenTn ¢ HenpeOHOKIETHUEH pak Ha Oemus 1po0, JeKyBaHH ¢ OeBann3ymMad, MOXKe J1a ca N3TI0KEHU
Ha PUCK OT CEPHO3€H, a B HAKOH CIy4au JeTajieH 0eroapoOeH KpbBON3NuB/xemonTtu3a. [lanmenTy,
npeKapaiy HacKopo OenonpobeH KpbBOU3IUB/XeMonTr3a (> 2,5 ml sicHa KpbB) He TpsiOBa 1a ObaaT
JeKyBaHH ¢ OeBanmu3yMao.

AHEBpPU3MH U apTepUATHHI JHCEKAIINH

W3znon3eanero Ha nHxuOUTOpH Ha bTA Ha VEGF npu nauneHTH cbe i 0e3 XUIepTOHU MOXKe Ja

MOJIIOMOTHE 00pa3yBaHETO Ha aHEBPU3MHU W/WIIK apTepuaiHy aucekanuu. [Ipenu 3anousanero Ha

nedeHue ¢ OeBann3zymal, TpsOBa BHUMATEIHO Jia Ce MPELeHH TO3H PUCK NPH MALUCHTH C pncm%

(akTOpH KaTo XUIIEPTOHHS WIIK aHaMHEe3a 332 aHeBPH3Ma. %)
Q

3acroiina cbpaeyHa Hepocrarb4HocT (3CH) (Bx. Touka 4.8) O&

ITo BpeMe Ha KITMHUYHUTE U3MUTBAHUS CE€ ChOOIAaBa 32 PEAKIIMK, OTTOBAPSINY Ha 3(@3XOI{KHTG

BapHpaT OT aCHMIITOMHO HaMaJIeHHEe Ha JIeBOKaMepHaTa (Dpaxius Ha H3TnaCKBam 3siBeHa 3CH,

HaJaraiia JieueH1e Wi xocnuranusanus. HeooxoauMo € BHUMaH#e, KOraTo Ia TH C KIIHHAYIHO
3HAYHMO ChPJCYHO-CHIOBO 3200 sBaHe, HAIIP. IPEIICCTBAIA HCXeMUYHA Q@decT Ha ChPLETO WK
3aCTOMHA ChpJICUHA HEJIOCTAThUHOCT, CE JICKYBaT ¢ OeBaiu3ymao. \2\

IToBeueto nmaruenty, kouro ca nonyuwin 3CH, ca umanu MCT&CT&SI@J paK Ha MJICYHATa »KJIe3a U ca
ce JIEKyBaJIUd IIpeid TOBA C aHTPALUKIMHY, C IPEIIeCTBAlIA Ib amys Ha JsBaTa CTEHa Ha
IPBIHAS KOLI WM Ca HMAJIU APyTH puckosu dakropu 3a 3CH.Ny

ITpu marmenture B AVF3694g, xouto ca momydaBanu ca I0JIy4aBaJId aHTPALMKIVMHY NIPEAU
TOBA, HE € Ha0JII01aBaHa yBEJIMUEHA YeCTOTa Ha BCUY “@GHGHI/I 3CH B rpymnara ¢

AQHTPaLMKINH + OeBanu3yMad B CpaBHEHUE C Jieue @m caMo ¢ auTpauukiInHu. Peakiuure Ha 3CH
CTeIleH 3 UM [10-BUCOKA ca OUJIM 10 U3BECTHA €H M0-YECTH MPH MAIUEHTHUTE, TOTyIaBaIu
OeBann3ymMad B KOMOMHAIIMS ¢ XUMHUOTEpar CpaBHEHHE C MMalMEHTHTE, JIEKYBaHH CaMo C
xuMuoTepanus. ToBa ChOTBETCTBA Ha Pe3 TUTE NP MAUCHTUTE B IPYTH IPOYyUBaHUs Ha
MeTacTa3upall paKk Ha I'bplaTa, KOUTO H MOJTy4aBaIl €IHOBPEMEHHO JICUCHUE C aHTPALMKINHI
(NCI-CTCAE v.3) (x. Touka 4.8).

Heyrponenus u nadexumu ( B)IQ\%‘IK& 4.8)

IloBumiena yectora Ha Te TponeHusi, peOpuitHa HeyTPONICHHUs HITH HHPEKIHS ChC WK 0e3
TeXKa HEYTPOTIeHUs (BK TEJTHO C JIETAaJICH U3X0J1) ca HaOJII0JaBaHu TIPH MAI[MEeHTH, JIEKYBAHU C
HSKOU MHEJIOTOKCHUYH MU Ha XUMHOTepanus Iioc OeBanusymad, B CpaBHEHHE ChC
CaMOCTOSITEITHO I »KCHUE Ha XUMHOTeparus. ToBa e HabJo1aBaHO TIPEJMMHO B KOMOWHAIIHS C
Tepamnus Ha 6a3 a TUIaTHHA WK Takcanu rnpu jedenue Ha HIKPB/, MPMXX u B komOuHaIus ¢
MaKJIATaKCe MMOTEKAH MIPU TIEPCUCTUPAII], PEIIMIUBUPAI UM METAaCTa3upal pak Ha MaToyHaTa

IIUHAKA. Q
>

Pe é‘ Ha CBPBbXYYBCTBUTEIHOCT/pEAKIIMU KbM MHOY3UsTA (BXK. TOUka 4.8)

[TanpeHTHTE MOXKE J1a Ca M3II0KEHU HA PUCK OT Pa3BUTUE HA PEaKIMK KbM WHQY3UITa/pPEaKui Ha
CBPBXYYBCTBUTEIIHOCT. [IpenopbuBa ce BHUMATEIHO HAOIFOICHHE Ha MAI[MSHTA 110 BPEME U ClIe]
MPUJIOKEHUETO Ha OeBal3yMad, KaKTo Ce OYaKBa MPH BCsIKa MH(PY3HS HA TePArleBTUYHO
XyMaHU3UPaHO MOHOKJIOHATHO aHTUT:UI0. [Ipy Bh3HMKBaHe Ha peaknus HHQY3UsITa TpsOBa Ja ce
MIPEYCTAHOBH H JIa CE 3aIl0YHe MOAXOISII0 MEAMKAMEHTO3HO jieuecHre. He ce Hamara cucteMHa
MpeMeTUKAIHS.

Ocrteonekposa Ha yentoctta (ONJ) (Bk. Touka 4.8)

CpobmraBat ce caydad Ha ocTeoHeKpo3a Ha genrocTTa (ONJ) mpy marueHTH ¢ pak, JeKyBaH! C
OeBar3ymad, IIOBEYETO OT KOUTO Ca MOTyYaBaIy MPEIIIECTBAIIO0 WM €THOBPEMEHHO HHTPABEHO3HO
neuyenue ¢ oudocdonaru, nmpu koero ONJ e naenTuduupan puck. Heodxoaumo e HoBUIIEHO




BHUMaHHE, KoraTo OeBanu3ymad u OudochoHaTH HHTPABEHO3HO CE NPUIIATAT CTHOBPEMEHHO HITH
MOCJIEeIOBATEITHO.

MHBa3MBHUTE CTOMATOJIOTUYHH TPOLEYPH CHILO ca UACHTUPHLIUPaH pUCKOB (aktop. [Ipeau
HAyYaIoTo Ha JieueHue ¢ OeBanu3ymad TpsOBa Aa ce 0OMUCIN CTOMATONOTUYEH MperJie]] U OAXO0 IO
npoUIaKTHYHO 3b00IeueHHe. AKO € Bh3MOXKHO, PH MAIMEHTH, KOUTO TPE/IN Ca JICKYBaHH UIU Ce
nexyBat ¢ 6udochoHaTH HHTPABEHO3HO, TPSOBaA a ce M30ATBAT MHBA3WBHU CTOMATOJIOTHYHA
MPOLIETYPH.

HMHTpaBUTpEeaiHo MPMIIOKEHNE
Bepanu3ymab He € pa3paboTeH 32 HHTPABUTPEATHO NIPUIIOKCHHE.

Hapyiienus Ha ounte

HMma choOIIeHNs 32 MHANBUAYAIHHU CIyYand Ha CEPHO3HU OYHU HEXKEJaH! PEaKIuy PH Heonoﬁ@‘
MHTPABUTPEAIHO NIPUIIOKCHIE Ha OeBalm3yMal OT (riakoHH, 0L00pEHN 32 MHTPAaBCHO3HO _ (2)
MPUIOKEHUE TIPY TAMEHTH ¢ pak. Te3u peakiuu BKIOYBAT HHOEKIIMO3eH CHI0(TATMHUT €OYHO
Bh3MANICHHUE, KATO CTEPUIICH CHAODTAIMHT, YBEUT U BUTPEUT, OTIICTIBAHE HA peTI/IHaTa&(’bCBaHG Ha
IMUIMCHTHUSA €TIUTECIT Ha PETUHATA, YBCJIMYCHO BbTPCOYHO HAJIATAHE, BBTPCOUCH KPHB HB, KaToO
KPBBOU3NIUB B CTHKJIOBHIHOTO TSUIIO WM PETHHATA, KPHBOHU3IIUB B KOHIOHKTHBATA %on OT Te3u
peaKIuK ca JOBENH JI0 pa3IudHa CTENEH Ha 3ary0a Ha 3peHUEeTO, BKIIIOYUTENHO FpdiiHa crenora.

Q
CucrteMHu eeKTH cie/l THTPaBUTPEATHO NPUIIOKEHHE ¢
JlokazaHo ¢ HamalleHne Ha KOHIEHTpanusiTa Ha uupkynupamus VEGE @jex natpasurpeanto
ant-VEGF nedyenne. ima choOIIIEHUS 32 CUCTEMHU HEXEJIaHU pea , BKITFOUHUTEIHO HCOUHH
KPBBOU3NIMBHU U apTEPUATHN TPOMOOSMOOIMYHN PEAKINH CIIE] BUTPEAITHO MPUJIOKEHHUE Ha
VEGF naxuburopu. (b(b
OBapuasiHa HeJIOCTATbYHOCT/PEePTHIUTET Q
beBanuzymab Moxe 1a yBpean GepTHIUTETa MIPH KE K. ToukH 4.6 u 4.8). [Topagu ToBa
CTpaTEerHHTE 3a 3ara3BaHe Ha GepTHiInTeTa TPSOB 'bAAT OOCHACHU C )KEHUTE C IETEPOACH
MOTEHIIMAN TIPE/IN 3all0YBaHe Ha JIeYeHHe ¢ OeB ymao.
Lextemy cbpabpika HATPUH. @(b
To3su nekapcTBEH MPOAYKT Chabpxa 4,196 g HaTpuil BB BcekH (hiakoH oT 4 ml, kouto ca

exBuBaneHTHH Ha 0,21% ot npenopsfigunst or C30 MakcHUMaleH JHEBEH IPUEM OT 2 g HaTpHii 3a
BB3PACTCH. é

To3u nexkapcTBEH NPOAYKT xa 16,784 mg HaTpuii BbB Bcekd QuiakoH ot 16 ml, kouro ca
exkBuBajeHTHU Ha 0,84% penopryanus or C30 MakcUMalIeH JTHEBEH MIPUEM OT 2 g HaTpUi 3a
BB3PACTEH.

X

4.5 B3anm0u&3ne ¢ IPYTH JeKAPCTBEHHM NPOAYKTH M APYTrH (JopMH Ha B3aNMOJeiiCTBHE

Edexr Ha mgdHeormaCTHque [IPOIYKTH BbPXY (DapMaKOKHWHETHKATa Ha OeBaIu3ymMad

Bs3 oc @‘ila pe3yJITaTUTE OT MOMYIANMOHHH (PapMAKOKHHETUYHH aHAIIM3HU, HEe € HaOIroaBaHo

KII %To 3HaYMMO B3aWMOJICHCTBUE HA ¢THOBPEMEHHO MTPHIOKEHA XUMHUOTEPAITUS BBPXY
(dapMakokrHeTHKATa Ha OeBanu3ymad. He ca HaOmojaBaHu HUTO CTAaTUCTUYECKH 3HAYUMHE, HUTO
KIIMHUYHO 3HAYUMH PA3JINKHU B KIUPHHCA Ha OeBaru3ymal Mpy NalMeHTH, JCKyBaHH C MOHOTEPAIHsI C
OeBalm3ymMal, B CpaBHEHHUE C ALMEHTH, MOJTyYaBaiy OeBann3ymad B KOMOWHAIMS C HHTEpPEepOH
anda-2a, epnoruand wian xumuotepanus (IFL, 5-FU/LV, kapOoruiaTuH/makInTakcen, KareuTaouH,
JTOKCOPYOUITVH MM IUCIUIATHH/TEeMITUTa0WH ).

EdexT Ha GeBarm3ymad BEpXY (hapMakOKHHETUKATA Ha JPYTH aHTHHEOIIACTHYHH MPOJIYKTH

He e na0nroiaBan KITMHUYHO 3HAYMM eeKT Ha OeBann3ymad BpXy (papMaKOKHHETHKATA Ha
€HOBpEMEHHO Mpuiarad uaTepdepon anda-2a, epnotuHud (1 HeroBus aktuBeH Metabomut OSI-420)
WM XUMHOTEPAIUs ¢ UPUHOTEKaH (M HETOBHs akTHBEeH MeTaboiuT SN38), kaneruraduH,
OKCaJIMIUIATHH (OIpe/eieH upe3 u3MEepBaHe Ha cBOOOAHATA U o0maTa (ppakiiys Ha IIaTHHATA), 1




muciiatiH. He Morat Jja ce HanpaBsT 3aKJIF0YCHUS] OTHOCHO BITUSIHUETO Ha OeBaln3yMald BBPXY
(hapMaKOKHHETHKATa Ha TEMITUTAOWH.

KomOunanus Ha 6eBann3yMad U CYHUTHHHO Manat

B JBe KITMHUYHE U3NUTBAHUS TPHU MeTacTa3upai ObOPEUHOKIEThUCH KAPIIMHOM Ce ChOOIaBa 3a
MUKpOaHTHOMaTHIHa XeMonuTrnaHa aneMust (MAXA) mpu 7 ot 19 nanneHTH, JeKyBaHH C
komOuHanus ot 6eBannzymad (10 mg/kg npes aBe cenmuun) u cyHUTHHUO Manat (50 mg IHEBHO).

MAXA e XeMOJTUTHYHO HapyIIeHne, KOETO MOJKE /1a Ce MPOSBH ¢ (parMEHTHPAHE HA YSPBEHHUTE
KPBBHU KJIETKH, aHeMUs1 U TpoMOouuToneHus. OCBeH TOBa, IPU HAKOU OT TE3HU MAIEHTH ce
Ha0JIro1aBa XUIEPTOHHS (BKJIIOYMTEIHO XUIIEPTOHUYHU KPU3H), TOBULICH KPEATHHUH U
HEBPOJIOTUYHH CUMITOMH. BCHUYKH Te31 HAXOIKH ca 00paTUMH CIie]l IPEyCTaHOBSIBAHE Ha JICICHHETO
¢ OeBanu3ymal 1 cyHUTHHMO ManaT (Bk. Xunepronus, [Iporeunypust, CIIOE B Touka 4.4). %’

KomOunanus ¢ Tepanus Ha 6a3ara Ha IJIATHHA WM TakCaHU (BXK. TOUkHU 4.4 u 4.8)

IloBuIeHa 4eCTOTa Ha TEKKa HEYTPONEHHUs, peOpuiIHa HeyTponeHus Wi uHpekums cr¢Hin 6e3
TeXKa HEYTPOTIeHUs! (BKIFOUUTEITHO HAKOH JICTATHU ClTydan) € HaOIro1aBaHa peAnMye pu
MAlMEHTH, JIEKyBaHU C Tepanus Ha 6a3aTa Ha IUIATHHA WM TAKCaHM, 110 BpEMe Hafgq ue Ha
HAKPB u MPMXK.

JIpuerepanusg @

bezomacHocTTa 11 ehrkacHOCTTa Ha CHITHTCTBAIIO PUIIOKEHHE Ha JT é@e\%\am/m u O6eBanmzymab He ca
YCTaHOBEHHU.

EGFR MOHOKJIOHATHY aHTHTEIa B KOMOMHAINS C XHMHOTepartasanHH pexknmMu ¢ OeBaruzymad

He ca nmpoBexxnanu mpoyduBaHus 3a B3auMoJielCcTBHsITA. B OHOKJIOHAJTHH aHTHTEJa He TpAOBa J1a
ce npuarat 3a Jeuenue Ha MKPK B koMOuHanus ¢ XxumoTeparus, Chabpixkaiia Oeparusymao.
Pesynrarute ot panmgomusupanute dasa 1l usnurea ACCE u CAIRO-2, npu manueHTy ¢
MKPK npeamnonarar, ge ynorpedara Ha aHTH-EGE HOKJIOHAJIHUTE aHTUTeJa IAaHUTyMyMal u
LETYKCHMMa0, ChOTBETHO, B KOMOMHAIUS ¢ OeBa. Ma0 IJIFOC XUMUOTEPAIIHs, CE CBHP3Ba C
MOHW)KEHA TPeXUBsieMocT 6e3 mporpecus ( m» n/vim o6ma npexussiemoct (OI1), u moBumena
TOKCHUYHOCT, B CPABHEHHE CaMo C OeBaIl 0 ITFOC XUMHUOTEPAITHS.

4.6 ®epTHaNTET, GpeMEHHOCT H KbPMeEHE

Kenu ¢ ieTeposieH NOTeHIN \&"
JKenwnre ¢ nereposeH nore TpsiOBa Jja U3MOI3BaT e€(PeKTHUBHA KOHTPAIEIIIHS 110 BpeMme Ha (U 110
6 Mecera) cien HC‘IGHHCQ

X

WYHH U3MUTBAHMSI OTHOCHO yroTpebaTa Ha OeBanu3ymad rmpu OpeMEHHH KEHH.
WTE NPOYYBaHUs [IPH )KUBOTHH ITOKA3BaT PENPOAYKTUBHA TOKCUYHOCT,

andopmanuu (BX. Touka 5.3). M3BecTHoO e, ye IgG npemuHaBaT mpe3 rianeHTaTa u ce
OYaKBa @’a n3ymal Jia MOTHCHE aHTHOTeHe3aTa Ha (eTyca, KaTo Taka ce Tpejroiara, 4e Moxe Ja
NPRYGHN TKKK MaIpOopMaLi Ha HOBOPOJICHOTO, KO Ce TIpHIIara o BpeMe Ha OpemeHHoCT. [lpn
NOSTMAapKETHUHIOBaTa yrnoTpeda ca HaOM0AaBaH! cly4an Ha (eTaIHd aHOMAJIMH NPH >KEHH, JIEKYBaHU
¢ OeBar3ymab caMOCTOSITETHO WIIA B KOMOMHAIIHS C H3BECTHH EMOPHOTOKCUYHU
XUMHOTEPANIEBTUYHU CpeIcTBa (BXK. Touka 4.8). beBanmzymal e mpoTHBONOKa3aH 1Mo BpeMe Ha
OpemeHHOCT (BX. TouKa 4.3).

BpemeHHocT
Hsama manau ot

Kspmene
He e uzBectHo nanu OeBanms3yma0 ce ekcKpeTupa B KbpMarta. Tbii kaTo maitunnute IgG ce

EKCKpETHUpAT B KbpMaTa 1 OeBalim3yMad MOXKe J1a YBPEIIU pacTeka U pa3BUTHUETO HA IETETO (BXK.
TouKa 5.3), ®EeHUTe TpAOBa J]a MPEyCTAHOBAT KBPMEHETO 110 BpeMe Ha JIeUeHHE U J]a He KbPMSIT TIOHE
IIIECT MeceTa ciie MMOCIeHOTO MPUIIoKEHNE Ha Oearnm3ymad.
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DepTunurer
IIpoy4uBanusATa 32 TOKCHYHOCT P MHOTOKPATHO MPUIIOKEHHE TIPY )KHBOTHHU 00ade ca MoKa3aim, e

OcBar3yMad MOXKe Jla MMa HexkesnaH eheKT Bhpxy (pepTuinTera Ha )eHCKUTe (Bxk. Touka 5.3). B
€HO KIMHUYHO u3nuTBaHe (asa Il ¢ axroBaHTHO JeUyeHUE HA IAIIMEHTHU C paK Ha Je0eI0To YepBo,
MPOYYBAHETO HA MOJTPYIa KEHHU B MIPEMEHOIAay3a MMOKa3Ba MO-BUCOKA YECTOTa HA HOBH CITyYaH Ha
OBapHaliHa HeJIOCTATHLYHOCT B rpyrnara ¢ OeBanu3yMad, B cpaBHEHUE ¢ KOHTposiHarta rpyna. Cien
MPEYCTAaHOBSIBaHE Ha JICYCHUETO ¢ OeBanu3ymad, oBapramHaTa (YHKIUS CE Bh3CTAHOBSIBA MIPU
MOBEYETO MAIMeHTKH. J{barocpounuTe eheKTr OT JIEUSHHETO ¢ OeBanm3yMad BbpXy QepTHIINTETa He
ca M3BECTHH.

4.7 EdexTn BbpXy crnioco0HOCTTA 32 odupaHe u padoTa ¢ MAIINHA

BeBanu3ymab mosnusiBa B Masika CTEIIEH COCOOHOCTTA 3a mogupaHe U padota ¢ MammHu. Cb a
ce o0aue 3a CHbHIMBOCT M CHHKOI MpH yroTpeda Ha OeBarnu3ymad (Bxk. Tabnumna 1 B Touka 4.8 0
MAIHEHTHTE NOJTyaT CHMITOMH, KOHTO 3aCAraT 3peHUETO, KOHICHTPAIUATA UM, WIH criogebgocTTa
UM 3a pearupase, Te TpsiOBa Jja ce MOCHBETBAT JIa He Mo(UpaT WK padoTAT ¢ MAITHHH

OT3BYy4YaBaHC Ha CUMIITOMMUTEC. *@

o0

4.8 Hexenanu JeKapcTBeHH peakuuu

Pesrome Ha npoduiia Ha 6e30MacHOCT \2&

OO6muAT npod 1 Ha 6e30IacCHOCT Ha OeBalM3yMab ce OCHOBaBa Ha a&m oT Haj 5 700 marueHTy ¢
Pa3INYHU 3JI0KA4YECTBEHH 3a00JIBaHMs, JIEKYBaHHU MPETUMHO C n3ymMad B KOMOWHAIINS C
XUMHUOTEPAITUS 110 BpeMe Ha KITMHUIHUTE U3IMUTBAHUS. $o)

Haii-cepro3HuTe HEXKENaHU PEeaKIUu ca: OQ

- [lepdopanmm Ha cTOMaNTHO-YPEBHUS TPAKT @.\Tqua 4.4).
- KpbBou3nus, BKIIOYUTETHO Oenoapode BOM3IIUB/XEMOIITH3a, KOUTO ce HAOJI01aBaT
[O0-YECTO MPH MALKUEHTH ¢ HEJAPEOHOK @L €H pak Ha Oenus Apod (Bk. Touka 4.4).
- AptepuaneH TpoM00eMO0IM3bEM (B@ uka 4.4).
N
Haii-uecTo HaOroaBaHUTe HEKENaHyPEaKIUK OT KIMHUYHY M3IIUTBAHHS IPU ITAIlHeHTH,
noJTyyaBajin OeBanm3ymad, ca XUFSpTOHUS, YMOpa MM aCTeHUS, AUapusi ¥ KOpeMHa 0oJIKa.

AHanu3uTe Ha KITMHUYHHUT 3a 0€30MaCHOCT MMOKA3BaT, Y€ MMa BEPOSITHOCT MOsBAaTa HA
XUTEPTOHHUS U TIPOTEUH TIpH JiedeHue ¢ 6eBanu3yMal J1a € 1030-3aBHCHMa.

TaOauyeH CIUCHK ﬂeﬁemenaHMTe peaKIuu

Hemenaﬂme&&unn, M30pOCHU B Ta3M TOYKA, CHAaJaT KbM CICTHHTE KaTETOPUH Ha 4YeCTOTaTa:
MHOTO Y& >1/10); wectu (>1/100 mo <1/10); weuectn (>1/1 000 no <1/100); peaxu (=1/10 000 go
<1/1 00 oro penxu (<1/10 000); ¢ Hen3BecTHA YecToTa (OT HAJTHYHHUTE JIAHHU HE MOXe Jia ObJie
Ha a oreHKa). BB Besika KaTeropus 1o 4ecToTa, HeKENIaHUTE PeakiMu ce n30posBar B
H&ﬂs{m pel 1o OTHOLICHHE Ha TAXHATa CEPUO3HOCT.

B Tabxuu 1 u 2 mo cucremo-opranen kinac mo MedDRA ca nipejictaBeHr He)ellaHUTE PEaKIvy,
CBBp3aHU ¢ ynorpedara Ha OeBalu3yMad B KOMOMHALMS C Pa3IMYHU CXEMHU HA XUMHOTEPAIUs IPH
MHOXECTBO [IOKa3aHUS.

Tabnuua 1 npencraBs BCHUKK HEXeNaHH PEAKLUH [0 YECTOTa, 38 KOUTO € YCTAaHOBEHO, Y€ UMaT

NPUYMHHO-CIIEICTBEHA BpB3Ka ¢ OeBanuzymad upes:

- CpaBHHUTEJHA YECTOTa MEXKIY IPYIIUTE Ha JIEUEHUE B KIMHUYHUTE U3IUTBAaHU (C Hall-MaJKo
10% pasnrka B cpaBHEHHE C KOHTPOJIHATA TPYTIa 3a peakluuTe OT cTeneH 1-5 crnopen
NCI-CTCAE, unu Haii-manko 2% pa3ziuka B CpaBHEHHE ¢ KOHTPOJIHATa IpyMa 3a peakMUTE OT
crenier 3-5 cnopen NCI-CTCAE),
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MMOCTMAPKETHHIOBY IIPOYYBaHUs 3a 0€30MACHOCT,
CIIOHTAaHHHU CHOOIIECHMS,
SMUICMUOJIOTUYHH TTPOYYBAHUS \HEMHTCPBEHIIMOHAIHYU WU 00CEPBAIMOHHU TIPOYYBAHHUS,
WJIH 4Ype3 OIICHKA Ha WHAWBUYaTHUTE ChOOIICHUS.

Tabnmia 2 mpeacTaBs YecToTaTa Ha TEKKUTE HeXKETaH! peakun. TeXKUTe PEaKIIuu Ce OMPEAeIIsT
KaTo HEXKeJIaHU Peakiuu ¢ Hail-manko 2% pas3iuka B CpaBHEHHUE C KOHTPOJIHATA TPyNa B KIMHUYHUATE
m3nuTBaHuA 3a peakiuute ot crerneH 3-5 copex NCI-CTCAE. Tabauma 2 BKIIOYBa CHINO U
HEXeJIaHU peakIuy, KOUTo ce cuutaT oT [IPY 3a KIMHUYHO 3HAYMMH WIIM TEXKKH.

ITocTMapKkeTHHTOBUTE HEXKETAaHU PEAKIUK ca BKIOUYCHU B Tabnumm 1 1 2, KbACTO € MPHIOKUMO.
ITonpo6Ha mHGOpPMAIHS 3a Te3W IMOCTMAPKETUHTOBY PEaKINK ¢ JajeHa B Tadmmma 3.

Hesxenanute peakiuu ca mpecTaBeH! B CbOTBETHATA KATETOPHS 10 YECTOTa B TAOIUIUTE no@j-;y
CHope] Hall-BUCOKATa YeCcTOTa, HaOJII0AaBaHa MPH BCAKO MTOKa3aHHUE.

Hsixou oT HEXXEIaHUTE PpCaKknum Cca pCakiuuun, KOUTO C€ Ha6JIIOIlaBaT YeCTO 110 BpCMC§
K

XUMHOTEpAIns; Ho OeBanm3yMad ob6aue MoxKe J1a 000CTpH Te3U peaKkIiH, KOraTo
XHMHUOTEpaneBTUIH. [IpumepuTe BKIFOYBAT CHHAPOM Ha MAIMAapHO-TUIAHTapHA

METUIIMPAH JIMTIO30MEH JIOKCOPYOUIINH WK KaneunTaouH, nepudepHa cem&?
MaKIUTaKCeI MM OKCAJIUIUIATHH, HAPYIICHUSI HA HOKTUTE WJIN aJlOTIeIIHs KT

C epIOTHHHO.

Ta6anuna 1: Hexenanu peakuum mo 4ecTora

%
N

oR

Q

OuHMpa ¢
poanzecTe3us ¢

HEBPOIATHS C
UTAKCEJl U IapOHUXUS

Cucremo- MmHuoro yectn Yectn Pencui (0" [Muoro penxu |C HeM3BeCTHA
OpraHeH KJjac (\Q 4ecToTa
Mudexnn n Cencuc, A60H606’r,<§l<;?)OTI/I3I/I
HHpecTauu [emymur, ¢ 111
WNudexnus, dacuunt?
I/IH(beKLIPISI@
MUKOYHUEE) HbTHILA
Hapymienuss ([@eOpuiina Anemnx,"
Ha KpbBTa M [HEYTPOIIEHUS, H'{N@)HGHI/IH
mumdHaTa JleBKoTIEeHUS, \&~
cucreMa HeyTpornenu 6\\
Tpomoorn
O EAS)
Hapymenus N CBpPBXUYBCTBUTEIH
Ha IMyHHaTa @‘2\ 0CT, peakInu KbM
cucrema AQ) uH}y3uaTaO"
Hapy1ien C)AHopeKch, Jlexuparanus
Ha (S,b Xumomarsesue
MeTa 3Ma (MU,
151 eHero [XumnoHaTpue
MUt
Hapymenus [[lepudepna Mo3buHO-CBI0B  (CHHAPOM Ha [XUIEPTEH3UB
Ha HEpPBHATa |CEH30pHA MHIUIEHT, CHHKOIL, [[IOCTEpHOpPHAHA
cucremMa uepornatus’,  |(CHHIMBOCT peBepcuBHa |eHIedanona
JluzapTpus, eHuedanona rus’
['nasoGonue, s
Jlncres3ust
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Cucremo-

MHoOro 4ecTH

YecTHn

Penxun

MHOro0 peaku

C Hen3BeCTHA

3anek, Huapusi,
T"anene,
IToBpbiane,
Kopemna 601ka

%

\%apymeﬂne,

nepQopanus, Q

Uneyc, Up @‘
onpym@%
PeKTo-%YHHanHH
duchyu,
MaIIHO-YPEBHO

POKTAJITUA

opraHeH KJjac yecToTa
Hapymienns [HapyuieHue Ha
Ha OYNTE ouuTe,
[ToBumena
maxpuManus
Kapauromoruda 3acToifHa ChpacYHA
HU HApYyIIECHHSI HENOCTATHLYHOCT ",
HankxamepHa
TaXFKap U
N
CbIoBH Xuneprorus®, TpoM6oeMGOIH3BEM brOpeunHa 60'
Hapymenus  (TpomGoemGomu |(aprepuanen)®, TpoMOOTH
36M (BeHo3eH)%" [KpbBousnue®”, MMKpOa}(ﬁ'a
JIb100Ka BEHO3HA 8, 0O)
TpoM0O03a A %I/ISMI/I u
(apTepraTHu
Hiucexarmu
Pecrtuparop  |[lucniaes, benonpoben %) bemonpobHa
HU, TPhIHU U [PUHUT, KPBHBOU3IUB/ Q\¢ XUTIEPTOHUS,
MenuacTuHai H [Enrcrakcuc, xemonTusa’”, %) [Mepdoparms Ha
v HapyweHus: [Kanuuna benonmpoben & HOCHaTa mperpana’
eMOOJIN3bM, .Q<a
(Xurokcus, (b(b
nconus’ O
CromamHo-  |Pexranen CroMaliHo-uypeBHa O ~ CToManIHo-4peBHA
UpEBHH KPBBOM3JIUB,  epdopamus®”, \2\ s13Ba”
HapymieHnus — (CTOMATHT, UpeBHa ¢<>‘

Xenaro-Ounua Qv [epdopanus Ha
pHH Q DKITBYHMS MEXYP™0
HapYyIICHHUS 0“2\
Hapymenus ‘@J‘I{))KHCHI/IH CuHIpOM Ha
Ha KoxKaTa uC Npu 3apacTBaHe |[TaIMapHO-TJIAHTAP
10 IKOK Ha panute®’,  |Ha
THKaH % ExcdonnaTtuseH epuTpoan3ecTe3ns
Q@ IEpPMAaTHUT,

Cyxa Koxa,

OGe31BeTsIBaHEe

Ha KoXara
Hapymenus |Aptpanus, Ducryna’”, OcTeoHeKkpo3a Ha
Ha Muainrust MyckyJiHa ¢i1abocT, gemocTTa®
MYCKYJTHO-CKE lbonka B repba HemangnOynapHa
leTHaTa OCTEOHEKpOo3a™*
cucrema u
ChEIUHUTEIIHA
ra ThKaH
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Cucrtemo- MmHuoro yectn (Uectn Penxn MHoro penxn (C HeH3BeCTHA
OpraHeH KJjac yecToTa

Hapymenust  [[Iporennypus®”
Ha OBOperTe
W IMKOYHUTE
MBTUIIA

Hapymenus |OBapuanna bonka B Taza
Ha HEI0CTaTh4
BB3IIPOU3BOIH [HOCT "
TeTHaTa
CUCTEMA U
rbpAaTa

4 m
Bponenu, deTanHu Q)U
hamMuTHE 1 anomamny

FeHETHYHH A
O

HapyLIEHUs

Pa\
O0mwM AcTeHus, Uletaprust *\ )
HapyIeHus U |YMopa, {03
edexTn Ha [Mupexcus, g
MsCTOTO Ha  |boJka, Q\¢®

puwiIokeHue |(Bw3naneHue Ha
Z

STHTABUIATE R
UzcnenBanus |HamasieHo Terino ‘Q’
Koraro cs6uTHsATA ca OTOEIIA3aHN €THOBPEMEHHO KAaTO HEX JNIeKapCTBEHH PEAKIHH OT BCHUKH

CTEIIEHH U OT CTENEH 3-5 B KIIMHUYHUTE U3IMUTBAHUS, ce cBQDIaBa Hail-BUCOKATa YeCTOTa,
HaOJro1aBaHa Npy NanueHTure. JlaHauTe He ca Kopnré@m CIIOpeN pa3IuyHaTa IPOABIKUTETHOCT

Ha JICYCHUETO. Q\

2 3a IOITBJIHUTEIHA HH(pOPMALIHSI, MOJIS, BI/I)K%%@]I/IH& 3 ,,Hexenanu peakiiuu, ChOOIICHU TIPU
MMOCTMapKETHHTOBATa yroTpeda”.

% TepMUHMTE MPECTABIIABAT IPyIa ChO , KOUTO OMMCBAT I10-CKOPO MEIULIMHCKOTO IOHSTHUE, A HE
OTJICTHOTO ChCTOSIHUE WK Tipeanoupsan TepMuH o MedDRA (MeauiMHCKY peuHUK 32
perynaTopHUTe JIeHHOCTH - Medic,Kllg'fctionary for Regulatory Activites). Ta3u rpyna MeqUIIMHCKH
TEPMUHH MOXKeE J]a UMa eIHa 1 nojyiexxara narogpu3nonorus (Hamp. apTepuaaTH
TpOoMOOEMOOINYHN PEaKLIIH YBAT MO3BYHO-CH/I0B HHIIMJCHT, HH(APKT HA MHOKApa, IPEXOACH
HCXEMUYEH NPUCTHI U [ pTepUaTHA TPOMOOEMOOINYHH PEAKITHH).

* Bb3 OCHOBa Ha Ipoy Ha noarpymna ot 295 nanuentu B NSABP C-08

" 3a nombiIHUTENHA PHPOPMALKS BUXKTE T0-10y B Touka "JlonbiHuTenHa nHGOpManus OTHOCHO
M30paHu CEpUO3HIEHLIKENaHN peakmn'.

" PekTo-Baru Te QucTyNH ca Hali-uectuTe GUCTYNU B Kareropusita CU-aruHamau GUCTyIH.

¢ Ha6n}0n2§y caMmo MpH NeAuaTpuIHaTa NomyJanus

Taﬁf@&: TeKKH HeKeJTaHU PeaKkuu M0 YecToTa

Cn?TeMo-opraHeH MHoOro yecTu UecTn C Hen3BeCTHA 4eCcTOTA
KJac
Mudexmnn n Cencuc, Lenymnur, HexpoTtusupariy
nH(pecTanun Ab6cuec™®, Madekims, dacuunt®
WNudexkunsa Ha MTUKOYHAUTE
TBTHINA
Hapymenust Ha DeOpunna HeyTporieHus, |AHemus, Jlumdonenus
KpbBTa 1 TuM(pHaTa |JleBKomeHus,
cuctema HeyTtponenust?,
TpoMOoITUTOTICHHS
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XpaHEHETO

Cucremo-opranes |MHOro yectu UecTn C Hen3BeCTHA 4eCcTOTA

KJIAC

Hapymenust Ha CBpPBXUYBCTBUTEIHOCT,

MMyHHaTa CUCTEMa Peakuuu kpM
uHpy3HATa>O

Hapyenus Ha [lexunparanus,

MeTaboaM3Ma U XUMOHATPUEMHUS

Hapyienust Ha

[lepudepHa ceH3zopHa

MoO3BbYHO-CHIOB

CuHIpOM HA

KpbBousnmus™, %)

TpomGoembomu3
(BeHO3eH)*° oKa

BCHO3HA Tpa@ma

TpoMO0eMOOIH3EM™C, QQ{

HEpBHATa CUCTeMa  |[HEBpOIAaTUs® MHIUAEHT, CHHKOTI, MOCTEPHOPHA
CwvHimBOCT, ['TaBoOONME [peBepcHBHA
eHIe(anonaTus ‘""6’3(0
IXunepTeH3uBHA
eHIeasionar
Kapnuonoruunu 3acToiiHa chpIcYHa &\{
HapyLIeHNs HE0CTATHYHOCT™, QO
HankamepHa Taxukapaus *
0
Cb10BM HapylIeHus:  |[XunepToHus™® ApTepualieH BLﬁpeqHa

poMOOTHYHA
MHKDPOAHTHOIATUS ",
IAHEBPU3MU U
apTEepHAHU JHCEKAUH

PecniupaTopHu,
CPBAHU U
MeIacTUHAIHU
HapyIICHUS

Va R

N
N

Eenom@'@womnm/

xemonThza®®, BenoapobeH

S 36M, Enmcrakcuc,
mHest, XUTIOKCHUS

BenonpobHa
XHATIEPTOHUSA®,
[Mepdoparus Ha
HOCHAaTa Iperpajaa’

CTomanrHo-4peBHU
HapyIICHHS

[uapus, I'anene, @V
[loBpbiiane, Ko Ha

UpesHa nepdoparnus,
Mneyc, Upena

CromarrHo-4peBHa
nepdopanus®,

Oonka 00CTpyKLHS, CromalHo-4peBHa
é PexTo-BarnHaaIHU s13Ba®, PexTaneH
% buctymu®, KPBBOU3JIUB
OQ‘ CTOMAIIHO-YPEBHO
Q Hapyienue, CTOMAaTHT,
N ‘Q ITpokTanrus
XenaTo—6HnHapHr®‘<\ [epdopanus Ha

DKITBYHUS MeXyp®®

Hapymenus <
Hapymenus @\
KO’KaTa

TT)KaI-é \%

D

KOXXHAaTQq

Y cl1oKHEHUs IpU
3apacTBaHe Ha paHuTe™,
CuHIpOM Ha
MaJMapHO-TUIAaHTapHA
EpUTPOAU3ECTEIHS

Hapymenust Ha

CUCTCMA U
CHhCIUHUTCIIHATA
TbKaH

MYCKYJIHO-CKCJICTHATAa

ducryna*®, Muanrus,
Aptpanrusi, MyckynHa
ciaboct, bomka B repba

OcTeoHekpo3a Ha
uemocTra’®

Hapymenust Ha
OBOpernTe u
NUKOYHUTE IBTULIA

[porenunypus™°
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Cucremo-opranes |MHOro yectu UecTn C Hen3BeCTHA 4eCcTOTA
KJIAC
Hapyiienus Ha boinka B Taza OBapuanna
BB3IPOU3BOIUTEIHATA] HEI0CTaThYHOCT™"
cHucTEeMa U I'bpAaTa
Bponenu, pamMuiiau 1 DeranHu aHoMaIUU™®
F€HETUIHU
HapyLIECHUS
OOmM HapymeHus U |AcTeHus1, YMopa, bonka, JIeraprus,
e(eKTH Ha MSCTOTO Ha Bb3naneHue Ha
MPUIOKEHUE TTUTaBULUTE
Lo
A\

Tabnuua 2 npencTaBs 4ecToTara Ha TeKKUTE HEXKENaHU peakui. TeXKUTEe peakiiu ce og@enm
KaTO HEeXKEJIAHU PEaKLUH ¢ Hal-Maiko 2% pas3yinka B CpaBHEHHE C KOHTPOJIHATA IPyIa B HUYHNTE
M3MUTBaHUA 32 peakuuute oT crened 3-5 cnopen NCI-CTCAE. Tabnuma 2 BrimrouBa @o u
HEXEJAHU peakliuy, KOUTo ce cuuTatr oT I1PY 3a KIMHUYHO 3HAYMMU WM T€XKKU. L e3M KIMHUYHO
3HaYMMU HEXeJaHW PEaKLUM ca ChOOLICHN B KIMHUYHUTE U3IUTBAHMA, HO pea T€ OT CTeMeH 3-5
HE OTTOBapsIT Ha IIpara oT Hal-MaJKo 2% pa3iiuKa B CPaBHEHHE C KOHTPOJTHALA, rpyTIa. Tabnuua 2
BKJIIOYBA CHIIO M KIMHAYHO 3HAYMMH HEXXEJaH! PEaKIiH, KOUTO ca HaOMIOUABAaHH CaMo MPH

MOCTMapKETHHTOBaTa yrmoTpeda, mopaay KOeTo YeCToTaTa U CTereHTa en NCI-CTCAE #ne ca
u3BecTHH. [lopaay ToBa, Te3W KIMHUYHO 3HAYUMH PEaKINH Ca BKI u B Tabnuma 2 B KoJIOHATa,
o3arnaBeHa ,,C HEeU3BECTHA 4ecToTa”. %)

* TepMHHUTE TPEACTABIISIBAT IPYyMa ChbOUTHUS, KOUTO ONHUCBAT MIQ;€KOPO MEAUIIMHCKOTO MOHSTHE, a HE
OTJETHOTO ChCTOSIHUE WIIM NpeAnoynTaH TepMuH no MedD, %GHHHI/IHCKI/I PEUHUK 3a
perynaropuute neitHocTH - Medical Dictionary for Regulatety Activites). Ta3u rpymna MeIuImHCKH
TEPMUHH MOYXeE J]a UM €JIHa ¥ ChIIA IMOJIexkala mnaT MOJIOTHS (Hamp. apTepHaIHu
TpOoMOOEMOOIMYHN PEAKIIUH BKIIIOUBAT MO3bYHO- WHIMICHT, UH(PAPKT Ha MHOKap/1a, IPEXOACH
MCXEMHYEH MPUCTHII U APYTH apTEPUAIHU TPO OJIMYHU PEAKIINN).

6 3a MomBIHUTETHA nHGOpMAIIKS BHKTE 110~ B Touka "OmnucaHue Ha U30paHu CEPUO3HU
He)XeJIaH! peaKiuu’. Q)

® 3a gombIHMUTENHA HHPOPMALHSL, Monﬂ,zg}'me Tabnuua 3 ,,Hexxenanu peakuuu, ChO0MEHN IpU
MMOCTMapKETHHTOBATa yroTpeba”.

" PexTo-BaruHamHuTe QUCTyIH c@\an-qecn/ne ¢uctynu B kareropusita CU-aruHanHu QUCTyIH.

Omnwncanue Ha n30paHu cepn&ﬁemenaHH pEaKINU
X

Iepdopayuu na CMOJ@O—HDQGHM (CY) mpaxm u hucmyau (6. mouxa 4.4)
beBanmzymab ce CBQsBa ChC CEPHO3HU CITy4au Ha repQopariysi Ha CTOMAITHO-UYPEBHUS TPAKT.

Crobmana ¢ éq@ep(bopaumn Ha CTOMAIITHO-YPEBHUA TPAKT I10 BPEME Ha KIIMHUYHUTE U3IUTBAHUS C
YEeCTOTa 1T &90 NP TALUEHTH ¢ HECKBAMO3CH HeIPeOHOKIIEThUEH pak Ha Oenus apoO, 1o 1,3% npu
nanyeH (QaeTaCTasnpan pak Ha MJIe4HaTa Je3a, 10 2,0% mpu nanueHTy ¢ MeTacTasupai

0p KJIETHUEH paK WM IpY NAIMEeHTKH C paK Ha SIMYHUIUTE U 10 2,7% (BKIIOYUTETHO
CTOMAIIHO-UYpEeBHA (QHCTyJa U adciiec) Mpy NalueHTH C MeTacTa3upan KoJlopeKTajeH KapuuHoM. Ot
KJIMHAYHO M3MIMTBAHE NPH MAHMEHTH ¢ IEPCUCTHPAILl, PeUUANBHUPAILL] HIIM METacTa3upall pak Ha
MaToyHara mwuiika (mpoyuBane GOG-0240), CU nepdoparmm (BCHYKH CTENEHH) ca ChOOIIEHN TPU
3,2% oT manuMeHTuTe, KaTo BCUYKY ca MMaJIi aHaMHe3a 3a MPeAX0rKIalla JIbYeTepanys Ha Tasa.

YecroTara Ha T€3u CHOMTHS Bapupa 10 BHI U TEKECT OT HaOJII0JaBaHe Ha CBOOOIEH a3 IIPH HaTHBHA
peHTreHorpadus Ha Kopema, KOeTo € MPEeMHUHAJI0 0e3 JieueHue, 10 nepdopaliys Ha uepBaTa ¢
aboMHUHAJIEH a0CIieC 1 JIeTAJICH U3X0/. B HAKOU cilydau € UMajo ChIThTCTBAIO UHTPAa0JOMUHAITHO
BB3MAJICHHUE OT S3BEHA 0OJIECT Ha CTOMaxa, TYMOPHA HEKPO3a, JUBEPTUKYIUT WU KOJHUT, CBbP3aH C
XUMHOTEPAITHATA.
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Jleranen u3xoJ1 € O ChOOIIEH MPU MPUOIU3UTEIHO €IHA TPETA OT CEPHO3HUTE CIIyYan Ha
CTOMAIITHO-YPEBHU Mepdopanu, Koeto npeactasisisa Mexay 0,2%-1% oT BCHUKH MallueHTH,
JIeKyBaHU ¢ OeBau3yMao.

[Ipn xIMHUYHAUTE M3NUTBaHKA ¢ OeBann3yMad, CTOMAITHO-IYPEeBHA (DUCTYIH (BCUYKH CTETIEHH) ca
CHOOIIaBaHU C YecToTa 10 2% MpH NAIMEeHTH C METacTa3upal KOJIOPEKTaJleH paK M pak Ha sifuHuKa,
HO ca ChOOIIaBaHU MMO-PSJIKO ITPH MAIUSHTH C IPYTH BHIOBE paK.

CY-sazunanuu pucmyau 6 npovuearne GOG-0240

B u3nuTBaHe Npy NaMEeHTH C IEPCUCTUPAI, PSIIMIUBUPAL HITU METACTa3upajl paKk Ha MaTOYHaTa
mmiika, yecrorata Ha CU-Barunanuu guctynu e 8,3% npu nanueHTuTe, JeKyBaHu ¢ 6eBau3ymMa, 1
0,9% npu KOHTpOITHATA TpyTa MAIMeHTH, KaTO BCHYKH ca UMalld aHAMHE3a 3a MPe/IIIecTBaIa
mpyetepamnus Ha Ta3a. Yecrorata Ha CU-BarmHanHu QUCTYIIH B Tpynara, JIeKyBaHa ¢ OeBalu3y
XUMHOTEPAITUS € TI0-BUCOKA MPH MAIIMEHTH C PEIUINB B 00JIaCTTa Ha MPEAIIECTBAIA JIbUETE i
(16,7%), B cpaBHEHHE C MALMEHTH 0€3 MpeIIIecTBalla JTbueTepanis u/mwin 0e3 penuIuB B,Q&Tm
Ha TIpemecTBama Jbuetepanus (3,6%). CbOTBETHUTE YECTOTH NPU KOHTPOJIHATA rpyTa oy vaBaiia
caMo XUMHOTepanusl, ca choTBeTHO 1,1% crpsimo 0,8%. [laruenTure, KOUTO pa3BUBA -BaruHAJIHU
bucTyIH, MOXKE CHIO Ja UMAT YPEBHA OOCTPYKIHS U CE HYKIAAT OT xnpypquaWT PBEHIINS,
KaKTO U OT OTKJIOHSIBAIIIM OCTOMUH. 25)

Qucmynu uzevn CY mpaxm (8xc. mouxa 4.4) ¢
Ymorpebara Ha GeBar3ymMal e cBhp3aHa ChC CEPHO3HU CITydan Ha 1, BKIIFOUUTETHO PEaKInH,
3aBBPLIMIN ChC CMBPT. )

OT KIMHUYHO M3MUTBAHE TP MAIUCHTH C TIEPCUCTHUPAII, P& H@Hpam WJIM METacTa3upal paKk Ha
MarouHara muiika (GOG-240), ce cpobmmana, ge 1,8% ot HTHUTE, JIKYBaHU ¢ OeBaru3ymal u
1,4% oT KOHTpOJIHATA TPpYyIa MAIMEHTH ca UM QHC BbH CTOMAIIHO-YPEBHUS

TPAKT - BArMHAJIHY, HA MUKOYHHUS MEXYP WU Ha )KeH(w I10JIOBA CUCTEMA.

Heuecro (>0,1% mo < 1%) ce choOIaBa 3a ¢u 1, KOUTO 3acsaraT 00JIaCTH B OpraHU3Ma U3BbH
CTOMAIITHO-YPEBHUS TPAKT (Harp. OPOHXOILL HU ¥ OniHapHu QUCTYIHN), HAOII0AaBaHU MPH
pasnnuHu nokasanus. CroOiiasa ce 3a ¢ U ¥ [0 BpEMe Ha TOCTMAPKETUHTOBOTO TPUIIOKEHHE.

Peakuuu ce c00IIaBaT o pa3IndHO(BpPEMe Ha JICUCHHETO, BAPUPAIIIO OT €IHA CEIMHIIA 110 Hal
1 roJuHa cresl HAYalloTo Ha MPUIMKCHUETO Ha OeBalM3ymMa0, KaTo MOBEYETO PEaKIIMi Bb3HUKBAT

pe3 NbPBUTC 6 MeEcena OT TC sATa.

3apacmeare na panu (69{.90111«1 4.4)

Twii kato OeBaru3ymal € J1a TIOBJTUsie HeOJIAaropHUsITHO HA 3apacTBAaHETO HA paHUTE, MAIUCHTH,
MIPY KOUTO € MPOB a ToJsIMa oIepaItys Ipe3 MOCAeaHUTE 28 THU, ca OUIN U3KITIOUYEHU OT YIacTHE
B KIINHUYHUTE BaHus ¢asa 1.

Io Bpeme ?%HHHqHHTe M3MUTBAaHUS HA METACTa3upajl paK Ha Ae0eJI0TO YePBO MM PEKTyMa He €
HaOJIIo, TIOBHUIICH PUCK OT IMMOCTONECPATUBHO KbPBECHE UJIN YCIIOKHECHUS IIPU 3apaCTBAHE Ha

pa PH MAIMEHTH, KOUTO ca OMJIIN MOJI0KEHH Ha rojisiMa ornepanus 28-60 1Hu npenn Ha4aaoTo
Ha%unaraﬂe Ha OeBann3ymal. [loBuieHa yecToTa Ha MOCTONEPATUBHO KbPBEHE MU YCIIOKHEHUE
MIpH 3apacTBaHE Ha paHaTa, KOMTO ca ce MposiBIIn 10 60 THU ciies rojsma oneparys, € HabarogaBana,
aKo MaIMeHTHT ¢ OWJI JIeKyBaH ¢ OeBalu3yMad KbM BpEMETO Ha onepanusTta. Yecrorarta e Bapupana
mexay 10% (4/40) u 20% (3/15).

JoxmagBanu ca cepruo3HH YCIOKHEHUS P 3apacTBAHETO Ha paHH, BKIIOYUTEITHO U YCIOKHEHHS Ha
aHACTOMO3H, HAKOU OT KOUTO Ca 3aBbPINMIN (DaTATHO.

[Ipu u3nUTBaHUS MIPH JIOKATHO PEIUANBUPAI U METacTa3upal paKk Ha MIIeYHATA JKje3a ca
Ha0II0JaBaHM YCIIOKHEHUS IPH 3apacTBaHe Ha paHH OT cTeneH 3-5 mpu 1o 1,1% ot manuenture,
noJrydaBaiu OeBaru3ymao, B cpaBaerue ¢ 110 0,9% oT maIneHTuTe B KOHTPOIHHUTE TPYITN
(NCI-CTCAE v.3).
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[Tpn KIMHUYHUTE U3MUTBAHKS TIPH KapLUHOM Ha SHYHUIMTE ca HAOII0IaBaHH YCIOKHEHHS IPU
3apacTBaHe Ha paHara oT cterneH 3-5 npu 10 1,8% oT mauueHTKuTe B rpynata ¢ 6eBanusymad, crpsMo
0,1% B xortponHara rpymna (NCI-CTCAE v.3).

Xunepmonus (exc. mouka 4.4)

B knmuHUYHKTE M3NUTBaHUS, ¢ U3KIIOUeHHE Ha poyuBane JO25567, obmaTa 4ecToTa Ha XUIEPTOHUS
(Bcwukwu crenenn) goctura 110 42,1% B rpymuTe, JeKyBaHU ¢ OeBanuzyma0, B cpaBHeHHE ¢ 10 14%
pu KOHTposHUTE rpynu. O6mara gectora Ha xunepTonus crered 3 u 4 mo NCI-CTC npu
MAIUCHTHUTE, JISKyBaHH ¢ OeBann3yma0o, Bapupa ot 0,4% o 17,9%. Xunepronus creneH 4
(xunepToHMYHA KpH3a) € HabmomaBaHa mpu A0 1,0% oT manuenTure, JeKyBaHu ¢ OeBau3yMad u
XUMHOTepanus, B cpaBHeHne ¢ 10 0,2% OT manueHTnTe, JIeKyBaH! ChC ChIATa XUMHUOTEPAITHS

CaMOCTOATCIIHO. b(b'

B mpoyusane JO25567, xunepToHusi OT BCHUKH CTETIEHU € Habmoaasana npu 77,3% ot ng&xnme,
nosy4yaBanu OeBanuzymMab B KOMOMHAIHMSA C €PIOTHHHUO KaTo JISYCHUE OT ITbPBa JIMHUSA HE)
neckBamo3eH HIIKPB/I ¢ EGFR aktuBupamu mytaruu, B cpaBaenue ¢ 14,3% ot maudenTuTe,
JIEKyBaHH C €pIOTHHUO CaMOCTOSTEIHO. XUIIEPTOHMS CTEIICH 3 € HabJtoJaBaHa 11 ,0% ot
NalMeHTHTE, JIEKyBaHU ¢ OeBaln3yMab B KOMOMHALMSA C epIOTUHHO, B cpaBHEHH@)C 11,7% npu
MalMeHTHTE, JEKYBaHH ¢ epIIOTHHHO camocTosaTenHo. He ca HabironaBaHu &\J®ian Ha XUIEPTOHHS

crened 4 wnu 5.
@2\

XunepToHHUsTa OOMKHOBEHO € OWiia afieKBaTHO KOHTPOJIMPaHa C Tie HU aHTUXUIIEPTEH3UBHU
CpeICTBa KaTO HHXHOUTOPH HA aHTMOTCH3UH-KOHBEPTUPAIIIHS € , TUYPETHULIN U KaJIlIUEBU
aHTaroHNCTH. B peku cirydyan 15 ¢ JoBena 10 NpeyCTaHOBsIBAAR Ha JICUCHNETO ¢ GeBaun3ymad wiu
XOCIUTAIA3ALHS. Q

Hma MHOTO peiki ChOOIIeHHS 3a CIy4an Ha xnnepTog?gla eHieaIonaTus, HIKOU OT KOUTO ca OUiH
C JIETAJICH U3XO/I. ¢

PuckbT OT XUMIEpTOHMSI, CBHpP3aHa ¢ OeBaIu %, HE € KOpeIupaj ¢ U3XOIHUTE XapaKTEPUCTUKU Ha
MAIUEHTHTE, C OCHOBHOTO 3200JIsIBaHE W 'FTCTBAIIOTO JICUCHNUE.

Cunopom na nocmepuopna obpamumasenyedanonamus (exc. mouxa 4.4)

[Ipu manmenTw, JiekyBaHu ¢ OeBai3yMad, UMa peJKy ChOOIIEHH 3a pa3BUTHE HA TIPU3HALIN U
CHMIITOMH, CHOTBETCTBAIIM H E, psiaxo HeBposoruuHo HapyiieHue. [IposBure moxe ia
BKJIFOUBAT I'bPYOBE, TJIaBO ,/TIPOMEHEH ICUXUYUEH CTAaTyC, 3pUTECTHU HAPYIICHUS WA KOPOBa
CJIETIOTa, ChC WK 0e3 Chb TBama xunepronnd. Knuanuaure npossu Ha CIIOE wecto ca
Hecnenu(puIHU U 110 oBa 3a nmuarHoctunupane Ha CIIOE e Heo0XoauMo MOTBBPKACHUE Upe3
o0Opa3Ha THarHoctT Ha MO3bKa, 3a MPEANOYUTAHE IIOCPEACTBOM SAPESHO-MArHUTEH PE30HAHC

SMP).
( ) «Q,

IIpn mamm , pasBuBau CIIOE ce npenopbuBa paHHO pa3no3HaBaHE HA CUMIITOMHUTE ¢ He3a0aBHO
JIe9eHN @ nenupUIHATE CUMIITOMH, BKITIOYMTETHO KOHTPOJI Ha XUIIEPTOHUATA (aKO 3a00IsIBAHETO
ec 1&0 C TeXKa HEKOHTPOJIMPaHa XUIIEPTOHHMS ), KAKTO U MPEYCTAHOBSIBAHE HA TepanusiTa ¢
66$H3yMa6. CumnromuTe 0OMKHOBEHO OT3BYYaBaT MJIH c€ MOA00PSIBAT 10 JHU CII CIIUpaHe Ha
JIEYEHUETO, BBIIPEKU Y€ HAKOM OT MAllUEHTUTE Ca MMAIU HEBPOJIOTUYHMU MocnencTrs. bezonacHocrra
NIpY TIOTHOBSIBaHE Ha TepanusTa ¢ OeBanu3ymad npu nanuenty, nonyyuinn CIIOE npeau ToBa, He €
U3BECTHA.

ITo Bpeme Ha KIMHUYHATE U3MATBAaHMS ca choOmenu 8 cimydas Ha CIIOE. B nBa oT ocemte cimyuas
HSIMA PaJHoJIOTHYHO MTOTBBPKIIEHUE TocpeacTBoM SIMP.

Lpomeunypus (sxc. mouka 4.4)
ITo BpeMe Ha KIMHUYHWTE U3MUTBAHUS ce CHOOIaBa 3a MPOTeHHYpHs B rpanurure Ha 0,7 10 54,7%
OT MAIUCHTHUTE, MMOJTyJYaBaly OeBaru3ymao.
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[IporennypusTa € Bapupaia o TeKeCT OT KIMHUYHO 0e3CHMIITOMHA, IIPEXO0IHA, CIIeIH OT
NPOTEHHYPHS 10 HePOTHIEH CHHIPOM, KaTO B FOJSIMOTO MHO3HHCTBO OT CIIy4auTe € Onma
nporeunypus creried 1 (NCI-CTCAE v.3). [Iporennypus crenen 3 ce cpobmasa npu 10,9% ot
neKyBaHUTe nauueHTu. [IpoTennypus cteneH 4 (HeppoTHieH cuHAPOM) e HabmogaBana npu 1o 1,4%
OT JICKyBaHHUTE NanueHTH. [IpernopryuBa ce u3cieaBane 3a MPOTEHHYPHUs, IPEIH J1a Ce 3aI0THE
nedenue ¢ Oeparu3ymad. IIpu moBeueTo KIMHUYHY U3MUTBAHUS HUBA HA IPOTEHH B yPHHATA OT

> 2 g/24 4aca ca J0BEIH 10 3abpKaHe Ha IPUIOKEHUETO Ha OeBaliu3ymMald 10 Bb3CTaHOBSIBAHE JI0
<2 g/24 gaca.

Kpveousnue (soic. mouka 4.4)

[lo BpeMe Ha KITUHUYHUTE U3MUTBAHUS MPU BCHUYKH MTOKa3aHUs 00IaTa YeCTOTa Ha PEAKIIMUTE C
kbpBeHe crened 3-5 ciopenq NCI-CTCAE v.3 ca Bapupamu ot 0,4% m0 6,9% npu nanueHTure,
JICKyBaHU ¢ OeBanmu3yMad, B cpaBHEHUE ¢ 70 4,5% OT NallMeHTUTE ¢ XUMHOTEpaIs B KOHTpOH}@

rpyna. %)

OT KIMHUYHO M3NKTBAHE NPU MALUEHTH C NEPCUCTUPALL, PELUIUBUPAIL NI MeTaCTa@ pax Ha
MaToyHara muiika (npoyuBane GOG-0240), peakiuu ¢ KbpBEHE CTEIEH 3-5 ce Cho0 T [IpU HE
nosede ot 8,3% OT mauueHTuTe, JIEKyBaH! ¢ OeBann3ymad B KOMOMHALHS C MAKIT %en "
TOIIOTEKAaH, B CPaBHEHHE C HE moBeue oT 4,6% OT manueHTuTe, JeKyBaHH ¢ nafcﬂigﬁcen Y TOIIOTEKaH.

XCMOpaFI/I‘IHI/ITC pCaKknumn, KOUTO Ca Ha6J1IOI[aBaHI/I 110 BpEMEC Ha KIIMHUYH SIIUTBAaHUA, Ca 6I/IJII/I
HPEIMMHO KPBBOM3IHMBH, CBBP3aHHU C TyMOpa (BXK. MO-J0ITY), ¥ MaJKH O-JINTABUYHU
KPBBOU3NMBH (HAIP. EMUCTAKCHUC).

Kpwveousnus, cevpszan ¢ mymopa (6. mouxka 4.4) (bQ
I"osisim mmn MacuBeH 6e10ApoOeH KPbBOU3IUB/XEMOIITH3A @J‘IIOHBB&H NPEIUMHO TIpU
W3MUTBAaHUATA TIPH MAIUECHTH C HeJIPeOHOKIEThUCH pggﬁ must ipo6 (HAKPB/T). BeamoxkanTe

PUCKOBH (PaKTOPH BKIIFOUBAT CKBAMO3HOKJIEThUHA XU orus, JICUeHHe ¢
aHTUPEBMATHYHU/TTPOTHBOBB3MAIUTEIHN BEIIECT @wem/le C aHTHKOATyJIaHTH, TIPEAIIECTBAIIA
JbUETEpaIus, Tepanus ¢ 0eBanu3ymad, aHaMH %% aTepoCKIIepo3a, IEHTPAITHA JIOKAIH3AIUs Ha
TyMOpa U KaBUTAIHsI HA TYMOPHUTE TIPEIIU 1. BpeMe Ha JieueHneTo. EquHCTBEeHUTE moKa3aTeny,
KOHMTO ITOKa3BaT CTaTUCTHYECKHU 3HAYMMa TaIysl ¢ KbPBEHETO, Ca TepanusTa ¢ OeBaruzymad u
CKBaMO3HOKJIEThYHATA XHUCTONOTHA. 11 aTu ¢ HIKPB/] ¢ n3BecTHA CKBaMO3HOKJICThYHA
XHCTOJIOTHS HJIU ChC CMECEH KJIeThu€H)THUII C IIpeodIajaBallia CKBAMO3HOKIIEThYHA XHCTOJIOTHS ca
W3KIIIOYEHH OT TOCIIeABaIMTe M3firBanus BB ¢a3a I, a ca BKIrOUBaHM NaIEeHTH C HEU3BECTHA
TyMOpPHA XUCTOJIOTHSI. *

IIpu nanueHTH ¢ HﬂKPngpH KOHTO € U3KJIF0UeHa NpeodIiagaBalia CKBaMO3HOKIIEThYHA
XHUCTOJIOTHS, ca HaOJI HH PEaKINU OT BCUYKH CTETIEHH ¢ YecToTa A0 9,3% mnpu JieueHue ¢
OeBan3yMab IIIOCKMIMHUOTEpAITHS B CPaBHEHHUE ¢ JI0 5% MpH NAIIMEHTHUTE, JIEKYBaHH CaMo C
XUMHUOTEPAITHS. JIF0JTABAHM Ca PEaKIUU OT cTereH 3-5 mpu 10 2,3% OT marueHTuTe, JIEKyBaH! C
OeBanmzyma fiatoc XMMUOTEpansi, B cpaBHeHue ¢ < 1% NpH Te3u caMo ¢ XUMHOTEPAITUs

(NCI-CT .3). lonsim nim macuBeH 0enopoOeH KPbBOU3IMB/XEMONTH3a MOXKE Jia Bb3HUKHE
BHe3aH{~®f< TO /IO JIBE€ TPETH OT CEPHO3HUTE OEIOAPOOHN KPHBOU3IHMBH Ca 3aBbPIIIIH JIETATHO.

H&Lo@ueﬁm 32 KPbBOUBIIUBU OT CTOMAIIIHO-UYPEBHUS TPAKT, BKIOUUTEIHO KbPBEHE OT PEKTyMa U
MeJICHA, TIPY TIAITUEHTH C KOJIOPEKTAJICH KapIIMHOM, KaTo T€ Ca OIICHEH! KaTO KPHBOM3JIMBH, CBHP3aHU
C HATMYMETO Ha TYMOP.

TyMop-CcBBp3aH KPBBOU3IHUB € OWJI PSIKO HAOIOMaBaH U TP JIPYTH BUJIOBE TYMOPH U JIOKATU3AIIHY,
BKITIOUHTEITHO U CITy4au Ha KbpBeHE B IieHTpaitHaTta HepBHa cuctema (LJHC) nmpu nanmenTu ¢
metactazu B [{HC (Bxk. Touka 4.4).

Yecrorara Ha kbpBeHe B [IHC npu nammenTu ¢ HenmekyBanu meractasu B [{THC, momydaBamu
OeBaru3yMal, He € OlleHsIBaHa MMPOCIEKTUBHO B PAHIOMHU3UPAHU KIMHUYHY W3nuTBaHus. [Ipn enun
EKCIJIOPaTOPEH PETPOCIICKTUBEH aHAIKN3 Ha JJAaHHM OT 13 3aBBpIICHU paHIOMU3UPAHU U3MTUTBAHHS
TIpH MAIUEHTH C pa3IudeH BUA TyMmopH, 3 ot 91 marmentu (3,3%) ¢ MeTacTasu B MO3bKa Ca MOy IHIH
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kbpBeHe B IIHC (BcuukuTte crernen 4) mpu JieueHue ¢ 6eBanmn3ymad, B cpaBHEHHE ¢ 1 cirydaii (crereH
5) ot 96 maumenTu (1%), KonTO He ca eKkcroHWpaHu Ha OeBaruzymad. [Ipu 1Be mocnegoBaTeTHN
U3MUTBaHUS (KOUTO BKIIFOYBAT OKOJIO 800 MaIienTy), Ipy NaIMeHTH C JISKyBaHH METAcTa3u B MO3bKa
M0 BpeMe Ha MEeKAMHHUS aHaTN3 Ha 0€30I1aCHOCTTA ce ChOOIaBa 3a eANH CIy4ail P MaHeHT C
kpbBom3nuB B LIHC crenen 2 ot 06mio 83 nuiia, nexyBann ¢ 6eBannzymad (1,2%) (NCI-CTCAE v.3).

BBB BCHUKH KIMHUYHU U3MUTBAHUS KOXKHO-TUTABUYHN KPHBOM3INBY ca HabmonaBanu npu 110 50%
OT MAIUeHTHTE, JIeKyBaHU ¢ OeBanmn3yMad. Te ca Omin Hali-4ecTO eMMCTaKCHUC cTeneH | cropen
NCI-CTCAE v.3, KOHTO € mpOIBJDKII MTO-MAJIKO OT 5 MUHYTH, OT3ByYall € 0e3 JIeKapcka Hameca U He
€ M3KMCKBaJl IPOMEHHU B cXeMaTa Ha JieueHune ¢ OeBanmuzymad. KnuanyauTe nanau 3a 6e30MacHoOCT
MOKAa3BarT, 4Ye YecTOTaTa Ha MAIKUTE KOKHO-JTUTaBUYHN KPHBOM3IMBY (HAMp. €MMUCTAKCUC) MOXKE Aa

ObJIe J03a-3aBHUCHMA.
(O"b
%)

HaGmronaBanu ca ¥ Mo-peiku peakiiiy Ha MaJIKH KOXXHO-JIMTAaBUYHU KPBBOU3IUBHY C ApYyTra
JIOKAIIM3alus, KaTo KbPBEHE OT BEHIIUTE WJIM BaTHHAITHO KbPBEHE. &

O
Tpomboembonuzvm (6. mouka 4.4) *Q

Apmepuanern mpomboemboau3vM (b@
HalmronaBaHa ¢ MOBHUIICHA YECTOTA HA apTePHaIHU TPOMOOeMOOIMYHN peag{(u Py MalUeHTH,
JIeKyBaHU ¢ OeBanu3yMal Npu MoKa3aHUs, BKIIOYBAIINA MO3bUYHO-CHIOBY JICHTH, UHPAPKT Ha
MHOKap/1a, MPEXOJHH HCXEMHYHH TIPUCTHIHN U JPYTH apTePHAIHH TPO, MOOJIMYHU PEaKIUH.

ITo BpeMe Ha KITMHUYHUTE U3MUTBAHUS 00IlaTa YSCTOTa Ha apTe HUTE TPOMOOEMOOIMYHU
peaxuuu Bapupa 110 3,8% mpu rpymnure, JIeKyBaHu ¢ OeBau3 B cpaBHeHue ¢ 10 2,1% B
KOHTPOJIHUTE TPYIIH, MOTyYaBaan XuMuoTepamnus. Mma cb HUs 3a JetaieH uzxoy mpu 0,8% ot
MAIMCHTHUTE, JICKYBaHH ¢ OeBaln3ymal, B CpaBHEHHUE C OT MAI[UCHTHUTE, MTOJTy4aBaIH
CaMOCTOSITEITHO XUMHOTeparust. MO3bUHO-ChJIOBU U CHTH (BKIIOYUTEITHO MPEXOIHH UCXEMHUYHHU
MIPHUCTBIN) ce choOIasar mpu 10 2,7% OT namnueH , IEKyBaHH ¢ OeBann3yMad B KOMOHMHAIIUS C
XUMHOTEpanus, B cpaBHeHue ¢ 10 0,5% ot nau@me, OJTy4aBajIl XUMHOTEPAITUS CAMOCTOSTEIIHO.
WudapkT Ha MHOKap/a ce cho0IIaBa Mmpu 10 @A) OT MaIMEHTHUTE, JIEKYBaHH ¢ OeBannu3ymal B
KOMOWHAIUS C XUMHOTEpaIus, B cpaBHe}@ 10 0,7% OT manueHTrTe, NOJTy4aBaId XUMHOTEPAITHS
CaMOCTOSTEIHO.

B pamkuTe Ha eIHO KIMHUYHO U TBaHe oLeHsBalo 6eBau3yMad B KOMOMHALUS C

5- @nyopoypaunn/q)onHHOBa Kl{% uHa, AVF2192g, ca BKIIOYEHU NAUEHTH C METacTa3upa
KOJIOPEKTAJIeH KapIIMHOM He ca OMJIM KaHJUJATH 32 JIeYeHHe ¢ UPUHOTEeKaH. B ToBa M3nuTBaHe
ca HaOJIo1aBaHy apTep TpomboemOomunn peakiuu pu 11% (11/100) ot nanuenTure, B
cpaBHenue ¢ 5,8% (6/ 1@) KOHTpOJIHATa rpyna ¢ XUMHOTEpamusl.

Benosen mpOM 0IU3bM

YecroraTa H O3HHU TPOMOOEMOOINYHY PEAKIMHU TIPH KIMHUYHNUTE U3IHUTBAHUS € T10100Ha TIPH
naunenm’;%e;? JTydaBany OeBannu3yMad B KOMOMHAIMS C XUMHOTEPAIHs, B CPaBHEHHE C TE3H B
KOHTPO rpyIa, JJeKyBaHH caMo ¢ XUMHOTepamusa. BeHo3HuTe TpOMOOEMOOIUYHN PeaKIIuU
BK@ T TpoM003a Ha ABIOOKHUTE BEHH, 0es101poOeH eMOONIn3bM U TpoMOO(DIeOnT.

ITo BpeMe Ha KIMHUYHWTE U3MHUTBAHUS TPY TTOKa3aHUATA 00IIaTa YeCTOTa HAa BEHO3HU
TpOMOOEMOOIMYHYN peakinu € Bapupaia ot 2,8% 1o 17,3% npu nanuenTure, JeKyBaHH C
OeBanm3zymal, B cpaBHeHue ¢ 3,2% 10 15,6% mpu KOHTPOJIHUTE paMeHa.

Mma crobimeHus 3a BeHO3HH TpoMboeMOonnaau peakmnuu oT cterneH 3-5 (NCI-CTCAE v.3) pu no
7,8% OT mauueHTHTe, JEKyBaHH C XUMHOTEpanus Iioc OeBaunzymad, B cpaBHeHue ¢ 10 4,9% ot
MalMeHTHTE, JEKYBaHH CaMO C XUMHOTEpanu (3a BCUYKH MOKAa3aHUs, C M3KIIOYCHNE Ha
HEepCUCTUPALLl, PELUIUBUPAIL MM MEeTacTa3upaj pak Ha MaToyHaTa IIuiKa).

OT KIMHUYHO U3MUTBAHE MPH MAIUSHTH C TIEPCUCTHUPAIL, PEIIUAUBHUPAII] WIIA METaCcTa3upall pak Ha
MarouHara muiika (mpoyusane GOG-0240), BeHO3HH TPOMOOEMOOINIHH PEaKIIUK OT CTETIeH 3-5 ce
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CHOOIIaBaT mpu He moBede ot 15,6% oT manueHTHTe, IeKyBaH! ¢ OeBann3yMad B KOMOMHAIINSA C
TAKJINTaKCel ¥ NUCIUIATHH, B CpaBHEHHE ¢ He ToBeue oT 7,0% OT manueHTHTe, JIeKyBaHH C
MAKJIUTAKCEI ¥ IIUCIUIATHH.

[TarmeHTH, KOMTO Ca MOYYHIH BEHO3HA TPOMOOEMOOIIYHA peaKIys, MOXe J1a ca N3JI0KEHH! Ha
MO-BHUCOK PUCK OT PEIMINB, aKO MOy4yaBaT OeBaru3ymMad B KOMOWHAIHS ¢ XUMHOTEPAIHs B
CpaBHEHHUE ChC CAMOCTOSITEIHOTO MPUIIOKEHUE HA XUMUOTEPAITHSL.

3acmouina cvpoeuna Heoocmamvyrocm (3CH)

B knmuHMYHKTE M3NUTBaHUs ¢ OeBann3ymal, € HabMoAaBaHa 3acTolHa ChpAeyHa HEIOCTATHYHOCT
(3CH) mpu BcuuKM NIOKa3aHUsI ¢ pak, U3cIeIBaHH JOCera, HO € Bb3HUKBaJa MPEANMHO TPH MallUeHTH
C MeTacTazupall pak Ha MIIeYHaTa >kJie3a. B uetupu uznutBanus daza I (AVF2119g, E2100,
BO17708 u AVF3694¢g) npu manueHTH ¢ MeTacTa3upall pak Ha MiIeyHaTa xkJie3a ce OTOems13Ba

crernied 3 (NCI-CTCAE v.3) unu no-ronsima nipu 110 3,5% OT malueHTHTe, JeKyBaHH ¢ OeBail a0 B
KoMOMHauus ¢ XuMuoTtepanus B cpaBHeHue ¢ 10 0,9% B konTponaure rpynu. [lpu nanue oT
npoyuBane AVF3694g, nony4yaBany aHTpaMKIMHA €THOBPEMEHHO ¢ OeBann3zyma0, de aTa Ha
3CH cremnen 3 win 1mo-BUCOKa ChOTBETHO B paMeHaTa ¢ OeBau3ymMald U KOHTPOIHUTE eHa ¢
nmomo0Ha Ha Ta3W B APYTUTE MIPOYYBAHUS IIPU METACTa3Upall paKk Ha TbplaTa; Z,i‘g&p MOTO C

aHTpauuKInH + O6eBarusymad u 0% B paMoTo ¢ aHTpauuKiIMH + mianedo. OcBef’J0Ba B IPOyyBaHe
AVF3694¢g gectorara Ha 3CH 0T BcHYKH cTeTeH € IoA00Ha B paMeHaTa ¢
aHTPAIUKINH + OeBaru3ymab (6,2%) u anTpaukind + miamebo (6,0%) \2&

IloBeueto oT manueHTure, kouto pazsuBat 3CH mo Bpeme Ha KJII/IH»@JTC uznutBanus 3a MPMK, ca
MOKAa3aJIU 110JJOOpEeHNe Ha CUMIITOMUTE M/UIH Ha JICBOKAMEPHAT: KLU Cle] MOAXO0As1Ia
MeIUKaMEHTO3Ha Teparusl. Ny

[Tpu moBeueTo KIMHUYHU U3MUTBAHUS ¢ OeBalu3ymMad QHTI/ITC ¢ mpenmectBamna 3CH mo NYHA
(New York Heart Association) II - IV ca 6unm I/I3Knm&, Mopajii ToBa HsMa HHPOPMAITUS OTHOCHO
pucka ot 3CH nipu tazu nomynanus. ¢

BB3MOKHO € npeamiecTBamo JeueHue ¢ aHT JIMHY W/WIIH IPeJIIIecTBaIo 00IbYBAHE HA CTEHATA
Ha IPBAHUS KOII Ja ca PUCKOBH q)aKTOpI/I@ 3putue Ha 3CH.

B KIMHWUYHO M3MUTBAHE MPH nauHeH@pc mudyseH B-eapoknersuen mumdom e Habro1aBaHa
nosuireHa yecrora Ha 3CH, xoragd,e noiayuaBan OeBannzymad ¢ KyMyJIaTHBHA 1032 JOKCOPYOUIIMH
no-rojisama ot 300 mg/m?. To nHUYHO m3nuTBaHe ¢a3za Il cpaBHsaBa

putykcumad/muknodocda KkcopyOunuH/BUHKpUCcTHH/Tipesan30H (R-CHOP) mitoc
oepanmzymabd ¢ R-CHOP, eBanuzymal. Berpeku ge wecrorara Ha 3CH B n1Bete rpymu e
MO-BUCOKA OT HA0II0A Ta MpeIu TOBa MIPH Tepanusi C JOKCOPYOHUIIMH, YeCTOTaTa € II0-BHCOKa B

rpynata R-CHOP ¢ 6eBannzymab. Te3u pe3ynTaTu MmpernoiaraT BHUMaTeTHO HaOIII0CHUE U
npeu3Ha oleH CBPJICYHUS CTATYC Ha TAIMEHTH ¢ KyMYJIATHBHH JIO3U JIOKCOPYOUIIMH Ha
300 mg/m?, 0 € KoMOuHMpaH ¢ O6eBanu3yma0.

Peakuumgepbxwecmeumeﬂﬁocm/peakuuu KoM un@ysusma (xc. mouka 4.4 u llocmmapkemuneos
on -001

[Ipw BsKOW KITMHUYHYU M3NUTBAHUS aHAPWIAKTUIHUTE PEAKIIUY U PEaKIIMUTE OT aHA(MIAKTOUICH THII
0s1xa J0KJIaJIBaHM [10-YE€CTO MPH MALMEHTH, TpUeMaliy OeBau3yMad B KOMOMHAIMS ¢ XUMUOTEPAIIHs,
OTKOJIKOTO TPU CAMOCTOSTEIHO MPUJIaraHe Ha XUMuoTepanus. Te3u peakiiuu NPy HIKOU KIUHHYHU
M3IMTBAaHUS Ha OeBaru3yMal ca yectu (10 5% npu nanueHTuTe, JeKyBaHu ¢ OeBaru3ymao).

Ungpexyuu

OT KIMHUYHO U3MUTBAHE MPH MAIUEHTH C TIEPCUCTHUPAIL, PEIIUAUBHPAIIl WIA METaCcTa3upall PaKk Ha
MaTouHaTa mmiika (nmpoyusane GOG-0240), nndexnuu crenex 3-5 ce cpo0IIaBaT Mpy HE OBEYE OT
24% OT ManUeHTHTe, JIEKyBaHH ¢ OeBai3yMad B KOMOHHAIIWS C ITAKITUTAKCEN U TOTIOTEKaH, B
cpaBHEHHE C He TToBede OT 13% OT manmMeHTUTe, JIeKyBaH! C MaKIUTAKCEN U TOMOTEKaH.
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Osapuanna nedocmamvunocm/@epmuiumem (8ic. mouku 4.4 u 4.6)

B NSABP C-08, knmuanuno n3nutBane ¢a3za Il Ha 6eBanm3ymad npu aaioBaHTHO JIeUYeHHE Ha
MAIUCHTH C paK Ha J1e0esI0TO YePBO, YSCTOTAaTa Ha HOBH CJIy4YaH Ha OBapHaliHa HEJJOCTAThYHOCT,
ompezesicHa KaTo aMeHOpes C MPOIBJDKUTETHOCT 3 wim noBeue Mecena, HuBo Ha FSH > 30 mIU/ml u
OoTpHIIaTelNieH TecT 3a OpemeHHoCT pu u3MepBaHe Ha 3-HCG B cepyma, e oreHsiBaHa pu 295 xeHu B
npenMeHomnay3a. HoBu ciryyan Ha oBapraHa HEIOCTaTHYHOCT ce choOmanar mpu 2,6% ot
nanueHTkute B mFOLFOX-6 rpynara, B cpaBHenue ¢ 39% B rpynara mFOLFOX-6 + GeBannzyma0.
Crnen mpeycTaHOBsSBaHE Ha JieueHHETO ¢ OeBanmzymal, oBapuaiHaTa (DYHKITUS Ce € Bh3CTAaHOBUIIA IIPH
86,2% oT Te3u oneHsABaHU XeHH. [IpIrocpounnTe eeKTH OT JIeYeHHneTO ¢ OeBaru3ymMad BbpXy
(depTUIMTETa HE Ca U3BECTHH.

Jlabopamopnu omxnonenus
Tepamnusra ¢ 6eBanu3zymad MOKe Jja ce CBbpKE C HaMajleHue Ha Opost Ha HeyTpoduure, HaMa)'@’b
Opoii Ha OenuTe KPHBHU KIETKH U HaJIMYME Ha MMPOTEHH B ypUHATA. %)

B xIMHMYHATE U3NUTBaHKS IPH NAIMEHTHTE, JIEKYBaHH ¢ OeBarn3yma0, ca HaCThIWIN, (g AHATE
naboparopuu otkinonenus ot crened 3 u 4 (NCI-CTCAE v.3) ¢ nait-manko 2% pa3n§z CpaBHEHHUE
ChC CHOTBETHHUTE KOHTPOJIHHU I'PYIIN: XUIIEPTIHUKEMHUSI, IIOHMKEH XeMOTTIOONH, X1 HEeMUS,
XHUIIOHATPHEMHS1, HaMaJIeH Opoii Ha OeNiTe KPHBHU KIIETKHU, TOBUILICHO Memyﬂﬁﬁﬂo
HopManmsupano crotHomenue (INR). <

N

KivHrYHUTE U3NUTBAHUSA ca IOKA3aJH, Y€ MIPEXOAHUTE MOBULICHUS H @ YMHUS KPEaTUHUH

(Bapupamu mexay 1,5-1,9 mbTH HaJ U3XOAHOTO HUBO), ChC WK O€ TEUHYPUS], C4 CBBP3aHU C
ynorpebata Ha OeBanu3yMad. HaGmoaBaHOTO MTOBHUIIICHUE HA C HUS KPEaTHHUH HE € CBBP3aHO C
MO-BUCOKATA YeCTOTa HA KIMHUYHUTE MPOSBU Ha OBOPEUHO Y aHe MPY MANUCHTUTE, JICKYBAHU C
OeBaru3ymao. Q

Jlpyru cnenuajgHy HoNnyJIalun \29

Cmapuecka 6v3pacm ¢
[Ipu panomMu3upany KIMHAYHHA U3TUTBAHU @r?paCTTa > 65 ronuHu € Oula CBhp3aHa C MOBHIICH
PUCK OT pa3BUTHE HAa apTEPUATHU TPOMO OJIMYHU PEAKIINH, BKIFOYUTEITHO MO3bYHO-CHIOBU
nHuuaenty (MCH), npexonHu nucxemu npuctbiu (ITUI1) u uadapkr va muokapaa (MM). Hpyru
peakiuy, HabJIF0aBaHH € O-BUCOKA(ILCTOTA IPH MALMEHTH HaJl 65, ca OMIIN JIEBKOIICHUs cTerneH 3-4
u Tpomboruronerns (NCI-CTC ’KV.3); Y BCUYKH CTEIICHU HEYTPOIICHHUS, IUAPHsL, TaJICHE,
TJ1aBO0OJHE U YMOPa, B CPAaBH C BB3pacTHUTE < 65 TOAMHY, IEKyBaHH ¢ OeBanu3yMad (BixK.

touku 4.4 u 4.8 ipu Tpom u3vM). B €MHO KIIMHIYHO M3MUTBAHE YECTOTATa HA XUIICPTOHMS
CTereH > 3 € /1Ba IIbTH II COKa IMpH MallMeHTUTE Ha Bb3PacT > 65 rOJUHH, OTKOJIKOTO B ITO-MJIaJaTa
BB3pacToBa rpyna (< 6@ MUHN). B e1HO0 mpoyyBaHe NpH MaMeHTKH ¢ PE3UCTEHTEH Ha MJIaTHHA
peruaIMBrpaI pa WYHHALIMTE ce CHOOIaBa CHIIO M 32 AJIOTIeNH, Bh3MAJIEHNE Ha JIUTABUIUTE,
nepudepHa cexn a HEBPOIIATHsl, MPOTEUHYPHUS M XUIIEPTEH3MS, KOUTO BH3HUKBAT C YECTOTA
Hal-MaJko ¢ o-Bucoka B rpynara ¢ CT + BV npu nmanuenTkute, JekyBaHu ¢ OeBannzymao, Ha
BB3pacT > OJIMHM, B CpPaBHEHHE C OOJIHUTE, JIEKyBaHU ¢ OeBanu3ymad, Ha Bb3pacT < 65 roJuHu.
Heemn ABaHO MOBHIICHNE B YECTOTATA HA JIPYTH PEAKIMH, BKIIOUUTENHO repdoparys Ha

CT 0-YpEBHUS TPAKT, YCIOKHEHUS NIPH 3a3/lpaBsiBaHE HAa PAHUTE, 3aCTOIHA ChpJEUHa
HERQCTATHYHOCT M KPHBOUZIIMB NPU MALMEHTH B CTap4yecka Bb3pacT (> 65 ToANHH), OTyYaBally
OeBaru3yMa0, B CpaBHEHHE C MMALIMEHTUTE Ha BB3PacT < 65 roJuHM, JIEKYBaHHU ¢ OeBau3yma.

Tleduampuuna nonviauus
be3omnacHocTTa 1 erukacHOCTTa Ha OeBaM3yMal MpH Jena moj 18-roamiiHa Bb3pacT He ca
YCTaHOBEHHU.

B mpoyusane BO25041 na 6eBanusymad, KoiTo € 1o0aBeH KbM mocTorepaTiBHa Tbuetepanus (JIT)
CBITBTCTBAIIO C AI0OBAHTHO MPIIIOKEHHE Ha TEMO30JIOMH/I IIPH TEIUATPUIHH TALEHTH C
HOBOJIMarHOCTHILIMPAH CyIpaTeHTOpHaJIeH, HH(paTeHTOpraleH, iepedenapeH Wi MeayHKyJIapeH
BHUCOKOCTEIICHEH TJIMOM, TPOo(HIbT Ha 6€30IaCHOCT € CPaBHUM C TO3H, HaOII0laBaH Npyu APYTH
BHUJIOBE TYMOPH IIPU BB3PACTHH, JIEKyBaHH C OeBaII3yMal.
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B npoyusane BO20924 ra 6eBanm3yMald ¢ HaCTOSAIIOTO CTAHIAPTHO JICYCHUE IPU METaCTaTHIeH
pabaoMHOCapKOM U CapKOM Ha MEKHTE ThKaHH, Pa3iiMueH OT padJOMHOCAPKOM, MPOGUIBT Ha
0e30macHOCT TpH Jiella, IeKyBaHU ¢ OeBalu3yMad, € CpaBHUM ¢ ipoduia, HaOI0JaBaH Ipu
BB3PACTHH, JICKYBaHU C OeBarm3ymao.

BeBanu3ymab He e paspeliieH 3a yrnorpeda mpu MaueHTy Ha Bb3pacT moj 18 rogunu. B myOinkyBanu
JTUTEepaTypHH CHOOIICHNS ca HaOIII0TaBaHU CITydal Ha OCTEOHEKPO03a, KOSATO HE 3acsra JoIHaTa

YeNoCT, IPY TAIMeHTH Ha Bh3pacT moj 18 ronuHu, TeKyBaHu ¢ 6eBann3ymad.

IIocTMapKETUHI OB OIIUT

Ta6anna 3: Hexenanu peaknum, cb0011eHH NPH NOCTMAPKETHHIOBATA yIOTpeda Q)(b'
(%)
MedDRA Peakumu (uecrora*) &Q
CHCTEMO-OPraHeH KJiac @)
(COK) N
WNudexnum u HekpoTrsupari GacIiiiT, OGHKHOBEHO KATO BTOPHY#A MPOSBA HA
nHbpecTauyuu YCIIOKHEHUS TIPH 3a3paBsBaHETO HA PaHH, CTOMaig—qpeBHa
nepdopanus wim obpa3ysane Ha Quctyna (peaiy) (BxK. ChIIO
Touka 4.4) o\
Hapyumienns Ha uMyHHaTa | Peakiiuu Ha CBpbX4yBCTBUTEIHOCT U Pe @}II/I KbM HHQY3HsITA (C
cucremMa HEHM3BECTHA YECTOTA) ChC CICAHUTE B YKHH ChITBTCTBALLY IIPOSIBU:

JTUCITHESI/3aTPy IHEHO JUIIAHE, 33
XUTIOTOHUS WM XUTIEPTOHUS, OJlHA JiecaTypaius, OoJKa B
TbpANTE, TPHIIKU U TajieHe/ maHe (BX. ChINO Touka 4.4 u
Peaxyuu na cepbquecme;@e ocm/peaxkyuu Kom uHQy3usama

BaHe/duepBEeHUHA/00pHB,

0-Tope) R
Hapyuienns Ha HepBHaTa | XUIIEPTOHUYHA €H naTust (MHOTO pesiku) (BXK. chlio Touka 4.4 u
cucremMa Xunepmonus B T 4.8)

Cunzpom HgecTepropHa ooparuma enedanonarus (CIIOE) (penxn)
(BX. cpIia¢rouka 4.4).

Cb10BM HapyLIEHUS Br0pediA TPOMGOTHYHA MUKPOAHTHONIATHS, KOSTO MOXe KITMHHYHO /1
ce JIPOSIBU KaTo MPOTEHHYPHs (C HEM3BECTHA YECTOTa) ChC MK 03
TCTBAIIO MPUIIOKEHUE Ha CYHUTHHUO. 3 TOMBJIHUTETHA

d opManus 3a IPOTEeUHYPHITa, BUXKTE TouKa 4.4 u [lpomeunypus B
R To4YKa 4.8.

Pecriuparopumu, rp 11 | Tlepdopamus Ha HOCHATA Tperpaja (C HeH3BECTHA YeCTOTa)
MeINACTHHAIHU %)
HapyUIeHUS &Q) Benoapobna xunepToHus (C HEM3BECTHA YECTOTA)

AOO Hucdonns (gectn)
CTOM@O\—‘IpeBHI/I CromManiHo-4peBHa 513Ba (C HEM3BECTHA YECTOTA)

€HUs
X&rarobumapHu [lepdopanns Ha KITBYHUSI MEXYP (C HEM3BECTHA YECTOTA)
HapyIICHHS
Hapymenns na Crobmasat ce ciayuyan Ha Ocreonekposa Ha yentoctta (ONJ) mpu
MYCKYJIHO-CKEJIETHaTa MalMEeHTH, JIEKyBaHHU ¢ OeBalu3yMald, IOBEYETO OT KOUTO ca
cucrema u BB3HUKHAIY [P MAIMEHTH ¢ HACHTH(OUIMPAHN PUCKOBH (hakTOpH 3a
ChEIMHUTETHATA ThKaH ONJ, mo-ciennaiHo eKCO3uIHs Ha HHTPAaBEHO3HU OUdochoHaTH

W/nnm aHaMHe3a 3a 3a00JisiBaHe Ha 3p0UTE, HATArallo HHBa3HBHH
CTOMATOJIOTHIHH MPOTEAYPH (BXK. CHIIO Touka 4.4)

HabmronaBanu ca ciydyan Ha OCTEOHEKPO3a, KOSITO HE 3acsra J1ojHaTa
YeJIIOCT, TIPH MIEAUATPUYHH MALNEHTH, JIEKyBaHH ¢ OeBann3ymad (BxK.
touka 4.8, [leguaTpuyna nomymnamusi).
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MedDRA Peakuuu (4ecrora*)
CHCTEMO-OpPraHeH KJjac

(COK)
BpOI[eHI/I, (paMI/IJ'IHI/I u Ha6JHOI[aBaHI/I ca cnyan Ha q)eTaJ'IHI/I AHOMaAJINu HpI/I JKCHU, .]'ICKYBaHI/I
TCHCTUYHU HapyH_ICHI/IH C 6eBaHI/I3YMa6 CaMOCTOATCIIHO UJIN B KOMGI/IHaHI/ISI C N3BCCTHHU

eMOPHOTOKCHYHN XHMHOTEPAIIEBTHYHH CPeICcTBA (BXK. TOUKa 4.6)

* aKo e OIIpeAciiCHa 4€CTOTaTa, TA € MOJIy4YCHa OT AaHHU OT KIIMHUYHUTC U3IIUTBAHUS

Cpo011aBate Ha NOJAO03UPAHU HEKEIAHU PEAKIIHI

Cro01maBaHeTo Ha MMOJIO3MPAHN HEXKENIaHU PEaKIIUH CIIe]] pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBEHHUS

MPOAYKT € BaKHO. TOBa MM03BOJISIBA Ja MTPOIBJKK HAOIOICHUETO Ha ChOTHOIIICHUETO IMOJI33/PUCK 32

JIeKapCTBEHUS MPOAYKT. OT MEUIIMHCKUTE CIICIUATICTH CE U3MCKBA J]a ChOOIIABAT BCSIKA

[I0I03UPaHa HeXKEIaHa Peakiys Ype3 HAI[MOHAIHA CUCTeMa 3a ChOOIaBaHe, IOCOYCHA B Q)(b'
%)

[Tpunoxxenue V.
Q

4.9 Tlpenosupane QO

[TpunoxeHueTo Ha Hal-BUCOKaTa J103a, M3MKUTBaHa BhpXy Xopa (20 mg/kg T.T., I/I}%&HOSHO npes
2 ceMUIH), € OMJIO CBBP3aHO C TE)KKA MUTPEHA MPU HAKOJIKO TAIUCHTH.

@
@‘3‘\“
N

5.1 ®apmakoauHAMUYHHU CBOWCTBA %,
N

S. ®APMAKOJIOTMYHU CBOMCTBA

dapmakoTeparneBTHYHA IPyra: aHTHHEOTUTACTHYHH U UMY JYJIMpaIy CPe/CcTBa,
AHTHHEOIUTACTHYHH CPEJICTBA, IPYTH aHTHHeonnaCTHqﬂec JICTBa, MOHOKJIOHAJIHK aHTHTena, ATC
xox: LO1IX CO7

Lextemy e OMOIOrHYHO MOI00CH JICKAPCTBEH kT. [TonpoOHa uHbopMaIus ¢ MpeJocTaBeHa Ha
yeOcaiita Ha EBporneiickaTa areHIus 1o Jjie ata http://www.ema.europa.eu.
MexaHu3beM Ha JIEUCTBUE \2\

Beparmsyma6 ce cBbp3Ba Che ChaoBHseHn0TeNneH pactexer paxtop (VEGF), OcHOBEH CTHMYyaTop
Ha BaCKyJIOT'€HE3aTa U aHTUOT'€H a M TI0 TO3W Ha4YMH MHXHOupa cebp3Banero Ha VEGF c Herosute

peuentopu - Flt-1 (VEGFR-1 R (VEGFR-2), Hamupaiy ce Ha HOBbPXHOCTTa HA €HIOTEITHUTE
kieTku. Heytpanusupaser, nosiornyHara aktTuBHOCT Ha VEGF Boau o perpecus Ha
BaCKyJIapu3aIisiTa Ha T uTe, HOPMAaIU3HPa OCTAHAJIMTE TYMOPHU KPBBOHOCHH CBHJIOBE U
MHXUOMpa 00pazyBaHe HOBH CBHJIOBE B TyMOPa, KaTo 10 TO3H HAYUH HHXUOUPA TYMOPHHS
pacrex. %)

@aDMaKOHHm‘IHI/I edexTH

prmox(ek@ 0 Ha OeBanm3ymMab WK CPOJHOTO MYy MHUIIIE aHTUTSIIO Ha KCEHOTPAHCIIIIAHTUPAHH
Moze @pax NP TOJTA MHUIIIKK € TOBEJIO JI0 eKCTCH3MBHA AaHTUTYMOPHA aKTHBHOCT TPH Pak Mpu
40, @Q%KHIO‘II/ITCHHO Ha j1e0e10To YepBo, MileUHaTa XKJie3a, aHKpeaca u npocrarara. [Iporpecusrta
Hﬁracmmpamm 3a00ssIBaHe ¢ OuJia MOTHCHATA U MUKPOBACKYJIAPHUAT NepMeaduInTeT ¢ Ouit
HaMaJcH.

Kinnununa edukacHocT

Memacmasupan kapyurom na oeberomo uyepeo unu pexkmyma (MKPK)

BesonacHoctTa 1 eukacHOCTTa Ha MpenopbuuTenHaTa go3a (5 mg/kg T.T. mpe3 JBe ceaAMULH) IpU
MeTacTazupall KapLUUHOM Ha 1e0eJI0TO YePBO MM PEKTyMa ca MPOYYBAHU B TPH PaHIOMHU3UPAHH,
aKTHBHO KOHTPOJIMPAHH KIMHUYHN M3ITUTBAHHUS B KOMOMHAIHSA C ITbPBA JIMHHUSA XUMHUOTEpAIus,
OCHOBaHa Ha uryoponupuMuaAnHU. beBanmzymab e Omin KOMOMHHPAH C IBE CXEeMU Ha XUMHUOTEPAIHA:
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- AVF2107g: Cxema Ha CEAMHUYHO MPUIOKEHHE Ha HPUHOTEKaH/00ITyC
5-tbmyopoyparmmn/dhonmuosa kucenuaa (IFL) B mpoxbmkeHre Ha 00110 4 CeIMUITN OT BCEKU
6-cenMUUeH LUKBI (cxeMa Ha Saltz).

- AVF0780g: B xomOunamms ¢ 6omyc 5-payopoypaumn/donunosa kucenuna (5-FU/FA) B
MIPOIBIDKCHIE Ha 00110 6 CEIMUITM OT BCEKH 8-ceaMuueH ITUKEI (cxema Ha Roswell Park).

- AVF2192¢g: B xombunarws ¢ 6oryc 5-FU/FA B mpoabmkeHne Ha 00110 6 CeIMHUIIN OT BCEKU
8-ceqmuueH UK (cxema Ha Roswell Park) npu manuenTH, KouTo He ca OWIIM ONTUMAITHUTE
KaH/U/IaTH 32 ITbPBA JIMHKS HA JICYCHNE C HPUHOTEKAH.

[TpoBeneHu ca Tpu AOIBIHUTETHH MIpoyUYBaHus ¢ OeBaun3ymad npu nauueHtn ¢ MKPK: mbpBa nununs
(NO16966), BTopa nuaus 6e3 npeamecTsaino jJeuenue ¢ oeBauuzymad (E3200) u Bropa uHUS €
MpeIIIecTBaIIo JiedeHne ¢ OeBannzymab cies mporpecus Ha 3a00JIIBaHETO MIPH ITbPBA JIMHHS
(ML18147). Ilpu Te3u npoyuBaHus, 6eBau3yMad e nmpuiarad B CISAHUTE CXeMHU B KOMOWHAII
FOLFOX-4 (5FU/LV/okcanumnatun), XELOX (kanenutaObuH/OKCANUTUIATHH) H %)
(IyopOoMPUMUINH/UPHUHOTEKAH U (ITyOPOTTUPUMHUIAH/OKCATUTLIATHH: &‘Q

O

- NO16966: beparuzymab 7,5 mg/kg T.T. Ha BCEKH 3 CEIMUIM B KOMOMHAIIUS C @uma&/m
MIEpOpaITHO U OKCAMUIUIaTHH HHTpaBeHo3HO (XELOX) mu 6eBannzymad 5 Ha BCEKHU
2 cemIMUI B KOMOMHAIINS C JIEBKOBOPHUH ILTIOC S-(iryopoypamui 0oiyc, ﬁy@lgenBaHo oT
uHby3us Ha 5-(Iyopoypamu i okcanumiaTul narpaBeHo3Ho (FOLEQX-4).

- E3200: bepanuzyma6 10 mg/kg 1.T. Ha BCeKH 2 CeIMUITA B KOMOWH C JICBKOBOPUH U
5-thmyopoyparmi 60iryc, ocaeABaHo OT HHPY3H Ha 5-Giryopo W1 U OKCAITUTUTIATHH
nHTpaBeHo3Ho (FOLFOX-4) npu nanueHTH, KOUTo He ca JIeK U ¢ OeBanu3ymao.

- ML18147: beanuzymab 5,0 mg/kg T.T. Ha Bceku 2 ceqm 1 OeBannzymab 7,5 mg/kg T.T.
Ha BCEKH 3 CEIMHIN B KOMOWHAIS C (I)J'IyOPOHI/IpI/IMI/IE PUHOTEKAH I

(hIyoponMpUMIINH/OKCAIUTUIATHH TIPH TTAIIUSHTH C ecHsl Ha 3a00JIIBAaHETO CIIe TbPBa
JIVHUS Ha JIedeHre ¢ OeBanm3yMad. YrorpebaTa Ha, cXeMa, ChIbpiKalla UPUHOTEKAH WITH
OKCAJIMIUIATHH € CMEHEHA B 3aBHCUMOCT OT M3f@§aHeTo Ha OKCATMIUIATHH WX UPUHOTEKaH
MIpH IThPBA JIMHHS HA JICYCHHUE.

N2
AVF2107¢g Q}g\
ToBa e paHIOMHU3UPAHO, TBOHHOCIIAIO, & 0-KOHTPOJIMPAaHO KIMHUYHO u3nuTBane ¢a3za Il 3a
olLIeHKa Ha OeBan3yMad B KOMOMHAIH L xato mbpBa JTMHMS JIEUEHUE HA METacTa3upal
KapIMHOM Ha J1e6en0To uepBo 1 p€isryma. OCeMCTOTHH U TPUHAIECET ALMEHTH ca Ol
panOMu3HpanH aa noxydasar IR+ miane6o (rpyma 1) mmm IFL + Gepanmsyma6 (5 mg/kg mpes
2 ceqmuny, rpyma 2). Tpeta ot 110 nauuentu e nomy4asaina 6onyc 5-FU/FA + GeBaunzymad
(rpymna 3). HaGupaneto Ha TH B Ipyma 3 € OWII0 IpeycTaHOBEHO, KaKTO € OMIIO MPeIBUICHO,
ciies] Kato e Owiia ycTaH 0e3omacHOCTTa Ha cxeMaTa Ha JieueHue ¢ OeBannzymad u IFL u s e
Ouia mpeneHeHa KaTo MiIKBa. JleueHHeTo BbB BCUUKH I'PYIIU € MPOABJDKABAJIO 10 IIPOTrpecus Ha
3a0ossaBanero. OO0 cpeaHa Bb3pacT e ouna 59,4 ronunu; 56,6% OT MaIlMEeHTUTE ca UMAJIA CTaTyC
o ECOG 0,43%Ce’mmainu croitrocT 1, a 0,4% ca umanm croitHoct 2. 15,5% ca momydammu
npeaBapuTe pueTepanus, a 28,4% ca JeKyBaHH IPEAN TOBA C XUMHUOTEPAIIHSL.

Ho To Ha OeBaunzymad kM IFL e noBeno no cratuctnuecku 3HauuMo nosumenne Ha Oll,
H&BHCMOCT 6e3 nporpecus (I1BI1) u o6ma crenen Ha nosnusisane (OCII) (Bx. Tabnuua 4).
Knnanana nonsa, nsmepena upe3 Ol e Ousa Habmo/1aBaHa BbB BCHYKY TPEABAPUTEITHO
crerupUIUpaHy MOATPYIH MAUEHTH, BKIIOYUTEIHO TE3H, ONPEAETIEHH 10 Bb3PacCT, MOJI, CTaTyC,
JIOKaJU3auus Ha IbPBUYHMS TYMOD, Opoii Ha 3acerHaTuTe OpraHd U MPOIBJIKUTETHOCT Ha
METaCTaTUYHOTO 3a00JIsIBaHE.

prw%g MoKa3atelt 3a e(h)UKaCHOCT Ha KIIMHUYHOTO MU3IHUTBaHe € ob1ara npexussemoct (OI).
e
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Pesynrarure 3a epUKaCHOCT OT MPUIIOKEHUETO Ha OeBaru3ymad B komOuHaims ¢ IFL xumuoTepamnus
ca mokazanu Ha Tabnuma 4.

Tabanna 4: PesyaraTu 3a epuxacHocT B KInHNYHO m3nuTeane AVF2107g

AVF2107g
I'pyna 1 I'pyma 2
IFL + mmame6o IFL + 6eBaru3ymad®

bpoit nanuenTu 411 402
00112 TPEKUBIIEMOCT
Mennana Ha BpeMETO 15,6 20,3 (b'
(Mecenn) \J
95% CI 14,29 - 16,99 18,46 - 24,1&@
Koe(puiuent Ha pucK® 0,660 O'\‘

(p-croitroct = 0,00004) QQ

-

[IpexxuBsemocT 6e3 mporpecus n.(b'
Menuana Ha BpeMETO 6,2 @ 7 10,6
(Mecenn) R
Koedurmment Ha puck 0,54 ~X°

(p-ctoitHoCcT <;0001)

>
OO11a cTereH Ha MOBIHSBAHE
Fa®
CreneH (%) 34,8 I 44,8
Py
_{p-Croiinoct = 0,0036)

*5 mg/kg mpe3 2 cenmuiy. Q\‘(\
% [lo OTHOLIEHNE HA KOHTPOJIHATA TPYTIA. Q

IIpu 110-Te nanueHTH, paHIOMHU3UPAaHU B r& 3 (5-FU/FA + 6eBanmzyma0) mipeau
NpEyCTaHOBSBaHE HA YYaCTHUETO Ha Ta3uJyna, menuanata Ha OIl e Omna 18,3 mecena u mequanara
na I1BI1 e 6ua 8,8 mecera. O

AVF2192¢g \é

ToBa € paHIOMHU3UPAHO, TBOKHOEIISINO, AKTHBHO-KOHTPOJIUPAHO KIMHIUYHO u3nuTBaHe (asa 11 3a

OIICHKA Ha e(hpUKACHOCTTA I&C\)HaCHOCTTa Ha OeBaruzymab B komOuHarus ¢ 5-FU/FA karo nedenue

OT ITbpBA JIMHUS HA M 3Upat KOJIOPEKTAJICH KapIIMHOM IPH TAllMeHTH, KOUTO He ca Omin

OINITHMAJTHH KaH/IUJIATH 3a JICYCHHE OT ITbPBa JIMHKA C UpUHOTEeKaH. CTO M TeT MalMeHTH ca Ot

paHIOMU3UPaHU nata ¢ 5-FU/FA + mane6o u 104 nanueHnTy B rpymnara ¢

5-FU/FA + 6e 3ymab (5 mg/kg mpe3 2 cenmuiy). JledeHHETO BbB BCUYKHU IPYITU € MPOIbIKABAIIO

10 mporpecy Ha 3abossiBaneto. JloGaBsHeTo Ha GeBanuzymab 5 mg/kg npes aBe ceAMULH KbM

5-FU/F BEJIO JI0 TIO-BUCOKA CTETNIEH Ha OOEKTUBHO MOBIHMSABAHE, 3HAUUMO MO-TIPOIBIDKUTEITHA
%OCT 0e3 mporpecust Ha 3a00JIIBaHETO W TEHACHITUS KbM To-ipoabpkutenHa [1BIT ¢

TIPExK
X@eparmﬂ ¢ 5-FU/FA, npusnoxeHa caMOCTOSATEIHO.

AVF0780g

ToBa e paHIOMHU3MPAHO, aKTUBHO-KOHTPOJIUPAHO, OTBOPEHO KIMHUYHO U3nuTBaHe ¢asa Il 3a onenka
Ha OeBanmsymab B komOuHanus ¢ 5-FU/FA kato nedenne oT mbpBa JIMHUS HA METacTazupai
KOJIOpEKTalleH KapiinHoM. MeinaHata Ha Bb3pacTrta ¢ ouna 64 ronuan. 19% ot nanueHTuTe ca
MOJTyYMIIH TIPETA TOBA XUMHUoTepanus, a 14% ca 6mnu ¢ mpenmectpaiia apuetepanus. Cenemaecer u
€/IMH MalueHTH ca Omim panaomMusupanu aa nomydasat 6onyc 5-FU/FA umu 5-FU/FA + GeBaunzymad
(5 mg/kg nipe3 2 ceamuirn). Tpeta rpyna oT 33 malueHTH ca MojTyJ4aBaiu 00IycC

5-FU/FA + 6eaum3zymab (10 mg/kg npe3 2 ceamunm). [TannenTure ca OWim JeKyBaHHU J0 HPOTPECHS
Ha 3a0omsBaneTo. [IspBUYHNTE KpailHU TOUKH Ha KIMHAYHOTO M3MUTBAaHE ca OMIIU CTETIeHTa Ha
obextuBHo nosiusiBane U [1BI1. JloGaBsHeTo Ha GeBann3zymad 5 mg/kg npes ABe cenMUIN KbM
5-FU/FA e noBeo 10 Mo-BHCOKAa CTEIICH Ha 0OCKTHBHO MOBIUsABaHE, MO-poab/ukuTeana [1BI1 u
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TEHCHIINS KbM TO-IPOIBIDKUTEIIHA PSKUBIEMOCT B CpaBHEHHE ¢ XumuoTepanusita ¢ 5-FU/FA
camocrosTenHo (Bx. Tabnwma 5). Tesn nanam 3a ehUKacHOCT OTTOBAPSAT HA PE3YATATUTE OT
KIMHUYHOTO u3nutBane AVF2107g.

Jannawute 3a epukacHocTTa OT KimHuaHATE M3nuTBanusg AVF0780g u AVF2192g, nzcnenpamu
OeBaru3ymab B komOuHanms ¢ xumuorepanus ¢ S-FU/FA, ca 0606menu B Tabmuta 5.

Ta6auuna S: Pe3yararu 3a epuxacrnoct B kiiunnynu m3anuteanus AVF0780g u AVF2192¢g

AVF0780g AVF2192¢g
5-FU/FA 5-FU/FA + 5-FU/FA+ | 5-FU/FA+ | 5-FU/FA +
OeBanmzymald® | GeBanmzymald® |  muiane6o Oepar3yyab
bpoii nanuenTu 36 35 33 105 1 Q‘Q)u
O061a mpexXuBsIEMOCT ’OU
MemaHa Ha BPEeMeTO 13,6 17,7 15,2 12,9 0\1‘6,6
(Mecenn) RQ
95% CI 1035- " 13,63 -
16 19,32
KoeuuuenT Ha prck - 0,52 1,01 Q 0,79
p-cToiiHOCT 0,073 0978 | s\" 0,16
[IpexupsieMoct 63 mporpecus @
MemaHa Ha BPeMeTo 52 9,0 72 Q\Y 5,5 9,2
(mecerm) Q
KoeduiueHt Ha puck 0,44 (ﬂb§ 0,5
p-CTOMHOCT - 0,0049 Qb’,Z 17 0,0002
OOm1a cTereH Ha MOBIHSBAHE O
CreneH (TIpoIEHT) 16,7 40,0 ‘0\‘( 24,2 15,2 26
95% CI 7,0-33,5 | 2444898 | 11,7-426 | 9,2-239 | 18,1-356
p-CTOMHOCT 0 0,43 0,055
[IpoabmKUTENHOCT Ha OBIHUSIBAHE ‘0}0
Menuana Ha BpeMETO H/I ‘(‘v 9,3 5,0 6,8 9,2
(mecern) ¢
IIpouentu 25 - 75 5,5 —@ 6,1 - H 3,8-7,8 5,59-9,17 | 5,88-13,01
(Mecenn) A*
25 mg/kg mpe3 2 ceuMHuHO\}V
® 10 mg/kg npe3 2 ceu@.
* Ilo oTHOIIEHNE HA \2{(\: poJiHaTa rpyna.
NR=Hee ZIOCTUIHATO.
NO16966 é
Tosa e ¢ 11, pantomMu3upano, ABOHHOCIATIO (110 OTHOIIIEHHE HAa OeBalu3yMal) KIMHUYHO
W3IUT , M3nMUTBaIo OeBaru3yMad 7,5 mg/kg B koMOMHAIMS ¢ KallelMTaOWH ePOPATHO
0 naTvH nHTpaBeHo3Ho (XELOX), mpuarano mo 3-ceMMUYHA cXeMa; Win 0eBanu3ymMao

5 mg/kg B koMOMHAaIUS C JICBKOBOPHUH ¢ S-hiryopoypariiui 60I1yc, MociieABaHo oT S-hayopoyparui B
uHQy3us ¢ okcanummatud naTpaBeHo3Ho (FOLFOX-4), npunaraHo no 2-ceiMHUYHa CXeMa.
WznuTBaHeTo ce ChCTOM OT JIBE YACTH: HauaJIHa OTBOPEHa yacT ¢ 2 rpynH (yact I), mpu kosito
NalMEeHTHUTE ca PaHJAOMHU3HUPaHU B IBe rpynH ¢ paznuyHo jJedenne (XELOX u FOLFOX-4) u
mocjieaBaiia 4acT ¢ 4 rpynu, 2 x 2 ¢axropanna, (dact II), mpu KosITO MAlIMEHTUTE Ca PaHAOMU3UPAHH
B ueTHpH rpynu Ha jgedenne (XELOX + mnane6o, FOLFOX-4 + mnane6o, XELOX + 6eBauuzyma0,
FOLFOX-4 + 6epaninzyma0). B wact Il HazHaueHHETO HA ICYSHUETO € OMII0 TBOHHOCIISIIO IO
OTHOIIIEHHE Ha OeBaIM3ymMao.

[IpubmuzurtenHo 350 manueHTH ca paHAOMHU3UPAaHU BBB BCSKA OT 4-Te M3NMUTBaHM Tpymu B yacT 11 Ha
W3IUTBAHETO.
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Tadauna 6: Cxemu Ha JiedeHue B uznursane NO16966 (MKPK)

Jleuenue Hauanna nosa Cxema
FOLFOX-4 OxcanumiaTia 85 mg/m? OxcanumiaTiH B JeH 1
umuFOLFOX-4 HMHTPaBEHO3HO 2 U.
+ GeBar3ymad
JleBKOBOpHH 200 mg/m? JleBkoBopuH B 1cH 1 1 2
MHTPaBEHO3HO 2 4.
5-thmyopoypariin 400 mg/m? 5-thayopoypammi HHTpaBEHO3HO
WHTPaBEHO3HO Oomnyc, | Oomyc/uHdpy3us, Bcaka B 1eH 1
600 mg/m? u2
WHTPaBEHO3HO 22 |. A©(b
[Tname6o nmm 5 mg/kg Hen 1, mpenn FOLFOX-
OeBaru3yMabd WHTPAaBEHO3HO BCEKH 2 CSIMUIIH
30-90 muH. . O
XELOX nnn Oxkcanumiuatud 130 mg/m? OkcanurmiaTuH Bh\?{ 1
XELOX + HWHTPaBEHO3HO 2 Y. '
OeBaru3ymMabd
Kanenurabun 1 000 mg/m? 2 mbTH Kanemm: H TIEPOpaTHO 2
JHEBHO NIEPOPATHO 0BT BHO 32 2 CeIMUILIH
(m JBaHO OT | ceamuiia 6e3
eHHe)
[Tname6o nmm 7,5 mg/kg ﬁCH 1, mpenn XELOX, mpe3
OeBanu3ymab MHTPaBEHO3HO (b(b 3 cenmunu
30-90 mun._ Q

S5-hyopoyparmit: i.v. 00JIyC MHKEKIUS BeIHATa Cﬂe\l}\@BKOBOpI/IH
N\

[IspBUYHUAT MTOKa3aTeN 32 e(PUKACHOCT B I/ISHI/I’@GTO e npogbipxuTennoctTa Ha [IBII. Ilpu ToBa
U3IIMTBAHE Ca IIOCTABEHM JIB€ OCHOBHM IICJIN; e nokaxe, ue XELOX e He mo-mManko eekThBHA
cxema oT FOLFOX-4 u f1a ce mokaxe, 4ue 1u3ymMal B komOuHaius ¢ xumuotepanus ¢ FOLFOX-4
wm XELOX e no-edukacHa cxema OT OoTeparys caMOCTOsITeNHO. M BeTe OCHOBHU L€ ca

IMOCTUTHATH: C)
A

- [Ipu ob6mr0TO CpaBHEHN §0Ka3aHa He no-joura eguxacHocT B rpynute ¢ XELOX B
CPaBHEHUE C IPYIIUAT LFOX-4 no orHomenue Ha I1BI1  Ha OII B nomynanusra cnopen
IIPOTOKOJIA, OTIOB a Ha KpUTEPUUTE 32 BKIIIOUBAHE.

- [Ipu o6mot *@aBHeHHe e I0Ka3aHa 1o-100pa eukacHoCT B rpynuTe ¢ OeBanuzymad B
CpaBHEH pynute camo ¢ xumuoTtepanus no orHomenue Ha [IBI1 B ITT nmonynamnusita
(Ta6n

BTOpH@ aHanu3M Ha npexxussiemocT 6e3 nporpecus (I1BI1) na 3a0onsBaneTo, Bb3 OCHOBA Ha

ou @ OTTOBOpPHTE ‘On-treatment’, MOTBBPKAABAT 3HAYMMO TO-TOJISIMATA KIMHUYHA 1T0J13a MIPH
HTHTE, JIEKYBaHH C 6eBauH3yMa6 (ananmsute ca nmokazanu B Tabmuia 7), KOETO CHOTBETCTBA HA

CTaTUCTUYECKH MO-3HaYMMaTa 1oJiza, HabJogaBaHa mpyu cOOpHUS aHAJIH3.
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Ta6auna 7: OcCHOBHM pe3yJTaTH 3a e()UKACHOCT NMPH aHAJIN3A 32 J0Ka3BaHe HA Mo-100pa
epuxacuoct (ITT nonmynauus, nanureane NO16966)

Kpaiinu Touku (Mecenn) FOLFOX-4 FOLFOX-4 P-croitnoct
i XELOX mwm XELOX
+ mrame6o + GeBaru3ymad
(n=701) (n=699)

[IepBUYHa KpaliHa TOYKA
Mesmana Ha [TBIT** 8,0 | 9,4 0,0023
Koedwumment na puck (97,5% CI)? 0,83 (0,72 - 0,95)
BTopuunu KpaliHU TOUKH A
Menuana Ha I1BII (on 7.9 10,4 < O,O@U
treatment)** A@
Koeduument Ha puck (97,5% CI) 0,63 (0,52 - 0,75) AN
OO01m1a cTeIeH Ha MOBIIMSIBaHE 49,2% 46,5% 40\)
(onenka Ha mu3caegoBaTens)™* \
Meauana Ha 061a 19,9 212 SO 00769
peKUBIeMOoCT™ ~ >
Koedwurment Ha puck (97,5% CI) 0,89 (0,76 - 1,03) ‘\NU

* Ananus Ha OIl npu naTa Ha 3aKITI0YBaHE HA KJIMHUYHHUTE JaHHU 3@@; 2007 r.

** [IppBUYEH aHAIW3 TIPH JIaTa Ha 3aKII0YBaHE HA KIMHUYHHUTE 1aH ssHyapu 2006 T.

® 10 OTHOIIEHHE HAa KOHTPOJIHATA IrPyIa %2)

B nmoarpynara cbe cxema Ha neuenne FOLFOX menunanara !&%ﬂ e 8,6 Mecena npu manebo u
9,4 Mecena py NAIMEHTUTE, JIEKyBaHU ¢ OeBaru3ymao, HQ: 0,89; 97,5% CI=1[0,73; 1,08];
p-ctoriHocT = 0,1871, CbOTBETHUTE PE3YyATATH B MO Ta cbe cxeMa Ha nedyeHue XELOX ca 7,4
crpsimo 9,3 mecenia, HR = 0,77; 97,5% CI=1[0,63; ; p-ctoitHOCT = 0,0026.

Menunanata Ha OII e 20,3 mecena npu miane 921,2 Mecela NpU NallUeHTUTE, JIEKyBaHU C
OeBaru3yMa0, B MOJArpymnara CbCc cxeMa Ha nue FOLFOX, HR = 0,94; 97,5% CI =[0,75; 1,16];
p-croitHocT = 0,4937, chOTBETHUTE pe3 U B oArpymnara csc cxema Ha jjedenne XELOX ca 19,2
crpsimo 21,4 mecena, HR = 0,84; 97,&")%) 1=10,68; 1,04]; p-cToitnoct = 0,0698.

ECOG E3200 %\é

ToBa e paHIOMHU3HUPAHO, aKT -KOHTPOJIHMPAHO, OTBOPEHO KIIMHUYHO m3nuTBane (haza 11,
U3MUTBAILO 6eBauH3yMa@/kg B KOMOHMHAIIUS C JIEBKOBOPHUH C S-PIIyopoyparit 60Iyc U e
ToBa uH(py3us ¢ 5-¢y, pamui, ¢ okcanumiaTuHuHTpaBeHo3Ho (FOLFOX-4), npunaranu mo
2-cemMHUYHA CXeMa ede JIEKyBaHHU MMalMeHTH (BTOpa JIMHISI) C aBaHCUPAT KOJIOPEKTAJICH
KapuHoM. B rp @Q%”‘C xumuoTepanus B cxemaTta ¢ FOLFOX-4 ca u3non3BaHy ChIIUTE 03U U
cxeMma, HOKa?&a} Tabmuna 6 3a kimmHNYHO M3nuTBaHe NO16966.

[IbpBUY moKasaren 3a eUKacCHOCT B U3MIUTBAHETO € 00lIaTa MPEeKUBSIEMOCT, ONpeeieHa KaTo
BpeM, T PaHIOMHU3HpaHE O CMBPT MOPAIN BCIKAKBa MpuuuHa. OCEMCTOTHH JIBAJECET U JIEBET

Il T ca paanomusupanu (292 FOLFOX-4, 293 GeBanm3zymad + FOLFOX-4 u 244 6eBanm3ymab
MoHoTtepanus). Jlo6aBsHeTo Ha 6eBanm3ymMad kbM FOLFOX-4 Bonu 10 cTaTHCTUIECKH 3HAYUMO
yABbIDKaBaHe Ha MpexuBsieMocTTa. HabmogaBanu ca u ctatucTudecku 3HaunMo nogoodpenue Ha [1bI1
Y Ha CTENeHTa Ha O0CKTUBHO HoBusBaHe (BxK. Taduuia 8).
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Tadauua 8: PesyaraTu 3a epukacHoOCT B KIMHUYHO u3nuTeane E3200

E3200
FOLFOX-4 FOLFOX-4 + 6eBanuzymat®
Bbpoii marmenTn 292 293
OO01a NpeKUBSIEMOCT
Menauana (Mecern) 10,8 13,0
95% CI 10,12 - 11,86 12,09 - 14,03
Koeduuuent na puck® 0,751
(p-crotinoct = 0,0012) (r\(b.
[TpexkuBseMOCT €3 IIporpecus (\QV
Menmunana (Mecerm) 4,5 7,5 (\&\(
Koeduuunenr Ha puck 0,518 Qv
(p-ctotinoct < 0,0001 *
UectoTa Ha 0OEKTHUBEH OTTOBOP o e
)]
Crenen 8,6% NV 22.2%
(p-cmnHo&%\),ooon
* 10 mg/kg T.T. Ha BCEKH 2 CEIMUIIH @V
® 110 OTHOIIEHKE HAa KOHTPOJIHATA TPyIIa (b‘Q

He e nabnronaBana 3HaunMa pasyinka B IpoAbDKUTEIHOCTEd Ha Ol Mexxay manueHTuTe, morydaBaiu
MOHOTeparus ¢ 6eBanu3ymad, B cpaBHeHHe ¢ manueHTYe, tekyBanu ¢ FOLFOX-4. TIBII u crenenTa
Ha 00EKTUBHO TIOBNIMsIBaHE ca OWJIN TIO-HUCKH B Tpyai¥a ¢ MOHOTepanus ¢ OeBanu3ymad B CpaBHEHHE

c rpynara ¢ FOLFOX-4. &

MLI8147 (b

ToBa € paHIOMU3UPAHO, KOHTpOJII/IpaHO‘%@OpeHO KJIMHWUYHO n3nuTBane ¢asa Ill, nzcnensaio
MIPHUIIOKEHUETO Ha OeBaru3ymad 5,0 q& g Ha Bcekd 2 ceamunu win 7,5 mg/kg Ha Bcekn 3 ceMUIIH B
KOMOWHAIIMS C XUMHOTeparus, 0azupaHa Ha GIIyOpOIMPUMHUIUH CIIPSMO CaMOCTOSTEITHOTO

MIPUJIO’KEHUE Ha XUMUOTEparys *&&3HpaHa Ha (yoponupumuuH nipu nauuertn ¢ MKPK, kouTto ca
MIpOrpecupaiy Npu mbpBa nu@Ha JIeYeHHE ChC CXEMa, ChAbpIKalla oeBaunzymao.

ITanuenture ¢ xncmng@uo notBepaeH MKPK u mporpecust Ha 3a00JIsIBAHETO ca PAaHIOMUZHPAHU
1:1 mo 3 mecemna ci €yCTaHOBSIBaHE Ha ITbPBATa JIMHUS HA JICUCHHE ¢ OeBarn3yMal 3a mojryqaBaHe
Ha XI/IMI/IOTepaHI/I&paHa Ha (IIyOPOITMPUMHIUH/OKCATUILIATHH WITH

@nyoponnpﬂwg?u/ WpUHOTEKaH (CMSHATA Ha XHMHUOTEPAIHATa € B 3aBUCUMOCT OT IThbpBaTa JUHUS Ha
XUMHUOTEP ) ¢cbe wiIn Oe3 OeBaru3ymal. JleueHneTo e npuiiaraHo o nporpecus Ha 3a00JIIBaHETO
WIIH JI0 eMIIMBa TOKCHYHOCT. [IspBUUHUAT moka3aren 3a u3xona e Oll, onpenenena karo
BpeM@éct)T paHIOMU3AIMATA O HACTHIIBAHETO HA CMBPT MO KAKBATO U J]a € IPUYUHA.

Pz&)anpaHM ca obmro 820 maruenTu. /{o6apsHETO HA OeBaIM3yMad KbM XUMHOTEPAITHsI, 0a3upaHa
Ha (pIIyOpONMpPUMHUINH BOAU 10 CTATHCTHUYECKH 3HAYNMO yIIbJDKaBaHE Ha MPEKUBIEMOCTTA MPH
nanuenty ¢ MKPK, kouto ca nporpecupaiiv Ipu bpBa JUHUS Ha JIECYEHUE ChC CXEMa, ChIbprKalla
oesanmzymad (ITT = 819) (Bxk. Tabmura 9).
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Tadoauua 9: PesyaraTu 3a epuxacHoct npu npoyuBane ML18147 (ITT nomynamust)

ML18147
¢dryoponupuMuIH/ ¢hyoponupuMuIH/
UPUHOTEKAH WIIN HUPUHOTEKAH
¢dyoponupuMuIrH/ i GIryoponUpUMUAIIH/
OKCaNMIIaTUH Oa3upaHa OKCaJIMIIaTHH Oa3upaHa
XUMHOTEPAITHS XAMHOTEPAITHS
+ OeBanm3zymab®
Bpoii nanmenTu 410 409
OO011a npexuBsIeMoCT
Mesmana (vMecer) 9,8 y 112, 0
Koegumuent Ha puck (95% 0,81 (0,69, 0,94) %)
JIOBEpUTEINICH HHTEPBAI) (p-ctoitrocT = 0,0062) ‘Q
Ipe:xxuBsieMoct 0e3 nporpecust AO\ N
Menuana (Mecerm) 4,1 | &7
Koedument Ha prck (95% 0,68 (0,59,0,78) ).’
JIOBEPUTEIICH HHTEPBAI) (p-croitHOCT < 0,9_9
OO0ma creneH HA NOBJAUSBaHe %‘U
(OCID ,-,‘2‘
ITanmmeHTH, BKIIIOYCHHY B aHAJIM3a 406 ‘\\‘0 404
Crenen 39% @Y 5,4%
(prodelinoct = 0,3113)

25,0 mg/kg Ha Bceku 2 ceamuny win 7,5 mg/kg Ha Bcekn 3@41&114

Ha0ro1aBaHo € ChI0 CTATUCTHYECKH 3HAYUMO MO/ ne Ha [IBI1. Crenenra Ha OOEKTUBHO
MOBJIUSIBAHE € HUCKA U B ABETE IPYNHU HA neqeﬂn% JIMKATa HE € 3HAaUNMa.

IIpoyuBane E3200 n3non3Ba eKBUBaJIEHTHA OeBaru3ymab ot 5 mg/kg ceAMUYHO MTPH NAIUEHTH,
HEJIeKyBaHU ¢ OeBalu3yMab, JOKaTo Mpo e ML18147 u3noxn3Ba eKBUBaJIEHTHA /1032
oeBaru3ymab ot 2,5 mg/kg ceamuaHO n@! TIAI[UEeHTH, JIEKYBaHU MpeIn ToBa ¢ OeBanuzymad.
KpbCTOCcaHOTO cpaBHEHHE Ha JaHHUTE Ba ePUKACHOCT M 6€30MACHOCT HA M3ITUTBAHUATA € OIPAHUYEHO
MOpaJiy pa3inKUTe MEXy Te3H [POyUBaHUs, Hall-Beue 10 OTHOIICHUE Ha MOITYJIAIMNATE MAIlUEeHTH,
NPEIEeCcTBAIIA SKCTIO3ULHS BallM3yMad U XUMHOTEpaneBTUUHUTE cxeMu. U nBere
€KBUBAJICHTHU JO3U 6eBau&’z - 5 mg/kg cemmuyno 1 2,5 mg/kg cemMUIHO, BOAST 110
CTaTHCTUYECKH 3HaUYuMaTon3a mo otHomenue Ha OIl (HR 0,751 mpu nmpoyusane E3200; HR 0,81 mpu
npoyusane ML18147) IT (HR 0,518 npu npoyuBane E3200; HR 0,68 npu npoyusane ML18147).
[lo oTHOWIEHME H MAacHOCTTa ce HabJI01aBa Mo-BUCOKa 001112 YeCTOTa Ha HEeXKEJIaH! PeaKiy OT
creneH 3-5 mpu yBaHe E3200 B cpaBHenue ¢ mpoyuBane ML18147.

Memacma@(%ﬂ pak Ha maeynama dxcnesa (MPMIK)

pl| @\%MI/I KJIMHUYHY u3nuTBanus ¢asa Il ca npenHasHaueHu aa u3ciaenBar eekra OT JISYCHUETO ¢
6$H3yMa6 B KOMOMHAaLW ¢ J[Be OTAEIHN XUMHOTEPAIIeBTUYHHU CPEJICTBA, U3MEPEH Ype3 IbPBUYHA
Kpaiina Touka - [IbI1. Knuan4no u cratuctuuecku 3Haunmo noxoodpenue Ha [IBI1 e nHabmogaBaHo B
JIBETE KIMHUYHH U3ITUTBAHMSL.

ITo-mony ca 06001enn pe3yiararute ot [1BI1 3a oTaenHUTe XMMUOTEPANICBTHUIIN, BKIOYCHH B
MOKa3aHUETO:

- M3nurBane E2100 (makmutakcen)

- yBenu4uaBaHe Ha meauanara Ha [1BI1 5,6 mecena, HR 0,421 (p < 0,0001; 95% CI1 0,343; 0,516)
- M3nurBane AVF3694g (xaneruraOuH)

- yBenmuaBane Ha MeauanaTa Ha [IBIT ot 2,9 mecena, HR 0,69 (p = 0,0002; 95% CI 0,56; 0,84)

ﬂOH’bJ’IHI/ITeHHI/I HO,I[pO6HOCTI/I 3a BCAKO KJIIMHUYHO U3NIMTBAHC U PE3YJITATUTC Ca AaJICHU IMO-A0TY.
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ECOG E2100
Wznureanero E2100 e oTBOpeHO, paHIOMU3UPAHO, AKTUBHO-KOHTPOJIUPAHO MHOTOILICHTPOBO
KJIMHAYHO M3MMTBAHE, OLICHSBAIIO MPUJIOKECHUETO Ha OeBanu3yMad B KOMOMHAIMSA C TaKIUTaKCe
TIPH JIOKAJTHO PEIMIUBUPAII WM METacTa3hpal paK Ha MJedHaTa yJie3a IPH MallieHTH, KOUTO He ca
MOJTyYaBaIl XUMHIOTEPAIHUs MMPEAH TOBA 32 JIOKATHO PEIUIUBUPAIIO U METACTa3Upajo 3a00JsBaHE.
[TanreHTUTE Ca paHIOMHU3UPAHH 3a JICYEHUE ¢ MAKIUTAKCEN caMocToaTenHo (90 mg/m? i.v. B
MPOABIDKEeHNE Ha | ac BeIHBX CEAMHYHO 32 TPU OT YETUPH CEAMHUIIN) WM B KOMOMHAIIHS C
oeBarm3ymab (10 mg/kg i.v. mady3ns npe3 e cenMuiy). PazpemieHo e nmpeauinrHo XOpMOHAIHO
JieueHHEe Ha METAacTa3nupasioTo 3a00isiBaHe. AIFOBAaHTHA TEPaIMsl C TAKCAH € pa3pelieHa caMo ako €
3aBbpIIMIIA Hali-Manko 12 Mecena mpeny y4acTHeTo B KIIMHUYHOTO u3nuTBaHe. [loBeuero ot
722 nmaruenTtu B usnuTtBadeto ca 6mnmn HER2-orpumarenan (90%), kato mambk Opoit 6oau (8%) ca
OuM ¢ HeM3BeCTeH cTaTyc Wi qokazano HER2-nonoxurennu (2%), Kouto mpeau ToBa ca ou é’
JIEKyBaHH WJIM ca MPEUEHEeHN KaTo HEeMOAXOIAIIH 3a JIeYeHne ¢ TpacTy3ymad. OCBeH TOBa, 65&
MAIMEHTHTE Ca MOTyYWITH aAI0BAHTHA XUMHOTEPAITHS, BKIIFOUNTEITHO MPEIIIECTBAIIO JIed v
Takcanu pu 19% u ¢ antpanukamnm npu 49%. [NamuenTute ¢ MeTacTasu B HEHTpaTHATE BEPBHA
cUcTeMa, BKIIOUUTEITHO C MPEIECTBAIIO JIeUeHHE HITH C PE3EKIIUS Ha MO3BUHUTE JIC3P; ca
W3KITIOYEHH OT M3MUTBAHETO. Q>

o)

B xmuanunoTo m3nurBane E2100 manueHTuTe ca JeKyBaHH 10 IPOTrpecus oomsiBanero. Koraro e
010 HEOOXOIUMO PAHHO MPEYCTAaHOBSIBAHE HA XUMHOTEPAITUATA, JICUCHUGM ¢ OeBaIu3ymMad
CaMOCTOSITETTHO € TIPOIBIDKABAIIO 10 IPOTpecHs Ha 3a00sBaHeTO. Xa| PUCTHKHUTE HA TTIAIIUEHTUTE
B pas3iMYHHUTE TPYNH ca nogo0Hu. [IbpBryYHaTa KpaiiHa TOYKa Ha TOR&M‘H/ITB&HG € MPEKUBIEMOCT
0e3 nporpecus (I1bI1), Bb3 0OCHOBa Ha OIICHKATa HAa M3CJICAOBATE Ha U3MUTBAHETO OTHOCHO
nporpecusTa Ha 3a60JsiBaHeTo. OCBCH TOBA € M3BBPILICH CHILOHHE3aBUCHM NPLTJIC/ Ha IbPBUYHATA
KpaiiHa Touka. Pe3ynraTture OT ToBa U3MUTBAaHE Ca MPENCT B Tabmnwuma 10.

RN

Tabauua 10: Pe3yaraTu 3a epuKacHOCT 0T KHHHH\@MMII/ITBaHe E2100
X

IMpexuBsieMocT 0e3 mporpecust Aﬂ\
Orenka Ha I/I@}HOBaTQIIH* IRF ouenka
HaKJII/ITaKCeﬂe;ovHaKHI/ITaKCCH/ ITakmurakcen ITaknurakcen/
szs OeBaru3ymMad OeBaru3ymMad
(n =13ﬂ) (n=368) (n=354) (n=368)
Menuana ITBIT @ 11,4 5,8 11,3
(Mmecena) (\A
HR oY 0,421 0,483
(95% CI) (\<Q (0,343, 0,516) (0,385, 0,607)
p-cTOHOCT )\ <0,0001 <0,0001
Crenen Ha oBAfgBane (3 MAIMEHTH C H3MEPHMO 3a60JIsBAHE)
,&V O1neHKa Ha U3cIeI0BaTeNs IRF onenka
Q\) ITakaurakcen IMaxauraxcen/ ITakaurakcen ITaknurakcen/
\éb OeBaru3ymMad OeBaru3ymMad
A O (n=273) (n=252) (n=243) (n=229)
\ % nauuentku c 234 48,0 22,2 49,8
00EKTHBEH
OTrOBOP
p-CTOMHOCT <0,0001 < 0,0001

* IbPBUYCH aHATN3
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OO011a TPEKUBSIEMOCT
ITaknmurakcen ITaxnuraxcen/
OeBanm3ymMad
(n=1354) (n=368)
Menuana OIT 24,8 26,5
(Mecernn)
HR 0,869
(95% CI) (0,722, 1,046)
p-CTOMHOCT 0,1374

Knunanyna nonsa ot nedenuero ¢ 6eanusymad, usmepena upes [1BI1, e HaOnronaBaHa BbB BCUUKH
W3CJIEBaHM, IPEABAPUTEHO ONPEETICHN IOATPYIH (BKJIIOYUTEIHO HHTEpBai Oe3 3a00isiBaHe
Ha MECTaTa ¢ MeTacTa3|, NPEeABAPUTEIIHO OTyYaBaHe Ha aJI0BAaHTHA XUMHOTEPAIIUS UM CTa a

ectporennute peuenropu /EP/). &Q
O

AVF3694g
S

[MpoyuBane AVF3694g ¢ MHOTOLIEHTPOBO, PaHAOMH3HPAHO, TIAIe00-KOHTPOIHD WHUYHO
nznutBane Qaza lll, mpeqHasHadeHo 3a oneHKa Ha epUKacHOCTTa M O€30MacHOC a OeBanmzymao B
KOMOMHAIIMS ¢ XUMUOTEpAIus B CPaBHEHHE C XMMHOTEPAIHs IUTIOC TU1aedo {310 IbPBA JIMHHS HA
nedenue Ha nanuentu ¢ HER2-orpunarenen metacrazupai Win JOKaTHO JUBUpAILLl paK Ha

repaara. @

XumuoTepanusta ¢ u30paHa 1o yCMOTPEHHE Ha H3CIIeI0BATEIS %aHHOMI/BI/IpaHCTO B
choTHOIICHHE 2:1 3a moy4yaBaHe Ha XUMHUOTEpaIus IUIC O yMa0 WM XUMHOTEPAIHS ILTIOC
wiane0o. M300pbT Ha XUMHUOTEPAITHS BKJIIOYBA KaneuTad akcaH (MPOTEUH-CBbP3aH
MAKIIUTAKCElI, TOIeTaKceN), CpeAcTBa Ha 0azara Ha aHTpaAlKINHA (JToKcopyOuInH/ mukiiodpochamu,
enupyounut/ uknopochamun, S-giryopoypanui/ 1Q
5- ¢yopoypanui / enupyouriius / nukiodocham
BeBanusymab vim marebo e npuiara B 7103a

younyH / ukinodochamu,
pUIIaraHu mpe3 Tpu ceaMunu (q3w).
g/kg q3w.

Tosa npoyuBane BkiIt0o4Ba (ha3a Ha 3acie JIeYeHUe, He3aIbJDKUTEIHA OTKpUTa (aza ciex
nporpecus 1 Gaza Ha IPOCIIeIIBaHe H uBsiemoctTa. [1o Bpeme Ha (aszara Ha 3aclereHo JIeYeHUe
NalMEeHTHTE MOJy4aBaT XuUMHOTEpa M3MHUTBAHUS JEKAPCTBEH NMPOAYKT (OeBanu3ymad win

mane6o) mpes 3 ceAMHIH 10 HACFRIIBAaHE HA IIPOrPECHs Ha 3a00IBAHETO, TOKCHIHOCT,
OorpaHHYaBalla JCYCHUETO U T&'spT. Crnen JOKyMEHTHpaHa Mporpecus Ha 3a00J11BaHETO
MAIMEHTHUTE, KOUTO CE BKITIO B HE3aIBJDKUTEIIHATA OTKPUTA (a3a, MOXKe Ja MOTy4aBaT OTKPUTO
OeBanu3ymal 3aejHoO ¢ rama Teparuu OT BTOpa JUHHUSL.

CTaTHCTUYECKUTE W31 Ca U3BBPIICHA HE3aBUCUMO 32 1) MAIMeHTH, IT0JTy4aBajli KanenuTabuH B
KOMOHMHAIHS C O n3ymal wi 1iane6o; 2) maueHTH, [oJydaBail XuMHOTepanus Ha 0a3aTta Ha
TakcaH WU anﬁp WKIIMH B KOMOMHAaIus ¢ 6epartu3ymab niu 1orane6o. [IspBraHaTa KpaifHa To4Uka Ha
KJIIMHHYHO Q&HHTBaHe e [IBI1 ciopen onienkara Ha uscienoBatens. OCBeH TOBa, TbpBUYHATA
KpaﬁHa\@Qa € OLICHsIBaHa CBHILO U OT He3aBucuMa HagzopHa komucus (IRC).

P@TaTHTe B TOBA KJIMHUYHO U3IIATBAHE OT KpailHUTE aHAJIM3H, ONPEEIeHH B MpoTokoa 3a [IBII u
CTEIICHTa Ha MOBJIMSABaHE NIPU HE3aBUCUMa KOXOpTa ¢ KanenuTaduH ot npoyusane AVF3694g, ca
npeacraBenu B Tabmuma 11. Pesynratute ot nzcnenorarenckus ananus Ha OIl, KouTo BKIIOYBAT
JIOTBJIHUTEIHK 7 Mecela Ha ipociiesBane (mpuOmu3uTeaHo 46% oT naleHTUTe ca OYMHAJIN) ChIIo
ca npeacraBeHu. [[poneHTHT nanuenT, Nody4yaBain OeBanu3yMad B oTkpuraTa ¢asa, e 62,1% B
rpymara ¢ kaneuntaOus + miane6o u 49,9% B rpynara kaneunTaOuH + 6eBau3ymad.
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Tadoauua 11: Pe3yaraTu 3a epuxacHocT npu npoyuBane AVF3694¢g: - kanenutadun® u
oeBanmnsymad/miaanedo (Cap + 6eBaunsymao/Pl)

IIpexuBsieMocT 6e3 nporpecus’®

OlieHKa Ha U3CJIEI0OBATENS Onenka na IRC

Cap +pl Cap + Cap + pl Cap +

(n=2006) OeBaru3ymMad (n=206) OcBaru3ymMad

(n=409) (n=409)
Menuana I1BI1 5,7 8,0 6,2 9,8
(Mmecena)
Koedunment Ha 0,69 (0,56; 0,84) 0,68 (0,54; 0,86)
PHCK cperry ‘
rpymara ¢ @b
n1ane6o (95% CI) A@
p-cToiiHOCT 0,0002 0,0011 AN
CreneH Ha NoBusABaHe (MPH NALMEHTH C M3MEPUMO 3a001sBaHe) ° . 4
Cap + pl (n=161) Cap + GeBauH3yMAao\§51‘=325)
% TAIHEHTH C 23,6 35;5‘0
00eKTHBEH %)
OTTOBOP R
P-CTOMHOCT 0,0097 ol
O6111a MPEKUBAEMOCT® RN
HR (95% CI) 0,88 (0,69; 1,18)"
Lo

p-CTOMHOCT 0
(excrmopaTopHa) A

a1 000 mg/m2 MEPOPAHO ABA IbTH JHEBHO B IPOAD )@}{'ﬁe Ha 14 nHu, npunaranu npes3 3 ceaMuLU
® CTpaTuuIMpaHKUAT aHATIN3 BKIIIOYBA BCUYKH Ch Ha TIPOTPECHS U CMBPT C U3KITIOYCHUE HA
TE3U, IPU KOUTO € 3arl04YHaTa Tepanus U3BbH II kona (THUII) mpenu moxyMeHTHpaHEe Ha
MPOTpECHsITa; JaHHUTE OT TE€3U MaLIUEHTHU C aZIeHU Mpeay NOoCIeAHATa OLEHKa Ha TyMOpa Npeau
Hauajoto Ha TUIIL Q)

W3pbpiieH e HecTpatuuIppan aHaJﬁz Ha I1BI1 (omeHeHa OT M3caea0BaTeNs), KOUTO HE B3eMa
TIpeIBU/] M3BBHHIIPOTOKOITHATA TERANMS NPEH MPOrpecusiTa Ha 3a0omsBaHeTo. Pesynrature ot Te3u
aHaJIM3U ca MHOTO MOJI00HU bpBUYHUTE pe3yaTaTty 3a [IbII.

Heopebuoknemvuen pag@‘) enust Opob (HIAKPE/)

IIvpea nunus na ﬂ@éue Ha nHeckeamosen HIKPH][ ¢ kombunayusi ¢ xumuomepanus Ha bazama Ha

niamuna Q)
9

Be3omac GQ%;ra 1 eUKaCHOCTTA Ha OeBann3yma0, 100aBeH KbM XMMHUOTEpaIus Ha 0a3ara Ha

TIaTu %p JIYCHUE OT ITbPBa JIMHUS MPH MMAIMEHTH ¢ HECKBAMO3€H HEJPeOHOKIIEThYEH paK Ha
Gemaflapo6 (HJIKPB/T), ca n3cnenpanu B m3nutBanus E4599 u BO17704. Usnureane E4599 ¢ nosa
m%mg/kg Oepanu3yMab mmpe3 3 ceIMUIlU 1MOKa3Ba mosisa 1o otHouienue Ha OIl. M3nuTeane
BO17704 noka3sa, ue MpUIIOKEHUETO U Ha JIBETE /103U OeBaru3ymad - 7,5 mg/kg npes 3 ceqmunu u
15 mg/kg npe3 3 cenmuun, Boau a0 ysenuuenue Ha [IBI] u Ha crenenTa Ha MOBIUsIBaHE.

E4599

E4599 e oTBOpEHO, paHAOMU3UPAHO, AKTUBHO-KOHTPOJIUPAHO, MHOTOLIEHTPOBO KIIMHUYHO U3MHUTBAHE,
KOETO OIICHsBa OeBaIM3yMal KaTo JICYCHHUE OT IbPBa JIMHUS MPH MAIUEHTH C JIOKATHO aBaHCUPAT
(ctamuii I1Ib cbe 3m0KaUeCTBEH IICBPAJICH U3IUB), MeTacTasupai win peuuausupait HAKPB/I, ¢
pasnu4Ha oT peobianaBaiia CKBaMO3HOKICThYHA XHCTOJIOTHSI.

[ManuenTuTe ca paHAOMHU3MPaAHH 32 JIeYEHHE C XUMHOTEpaIns Ha 0azaTta Ha 1iaTuHa (TTaKIuTaKce
200 mg/m? u kap6oratua AUC = 6,0, mpuIaraHy U IBETE 9pe3 MHTPABEHO3HA UH(Y3Hs
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(nmaxnurakcen/kapoomnaTun-I1K) Ha 1-Bu JeH Ha BCEKU 3-CeIMHUYCH LIUKBJ B MPOABIDKCHHUE Ha 110

6 nukbia wim ¢ 11K B komOnHanms ¢ 6eBanm3ymMad B 1o3a ot 15 mg/kg naTpaBeHo3Ha nHdy3us Ha
1-Bu zieH OT Bceku 3-ceaMHuYeH UK. Ciel 3aBbpIIBaHe Ha IIECT [IMKbIa XUMHOTEPAIHs C
KapOOIIaTHH-MAKIUTAKCEI UM CIIE MPEXIEBPEMEHHO MTPEYyCTaHOBABAHE HA XUMHOTEPAINuUsITa
MaIMEeHTHTE OT rpymata ¢ OeBaru3ymad + KapOOIUIATHH-TIAKITUTAKCEN Ca MPOABIDKUIII JIa OJTyJaBat
OeBarr3yMad KaTo MOHOTEpAIus Mpe3 3 CeIMUITN 10 Mporpecus Ha 3a00isaBaHeTo. 878 MaIMeHTy ca
pPaHIOMU3UPAHH B ABETE TPYIIH.

ITo Bpeme Ha m3mmTBaneTo 32,2% (136/422) oT manueHTHTe, YIaCcTBAIIN B HETO, ca omydmmn 7-12
mbpTH OeBanu3ymao, a 21,1% (89/422) ot naumenTHTe ca monydmnu 13 nim noseve mbTH
OcBaru3ymao.

H’BpBI/I‘lHaTa KpaﬁHa TOYKa € MPOABLJLZKUTCIIHOCTTA HAa TPEIKUBACMOCT. P63YJ'IT3TI/IT€ ca HpeﬂCTa@B

Tabmmna 12.
«Q
<O

Ta6auna 12: PesynTaTtu 3a epuKacHOCT B KIMHUYHO u3nuTBane E4599

I'pyna 1 I'pyn )
Kap6omarns/maknurakcen | KapGomnarue/yakurakcen
Oghdmsymat
I5m pe3 3 cenmuiu
bpoit nanuenTu 444 \\W 434
OO01ma npexuBIeMOCT oY
Memana (vMecer) 10,3 o) 12,3
Koedununenr Ha puck 0, @p'l= 0,003)
93961 (0,69; 0,93)
[IpexxuBgaemoct 6e3 mporpecus \Y
Menmunana (Mecerm) 4,88 ‘ 6,4
KoeduiLueHT Ha pUCK g\“ 0,65 (p <0,0001)
> 95% CI (0,56; 0,76)
OO611a CTereH Ha MOBJIHABAHE \Q)V
CrerieH (TpOIEHT) \ 12,9 \ 29,0 (p < 0,0001)

IIpu excriopaTopeH aHaus, HTa Ha nojn3aTa ot 6eBanu3ymad 3a Oll e mo-ciabo u3paseHa B
NoJrpynara nanueHTu 6e3 x OTHs Ha aJICHOKAPIIHOM.

BO17704

WsnurBane B0177Q%\ aH,ZIOMI/I3I/IpaHO nBoitHoCAno u3nutBane ¢asa Il Ha 6eBaru3zymab, 1obaBeH
KBbM LIUCIUIATUH U nTaOWH, B CpaBHEHHE C TU1a1e00, IUCIUIATHH M TEMIIMTA0UH ITPH MAIUCHTH C
JIOKAJIHO aBaH (cramuii I11b ¢ MeTacTa3u B cynpakiaBUKyJIapeH JUM(EH Bb3eN WiIH

3J10Ka4ECT JIEBPAJICH WM TIEPUKApIUANICH W3JIUB), METACTa3UPaJl WU PEIUINBHPAIIL

HECKBa HAKPB/I, kouto npenu ToBa HE ca MoJydaBaJId xumuorepanus. ITbpeuunara kpaiina
TOYK na I1BI1, BTopruHuTE KpallHU TOYKU HA U3NUTBAHETO BKIIIOYBAT NPOIBIKUTENHOCT Ha OIL.

Hz&e}mﬂe ca paHJIOMM3MPaHH 3a XMMHOTEpanus Ha 0a3aTa Ha IIaTHHA, HUCIIaTuH 80 mg/m?
MHTPaBeHO3Ha HH(Y3us Ha 1eH 1-Bu n reMuuTabun 1 250 mg/m? untpaBeHo3Ha uHQy3us Ha JeH 1-Bu
1 8-MH OT IIUKBJIA Pe3 3 CeAMHUIIN B IPOABIKEHUE Ha 710 6 nukbia (1ucrarus/remiutadus-11) ¢
mwiane6o mmu LI ¢ 6eBanuzymad B qo3a ot 7,5 win 15 mg/kg uHTpaBeHO3Ha HH(Y3HS Ha I€H 1-BU OT
UKBIA pe3 3 ceamuii. B rpynure ¢ GeBanu3zymad napieHTHTe ca Mmojyv4aBain OeBaru3yMao
CaMOCTOSITETHO Mpe3 3 ceMUIH 0 Iporpecus Ha 3a00JsIBaHETO WK JI0 MOSIBaTa HA HEMTPUEMIINBA
TOKCUYHOCT. Pe3ynraTtuTe OT M3NMUTBaHETO MOKa3BaT, ue 94% (277 / 296) oT naneHTUTe, KOUTO Ca
MOJIeKAIH Ha BKITIOYBAHE, Ca MPOIBDKUIIN JIa IMOJTydaBaT 0eBaiu3yMad caMOCTOSTEIHO B ITUKBI 7.
Tonsm mponieHT oT nanueHTuTe (MpuoIM3uTETHO 62%) ca MPOIBIDKWIN Ja MOTyYaBaT pa3IudHU
BHJIOBE IPOTUBOPAKOBA TepaIlvs, HEBKIIIOUEHA B MPOTOKOJIA HA U3MUTBAHETO, KOETO MOXKE /1a €
noBnusI0 aHanmu3a Ha Ol
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Pesynrature mo oTHOILICHHE HA ePUKACHOCTTA ca IpeAcTaBeHy B Tabnuma 13.

Ta6anna 13: Pesynraru 3a epukacHOCT B KJIMHUYHO u3nuTBane BO17704

Hucnnarun/ Hucnnatuan/ Hucnnatuan/
TEMIIUTAONH reMIIUTa0NH TeMIIUTA0NH
+ mare6o + bepammzyma0 + beBammzyma0
7,5 mg/kg npe3 15 mg/kg npe3 3 cenqmuim
3 cegmunu
bpoii nmarmenTn 347 345 351
IIpexussemoct
0e3 mporpecus (b
Menuana 6,1 6,7
(mecern) (p =0,0026) (p= O@&G?
0,75
Koedwunuenr na [0,62; 0,91] (b@ 68, 0 ,98]
pHCK
Hait-no6pa 20,1% 34,1% ¢ 30 ,4% (p=0,0023)
CTETICH Ha 001110 (p <0,0001) @2\
MOBJIMsIBAHE” \Q

*MaIMeHTy C U3MEPUMO 3a00JIIBaHE HA N3XOTHO HUBO

v

R

00112 NPEKUBIIEMOCT

Mennana 13,1 013 ,6 13,4

(mecern) =0,4203) (p=0,7613)

KoedunmeHt Ha q 0,93 1,03

PHCK D@ [0,78; 1,11] [0,86; 1,23]
\

ITvpea nunus na neuenue na neckeampzern HIKPB/] c EGFR axmusupawu mymayuu 6 KoMounayus c

epromunu6

JO25567

IIpoyusane JO25567 e
SnoHwus 3a oLEHKa Ha

Q\\\%

MHU3HUPAHO, OTKPUTO, MHOT'OLICHTPOBO ITPOYYBAHC (1)21321 H, MIPOBCICHO B
aCHOCTTA M 0€30MacHOCTTa Ha 6eBaI_II/13yMa6, npujaral B JOIMMbJIHCHUC KbM

epJIOTHHUO TpH H&f&nn ¢ seckBamozed HJIKPB/] ¢ EGFR aktuBupamny mytamuu (Ieienus B €K30H
19 win MyTaLII/IQ 30H 21 L858R), konTo He ca mosryyaBaay Mpeay ToBa CUCTEMHA Tepamnus 3a

cragui [11B/

" peuruanBHUpaIO 3a0o0JsBaHe.

IIepBu 1@? kpaiina Touka € IIBII Bb3 OCHOBA Ha OLICHKA IIPY HE3aBUCUM IIPErJel HA JaHHUTE.

3a

BAHCTO, MPOABJDKUTCIIHOCT Ha IMOBJIMABAHE U 0€3011aCHOCT.

B’{&EI/ITC KpaﬁHH TOYKH BKJIFOYBAT OH, CTCIICH Ha MOBJIMABAHEC, CTCIICH HA KOHTPOJ Ha

EGFR MyTalmoHHUSAT cTaTycC € ONpeAeseH 3a BCEKH MAlMEeHT Npeu CKpUHUHTA U 154 nmanueHTu ca
PaHIOMU3MPaHH [a [oJy4yaBat epioTHHUO + O6eBanu3ymad (epnotuaud 150 mg nepopajiHo AHEBHO +
oeBaru3yma0 [ 15 mg/kg HHTpaBEHO3HO Ha BCEKH 3 CEIMHUIIM |) HJIX MOHOTEPAIHUS C €PIOTHHUO

(150 mg nepopaiiHO AHEBHO) 110 porpecus Ha 3abonsBanero (I13) nim HenpreMIrBa TOKCHYHOCT.
[Ipu nunca na I13, npeycTaHOBsSIBaHETO HAa €JMH OT KOMIIOHEHTHUTE HA U3IHUTBAHOTO JICYCHHUE B
rpymnara Ha epJoTHHHUO + GeBal3ymMad He € IOBENO [0 IPEyCTaHOBsIBaHE HAa APYTUS KOMIIOHEHT OT
M3IUTBAHOTO JICUCHUE, KAKTO € ONPEENICHO B IPOTOKOJIA HA U3IUTBAHETO.

Pesyararute 3a epukacHOCT Ha IPOYYBAHETO ca mpeacTaBeHu B Tabmuia 14.
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Tadoauua 14: Pe3yaraTu 3a epukacHocT npu npoyuBane JO25567

Epnornand Epaotunnt +
N=77* GeBanuszyma0
N = 75*
NBII" (mecern)
Menuana 9,7 16,0
HR (95% CI) 0,54 80(,)3061,50,79)
p-CTOMHOCT ’
OO0u1a cTeneH HA MOBJIUSIBAHE
Crerien (n) 63,6% (49) 69,3% (52) >
. 0,4951 b
p-CTOMHOCT %)
O0ma npexuBsieMocT™ (Mecern) &\8
Menunana 474 ?@
HR (95% CT) 0,81 80353 r3)
p-CTOMHOCT ’

“Pannomusupanu ca 06mo 154 namuentu (ECOG dynkuuonanen cratyc 0
PaHAOMU3UPAHUTE NAINUCHTH Ca NPEKPATUIIN YUIACTHUEC B USIIUTBAHCTO IIP
JeYeHUe

~3acieneH He3aBUCUM Iperie]] (OpenesieH 1Mo MPOTOKOJ ITbPBUYE u3).

*ExcrioparopeH ananu3s: okondareneH aHanu3 Ha Ol mpu nat AKJIFOUYBAHE HA KIIMHUYHUTE
nannau 31 okromBpu 2017 1., npubnusutenHo 59% ot Haune@ ca TIOYMHAJIH.

1). Jirama ot
Jla TIOJIy4aT U3MHUTBAHOTO

CI, noBepurenen untepBai; HR, koeguuuent Ha puck @&Tpaan)HquaH Cox perpecHoHeH
ananus; H/I, He € mocTuruaro.

Asancupan uw/uau memacmasupai 61;61)@%01016@’&;% kapuunom (MBKK)

Bbesayuzymab 6 kombunayus ¢ unmepge, gﬂqba-Za 3a neyenue Om Nbpea IUHUA HA ABAHCUPAT U/UIU
Memacmasupan 6vopeunokiemvyen kapgunom (BO17705)

ToBa € paHIOMHM3UPAHO, ABOWHO, '&no nsnurBane ¢asa IlI, mpoBeneHo ¢ e oleHKa Ha
epukacHoOCTTa U 6€30TacHOC a OeBannzymab B komOuHanus ¢ uaTepdepon (IFN) anda-2a B
cpasrenue c IFN anda-2a TOSITENIHO, KaTo mbpBa JuHus Ha nedyenue npu MBKK. [lectorun
YETUPHUJIECET U JIEBETTE TIOMHU3HpaHy marueHTn (641 JIeKyBaHM) ca UMaIH CTaTyC Ha MPEACTaBsIHE

no Karnofsky (KPS) >M%, nunica na meracraszu B [JHC u anekBatna QyHkums Ha opranute. Ha
MMAIUEHTHUTE € U3B; Ha He(PPEKTOMHUS MTPH MIbPBUYCH KapIIUHOM Ha OBOPEUYHUTE KIIETKU.
beBaruzymad /kg e Oun naBaH Ha BCEKH 2 CEIMUIIM JI0 Iporpecus Ha 3a0omsBaHeTo. [IFN

anda-2a e J10 52 CeIMHUIY WJIK JI0 MPOTpecHs Ha 3a00JIIBaHETO B MPEMOPHUYUTEIHA HaYaIHA
J03a ot 9 Q@T‘pl/l I'BTH CEAMHYHO, KOETO IT03BOJIsIBa HamalieHue Ha go3ata 10 3 MIU tpu nbptu
ceMu creiku. [lanmenTure ca ctparnduupanu Mo CTpaHu U CKOp Ha Motzer, KaTo rpynuTe
3a<3\®ﬂne ca OanaHcupaHu J00pe 10 OTHOIIIEHHE Ha MPOTHOCTHYHHUTE (PaKTOPH.

IIspBuunaTa kpaiina Touka € Oll ¢ BropnyHM KpaiiHM TOUYKH Ha U3NUTBaHETO, KOUTO BKiItouBat [1BI1.
JobaBsiHeTo Ha OeBainu3ymad kbM IFN-anda-2a 3Hauntento nosuimasa [1BI1 u crenenTa Ha
00EKTHBHO TYMOPHO NOBJMsBaHe. Te3u pe3yiTaT ce MOTBHPIKAaBaT OT HE3aBUCHM peHTTeHOTrpadcku
npernen. Y npikaBadero Ha OIl kato mbpBrUYHA KpaliHa TouKa ¢ 2 Mecena 00aye He € CTATUCTUIECKU
3aaunmo (HR= 0,91). T'omsim mpoueHT oT nanmenTure (mpudnusutenno 63% IFN/miane6o; 55%
6eBarzymad/IFN) ca momyunim pa3nugHu HecnenupUIHN BUAOBE IPOTUBOTYMOPHO JICUCHHE CIIEN
U3IUTBAHETO, BKJIIOYUTEIHO aHTHHEOIUIACTUYHU CPEZCTBA, KOUTO MOXKE J1a ca Ce OTPa3HId Ha
aHaim3a Ha OII.

Pesynrarute 3a eukacHoCT ca npeacraBeny B Tabnuma 15.
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Tadauua 15: Pe3yaraTu 3a epuKkacHOCT B KJIMHHYHO u3nuTBane BO17705

BO17705
[Lraue6o+ IFN? Bvb® + IFN?
Bpoii nanuenTH 322 | 327
[IpexuBseMocT 6e3 mporpecus
Menunana (Mecerm) 5,4 10,2
Koeduuunent Ha puck 0,63
95% CI 0,52; 0,75

(p-croitHocT < 0,0001)

CreneH Ha 00EKTHBHO MOBIIMSIBAHE
(%) npu nauKMeHTy ¢ UIMEPUMO

3a0o0JiIsiBaHe Q)(b'

N 289 306 @
CrerneH Ha MOBIHUSBAHE 12,8% 3 1,40,<Q
(p-croitHOCT < 0,0001)  A¢

*UnTepdepon anda-2a 9 MIU 3 x ceqmuaHO *\‘
°Beparusymad 10 mg/kg npe3 2 ceqMunu (b(b,

OO0m1a npexuBsIeMOCT ¢@

Menuana (Mecewnu) 21,3 \2\ 23,3

Koeduuunent Ha puck

95% CI ;1,10

(p HocT 0,3360)
\Y

Excruioparopen mHoroBapuanteH Cox perpecuoHeH Moae??ﬁm U3M0J13Ba 00paTHa CceNeKIus,
TMOKA3Ba, Y€ CIICAHUTE H3XOIHN NPOTHOCTHYHN (HAKTOPK A CHITHO CBBP3aHH C IIPEKHUBICMOCTTA,
HE3aBHCHUMO OT JICYCHHUETO: 110J1, Opoil Ha Oenu Kpb €TKH, TPOMOOLIUTH, 3ary0a Ha TErJio mpe3
6-Te Mecella MpeaAr BKIIOYBAHETO B U3MUTBAHETO 1 Ha MecTaTa C MecTacTasu, cymara Ha
Hall-roJieMUTe JUaMETPH Ha TApT€THUTE JIe3U p Ha Motzer. Kopurupanero criopes] T€31 U3XOTHU
(hakTOopH BOIHU 10 KOS(DUIIMEHT HA PUCK OT %—IHGTO ot 0,78 (95% CI1[0,63; 0,96], p=0,0219),
ToKa3Ball] HaMaeHue ¢ 22% Ha pHckKa o PT IIpH TAIMEHTHUTE B TpymaTa ¢ OeBanuzymad + IFN
anda-2a B CpaBHEHHE C TpyIiaTa ¢ IFIE{)é@a-Za.

Hesetnecet u cenem (97) marue B rpymara ¢ IFN ancda-2a u 131 nanuenTtu B rpymnara ¢
OeBaru3yMad ca HaMaJluIH u@a Ha IFN anda-2a ot 9 MIU no 6 unu 3 MIU Tpu bTH CEIMHUYUHO,
KaKTO MPE/IBAPUTEITHO € YTOYHEHO B MPOTOKOIIA. HamansBanero Ha no3ara Ha [FN anda-2a uzrnexna
HE Cce 0Tpa3sABa Ha e@m@ocma oT koMOnHanusTa Ha 6eBauu3ymad u IFN anga-2a cnopen
yectoTaTa Ha [IBI1 6¢3es0nTHS BBB BpeMeTO, KaKkTO € JOKa3aHO MpY aHaJIu3 Ha MOATPYIIUTE.

131 mauuenTu B rpyfiara ¢ 0esanuzymad + IFN anda-2a, KouTo ca HAaMaaIWIM U MOAIbPKAIIN 103aTa
Ha IFN anda-2 6 niu 3 MIU no BpeMe Ha M3NUTBAaHETO, ca MOKa3anu Ha 6, 12 u 18 mecena crenex
Ha I1BI1 6e3 @ THS OT ChOTBETHO 73, 52 1 21%, B cpaBHenue ¢ 61, 43 u 17% B obmiaTa nomynanus
nauHeHka@)nyanamH oepanmzymad + IFN anga-2a.

RY

A ggﬂé’

ToBa € paHJOMHU3UPAHO, TBOWHOCIIAIO KIMHHYHO H3nuTBane ¢a3za I, uzcieapamnio 6esanusymad

10 mg/kg B 2-cenMUYHa CXeMa, ChC ChIlaTa J103a OeBaru3ymMad B KOMOUHAIMS ¢ epjoTUHUO 150 mg
JTHEBHO TIPH MAIUEHTH ¢ MeTacTa3upan ceeriokieTbueH bKK. Obmo 104 manuenTn ca
paHIOMU3UPaHU 3a JICUCHHE B TOBA U3NHUTBaHe, 53 ¢ 6eBanu3ymabd 10 mg/kg Ha Bceku 2 ceqMuIIn
wiroc mianebo u 51 ¢ 6eparu3ymad 10 mg/kg Ha Bceku 2 ceAMUIIN TUTIOC epioTUHHO 150 mg qHEBHO.
AHanu3bT HA MEPBUYHATA KpaliHa TOYKA HE TTOKa3Ba pasiiuka MEX/Iy rpynara ¢ OeBanuszymad +
rutane6o u rpynara Oesanuzyma0 + epnotuHuO (Meauana Ha [IBIT 8,5 cnpsmo 9,9 mecena). 1o cenem
MAIMEHTH BB BCAKA TPYIIa ca MMau OOCKTHBHO MOBIUsBaHe. JJ00aBsHETO HA ePIOTHHHO KbM
OeBanm3ymab He e goseino 1o nogoopenue Ha Ol (HR = 1,764; p=0,1789), mpoabmkuTenHocTTa Ha
oOekTHBHO noBusiBaHe (6,7 cpemry 9,1 Mecema) wim BpeMeTo J0 mporpecupane Ha cumnromute (HR
=1,172; p=0,5076).
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AVF0890

Tora e paHmoMH3HUpaHO KIMHUYIHO U3NHTBaHe (a3za II, mpoBeneHo 3a cpaBHABaHE Ha e(hUKACHOCTTA U
Oe3onacHoctTa Ha OeBanm3ymad ¢ miane6o. O6mo 116 manueHTH ca paHIOMHU3UPAHU J1a TTOTyYaBat
oeBanmzymab 3 mg/kg npe3 2 ceqmunu (n = 39), 10 mg/kg npe3 2 ceamunu (n = 37) unu mianedo (n =
40). MexIuHHUAT aHaIN3 € IMOKa3al, Ye UMa 3HAYNMO YAbJDKaBaHe Ha BPEMETO JI0 IPOTPecHs Ha
3abomsaBaneto B rpynara ¢ 10 mg/kg B cpaBHeHue ¢ rpynara c mianebo (koeduuerT Ha puck 2,55; p
<0,001). Mma manka pa3nuka ¢ TpaHUYHA CTATUCTUYECKA 3HAYMMOCT MEKAY BPEMETO IO IPOrPecHs
Ha 3a0os1BaHeTo B rpynata ¢ 3 mg/kg u mpu rpymnara ¢ manebo (koeduiuerT Ha puck 1,26; p =
0,053). Uetnpuma ManueHTH ca UMaIl OOEKTHBHO (YaCTUIHO) TTOBJIHMSIBAHE M BCHYKH TE Ca
noiy4aBaiu OeBanu3ymad B 1o3a oT 10 mg/kg; ctenenTa Ha 00EKTUBHO MOBJIMSBAHE 3a 103aTa OT

10 mg/kg e 10%.

Enumenen xapyunom na ﬂlthHuuume, d)aﬂonueeume I’l’lD'b6u U nNvbpeU4EeH nepunonHealern KapuuH()u(b'

prea JIUHUS HA Jle4eHUue Ha KapyuHom Ha ﬂﬁtmuuume &Q

besonacHocTTa M edukacHOCTTa Ha OeBann3yMad KaTo IbpBa JIMHUA Ha JICUeHHUE Ha @CHTI/I c
eMUTEJICH KapIIMHOM Ha SHYHUIUTE, (paronneBuTe TpHOM WM IbPBIUYCH IEPUTOHSAICH KapIIMHOM ca
nscnenBany B ase (aza Il kmmamaan m3nurBanus (GOG-0218 u BO17707), kof#no’ oniensiBat edexra

Ha 100aBsHETO Ha OeBannM3ymMad KbM KapOOIUTaTHH U MAKIUTAKCEN, B CPaBH ChC CAMOCTOSITEITHA
XUMHUOTCPAINICBTUYHA CXEMaA. %

GOG-0218

Knunanunoro npoyuBane GOG-0218 e ¢asza Il mHOroieHTpOoBO NOMHU3UPAaHO, ABOMHOCIIAIIO,

I1a1e60-KOHTPOIMPAHO NPOYYBAHE C TPH IPYIIH, OLCHsBALIQ EhekTa Ha jo0aBsHe Ha GeBanu3ymMad
KBbM 0JJ00pEeHaTa XUMHUOTEPAIIEBTHYHA CXeMa (Kap6onnam@ammakcen), IIPY MTAIMEHTKH C
HanpenHan (Cranuu 11IB, IIIC u IV, ciopexn Bepcusita 3 upane o FIGO ot 1988 r.) enurenen
KapIMHOM Ha SIHYHUIKTE, (DaTONHeBUTE TPHOU HITH &HCH MEPUTOHEAJICH KapIIUHOM.

ITanpeHTHTE, KOUTO Ca NOJy4aBAJIX IIPEAILECT Tepanus ¢ OeBanmzymal WM Ipe/IIecTBaa
CHUCTEMHA IIPOTUBOPAKOBA TEPAIHS 3a Kapl] Ha SHYHUIUTE (Hap. XUMUOTEPAINs, Tepanus ¢
MOHOKJIOHAJIHH aHTHUTENA, TEPAIUs C HHX OpH Ha TUPO3MH KMHA3aTa WK XOPMOHATHA TEPaIHs)
WJIH [IPEeIIIECTBAIIO JITbYENICUEHNE Ha KQ%S a WM Ta3a, ca U3KIIYEHU OT IPOYYBAHETO.

O

O6mo 1 873 manuenTku ca paHL@VBI/IPaHI/I B €/IHAKBO CHOTHOIIEHHE KbM CIEIHUTE TPH IPYIIHU:

- CPP rpymna: Ilet m *ﬂnauefio (3amouBary OT MUKHI 2), B KOMOMHAIUS C KapOOIIaTUH
(AUC 6) u maxm 1 (175 mg/m?) B npoxbiskeHre Ha 6 MUKBIIA, HOCIEABAHH OT
MPUIOKEHHUE ca iane0o, oomo 10 15 mMecena Tepanus

- CPBI15 rpynaNer muknbiia ¢ OeBann3zyma0 (15 mg/kg Ha 3 ceaMuIiy, 3aI09HAIN OT LUK 2) B
KOMOMHA kap6ortatua (AUC 6) n naknurakcen (175 mg/m?), B npoabibkeHue Ha
6 UK ocJeBaHM OT NPUIIOKEHHE caMo Ha 1ianeo, o0mo o 15 mecena Tepanus

- CP rpyna: Iler nukbna c 6eBaunszymab (15 mg/kg Ha 3 ceaMuiy, 3a0YHAIN OT LUKBA 2),

B @m unanus ¢ kapoorutatus (AUC 6) n makmurakcen (175 mg/m?), B npoabibkeHue Ha

HKBJIA, TOCTIEIBAHU OT NPOIBJDKUTENHA yroTpeba Ha 6eBanu3ymab (15 mg/kg na

QS CEeJIMHMIIN), KaTO MOHOTEpanus, o010 10 15 mMecena.

IToBedeTo OT manmeHTHUTE, BKIIOYEHN B IPOYYBAHETO, ca OT OsmaTa paca (87% u B TpUTE Tpynn);
cpenHata Bb3pacT € 60 ronunau B CPP u CPB15 rpynure u 59 ronunn B CPB15+ rpynara, a 29% ot
narerTute B CPP wm CPB15 u 26% B CPB15+rpynara ca vag 65-rogumHa Bb3pact. O0mIo
npudmmsurenHo 50% ot nmaruentkute umar 0 rouku mo GOG PS Ha u3xonno HuBo, 43% umar 1
touka 1o GOG PS u 7% - 2 touku no GOG PS. Iloseuero naunentu umat EOC (82% npu CPP u
CPB15, 85% mpu CPB15+), cnegsano ot PPC (16% npu CPP, 15% npu CPB15, 13% npu CPB15+) u
FTC (1% mpu CPP, 3% npu CPB15, 2% npu CPB15+). [loBeueTo OT ManieHTUTE ca NMaJId CEPO3eH
XUcTONorn4eH Tuil ageHokapuuHoM (85% mpu CPP u CPB15, 86% npu CPB15+). O6mro0
npubmm3utenHo 34% ot naruentute ca FIGO craawmii 111, ¢ onTuManen perpec 1 MaKpOCKOIICKH C
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octarpuHO 3a00saBane, 40% ca B cranuii Il che cybonTumaneH perpec u 26% ca manueHTH B CTaAUN
Iv.

IIspBuunaTa kpaiina Touka e I1bI], Bb3 ocHOBa Ha oOlieHKaTa Ha U3CIeI0BaTeNs 3a IPOTPECHS
OCHOBaBaIlla ce Ha pe3yJITaTUTe OT CKeHepa min HuBaTa Ha CA 125, min Ha CHMIITOMAaTHYHO
BJIOIIABAHE I10 [IPOTOKOJA. B mombiiHeHNe € MpoBeAeH NpeIBapUTENIHO CIeLUUIUpPaH aHaIu3 Ha
nanaute, oueHsBau CA-125 nporpecusara Ha CbOUTHATA, KaKTO M He3aBucHM nperien Ha [1BI1,
OIpezieNieHa OT PE3yJITaTUTE OT CKEHEPA.

WznuTBaneTo nocTura mbpBUYHATa cH Lel - nogoopenue Ha [1BI1. B cpaBHeHue ¢ nanueHTHTe,
JIEKyBaHHU caMO C XUMHUOTepanus (KapOOoIUIaTHH U MaKJIUTAKCEN) KaTo MbpBa JIMHKA Ha JICUCHHE,
OomHMTE, OTy4YaBany O6eBanmzymad B 1o3a 15 mg/kg Ha 3 cemmuIiy, B KOMOMHAIUS C XUMHUOTEPAIIUS
Y MPOJBIDKUIIN J1a TToy4aBat camo OeBanmnzymad (CPB15+), uMaT KTMHUYHO H3pa3eHo U Q)
CTaTUCTHYECKH 3HaUnMO nopoopenue Ha [1BI1.

NPOABIDKIIIN JeueHne camo ¢ Oesanmsymad (CPB15), He e HabnronaBaHa KIMHAYHO _M3PA3CHA TI0I3a
o otHomenue Ha [1BI1. (b'

Z
N

Ta6auua 16: PesyararTu 3a epuxactoct ot npoyusane GOG-0218 2,

[Ipu manmeHTKUTE, KOUTO Ca MMOIy9aBaal caMo OeBaru3yMad B KOMOWHAIIHS C XI/IMI/II/IH " HE ca

Pesynrarute oT TOBa nMpoy4uBaHe ca 00001eHu B Taduuia 16.

AN
IIpexupsemoct 6e3 mporpecus ! n@v
CPP ,b’b‘éPBls CPB15+
(n=625) Q (n=625) (n=623)
Menunana Ha [1bI1 (mecern) 10,6 () 11,6 14,7
Koedwumuent Ha puck (95% \2\ 0,89 (0,78, 1,02) 0,70 (0,61, 0,81)
CI)? %Q‘ 0,0437 <0,0001
p-croitHoct> * A(D'Q
YecToTa Ha IEHCTBUTENEH OTIOBOP’ \@V
XU Cpp CPBI5 CPB15 +
&O (n=396) (n=1393) (n=403)
% MaIueHTKu ¢ 00EKTUBEH ‘j? 63,4 66,2 66,0
OTTOBOP 0,2341 0,2041
p-CToiHOCT Q)
O6mIa Hpe)KI/IBSIeMOC"Jé\Q
> N CPP CPBI5 CPBI5 +
%) (n = 625) (n = 625) (n=623)
Menauana O eceru) 40,6 38,8 438
Koedwury a puck (95% 1,07 (0,91, 1,25) 0,88 (0,75, 1,04)
CI)? (b. 0,2197 0,0641

| A3 Ha TTBIT criopeJi OlleHKaTa Ha u3cienoBarens, cnenudunupan B GOG nporokona (6e3
npoBepka 3a CA-125 nporpecust, Huro 3a TUII npean nporpecust Ha 3a00Js1BaHETO) ¢ KpaliHa Jarta 3a
chOupane Ha nanauTe 25 Qepyapu 2010 T.

2cTparuduimpan KOeQUIMEHT HA PUCK, OTHACSAII CE 32 KOHTPOJIHATA IPyTIa.

SEanoctpanna log-rank p-croitnoct

“TIpu rpanuna Ha p-croiinoctra ot 0,0116.

*TTalMEHTKH ¢ H3MEPUMO 3a00JIBaHE Ha H3XOIHO HUBO.

%Oxonuarenen ananus Ha OIl, IpoBeneH pu cMBPTTA Ha 46,9% OT NAIUEHTKUTE.
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IIpoBenenu ca npeasaputenHo crenudupann anamm3u Ha [1bI1, Bcnukure ¢ kpaitHa narta 3a
crbupane Ha manauTe 29 cenremBpu 2009 r. PesynTatute OT T€3U NpeaBapuUTEeTHO CHEHPUIPaAHH
aHaJIM3M ca KaKTo Clie/Ba:

- Ananmu3st Ha I1BI1, criopen omeHKaTa Ha H3CIIeI0BaTEN, Crienndumupan B IpoTokoa (6e3
npoBepka 3a CA-125 mporpecus uimu 3a Tepanus u3BsH npoTtokoia [ TUII]), mokaszsa
ctpatuduimpan koedunueHt Ha puck ot 0,71 (95% CI: 0,61-0,83, 1"°-cTpanna log-rank
p-ctoiaoCT < 0,0001), koraro CPB15+ ce cpaBusBa ¢ CPP, ¢ menmnana Ha I1BI1 10,4 mecena B
CPP rpynara u 14,1 mecena 8 CPB15+ rpymnara.

- [IspBuunuaT ananus Ha I1BI1, cnopen ouenkara Ha n3cienonarens (cien nmposepka 3a CA-125
nporpecus 1 TUII), mokassa crpatuduuupan koepunueHt Ha puck ot 0,62 (95% CI: 0,52-0,75,
1"°-ctpanna log-rank p-crorinoct < 0,0001), korato CPB15+ ce cpaBnsasa ¢ CPP, ¢ mennana Ha
IIBIT 12,0 mecenia B CPP rpynata u 18,2 meceria B CPB15+ rpymnara.

- Ananu3st Ha I1BI1, onpenenen ot He3aBucuMa eTuyHa kKomucus (mposepka 3a TUII), n&m
crpatudumpan koeguuuent Ha puck ot 0,62 (95% CI: 0,50-0,77, 1"°-ctpanna log-

p- croitrocT < 0,0001), xorato CPB15+ ce cpaBusiBa ¢ CPP, ¢ mennana na [1BI1 @ B CPP
rpynara u 19,1 mecena B CPB15+ rpynara. *

[onrpynosure ananu3u Ha [1BI1 o ctaamii Ha 3200IIBaHETO U CHCTOSTHHE HA ;&C ca 00001IeHn B
Tabmuia 17. Te3u pe3ynraTu MoKa3BaT HEUYBCTBUTEIHOCT Ha METO/Ia HA a@3 Ha [IBII, xakTo €

noka3aHo B Ta0muia 16. ‘2‘
<
Ta6suua 17: Pesyararu 3a IIBIT' no craauii Ha 3a60/1s1BaHeTO v@Tomme Ha perpec or
npoyuBane GOG-0218
R
Pannomusupanu nanuentu B craauii Il ¢ ontumarnen per a 3a00JITBaHETO>"
CpPP O CPBI15 CPB15+
(n=21 (n=204) (n=216)
Menmunana I1BI1 (Mecera) 1 14,3 17,5
Koedunuent Ha puck (95% CI)* @Q 0,81 (0,62, 1,05) | 0,66 (0,50, 0,86)

Y
Panpomu3upany naumeHTu cbe CT&HHH@S&6OJ‘I${BaHe ChC CyOONTHMAIIEH perpec’

~

q )‘ ~ CpP CPBI5 CPB15+
A (n=253) (n=1256) (n=1242)
Menmunana I1BI1 (Mecera) E\&~ 10,1 10,9 13,9

Koedwumuent Ha puck (95% 0,93 (0,77, 1,14) 0,78 (0,63, 0,96)

N
Pannomuzupanu nau@{n B cTanuii IV Ha OomectTa
> N CPP CPBI5 CPB15+
%) (n=153) (n=165) (n=165)
Menuana I1 eceria) 9,5 10,4 12,8
Koedwuy a puck (95% CI)* 0,90 (0,70, 1,16) 0,64 (0,49, 0,82)
[ 4
'A Ha TIBIT criopeJi OlleHKaTa Ha u3cienoBarens, cnenudunupan B GOG nmporokona (6e3
n pka 3a CA-125 mporpecus, Huto 3a TUII npenu nporpecus Ha 3a00sBaHETO) ¢ KpaifHa JaTa 3a

chOupane Ha fanauTe 25 Qepyapu 2010 T.

2CbC 0CTaTh4HO 3a00JIIBaHE MAKPOCKOTICKH.

33,7% ot obliaTa paHJOMU3HPaHa MOIyJIalus HalMeHTy ca uMaiu craauii [11B 3abonsasane.
4OtHacsmr ce 3a KOHTPOIIHATA IPYTIA.

BO17707 (ICON7)

BO17707 e muorouentposo (aza IIl, pangomMusupano, KOHTPOIUPAHO, OTKPUTO KIMHUIHO
MPOyYBaHe C JIBE TPYIIH, CpaBHABAIIO eekTa OT 100aBsHe Ha OeBalM3yMad KbM KapOOILIaTHH IUTIOC
MaKIATaKCeNl P MAMEHTH CIIE OTepalysl Ha eUTeNIeH KapuIUHOM Ha SHYHULINTE, (DaTOTIHeBUTE
TpbOU Win mepBHYeH neputoneaneH kapuuHoM FIGO cranuii [ umu 1A (cTenen 3 uinm camo 4ncTa
KieThbuHa Xuctonorus; n = 142) wmu FIGO cramwmii [IB - IV (Bcuuku cTeneHn U BCUIKH
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xucrosiornauy tunose, n = 1 386) (NCI-CTCAE v.3). B ToBa m3nuTBaHe € M3I0JI3BaHa BEPCHUATA 3a
cragupane mo FIGO or 1988 T.

[TanuenTHTEe, KOUTO Ca MOJMyYaBaIX MIPEIICCTBAIIA Tepaus ¢ OeBau3yMal WK MpeiIecTBaIna
CHCTEMHa ITPOTHUBOPAKOBA TEPAIHS 32 KapIIMHOM Ha SHYHHUIINTE (HATP. XUMHAOTEPAIIHSI, TEPAITHs C
MOHOKJIOHAJTHH aHTHUTENa, TEPaIvs C HHXUOUTOPH Ha TUPO3WH KMHA3aTa WM XOPMOHATHA TEPaIThs)
WJIU IPEIIECTBAIIO JIbUYCICUCHUE HAa KOpeMa WU Ta3a, ca U3KIIOYEHHU OT MPOYYBAHETO.

O6mo 1 528 nanueHTkH ca paHAOMU3MPAHNA Ha PABHU YaCTH KbM CIIETHUTE JBE TPYITH:

- CP rpyna: Kap6omnarun (AUC 6) u maknurakcen (175 mg/m?) B mpoab/oKeHHe Ha 6 UKBIIA C
MPOJBIDKUTEITHOCT OT 3 CeIMHUITA

- CPB7.5+ rpyna: Kap6omnarun (AUC 6) u nakiurakcen (175 mg/m?) B npoabiKeHne Ha«)(b'
6 wuKbia T 3 ceamuiy mioc 6esauusymat (7,5 mg/kg Ha 3 cenmuun) 10 12 mecena _(2)
(mpunoxxernero Ha OeBann3yMad 3armouBa B MUKBI 2 OT XUMHOTEPAIIHATA, aKO neugyhero e
3aMovyHao A0 4 CEMHIIM OT OTEPaNUATA, UK B IIUKBI 1, aKO JICYSHUETO € 3a10 0 ToBeYe
OT 4 CeIMUIIM CIIE/I OTICPALIUTA). *

[loBeueTo OT MaMEHTKUTE, BKJIIOYEHU B IPOYYBaHETO, ca Ouiu ot Osara paca{®96%), cpennara
BB3PACT € 57 TOMHY B JBETE IPYIIH HA JedeHue, 25% oT 6oaHuTe BBB Besika@ya Ha JieueHune ca Ha
BB3pacT 65 TOAWHY WK TOBede U MpuOIm3nTenHo 50% ot nanueHTKuTe amu ECOG PS - 1; 7%
OT MALIMEHTKUTE BbB BCsAKA rpymna Ha neuenue ca umanu ECOG PS - 2 @%qem OT MALIMEHTUTE Ca
umau EOC (87,7%), cnensano ot PPC (6,9%) u FTC (3,7%) unu uHanyst ot Tpute (1,7%).
[ToBeuero manmenTu ca 6mnu FIGO cranuii 111 (n nBete 68%), ¢ anu oT FIGO cranuit IV (13% u
14%), FIGO cramuii 11 (10% u 11%) u FIGO cramuii [ (9% u BonmuHCcTBOTO NAllMEeHTH BB
BCsika rpyna Ha jeuenue (74% u 71%) ca uManu Ha U3X0x BO cj1a00 audepeHMpany (creneH 3)
MBPBUYHU TyMOpH. YecToTaTa Ha BCEKH XHCTOJIOTHYCH n EOC e monoOHa B rpymnure Ha
nedenue; 69% OT MaMeHTUTE BHB BCSIKA TpyTa Ha ne@ﬁe ca UMaJIM CepPO3CH XUCTOJIOTHICH THUII
aJICHOKapIIMHOM. ¢

[IepBuuHara kpaiina Touka e I1BI1, onieHeHa @CHGI{OB&TGHH ¢ momorra Ha RECIST.
M3nuTBaHeTo nmocTura mbpBUYHATA CU H?ﬂ - mogpobpenue Ha [1BI1. B cpaBHeHme ¢ manueHTuTe,
JIeKyBaHM CaMo ¢ XUMHOTepanus (KafOOIUIATHH U NAKIUTAaKCel) KaTo TbpBa JIMHUS HA JICUCHHE,
NalMeHTHUTE, KOUTO ca nonydaBajinOeBanu3ymal B 1o3a ot 7,5 mg/kg Ha 3 cenmMuuy B KOMOMHALMS C
XUMUOTEPAIUS U ca MPOIBIIK Jla oy4asat OeBanmzyma0 1o 18 mukbia, ca uManu

CTAaTUCTUYECKHU 3HAYUMO I nue Ha [1BII.

Pesynrarure ot TOBa r@BaHe ca 00600menu B Tabnuna 18.

42



Tabauua 18: PesyaraTu 3a egpuxacHoct npu npoyusane BO17707 (ICON7)

[pexwussiemoct 6e3
porpecus
CP CPB7.5+
(n="764) (n="764)
Menuana na I[TBIT (Mecenn)? 16,9 19,3
Koedwumment na puck [95% 0,86 [0,75; 0,98]
CI}? (p-croitroct = 0,0185)
UecToTa Ha AeMCTBUTENCH
0TroBop’
CP CPB7.5+ Q
(n=277) (n=272)
CrelleH Ha MOBJIUSIBAHE 54,9% 64,7% @
(p-croitocT = 0,0188) A&Q
O611a npexuBIeEMOCT’ .
CP CPB7.5%’
(n = 764) (n =T64)
Menmunana (Mecerm) 58,0 69,4
KoeduupenT Ha prck [95% 0,99 [0, 85; 1, 15]a [N
CI] (p-cTOMHOCT = O,&%ﬁ)
Tpu nanmenTH ¢ H3MepUMO 3a00JIBaHE Ha H3XOIHO HHUBO. >
2Ananus Ha I1BI1, ciopes oLeHKaTa Ha M3CIeI0BaTENs ¢ KpaiiHa 3a chOupaHe Ha nanHuTe 30

HoeMBpH, 2010 . &)
*Oxonuarennusr anamus Ha OIl e Hanpasen, korato 46,7% @nauI/IeHTHTe ca MOYMHaNH, C KpaiiHa
JaTa 3a BKIIOYBaHe B aHanu3a 31 maprt 2013 1. b

nmauaauTe 28 dpespyapu, 2010 r. mokaszsa HecTpa upaH koepunueHT Ha puck ot 0,79 (95% CI:
0,68-0,91, 2%-ctpanna log-rank p-cToiHOCT 10) ¢ meauana Ha [1BIT ot 16,0 mecenia B CP rpynara
u 18,3 mecema 8 CPB7.5+ rpymnara.

IIspBuunusT ananus Ha [IBII, cnopex oueHkara H;?\ZJ;eL[OBaTeM C KpaifHa jaTta 3a cbOupaHe Ha

IToarpynosure ananusu Ha I1BII o @51?1171 Ha 3a00JISIBAHETO M CHCTOSIHUE Ha perpec ca 0000IIeHH B

Tabnmua 19. Te3u pesynTaTn MOKagBaT HEUYBCTBUTENHOCT HA METOAA Ha TbpBUYHMs ananu3 Ha [1BII,
KaKTO ¢ Toka3zaHo B Tabmuia i‘

c,}@
Q)\ébQ
N
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Taoauua 19: Pesyararu 3a IIBIT' ciopen craaust Ha 3a00/151BAHETO U CHCTOSIHHETO HA PErpec oT
KJInHIYHO mpoyusane BO17707 (ICON7)

Pangomuzupanu nanuentu B craauii Il ¢ ontumanen perpec Ha 3a6051sBaHeTO>>
CP CPB7.5+
(n=1368) (n=383)
Mennana Ha I1BI1 (Mmecern) 17,7 19,3
Koegumuent Ha puck (95% 0,89 (0,74, 1,07)
ChH4
PangomMusupany naneHty che cramuii 111 3a6omssane che cybonTuManen perpec’
CP CPB7.5+
(n=154) (n = 140) (b,
Menuana na ITBIT (Mecenn) 10,1 16,9 Q)
KoeuunenT Ha puck (95% 0,67 (0,52,0,87) ~Q
CI) 4 A&Q
Pannomusupanu nanuentu B craauil IV Ha 6onectra \QV
CP CPB7.5TY
(n="97) (n a;(é»)
Menauana Ha I1BII (mecenn) 10,1 5
Koedwumuent Ha puck (95% 0. 7&({55, 1,01)
ChH4 X ‘2\
' Ananus na TIBI1, ciopes olleHKaTa Ha M3CIeI0BaTENs C Kpaiina uas&a cpOupane Ha manauTe 30
HoeMBpH, 2010 .
2C wim 6€e3 ocTaThuHOo 3a60NIIBaHE MAKPOCKOIICKH. (bQ
35,8% oT obmiara paHIOMHU3UpaHa NOMyJIalys NalUEeHTH C anu ctaguit [11B 3a0onsaBane.

*OrHacsu ce 32 KOHTPOJIHATA TPyIIA.

O

NS
Pak na mamounama wiuiixa ¢Q\
GOG-0240 (bg\
EdukacHoctra 1 6e30macHOCTTa Ha 6eBa|Q%wa6 B KOMOMHAIIUS ¢ XUMHUOTEpaIus (MakjIuTaKcesl U
[UCTIJIATHH, WIN MAKIUTAKCEN U TOTOT IIPH JICYCHUE HA MAIUSHTH C TIEPCUCTHPAII,
peLMIMBUPALI MITM METACTa3Upall KafIMHOM Ha MATOYHATA IIMIKa € OLICHEHA B IIPOYYBaHE
GOG-0240, pannoMHU3HpaHO, OT@{TO, MHOTOIICHTPOBO KIMHU4YHO n3nuTBane daza Il ¢ ueTnpu
pameHa.

00610 452 manyeHTH ca QQOMmMpaHH J1a TIOJTy9aBaT €/IHa OT CICTHUTE CXEMH:

- [TaknuTakc 5 mg/m? uHTpaBeHo3HO 3a 24 yaca Ha Jlen 1 u nucruiatun 50 mg/m?
WHTpaBe Ha Jlen 2 mipe3 3 ceqmuru (q3w); win
IMakmyaaxcen 175 mg/m? uatpaBeno3Ho 3a 3 yaca Ha Jlen 1 u nucmiatur 50 mg/m?

WH HO3HO Ha JleH 2 (q3w); win
akcen 175 mg/m? uarpaBeno3Ho 3a 3 yaca Ha Jlen 1 u nucmiatun 50 mg/m?
Nl

aBeHo3Ho Ha Jlen 1 (q3w)

- [Maknurakcen 135 mg/m? uarpaBeHos3Ho 3a 24 yaca Ha Jlen 1 u nucmiatud 50 mg/m?
HHTpaBeHO3HO Ha JleH 2 turoc GeBaru3ymad 15 mg/kg nntpaBeno3no Ha Jlen 2 (q3w); wiu
[Makmurakcen 175 mg/m? uarpaBeHos3Ho 3a 3 yaca Ha Jlen 1 u nucriatud 50 mg/m?
uHTpaBeHo3HO Ha JleH 2 mmoc OeBanmzymab 15 mg/kg nntpaBenosno Ha [len 2 (q3w); unu
IMakmurakcen 175 mg/m? uatpaBeHo3Ho 3a 3 yaca Ha Jlen 1 u nucmiatur 50 mg/m?
nHTpaBeHo3HO Ha JleH 1 mumoc GeBaru3ymab 15 mg/kg nntpaBeno3Ho Ha Jlen 1 (q3w)

- [Maknurakcen 175 mg/m? uatpaBeHo3Ho 3a 3 yaca Ha J{en 1 u Tonorekan 0,75 mg/m?
WHTpaBeHOo3HO 3a 30 MuHyTH Ha 1HU 1-3 (q3W)
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- IMaxmurakcen 175 mg/m? uatpaBeno3Ho 3a 3 yaca Ha Jlen 1 u Tonorekan 0,75 mg/m? i.v. 3a
30 muayTH Ha gHE 1-3 mmoc 6eBannzymad 15 mg/kg i.v. va len 1 (q3w)

[Moaxomsanure 3a BKIFOYBAHE MAIIUCHTH Ca MMaJIH IEPCUCTUPAI, PEILIMIUBUPAL HITU METacTa3upal
CKBaMO3HOKJICTHUCH KapPIIMHOM, aJICHOCKBAMO3€H KAPIIMHOM HITH aJICHOKapIIUHOM Ha MaTOYHATa
HIMHKa, KOUTO HE ca Ce MOBIUSIIN OT XUPYPTUIHO JICUCHUE W/HJIH JTbYETEpanus, 1 KOUTO HE ca
MOJTy4aBaJIM Mpe/iecTsania tepanus ¢ 0eanuszymad wim apyru VEGF naxuburopu, wim cpeactsa ¢
mumeHa VEGF-peneniropa.

Menunanara Ha Bb3pactra € 46,0 roqunu (rpanunu: 20-83) B rpynaTa caMo Ha XUMHOTEpanus 1

48,0 ronunm (rpanuny: 22-85) B rpynara Ha XumuoTepanus + OeBanusyma0; kato 9,3% ot
NAalMEeHTHUTE B IpylaTa caMo Ha XUMHUOTepanus U 7,5% OT malueHTuTe B rpynara Ha XUMHOTepanyg +
OeBan3ymab ca Ha Bb3pacT Haj 65 roAUHM. b%

Ot 452 naumeHTH, paHIOMU3UPAHU HA U3XOIHO HUBO, [TO-TOJIIMAaTa 4acT ca OT Os1aTta pac ‘@,0% B
rpynara caMmo Ha XuMuoTepanus u 75,3% B rpynata Ha XuMHoTepanus + Gesarmsymat) {AMaT
CKBaMO3HOKJIEThYEH KapuuHoM (67,1% B rpynara camo Ha xumuorepanus u 69,6% B\pynaTta Ha
XUMyoTepamnus + 6eBann3zymald), IMaT IEPCUCTUPALIO/peHUANBUpaIo 3a00isiBaHey83),6% B rpymnara
camo Ha XxuMuoTepanus u 82,8% B rpynara Ha XuMHOTepanus + OeBanusymao), T METACTa3H Ha
1-2 mecra (72,0% B rpynaTta caMo Ha XuMuotepanus u 76,2% B rpynara Hi@mompannﬂ +
OeBanm3ymal), UMaT 3acarane Ha tumdHuTe BB31H (50,2% B rpymnara ca XUMHUOTEPAIUS U
56,4% B rpymnata Ha XUMHOTepamnus + OGeBann3ymad) 1 UMaT UHTEPBa @%eqem&e C TUTaTUHA >

6 mecena (72,5% B rpymara camo Ha xumuotepanus u 64,4% B rpy Ha XUMHOTEpamnus +

OeBaru3yman). %)
oN

[IppBHUHaTa KpaiiHa Touka 3a eukacHoct e Ol BToqu(Q@‘KpaﬁHH TOYKH 32 e(hUKACHOCT
BkitouBart [1BI1 u crenen Ha 00eKTHBHO MOBIUsBaHe. P aTUTE OT IIbPBUYHUS aHAIIU3 U
MIPOCIEAABAIINS aHAIN3 Ca MPEACTaBEeHU CIIOPE.T nquﬁlﬁo ¢ 6eBannzymab U Criope[ JICYeHUETO B
M3IATBAHETO, CHOTBETHO B Tabimia 20 u Tabmur @\

N
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Taoauna 20: Pe3yaraTu 3a epuxacHocT oT usnurBane GOG-0240 cnopen j1edeHneTo ¢

OeBanmu3ymao
XuMHOTEpaIus Xumuorepanus +
(n=225) OeBaru3ymad
(n=227)
IIspBHYHA KpaiiHa TOYKA
O6ma npexxkussiemoct - [Ibpeuyen anaauz®
Menaumana (mecenn)! 12,9 | 16,8

Koedumment Ha puck [95% CI]

0,74 [0,58, 0,94]
(p-croitnoct’ = 0,0132)

O6ma npexxuBsiemoct - IlpocaenasBang
anaiauz’

«0

Mennana (mecenm)’

13,3 16,8

O

Koeduuuent Ha puck [95% CI]

0,76 [0,62, 0,94] AN

(p-croiiroct>® = 0,0126) A\

BropuyHu KpaiiHU TOYKH

IIpexussieMmocT Ge3 nporpecus - [Ibpeuyen ananus®

&
S

Menuana Ha I1BI1 (Mecern)! 6,0 | .79 83
Koeduiment Ha puck [95% CI] 0,66 [wl]
(p-cToiiH 0,0001)
9

Haii-106po 06110 nosiausiane - [IbpBuyen anaans®

O

Pecnonnepu (Crenen Ha nosnusBane?)

76 (33,8%) oY 103 (45,4%)

95% CI 3a cTerneHu Ha MOBNIUsABaHE’

[27,6%, 40,4%]

[38,8%, 52,1%]

Pa3nuka B cTEIIEHUTE HA MOBIIMSIBAHE

N’ 11,60%

95% CI 3a pa3nukaTa B CTETICHUTE Ha
noenusiBane”

Q7 [2:4%, 20,8%]

p-croitHoCcT (XU-KBapar TecT)

0,0117

'Onenku mo Kaplan-Meier
[TauyieHTH ¥ MPOLIEHT HA MAlUEHTUTE C Haii-

po 00110 noBnusiBane ¢ moTebpaeH CR niam PR

TUTC C UBMEPHUMO 3a00JIsIBaHE HA HU3XO0AHO HUBO

HPOLICHT, U3YMCIICH 110 OTHOLICHUE Ha Na
395% CI 3a ena GUHOMHUHAJIHA TTPOOa on3BaHe Ha MeToja Ha Pearson-Clopper

“Ipubnusurenen 95% CI 3a pasnuKarg OT 1Be CTOMHOCTH C U3IOJI3BaHE HAa METOa Ha

Hauck-Anderson
>JlorapuTMHYHO TIpeoOpasyBaH
S[IbpBUYHKUAT AHAIIU3 € U3Bb
C€ CUMTa 32 OKOHYATEJIE
TpocnenssamysT ax

A

n3

KOB TecT (CTpaTH(HIIIPaH)
NpyY KpaiiHa Jata 3a crOupane Ha naHaute 12 nekemspu 2012 1. 1

M3BBPIIEH C KpaiiHa aaTta 3a ceOupane Ha qanaute 07 mapt 2014 r.

8p-croiinocTTa € neraHa CaMo C OIHCATeHA Lel

Tadauna 21:&83/J1T3Tn 3a 00ma npexusBsieMocT oT npoyuBane GOG-0240 cnopen JieueHneTo B

M3NMUTBAH
i1
CpaBH Ha | [pyr dakrop O6mra mpexussieMocT - [TepBuden | Obmia mpexussieMocT - [Ipociensa
neu&?’e aHaus! aHanus’
Koedwurment Ha puck (95% CI) KoedwunuenT ma puck (95% CI)
beBar3ymad Hucrmatuna+ 0,72 (0,51, 1,02) 0,75 (0,55, 1,01)
cripsiMo 6e3 nakyuTakcen |(17,5 copsamo 14,3 mecena; p = 0,0609) | (17,5 caopsmo 15,0 mecena; p = 0,0584)
OeBaru3ymad Tomnorekan+ 0,76 (0,55, 1,06) 0,79 (0,59, 1,07)
naxymrakces | (14,9 copsimo 11,9 mecena; p = 0,1061) | (16,2 cipsimo 12,0 mecenia; p = 0,1342)

TonoTrexkan+ Bepamuzymad 1,15 (0,82, 1,61) 1,15 (0,85, 1,56)
MAKIHTAKCEI (14,9 copsimo 17,5 mecena; p = 0,4146) | (16,2 cipsimo 17,5 mecena; p = 0,3769)
CHpAMO Be3 1,13 (0,81, 1,57) 1,08 (0,80, 1,45)
MCTUTATHH + oear3ymab |(11,9 cipsmo 14,3 mecena; p = 0,4825) [ (12,0 cipsimo 15,0 mecemna; p = 0,6267)
MAKJIMTAKCE

TIppBUYHMAT aHANN3 € U3BBPILIEH NPH KpaiiHa 1aTa 3a chOupane Ha nanaute 12 nexemppu 2012 1. 1
Ce CUMTa 32 OKOHYATEIICH aHaJU3
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TlpocnenssamusT aHAIU3 € U3BBPIICH NpH KpaiiHa 1aTa 3a ch0upane Ha gqanaute 07 mapt 2014 1.;
BCUYKH P-CTOMHOCTH Ca TIOKa3aHU caMo C OTHCATeTHA IIeT

Ileduampuuna nonynayus

EBporeiickaTa areHIus 1o JiekapcTBaTa 0CBOOO0XK1aBa OT 3aIBJDKCHUETO 32 MPEJOCTABSHE Ha
pe3yiTaTUTe OT MPOyYBAHUATA ¢ pehePEHTHHS JICKAPCTBEH MPOIYKT, ChbpIKalll OeBalu3yMal, BbB
BCUYKH NOATPYIH Ha MeAUaTpUIHATA OMyJanus 3a of00peHnTe NMOKa3aHus MPH PaK Ha I'bpAaTa,
aJICHOKapIIMHOM Ha Ae0eI0TO YepBO U PEKTyMa, KapIInHOM Ha OennTte Apo0oBe (ApeOHOKIEThYCH U
HenpeOHOKIIEThUCH KapIIMHOM ), KapIIMHOM Ha OB0peka u 0BOpeIHOTO JiereHde (C U3KITI0UCHHE Ha
HeBpoOIacToM, HepobIacToMaTo3a, CBETIIOKJIETHYEH CApKOM, Me300acTeH HepoM, ObOpedeH
MeayNapeH KapuHOM U pabJouaeH TyMop Ha ObOpeka), KapuMHOM Ha SSHYHUINTE (C U3KIIOYSHUE Ha
pabroMrOoCcCapKkoM M TepMUHATHBHOKIETHYHH TYMOPH ), KAPIIMHOM Ha (aonueBuTe Tphou (c
M3KIIIOUYEeHUE Ha pabIOMHOCApKOM U TepMUHATUBHOKIIETHYHU TyMOPH), IEPUTOHEATICH KapHI/IH%(
M3KIIIOUYEHHUE Ha OJIACTOM M CApKOM) M KapLIMHOM Ha IMIKaTa Ha MaTKara, i KapluHOM Ha Ma

Bucoxocmenenen enuom O

He e nabmonaBana aHTUTYMOPHA aKTHBHOCT B JIB€ TIO-PaHHU MPOYYBaHHS PH 06111(@161@ Ha
BB3PACT > 3 TOJMHU C PEIUAUBUPAII WIIH IPOTPECUBEH BUCOKOCTETICHEH TIIHOM, JI8KY

oeBaru3ymab u upuaoTekad (CPT-11). Hama noctarsuno nadopmanms, 3a 1a penenu
Oe3omacHOCTTa M e()UKACHOCTTA Ha OeBaIu3ymal MpH Jiela ¢ HOBOJIUArHOC paH BHCOKOCTEIICHEH

- B enno knmuHMYHO mpoyuBaHe ¢ eqHa rpyna (PBTC-022), 18 C peuMIuBHUpal] WIn
MIPOrPECUBEH BUCOKOCTENEHEH IIIMOM U3BBH BapOIUEBUS (BKJIFOUUTEINHO 8 C III00IacTOM
[C30 crenen IV], 9 ¢ anarnacrtuyen acrpornrom [creneéw¥I] u 1 ¢ anammactnyen
onmuroaenaporauom [crereH I11]) ca nexyBanu ¢ O6eB ymab (10 mg/kg) mpe3 nBe ceamMuny u
cien ToBa ¢ OeBannzymad B komOuHanus ¢ CPT- 5-350 mg/m?) BeAHEXK Ha JIBE CEIMHIIN
1o niporpecust. Hsima o0exTHBeH (YacTUUEH Wi €H) paJinoJIOTHYEeH OTTOBOP (KPUTEPUH Ha
Macdonald). TokcuuHOCTTa ¥ HEXKETaHUTE WU BKJIIOYBAT apTepUaiHa XUIIEPTOHUS U
yMopa, kakTo u ucxemust Ha LITHC ¢ OCTB@SI}OHOFI/IHGH JEePUIINT.

- B perpocnekTuBHa cepus B €IHO JI (bc; 3aBeieHue, 12 mocnenoBaTeNHo NOCTHIINIIN Iea
(2005 r. mo 2008 T.), ¢ penUIUBY: WJIM TIPOTpeCcHBEH BUCcOKocTeneHeH rmoM (3 cec C30
crenen IV, 9 cbe crenen III) c§ yexyBanu ¢ 6eBarm3symad (10 mg/kg) u upuHOTEKaH
(125 mg/m?) npe3 2 cenmuith, Hsama rbJIHH OTrOBOPH, KAaTO MMa 2 YaCTHYHU OTIOBOpa
(xputepun Ha Macdonak%

B enqno pannomMusupano quBaHe (aza II (BO25041) o61o 121 nmaruieHTH Ha Bb3pacT > 3 FOJUHA
10 < 18 rogunu ¢ HOB ?‘HOCTI/IL{I/IpaH CynpaTeHTOpHaJieH Wi HH(paTeHTOpualieH LepedenapeH
WM TIeAYHKYJIape OKOCTeHeHeH rimuoM (high-grade glioma, HGG) ca yiekyBaHu OCTONIEPATUBHO
C JIbYeTEpanus u agtoBanteH Temo3osiomun (T) cbe mim 0e3 Oesaruzymad: 10 mg/kg npes

2 ceqMuIu ngp BEHO3HO.

IIpoyu HE MMOCTUTa TbPBUYHATA CH KpaliHa TOYKa 3a JJOKa3BaHE Ha 3HAYUMO T0100peHne Ha
p emoctTta 6e3 croutus (I16C) (onenka Ha LleHTpanHara KoMucHs 3a TIperien Ha
pe&orpa(bcmne nanau (Central Radiology Review Committee, CRRC)) ciieq mobaBsine Ha
oeBaru3ymad kpM pamoto ¢ JIT/T B cpaBHenue ¢ pamoro camo ¢ JIT/T (HR = 1,44; 95% CI: 0,90,
2,30). Te3u pe3ynaratu CHOTBETCTBAT HA PE3YITATHTE OT PA3INIHU aHAIM3H HA UYyBCTBUTEITHOCTTA U
HAa CHOTBETHHUTE KIMHUYHY MOATpyny. Pesynrature or Bcnuku BTopuuHu Kpaitau Touku ([16C,
orerena ot uscnenoparensa, 1 OCII u OIl) He moka3Bat momoOpeHne, CBBP3aHO ¢ JOOABSHETO Ha
oeBaru3ymad kpM pamoto ¢ JIT/T B cpaBHeHue ¢ pamoto camo ¢ JIT/T.

Hobassiero Ha 6eBaum3ymad kbM JIT/T He mokas3Ba KiIMHMUYHA 10132 B TpoyuBaHe BO25041 npu 60
HAIUEHTH - JIela, MOAXOASIIM 3a OLeHKa, C HOBOAMArHOCTUIIMPAH CYNIPaTeHTOpUAICH WIH
uHpaTeHTOpHAJICH IiepedeIapeH Wi neayHKyaapeH Bucokoctenener rivoM (HGG) (k. Touka 4.2
3a HHQOpPMALU OTHOCHO yNoTpeOa B MeAUaTpUsITa).
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Caprom Ha mexume mvKauu
B exno parmommsupano mpoyuane ¢asza 1 (BO20924) o6mo 154 nannreHTH Ha BB3pacT > 6 Mecerna
110 < 18 TOAMHM C HOBOJAMATHOCTHIIMPAH METacTazupail pabJOMHUOCApPKOM M CAPKOM Ha MEKHUTE
ThKaHH, pa3jInueH OT pa0dJOMHOCAPKOM, ca JICKYBaHU ChC CTAHIAPTHO JICUCHUE (MHIYKIIHS
IVADO/IV A+/- nokanxHa Tepamus, IOCIeABAaHO OT IMOIIbpIKaIla Tepamus C BHHOPEIOWH U
nukiodochammn) cbe wim 6e3 6eBaruzymad (2,5 mg/kg/ceamuia) ¢ 0b1a MPOIBIHKUTEITHOCT Ha
JiedeHueTo npuom3uTenHo 18 mecena. KbM MOMEHTa Ha OKOHYATEIIHUS ITBPBUYCH aHAIIU3,
ITEPBUYHATA KpaliHa TouKa npexuseMocT 6e3 ceoutne (I1bC), oneHeHa Mpy HE3aBUCHM LICHTPAJICH
TMIpEeTJIe]], He TT0Ka3Ba CTaTUCTHYECKH 3HAUMMa Pa3iinKa MeXIy BeTe pameHa Ha sederne, HR 0,93
(95% CI: 0,61, 1,41; p-croitrocT = 0,72). Paznukara B OCII npu He3aBHCUM IICHTPAJICH TPErJie ¢
18% (CI: 0,6%, 35,3%) Mexay ABETE paMeHa Ha JICYCHUE IPU MAITKOTO MAIlMEHTH, KOUTO Ca UMAJTU
U3MEPUM TyMOP Ha W3XOJHO HUBO U MOTBLPJICH OTTOBOP MPENIH MOJTydaBaHe Ha KAaKBaToO U Jia ©
nokaiHa tepanust: 27/75 namuentu (36,0%, 95% CI: 25,2%, 47,9%) B pamoTo chemo u «P(b'
34/63 nanuentu (54,0%, 95% CI: 40,9%, 66,6%) B pamoto OeBannzymad+chemo. OxonuarengyTe
aHanm3® Ha obmara npexxussiemocT (OI1) He moka3BaT 3HaUMMa KIMHAYHA I10J13a OT J100a 0 Ha
OeBanu3yMad KbM XUMHOTEPAIHs MPH Ta3H MOMYJIAIUS MAllHCHTH. QO

B ximmangHO m3nuteane BO20924 nobaBsaeTo Ha OeBanm3ymMad KbM CTaHIAPTHO eHHe He €
MOKAa3aJI0 KJIMHUYHA 110132 NPY MOAJIEKAIINTE HA OLICHKA 71 manueHTH aeua (Hz{g?épam oT 6 Mecena
10 nof 18-roauinHa Bb3pacT) ¢ METacTasupai padIOMHUOCAPKOM U CapKOM HAMEKHTE ThKaHM,
pas3nuveH oT pabJJOMHOCAPKOM. &

(Bk. TouKa 4.2 3a HHPOPMALUS OTHOCHO YNIOTpeOa NPy MeAUaTPUIHN I@UUCHTH).

Uectorara Ha HC, Bkmountenno HC crenen > 3 u cepruo3nu He@ﬂn cpoutus (CHC), e cxomna
MEX1y ABETE paMeHa Ha sieueHue. 1 B qBere pameHa Ha seucufig e ca Hactemmwin HC, Boxerm 1o
CMBPT; BCHUKH CMBPTHH CIIy4dau ce OTJaBaT Ha nporpecm&a%mmamm. Job6aBsueTo Ha
Oe3aru3ymal KbM pa3IHuHUTE Bb3MOKHOCTH 3a CTaHz[aes JIeUeHHE M3k Ia ce IoHacs Jo0pe B
Ta3y NeANaTpUYHA MMOMyJIalts.

5.2 ®apmakoKkWHeTHYHM CBOMCcTBA &

®dapMaKOKHUHETUYHUTE JJAHHU Ha 6e3aun#6 ca MOJTy4YeHH! OT JIeCeT KIMHUYHYU M3MUTBAHUS TIPU
MaIUEeHTH ChC CONMUAHU TyMOpH. [Ipu BS@VKH KIMHUYHY M3MHUTBAHKUS OeBallu3yMal e Ipuiiarad upes
WHTpaBeHO3Ha HH(Yy3us. CkopocTTa §3 MH(bY3MATA € 3aBHCENa OT TOHOCHMOCTTA, KaTo
NPOJBDKUTETHOCTTA HA HAYaIH H)y3us e Ouna 90 munyTH. PapMakOKHMHETHKATA HA
OeBaru3ymMa0 e JMHEeWHa Ipu , Bapupamu ot 1 1o 10 mg/kg.

Pasnpenenenue O

OOuyaitHaTa CTOIHO TQ tieaTpamuaus ooem (Ve) e 2,73 1 u 3,28 | choTBETHO 32 MBXKE M J)KEHU, KOETO
€ B IpaHUIINTE, O u 3a IgGs u qpyru MoHOKJIOHANTHM aHTUTena. O0nyaiiHaTa CTOHHOCT 32
nepudepHus o p) e 1,69 1 u 2,35 1 choTBETHO 3a EHU U MBKe, KoraTo OeBanu3ymad ce
nputara eIHOBPEMEHHO C aHTHHEOILIACTHYHI cpeicTBa. Cliell KOPHIHpaHE CIIOPe]l TEIECHOTO TEryIo
MBXKETE amu mo-roisM Ve (+20%) B cpaBHEHHE C KEHUTE.

Bl@@ﬁd}ODM&HI/IH

Ondukara Ha MeTabonn3Ma Ha OeBanu3ymal IpH 3ailii ciell eTHOKpaTHa HHTPABEHO3HO 71032 OT
125]-GeBanu3ymab e nokasaia, ue META0OJIUTHUSAT My TIPOQHII € OA00EH HA TO3HU, OYaKBaH IIPH
HatuBHaTa IgG Monekyna, kosto He cBbp3Ba VEGF. Metabonn3MbT U eTMMUHUPAHETO HA
OeBarn3ymad ca mo00HM Ha TIPOIIeCHUTE TIpH eHaoreHHus IgG, T.€. MpeauMHO Ype3 IPOTEOIUTHYCH
KaTaboIN3bM B OpraHM3Ma, BKIIOUUTEIHO B €HIOTEITHUTE KIETKH, KaTO HE C€ pa3yuTa MPeauMHO Ha
eIMMUHUpPaHe Tpe3 0poperuTe u yepHus apod. Cebp3aneTo Ha IgG ¢ FcRn perenrrop Boau no
NpeOoTBpaTABaHE Ha KJICTHUHUS METa0OIN3bM U 10 NO-NPOIBIDKUTENICH TEPMUHATICH TIOTY>KUBOT.

Ennmunupane
CroitHOCTTa Ha KIMpbHCa € paBHa cpeaHo Ha 0,188 u 0,220 | HEBHO CHOTBETHO 3a KCHH U MBIKE.

Crne KOpUTHpaHe CIOPE.] TENECHOTO TETII0 MBKETE MMAaT MO-BUCOK KIMPBHC Ha OeBaruzymad
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(+ 17%) B cpaBHeHue c xeHute. Criopes] IByKOMITAPTUMEHTHUS MOZEI elTMMUHAITMOHHHSIT
MOJTY>KUBOT € 18 JTHY NpY TUIMMYHUTE TAIMCHTU-KeHU ¥ 20 THU NPU TUITUYHUTE MAlUEHTH-MBKE.

Huckure cTofiHocTH Ha an0yMHHA ¥ BUCOKO TYMOPHO HAaTOBapBaHE OOMKHOBEHO Ca TIOKA3aTeIHH 3a
TexecTTa Ha 3a0omsaBaneTo. KimupbpHCHT Ha OeBarm3ymad e mpuommsurenHo ¢ 30% mo-0bp3 mpu
MAIMeHTHUTE C HUCKY HUBA Ha CEpyMHHUS alOyMUH U ¢bC 7% 1m0-0Bbp3 MPH MallieHTH C TI0-BUCOKO
TYMOPHO HATOBapBaHE B CPAaBHCHUE C THITUYHUS MAIUCHT C MEIMAHHU CTOMHOCTH Ha allOYMHUH U
TyMOPHO HaTOBapBaHe.

DapMakOKMHETHKA OPU CHEIHATHU TONYIaluH
[MomymnanmonnaTa papMakoKHHETHKA € Onla aHaIM3UpaHa MPU Bb3PACTHH U MEANATPUIHU MAIIMECHTH
C IIeJT OIeHKA Ha e(eKTHTe Ha AeMorpadcekuTe XapakTepucTuku. [Ipu Bp3pacTHN ManueHTn Q>
pe3ynTaTHTe He ca MoKa3aly 3HaYnMa pa3iivka BbB (hapMaKOKHHETHKATa Ha OeBann3ymab Imo Q)
OTHOIIICHNE HA BB3PaCTTa. %)

Q
bvopeuno yepescoane O
He ca mpoBexxganu mpoyduBaHus 3a H3ClieiBaHe HA (JapMaKOKHHETHKATA Ha 6eBauH3y§a6 npu
ManueHTy ¢ ObOPEYHO yBpeKaaHe, Thil KaTo OBOpEITe He ca OCHOBHUSAT oprar@nm%onmnpam
WA eKCKpeIus Ha OeBam3yMao. 1%

N

Yeprnoopobmo yspedcoane ‘2‘
He ca npoBexxnanu nmpoy4BaHus 3a U3cieqBane Ha (apMaKOKHHETHK a OeBanmzymad npu

NAaMeHTH C YepHOIPOOHO YBPEXIaHe, Thil KaTO YSPHHAT Jpod HE HOBHHSAT OpraH 3a
MeTaboNM3upaHe Wil eKCKpeIus Ha OeBaru3ymao. n

Ileduampuuna nonynayus Q

®dapmakokuHeTHKaTa Ha OeBanu3ymal e olleHeHa Py ) Jlera, FOHOIIN ¥ MJIIM Bh3pPacTHU

(7 mecena no 21 roaunm, 5,9 no 125 kg) B 4 xiuHU [POYYBaHUs IIPU U3I0JI3BAHE HA
NOITyJIAlIMOHEH (papMakoKuHeTH4eH Moaei. da KUHETHYHHUTE Pe3yJITaTH [10Ka3BaT, 4e
KIMPBHCHT U 00EMBT Ha pa3npeenieHue Ha O n3yMad ca CpaBHUMH NPH NEAUATPUYHUTE U MIIATIH
BB3PACTHH NALUEHTH, KOT'aTO C€ KOPUTHP PSIMO TEJIECHOTO TETJI0, KaTO MMa TeHJACHLIUS
€KCIIO3UIUSATA J1a ce TIOHMKaBa IMpH Ha BaHE Ha TEJIECHOTO TerJlo. Br3pacTTa He € cBbp3aHa C
(hapmakoknHeTHKaTa Ha OeBaln3ymaf,Korato ce B3eMe MPEe/IBU/ TEIECHOTO TErJIO.

\§Tv1a6 e 1o0pe oxapakrepusupana upe3 PK monen Ha neauarpuyHa
oyuBane BO20924 (1,4 no 17,6 roguawm; 11,6 no 77,5 kg) u

59 manueHTH B Ipoy4Ba 25041 (1 mo 17 ronmuwm; 11,2 o 82,3 kg). B mpoyusane BO20924
EKCIIO3UIUsTa Ha OeBa Mab 10 TIPUHIIUII € TI0-HICKA B CPAaBHEHUE C THITMYEH Bb3PACTEH Mal[UCHT
NIPY ChIIaTa J103a. oyuBane BO25041 excrniozumusita Ha 6eBaiu3yMmab e mojo0Ha B CpaBHEHHE C
TUIIHYEH Bbh3Pa MAIMEHT TP ChIIaTa 03a. B BeTe npoy4BaHus IMa TEHICHIIHS €KCIIO3UIHSITA
Ha 6eBou1/13y<(j% Jla ce TIOHXaBa IPU HaMaJIsIBaHEe Ha TEJIECHOTO TETJIo.

®dapMakoKHHETHKATa Ha OeBa
nonyjauus npu 70 namnue

5.3 q@kgnn}mq}m JAHHHU 32 0€30IACHOCT

H&poy‘lBaHI/IH C IPOJBIDKUTEITHOCT 10 26 CeaqMUIIM ITpu MaliMyHH cynomolgus € Ha0ro1aBaHa
JUCTUIA3HS HA enu(U3uTe IPU MIIAU )KUBOTHH C OTBOPEHU PACTEKHU TUIOYKH MIPU CPETHU CEPYMHHU
KOHIIEHTpaIiu Ha OeBann3ymal 1oJ1 OYaKBaHUTE TEPANIEBTUYHN CPETHI CEPYMHHU KOHIIEHTPALUU TPH
xopa. JlokazaHo e, 4e mpu 3ainu OeBaru3yMad HHXHOWpa 3a3/IpaBsIBaHETO HA PAHUTE B JIO3H MO
mpeJyiaraHaTta KImHuYHa 103a. JlokazaHo e, 4ye epeKThT BbpXY 3a3/[paBsIBaHETO HA PAHHUTE € OWII
HaITBJIHO 0OpaTuM.

He ca npoBexaanu Mpoy4YBaHUS 3a OMPEACIIHE Ha MyTarcHHUS U KaHIIEPOTCHEH MOTCHIHA Ha
OeBar3ymao.

He ca u3BbpiuBanu crienuuvHN NpOyYBaHHUS BbPXY JKUBOTHH 3a ONpEeIIsiHE HA eheKTa BEPXY
¢deprunutera. Moxe obade 1a ce 04aKkBa HexkeNnaH epekT BbpXy (hepTUIInTeTa NpH KEHNUTE, Thi KaTo
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MPOYYBAHUATA 32 TOKCUYHOCT MPH MHOTOKPATHO MPUIIOKEHHE TIPH )KUBOTHH C€a ITOKa3aIId
WHXHOUpaHe Ha y3psIBAaHETO Ha SHYHUKOBUTE (QOJMKYIU 1 HaMansBaHe/oTcheTBre Ha Corpus luteum
(’KBJATO TSUI0) U CBBP3aHO C TOBAa HAMAJICHUE HA TETJIOTO HA SHYHUIIUTE U MaTKaTa, KaKTo
HaMaJIssBaHe Ha OpOs Ha MEHCTPYaJIHUTE IIUKIIH.

HoxazaHo e, ge OeBanmzymad uMa eMOPHOTOKCHYEH 1 TepaTOreHeH eeKT NPy IpuiIaraHe Ipy 3auliu.
HabGmronaBanute ehekTr ca BKIIFOUBAIN HAMAISIBAHE HA MAHYHUHOTO U (DETAITHOTO TEJIECHO TETJIO,
yBenn4ueH Opoi eTaTHu pe30pOIHH 1 TIOBUIIIEHA YECTOTa Ha CTIeNU()UIHH TOJIeMH BUCIIEPATHH U
ckenetHH (etannu Mandopmarun. Hebmaronpusaren eQexT BbpXy QeTycure e HaOmroaaBaH npu
BCHUYKH M3CJICJIBAHU JI03H, OT KOUTO Hal-HUCKATa J103a € JJOBEJIa 10 CPSIHU CEPYMHU KOHIICHTPAIHH
MPHUOIM3UTEITHO 3 IIBTH MTO-BUCOKHU OT AOCTUTHATUTE MPU X0Opa, oaydyaBanu 5 mg/kg mpe3 2 cenMuiy.
Mudopmarnus 3a peraman manpopMaIni, KOUTO ca HaOJIFO1aBaHM IMPH TOCTMAPKETHHTOBaTa
ynorpeba e fajeHa B Touka 4.6 OeprunureT, OpeMEHHOCT U KbpMeHe U Touka 4.8 Hexenanu «)(b'

JICKapCTBEHU PEAKIUU. Q@

O
6. ®APMALIEBTUYHM JAHHU *ﬁ\

o0

6.1 Choucbk Ha IOMOIIHHUTE BelIECTBA

%
Hatpues ¢ocdar (E339) \2\¢
@, 0 - TPEXauo3a AUXUAPaT

%
TMosmcopGar 20 (E432) N
Bona 3a umxexinmmn Q@
$)
QO

6.2 HecbBMECTHMOCTH Q

To3u s1ekapcTBeH IPOAYKT He TPsiOBa /1a ce CMECBa C @914 JIEKapCTBEHU MPOAYKTH, C U3KITIOYSHNE Ha

IIOCOYEHHUTE B TOUKA 6.6. ¢
,bﬁ\
Q)Q?

HeotBopeH dhaakoH sz\
2 TOIUHHU O

6.3 Cpok Ha roaHOCT

A
Pazpenen nekapcTBeH npozwm%&’
JloxazaHa e XuUMHYHaA U @H@H CTaOMITHOCT 10 BpeMe Ha yrnoTpeba B poabDKeHne Ha 48 yaca npu
2°C nmo 30°C B HaTpueB 119 mg/ml (0,9%) urkeKimoHeH pa3TBop. OT MUKPOOHOIOTHYHA
TJIeIHA TOYKA IPOIYK )Q)%Ba Jla ce M3I0JI3Ba BeAHAra. AKO He ce U3I0J13Ba BeHara, nepuoIbT Ha

W3TIOJI3BaHE U YCII Ta Ha ChXpaHEHUE Mpeu yrnoTpeda ca OTTOBOPHOCT Ha MOTPEOUTENS U
OOMKHOBEHO HE Ba J1a HaaxBHPIIT 24 vaca npu 2°C 10 8°C, 0cBeH aKo pa3pekIaHeTO HE €
W3BBPIIEHO OHTPOJIUPAHU W BATUJIUPAHH ACEITHYHU YCIOBUSL.

6.4 %@%a.mm YCJI0BMS HA ChXpPaHeHue
)

Ja‘¢e coxpansBa B xmagmHuK (2°C-8°C).
a He ce 3ampaszspa.
CoxpansBaiiTe (1akoHa B KApTOHEHATa OMaKOBKa, 3a JIa C€ IpeAa3u OT CBETIHHA.

3a yclioBUsiTa Ha CbXPAaHEHUE Ha JICKAPCTBEHUS MPOIYKT CIEN pa3pexkIaHe BIKTE TOUKaA 6.3.
6.5 Bwuau chabp:kaHue HA ONAKOBKATAa

4 ml koHIeHTpaT BbB (hj1aKoH (IPO3payHoO CTHKIIO THll 1), 3aTBOpeH ¢ 20 mm XJI0po0yTHIOBA
3aIyIalKka ¢ MOKpUTHE OT IIypOTEK U 3alledaTaH ¢ alyMHHHAEBA 00KAaTKa C OTUYIIBAIIO Ce
TIACTMACOBO Kamade, chabpxkai 100 mg 6epannzymad. DiakoHUTE ca ONTAaKOBAaHU B KAPTOHECHU

OINIAaKOBKHU, ChbABbpiKaAIN 1w 5 (bHaKOHa.

50



16 ml xoHLeHTpaT BBB (haakoH (Mpo3padHo cThkIo THI I), 3aTBOpeH ¢ 20 mm xJI0poOyTHIIOBA
3aIymaiKka ¢ MOKpUTHE OT (IypOTeK M 3aledaTaH ¢ alyMHUHHAEBa 00KaTKa C OTUYIIBAILO Ce
TUIaCTMAcOBO Kamaye, chabpikal 400 mg 6eBanuzymad. drakoHUTE ca OMaKOBaHU B KAPTOHEHH
OTIaKOBKH, ChABp KA 1, 2 win 3 daakoHa.

He Bcuuku BugoOBe onakoBKa Morar Aa ObAaT IyCHATH Ha Ia3apa.
6.6 CrnenuajaHu NpeanasHu MepKHU NP U3XBHPJIsiHEe H padoTa

Lextemy TpsiOBa a ce MPUTOTBS OT MEIUIIMHCKH CIIEIMAIHCT KaTO C€ M3MOI3Ba aCENITHYHA TEXHUKA,
3a J]a C€ OCHTYPH CTEPIITHOCTTAa Ha IPUTOTBEHUS pa3TBOp. 3a MPHUTOTBIHETO Ha Lextemy TpsOBa ﬂ@ge
W3II0JI3BAT CTEPUJIHA UTJIA M CITPHHIIOBKA.

HeobxomumoTo KommaecTBO OeBanm3yMad TpsiOBa a ce U3TETIH U pa3peu 10 HYKHHUS 06§ a
npuioxkenue ¢ Harpues xiopua 9 mg/ml (0,9 %) umkexiones pasrsop. KonuenTpaufith Ha
KpaifHus pa3TBOp Ha OeBanmzymad TpsOBa aa Obae B rpanunute ot 1,4 mg/ml no 16 g/ml. B
HO-TOJIIMA YacT OT CIy4auTe HeoOX0JMMOTO KoandecTBo Lextemy Moke na 61,;[%3 JICHO C
natpues xtopua 9 mg/ml (0,9 %) HIKEKIMOHEH pa3TBOp 10 0611 06em ot 100 fih)

[Ipenu mpunaraneTo UM JEKapCTBEHUTE NPOLYKTH 3a MAPEHTEPAIHO IP eHHe TpsiOBa 1a ce
MPOBEPSAT BU3YaJIHO 32 HaJM4YKME HAa BUAUMHU YAaCTHLU U IPOMSHA Ha @Qa

He e nabnronaBana HecbBMeCTUMOCT Mexay Lextemy u I/IH(I)Y3V&A CaKOBE WJIU CUCTEMH OT
MOJIMBUHUII XJIOPHU] U HOIHOJIEDHH. (b(b

Lextemy e camo 3a eqHOKpaTHa ynoTpeda, Thil KaTo np@gm HE ChAbP)Ka KOHCEPBAHTH.

Hewusmon3paHnusar JICKApPCTBECH MPOAYKT WJIN OTHaZQ\%Te Marcepuaiv OT HETO Tp$I6Ba Ja C€ U3XBBPJIAT
B CbOTBECTCTBUEC C MCCTHUTC U3UCKBaHM.

7. IMPUTEXATEJI HA PA3PE HETO 3A YIIOTPEBA
Mylan IRE Healthcare Limited é

Unit 35/36 Grange Parade,
Baldoyle Industrial Estate, Q‘

Dublin, 13,
Upnanaus Q\QQ
2

8. HO ) HA PA3PELIEHUETO 3A YIIOTPEBA
EU/1/ %?6/001
E &71516/002
EUXY20/1516/003
EU/1/20/1516/004
EU/1/20/1516/005

9. JATA HA ITbPBO PAZPEINABAHE/IIOJHOBABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA
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10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

[Moapo6ua nHpOpMAaIHKs 32 TO3M JICKAPCTBEH MPOIYKT € MpeJocTaBeHa Ha yeOcaiiTa Ha EBponelickara
arennus 1o siekapcrata (EMA): http://www.ema.europa.eu
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HPUJIOKEHUE I1
o

MNPOU3BOJUTEJI HA BHOJIOFH?) AKTHUBHOTO
BEIIECTBO U ITPOU3BOJAUT OTIrOBOPHU 3A
OCBOBOXKIABAHE HA IIAP. n

YCJIOBUSA UJIN OT'PA
YIHOTPEBA Q)(b
APYI' YCJIOBI/LQ@I/BI/ICKBAHI/IH HA
PASPEIIEHUETO 3A YIIOTPEBA

s 3A 10CTABKA 1

YCJIOB N O'PAHUYEHMUA 3A BE3OITACHA U
E®EK A YIIOTPEBA HA JIEKAPCTBEHUSA
PO

53



A. NPOU3BOIUTEJ HA BUOJIOI'MYHO AKTUBHOTO) BEHIECTBO 1
INPOU3BOAUTEJIN, OTTOBOPHHU 3A OCBOBOXKJIABAHE HA ITAPTU/IN

HMe u agpec Ha IPOU3BOAUTEIS HA OMOJIOTUYHO AKTUBHOTO BCIICCTBO

Biocon Biologics India Limited
Special Economic Zone,

Plot No.: 2, 3,4 & 5, Phase- 1V,
Bommasandra-Jigani Link Road,
Bommasandra Post,

Bengaluru,

Karnataka - 560099

Wnous b(b'

HMe u aipec Ha IPOU3BOAUTEINTE, OTTOBOPHU 3a OCBO60)KI[aBaHe Ha IapTUuAMUTC ,&

McDermott Laboratories Limited T/A Mylan Dublin Biologics *Q
Newenham Court (b'
Northern Cross 25)
Malahide Road

Dublin 17 %%6

Wpnanaus &Q
Mylan Germany GmbH %)
Zweigniederlassung Bad Homburg v. d. Hoehe, Benzstrasse (b(bQ

Bad Homburg v. d. Hoehe

Hessen, 61352, Q

[epmanus \2\0

IleuaTHara TUCTOBKA Ha JICKaApCTBCHUS IPOAYK Hé;Ba Ja CbAbpiKa UMETO U apecCa Ha
IMPOU3BOJUTECIIA, OTTOBOPEH 3a OCBO60)KI[aB Ha CbOTBETHATA IapTuaa.

\2@
b. YCJOBUSA WINU OTPAHUIEHUS 3A TIOCTABKA M YIIOTPEBA

JlekapCTBEHUSAT MIPOAYKT CE O kKa M0 OrpaHUUYEHO JIeKapcKo npeanucanue (Bx. [punoxenue I:
Kpatka xapakTepucTika H yKTa, Touka 4.2).

&K

B. JPYI'H Y@SBI/IH N N3UCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA
. Hepn@mnn aKkTyajau3upanu aoxkjaanm 3a o6ezonacHoct (ITA/IB)
pe THUTE NaTh Ha EBpomneiickus cpio3 (EURD crmcsk), mpeasuaes B wi. 1078, an. 7 oT

Hupekrusa 2001/83/EO 1 BbB BCHUKH CIEABAIIY aKTyaln3aluy, MyOJINKyBaHU Ha
eBpoIelcKus yeOrmopTa 3a JeKapcTBa.

I/I:;I/ICKgg@’s{?ra 3a monasane Ha [TAJ1b 3a TO3M TeKapCTBEH MPOIYKT Ca IOCOUYEHH B CIIMCHKA C

. YCiIaoBus UJjinn OrPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA TPOAYKT

. ILan 3a ynpasJjienue Ha pucka (ITYP)

[purexatensaT Ha pa3perienuero 3a ynorpeda (IIPY) TpsdBa na n3BbpIIBa N3NCKBAHUTE
JIeHMHOCTH U AEHCTBUS, CBBP3aHHU C IIPOCIIEAsBaHE HA JIEKapCTBEHaTa 0€3011acHOCT, [IOCOUYEHH B
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onmobpenus [TYP, npeacrasen B Moay 1.8.2 Ha pa3pelienuero 3a ynorpeda, KakTo U pu
BCHYKH CJICABAIIN ChIVIACYBAaHU aKkTyanu3auuu Ha [IYP.

Axryanusupan [IYP tpsoBa na ce mopasa:
e 110 uckaHe Ha EBpormeiickaTa areHIus mo JIeKapcTBara;
® BHHArW, KOTaTo ce U3MEHS CHCTEMaTa 3a yIpaBJICHUE Ha PUCKA, OCOOCHO B PE3y/ITaT Ha
MoJTyJaBaHe Ha HOBa WH(OpMAITHs, KOATO MOXKE Ja JOBEJIE 10 3HAYNMHU IIPOMEHU B
CHOTHOIIIEHUETO TOJI3a/PUCK, WK CIIE]T JOCTUTAHE Ha BaXKEH eTar (BbB BPb3Ka ¢ MPOCIIe/sIBaHe
Ha JIEKapCTBeHATa 0E30MAaCHOCT WU CBEXKIAHE HA PUCKA IO MUHUMYM).

(o
&
O&
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INPUJIOKEHUE IIIQ,Q

JIAHHU BbPXY OIIAKOBKATA 1 IHCTOBKA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Lextemy 25 mg/ml koHneHTpaT 32 HH(Y3UOHEH Pa3TBOP

OcBaru3ymad

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEILIECTBO(A) 2.
e’
Bceku ¢makon crappika 100 mg GeBarm3yma. &Q
O
Q
‘ 3. CHUCBK HA NIOMOLIHUTE BEHIECTBA m\\
(%

Hatpues docdar (E339), a, o - Tpexanosa auxujapar, noaucopoar 20 (E432&&@pna 32 UHKCKITUH,

S8

L N

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OHAKOBKA

QU
Konnenrpat 3a nH(pY31OHEH pa3TBOP (b(b
1 ¢naxon ot 4 ml OQ
5 ¢nakona ot 4 ml Q\g\
100 mg/4 ml (bg\\“
%

L N

5.  HAYMH HA MPMJIOKEHYEY MbT(MLIA) HA BbBEJK/JIAHE
\J

3a MHTPaBEHO3HO NMPUIIOKEHHE C¥ell pa3pekaaHe.

[Mpeau ynorpeba nmpoyereTe OBKara.

&

6. CHHELHUAJI ‘HPEI[YHPE)KJIEHI/IE, YE JEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE C AHSBA HA MACTO JAJIEYE OT IOI'JIEJJA U JOCET' A HA IELHA

&V

I[a ce C’BX[@& Ha MsACTO, HCAOCTBITHO 34 AC1a.

o

| 7.,V IPYTY CHEIIMAJIHU NIPEJYTPEXK/EHUSI, AKO E HEOBXOJIUMO

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

T'onen mo:
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‘ 9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

Ila ce chxpaHsBa B XA MIIHHK.
Ja He ce 3ampa3siBa.
CoxpansBaiiTe (1akoHa B KapTOHEHATa OMAKOBKa, 3a Jia ce TpeIa3u OT CBETINHA.

10. CIENUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU NN OTIIAABYHU MATEPUAJIUN OT THX,
AKO CE U3BUCKBAT TAKHUBA

o2

11. HUME U AJAPEC HA ITIPUTEXKATEJISA HA PASPEHIEHUETO 3A YHOTPE?@U

Mylan IRE Healthcare Limited QO
Unit 35/36 Grange Parade *
Baldoyle Industrial Estate rb(b'
Dublin, 13

Upnangus ‘2‘¢®
%)

AN

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA -} M

X
EU/1/20/1516/001 - 1 dmakon Q(b
EU/1/20/1516/002 - 5 diakoHa @)

N

13. TAPTHUJAEH HOMEP RO

g

[Taptuna:
A

O

£
| 14. HAYMH HA OTIIY CKAHE

S
AQO

| 15. YKA3AHUS3A YIIOTPEBA

<
O

| 16. WHWBOPMAIIMS HA BPAIJIOBA A3BYKA
A

Hl%o € OCHOBaHHMe Jia He ce BKItoun HHpopMmanms Ha bpaiinosa a3zOyka.

‘ 17. YHHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAICH UIACHTU(DUKATOD
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18.

YHUKAJIEH UAEHTUOPUKATOP — JJIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EJNMHUYHU
II'bPBNYHH OITAKOBKH

DJIIAKOH

1. HUME HA JIEKAPCTBEHMSA NTPOAYKT U II'bT(MIIA) HA BBBEKJIAHE

Lextemy 25 mg/ml crepuieH KOHLIEHTpaT
OeBaru3ymad
3a i.v. IpHUIIOKEHHE CIIe pa3pekIane

‘ 2. HAYMH HA ITPUJIOKEHUE

AN
O
N\
| 3. JIATA HA M3THYAHE HA CPOKA HA TOJJHOCT q;'(\’
Z
Exp: %%
\>®
RN
4. TIAPTHJIEH HOMEP N
]
Lot: Q(b
O
VAN
5.  ChJbPKAHUE KATO MACA, OGEM MU EJIMHULIU
W
100 mg/4 ml @(b
<
S
6. JIPYTO P
N
o
&K
3
2
O
AR
¥
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Lextemy 25 mg/ml koHneHTpaT 32 HH(Y3UOHEH Pa3TBOP

OcBaru3ymad

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BELLIECTBO(A) 2.
e’
Bceku dmakon crappika 400 mg GeBarmzyma. &Q
O
Q
‘ 3. CHUCBK HA NIOMOLIHUTE BEHIECTBA m\\
(%

Hatpues docdar (E339), a, o - Tpexanosa auxujapar, noaucopoar 20 (E432&&@pna 32 UHKCKITUH,

S8

L N

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OHAKOBKA

QU
KonneHtpar 3a nH}py3uOHEH pa3TBOp (b(b
1 ¢naxon ot 16 ml OQ
2 ¢nakoHna ot 16 ml \2\
3 ¢nakona or 16 ml %Q‘
400 mg/16 ml Q)‘bg\
\2@

5. HAYHMH HA HPHJIO)KE}II’[-E N IIbTMIIA) HA BBBEKJAHE

N

3a HHTPaBEHO3HO MPUIIOKEH %ea paspexiaHe.
[Ipenn ynotpeba npouer CTOBKaTa.

‘)\Q
6. CIIELIN NPEAYNPEXIAEHUE, YE JEKAPCTBEHUAT TPOAYKT TPSBBA
HA CE. PAHSABA HA MSICTO JAJIEYE OT HNOIVIEAA U IOCEI'A HA IELA

L
I[a ce cg&[%a Ha MsACTO, HCAOCTBITHO 34 AC1a.

QQ

‘ 7. APYI'U CHELHUAJIHU NPEAYHNPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA I3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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‘ 9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

Ila ce chxpaHsBa B XA MIIHHK.
Ja He ce 3ampa3siBa.
CruxpansBaiiTe (h1akoHa B KApTOHEHATa OMAKOBKa, 3a Jia ce MPe/a3u OT CBETJINHA.

10. CIENUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

o2

11. HUME U AJAPEC HA ITIPUTEXKATEJISA HA PASPEHIEHUETO 3A YHOTPE?@U

Mylan IRE Healthcare Limited, QO
Unit 35/36 Grange Parade, *
Baldoyle Industrial Estate, (b(b'
Dublin, 13, (%)
Wpnannus ‘2‘¢

%

AN

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA -} M

X
EU/1/20/1516/003 - 1 dmakon Q(b
EU/1/20/1516/004 - 2 ¢iiakoHa

EU/1/20/1516/005 - 3 dakona Q@\O

13. TIAPTHJIEH HOMEP o0

@V
[Taptuna: ‘2\

A

-

| 14. HAYMH HA OTIYCRAHE

QQOY

| 15. YKA?,AI@%A YIOTPEBA
A

R
N

| 16,, GIH®OPMAILIMSI HA BPAIJIOBA A3BYKA
A

[Ipueto ¢ ocHOBaHUE J1a He ce BKIOYM nH(popMalus Ha bpaiiosa a30yka.

‘ 17. YHUKAJIEH HAEHTUOUKATOP — JIBYU3MEPEH BAPKO/|

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAICH UIACHTU(DUKATOD
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18.

YHUKAJIEH UAEHTUOPUKATOP — JJIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EIJUHNYHHU
II'bPBNYHH OITAKOBKH

DJIIAKOH

1. HUME HA JIEKAPCTBEHMSA NTPOAYKT U II'bT(MIIA) HA BBBEKJIAHE

Lextemy 25 mg/ml crepuieH KOHLIEHTpaT
OeBaru3ymad
3a i.v. IpHUIIOKEHHE CIIe pa3pekIane

‘ 2. HAYMH HA ITPUJIOKEHUE

AN
O
N\
| 3. JIATA HA M3THYAHE HA CPOKA HA TOJHOCT q;'(\’
Z
Exp: %%
\>®
RN
4. TIAPTHJIEH HOMEP N
]
Lot: Q(b
O
VAN
5.  ChJbPKAHUE KATO MACA, OGEM MU EJIMHULIU
W
400 mg/16 ml @(b
<
S
6. JIPYTO P
N
o
&K
3
2
O
AR
¥
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JlncroBka: undopmanus 3a norpeduTeNs

Lextemy 25 mg/ml koHueHTpaT 32 HH(PY3HOHEH Pa3TBOP
oeBar3ymab (bevacizumab)

vTo3n JICKapCTBEH MPOIYKT MOJICKH Ha JOMBIHUTEIHO HabmoqeHre. ToBa 1iie mo3Bou 6bp30TO
yCTaHOBSIBaHE HA HOBA HH(MOPMAIUs OTHOCHO Oe30macHoCcTTa. MoXeTe J1a iajieTe CBOs PUHOC KaTo
CHOOIIUTE BCSIKA HEXENaHa PeaKilys, KOATO CTe MONYyYMIH. 3a HaUHHA Ha ChoOIIaBaHe Ha HEeXKeTaH!
peaKIny BIDKTE Kpas Ha TouKa 4.

IIpoyereTe BHUMATEJIHO LAJIATa JUCTOBKA, IIPEIH 1A 3all04YHeTe 12 U3I0JI3BaTe TOBA
JIEKapCTBO, Thil KaTO TS ChABP:KA BaxkHa 3a Bac undopmanus.

- 3anazere Ta3u JUCTOBKA. MoxXe J1a ce HAIOXKU J1a 51 TPOYETETE OTHOBO. Q)(b

- AKO UMaTe HIKaKBH JIOTBIHUTEITHHA BBIIPOCH, TonuTaiiTe Bamms nekap, papmarneBt
MEIUIIMHCKA CecTpa. A

- AKO TIOJTyYUTE HAKAKBU HEXKEJIaHU JICKAPCTBCHH PEAKIIMU, yBeroMeTe Barmst i1 @,
(hapManeBT MM MEIUIIMHCKA cecTpa. ToBa BKIIFOYBA BCHYKH B3MOXKHU HGOHH&I/I B Ta3u
JIMCTOBKA HEXEJIaHU peakuuu. Bukre Touka 4. (b(b.

%

KakBo cbabpika Ta3u JHCTOBKA @\2\¢

1. Kakso npencraisiBa Lextemy u 3a KakBO ce U3M0J3Ba &

2. Kakso TpsiOBa na 3Haete, npeau n1a Bu Obae npuioxeH Le@/

3. Kak ce npunara Lextemy (b(b

4. Bb3MOXHM HEXKEJIaHU pPEaKLUU Q

5. Kaxk na cexpansaBare Lextemy O

6.

ChabpkaHue Ha ONIAKOBKATa M JIOMIBIIHATEHA @vaaum{
N2

)
1. Kaxkso npeacraBassa Lextemy u 3@(30 ce U3M0JI3Ba
Lextemy cbabpika akTHBHOTO Bemecmb%%aaumyMaQ KOETO € XyMaHU3UPaHO MOHOKJIOHAIHO
AHTUTSUIO (BUJI OENTHK, KOWTO 00U €HO ce POM3BEXK/Ia OT IMyHHATa CUCTEMA, 32 JIa TIOATIOMOTHE
3alUTaTa Ha OpraHu3ma oT HH() s 1 pak). berarusyma0 ce cBbp3Ba M30UPATEIHO C OCNTHK,
HapeyveH YOBELIKH ChJIOB €H, eH pactexxed akrop (VEGF), koiito ce Hamupa BbpXy BbTpeILIHATa
MOBBPXHOCT HA KPBBOHOC Z@ﬁ muMdHu cpaose B opranusma. benteksT VEGF npenuzsuksa
NpopacTBaHe Ha KPHBO Qrme ChHJIOBE B TYMOPA, KaTO T€3U KPbBOHOCHHU ChJOBE CHAOJBAT TyMOpa C
XPaHUTEIHU BEIECT aélcncnopoz{. Cren karo 6eBannzymab ce cebpke ¢ VEGF, TymopHuUsT pacrex
ce BL3npenﬁTCTBa®§6n0KHpaHe Ha MIPOPaCcTBAHETO Ha KPHBOHOCHHUTE ChAOBE, KOUTO CHAOsBAT
TymMopa ¢ xpa};@wm/l BEIIECTBA U KUCIOPO/I.

Lextemy KapCTBO, KOETO C€ M3II0JI3BA 3 JICUEHUE Ha Bb3PACTHH MALMEHTH C paK Ha Ae0enoTo
4epBO pexTyMa B HampeaHan ctaguil. Lextemy mie ce mpuiara B KOMOMHAINS C
X eparneBTHYHO JIYEeHHE, ChIBPIKAIIO JIEKAPCTBO OT TpyIaTa Ha (IyopOITMPUMUIUHHATE.

Lextemy CC M3II0JI3Ba CHIIO TaKa U 3a JICUCHUC Ha Bb3PACTHU MALIUCHTHU C METACTa3upall paK Ha
MIieuHaTa xkJie3a. Korato ce n3momnssa IIpU MauECHTU C paK Ha MJICYHAaTa KJI€3a, TOH IIIe ce npujiiara
34C€JHO C XUMHOTCPANICBTUYCH JICKAPCTBCH IMPOAYKT, HAPCUYCH MAKIMTAKCCIT UJIN KaHeLII/ITa6I/IH.

Lextemy ce u3mos3Ba ChHIO U 3a JICUCHUE HA BH3PACTHH MAIMEHTH ¢ HeIpeOHOKIIEThYEH paK Ha Oemus
Ipob B HampenHan cTanuii. Lextemy mie ce mpuiara 3aeJHO C XUMHOTEPAIleBTUYHA CXEMa,

ChAbpiKallla IrjaaTruHa.

Lextemy ce u3moi3Ba ChHIO 32 JeueHHe Ha Bh3PACTHH MAIMEHTH C HAaIpeaHal HelpeOHOKIEThUEH paK
Ha Oenus Ipo0, KOraTo paKOBUTE KIETKU MMAT CHCIM()UYHN MyTalluy Ha €IUH B OCITHK, HApEUeH
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perienitop Ha enuaepmanaus pacrexer pakrop (EGFR). Lextemy 1ie ce npunara B KOMOHMHALINS C
epIIOTUHHO.

Lextemy ce u3mo3Ba ChIO Taka U 3a JICYCHUE HAa Bh3PACTHU MAIIMCHTH C PaK Ha ObOpenure B
HampeaHan ctaanii. KoraTo ce n3mon3Ba Mpy NaryueHTH ¢ pak Ha Ob0penuTe, TOH e ce mpuiara
3aeIIHO C APYT BUJI JIEKApCTBO, HAPEUEHO HHTEPEPOH.

Lextemy ce u3mo3Ba CHINO U 32 JIEYCHUE HA BH3PACTHH MAIUEHTH C HAMIPEIHAN eMUTeNIeH KapIHHOM
Ha SYHUIITE, (QaTOMUeBUTE TPHOU WIN MFPBUYEH IepUTOHeaIeH KapuuHoM. Koraro ce usmonssa
MIPH MAIUCHTH C CIIUTENICH KapIIMHOM Ha SHYHHUIIUTE, (DajionueBuTe TPhOU MM TbPBUYCH
TIEPUTOHEAJICH KapIIUHOM, TOH Iie ObJC MpHIaraH B KOMOWHAIUS ¢ KapOOIUTATHH M MAKJIUTAKCEI.

Lextemy ce u3mosssa ChILO 32 JICUCHUE HA Bb3PACTHU MALUEHTH C IEPCUCTUPALL, peummnpal@a
MeTacTa3zupall pak Ha MaTo4HaTa muiika. Lextemy 1ie ce npuiara B KOMOWHALUS C NaK/IHTaKePY
LUCIUIATUH, NI aITepHATHBHO, C MAKIUTAKCEI U TOMOTEKAaH MPH MalUEHTH, KOUTO HE Mo;{ a

ImoJrydyaBart JICYEHUE C IIaTHHA. QO

o0

2. Kakso Tps6Ba 1a 3Haete, npeau Aa Bu 0b1e npuwioxken Lextemy

He TpsoBa 1a Bu ce npuiara Lextemy: ¢

- aKo CTe aleprUYHH (CBPHXUYBCTBUTEIHH) KbM OeBanmuzymad u M HSIKOSI OT OCTaHAIIUTE
CHCTAaBKH Ha TOBA JIEKApCTBO (M30pOEHH B TOUKA 6),

- aKO CTC aJICPrudHu (CBp’bX‘IyBCTBHTeJ’IHI/I) KbM KICTbYHU YKTHU OT KJICTKH Ha SIMYHHUK Ha
kutaiicku xamcrep (CHO) umm npyru peKOM6I/IHaHTH]/}5@ IIKW WM XyMaHU3UPAHU aHTUTENA,

- aKo cTe OpeMeHHa. Q

IIpenynpesxaeHust u NpeanasHu MEPKH \2\0

I'oBopere ¢ Bamus siekap, papmaneBT Hiu Mezm%@?a cecTpa, npean Aa Bu ce npunoxu Lextemy:

- Bb3moxkHO € Lextemy na yBesnuuu p OT pa3BUTHE Ha OTBOPY B UpEBHATA CTeHa. AKO UMaTe
3a0o0ssBaHe, MPEIN3BUKBAIIO Bb3 €JIeH TpoIleCc B KopeMa (Hamp. TUBEPTUKYIIUT,
CTOMAIIIHA A3Ba, KOJIUT, CBLpse&[}]&HMHOTepanm), MoJIs1, 00CheTe ToBa ¢ Bamus nexysai
JeKap.

- Lextemy Moe na yBenu CKa OT MOsIBaTa Ha HEECTECTBEHO KaHAIUE WITM XOJ MEXTy J1Ba
OpraHa WIA KPbBOHOCH a. PHCKBT OT pa3sBuTHE Ha MATOJIOTMYHU KaHAIUETA MEXKY
BIIATaJIHIIETO U KOHa € 4acT OT 4epBaTa MOKE J1a CE YBEIMYH, aKO UMATe NEPCUCTUPAl,
peuuauBUpal u eracTazyupall pak Ha MaTO4YHATa LIMMKa.

- Tosa nexapc O’Ke J]a YBEJIMYN PUCKa OT KbPBEHE WM PUCKA OT MPOOJIEMH MIPU 3apacTBaHe
Ha paHara c@T\?onepauI/m. Axo Bu npencroun onepanys, ako ¢Te NPETHPIENHN roJIsIMa oNepanus
Ipes It HUTE 28 JHU WIK aKo BCE OIlle MMaTe He3a3/paBsiia paHa Clie/l Oleparysl, He
TpsiOBAla ce JieKyBaTe ¢ TOBa JIEKapCTBO.

- L Y MOXe€ J1a YBEJIHMYH PUCKa OT Pa3BUTHE HA CEPHO3HM WH(EKINN Ha KOXKaTa U

Q&HLH%KHTe HIOIKOJKHH CJIOEBE, 0COOCHO aKO CTE MMAJIM OTBOPH HA UPEBHATA CTEHA MIIH
poliieMH ChbC 3apacTBaHE HAa PAHUTE.

- Lextemy Moyke 1a MOBHILIM YECTOTaTa HA BUCOKO KPBBHO HAJNSTaHe. AKO NMaTe MOBUIIECHO
KPBBHO HAJIITaHE, KOETO HE CE KOHTPOJIMpPA AOOpeE ¢ JIeKapcTBa 3a KPbBHO HAJIATaHE, MOJIS,
KOHCYJITHpaiTe ce ¢ Bamns nekap, Thid KaTo € BaXXHO Jia Ce YBEPUTE, Ue KPbBHOTO By Hansrane
€ TI0J] KOHTPOJ, IPEU J1a 3alI0YHETE JIeUeHUETo ¢ Lextemy.

- AKo0 MMaTe WK cTe UMajl aHeBpU3Ma (paslIMpsBaHe U 0TCIa0BaHE Ha CTEHA Ha KPbBOHOCEH
ChJl) WM Pa3KbCBAaHE HA CTEHA Ha KPHBOHOCEH ChH/I.

- ToBa JlekapcTBO MOXeE Ja YBEJIMYHU PHCKa OT MOsBA Ha OCITHK B ypUHATa, OCOOCHO aKo Beye
MMare MOBUIICHO KPbBHO HAJIATAHE.

- PucksT 0T 00pa3zyBaHe Ha KPbBHU ChCUPELM B apTepuuTe (BUA KPHBOHOCHH ChIOBE) MOXKE J1a
Ce YBEJIMYH, aKO CTe Haj 65-roJulliHa Bb3pacT, ako UMaTe AUA0eT WM ako IIPeay CTe UMalu
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KPBBHU ChCUpEIU B apTepuute. Mos, roBopere ¢ Bamms nekap, Thit KaTO KPbBHUTE ChCHPEIH
MOYKe J]a OBEAAT 10 WH(APKT Ha CHPIIETO U MHCYAT (MO3bUEH yaap).

- Lextemy Moe CBIO Jja MOBUIIIM PUCKA OT Pa3BUTHE HA KPBBHHU ChCUPELIM BB BEHHUTE (BUA
KPBHBOHOCHH CBHJIOBE).

- ToBa nexapcTBO MOXKE Ja MPeIN3BUKa KbPBEHE, 0COOEHO CBBP3aHO C TyMOpa. Mos,
KOHCcyJnTHpaiTe ce ¢ Bamnsa nekap ako npu Bac nnu BsB Bamero cemeiicTBO uMa cirydan Ha
KbpBEHE WJIM aKO B3eMaTe JIEKapcTBa 3a pa3pexkIaHe Ha KPBhBTA 110 KaKBaTO U Ja € PUIHHA.

- Bw3morkHo € Lextemy na npeau3Buka KbpBEHE BbB U OKOJIO MO3bKa. Moiisi, 00CheTe TOBA C
Bamus nekap, ako umMate MO3bYHHU METACTa3u.

- Bw3mokHO € Lextemy n1a yBenu4n pucka oT KbpBeHe B OenuTe ApoOoBe, MPOSBIBAILO CE C
KaIlUTHIIA WK TUTIOeHE Ha KPBB. Mo, o0cheTe ToBa ¢ Bamus nekap, ako cre To 3abemnsizain

TIpeIu. (9
- Lextemy Moyke 1a yBeTM4H pHCKa OT pa3BUTHE Ha ChpiedHa ciabocT. BaxxHo e Bammsar p
Jla 3Hae, aKo HAKOTa CTE Ce JICKYBAIM ¢ aHTPALUKIMHN (HAapUMep, JOKCOPYOHIINH - eJleH

BU XUMHUOTEPAIIKs, KOATO CC Mpujiara 3a JICUCHNEC Ha HAKOU BUIOBE paK) nnu Bu 6‘@ €Ha
JTpYeTepaItvs Ha TPhIHHS KOII, WM aKO UMaTe ChpJeuHO 3a00IsBaHe.

- ToBa nexapcTBO MOXE Ja Mpenn3BrKa MH)EKINKA 1 HaMaJleHne Ha Opos Ha He)ux\PocpHnHTe (Bun
KPBHBHU KIIETKH, BAKHU 32 3amuTata Bu ot Oakrepun).

- Bw3morkHo e Lextemy na mpeau3BuKa CBPbX4yBCTBUTEIHOCT W/WIU PE
(peakuuu, CBbpP3aHU ¢ MHKEKTUPAHETO Ha JICKapCTBOTO). MoJts, Ka
(apMareBT WM MEAULIMHCKA CECTPA, aKO CTE UMAaIH IPEaH TOBA
WH)KEKTUPAHETO, HAIp. 3aMaiBaHe/pulajane, 3a1yX, o1yBa

- Psnxa HeBponornyHa HeXxelaHa peakLysl, HapeueHa CUHID a mocTepruopHa o0paTUMa
ennedanonarus (CIIOE), e cepp3ana ¢ neuenunero ¢ Le Qy. AKo0 mmare TIaBo0oHe,
NIPOMEHH B 3PEHHETO, 00BPKAHOCT MIIH I'bPYOBE ChC MfP-Oe3 MOBUIIEHO KPBHBHO HAJISTAHE,
MOJIsI, CBBpKETE ce ¢ Bamms nexap.

{[?I/I KbM HH]Y3HATA
a Bamws nekap,

Moutst, KOHCYITHpaiiTe ce ¢ Bamus nekap, nopu ax@\koe OT TOPHUTE TBBPJAEHHUS CE€ € OTHACSIIO 10

Bac B Munanoro. Q
[Ipeau na Bu ce mpunoxu Lextemy nnu 0 ce nekyBare ¢ Lextemy:
- BeJHara ypegoMmere Barmus neka; HOO0JIEKap, aKO UMAaTe MIIH CTe UMali 0oJIKa B ycraTa,

350MTE W/HIH YEITFOCTTA, NOJYEAHE WM PAHU B yCTATa, U3TPBIIBAHE WX YyBCTBO HA TEKECT B
YEeTI0CTTA, WK pa3Kianiangya 350.

- aKo TpsiOBa Jia ce MOIQKWTE Ha HHBA3HBHO 3h00JICUCHUE UIIH CTOMATOJIOTHYHA OTeparius,
Ka)keTe Ha Bamms 31é‘ ap, Je ce JiekyBare ¢ Lextemy, 0cOOE€HO KOraTo Mojiy4aBare UiH CTe
MOJIyYaBaIu C’LI_LIOQ ,LDKCKLII/ISI oudochoHar BLB BeHa.

\

Moske na Obaete €TBaHM JIa Ce MOJUIOKUTE HA CTOMATOJIOINYEH MIPErye]| IPE/IN 3al0YBaHe Ha
nedeHueTo ¢ L y.

Jlena n Hu
Ynotp a Ha Lextemy He ce penopbyBa MpH JIela U FOHOIIX Ha Bb3pacT noA 18 roguHu, Tbi Kato
6e¢@¢HOCTTa Y TI0J13aTa MPH Ta3! TOITyJIAIHs MalieHTH He ca YCTaHOBEHH.

Cro01maBa ce 3a 3aruBaHe Ha KOCTHA ThKaH (OCTEOHEKPO3a) B KOCTH, Pa3liMuHa OT YEIOCTTa, IPU
MalMeHTH Ha Bh3pacT noa 18 rogunu, nexysanu ¢ Lextemy.

JApyru nekapcrBa u Lextemy
Tps0Ba na kaxxere Ha Bamms nexap, papmaneBT nim MeANIMHCKA CECTpa, aKo IpHeMare, HacKopo cTe
IpreMalIi WK € Bb3MOKHO J1a IIPUEeMETe JPYyTH JIEKapCTBa.

Kombunnpanero Ha Lextemy ¢ apyro JiekapcTBO, HAPEYEHO CYHUTUHHO Manat (MPEeANKUCBaHO IPH PaKk

Ha 6’B6p€LII/ITC 1 CTOMAIITHO-YPCBHUA TpaKT) MOXKE Ja JOBCAC OO TCIKKU HCIKCIIAHU PCAKIIUU. O6C’BI[€T€
ToBa ¢ Bamms JICKap, 3a aa CC yBEpUTC, 4UC IIpU Bac se ce KOM6I/IHI/IpaT TC3U JICKApCTBA.
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Kaxere na Bamms nekap, ako ce JIeKyBaTe ¢ XUMHOTEpaIus Ha OCHOBATa Ha TUIATHHA WJTU TaKCaHU 32
pak Ha OenuTe IpoOOBE MM METACTa3Upall PaK Ha MJIeUHATa *kJie3a. Te3u BUIOBE Teparus B
KOoMOMHaIUs ¢ Lextemy MoXke J]a yBeIMYaT PUCKa OT TEKKU HEIKEITAHU PEaKIIHH.

MOJ'I}I, KaxkeTe Ha Bamms JICKap, ako HACKOpPO Bue nmpujiarana ujin Bu ce nmpujiara JIbuCTepanus.

bpemenHoct, kbpMeHe U GpepTHIANTET

He tpa6Ba na nznonsBare ToBa JeKapcTBO, ako cTe OpeMeHHa. Lextemy Moxe 1a yBpean HEPOAECHOTO
Bu nete, ThiT KaTO MOXKE Ja CIIpe mpolieca Ha o0pa3yBaHe Ha HOBU KPhBOHOCHU ChJI0Be. Bamust
nekap e Bu mockBeTBa Aa mpuiiarate MEpKy 3a Iperna3BaHe oT 3a0peMeHsIBaHEe 110 BpeMe Ha
nedeHneTo ¢ Lextemy u moHe 6 Mecera cien mocienHaTa 1o3a Ha Lextemy.

VYBenomere HezabaBHO Barums nekap, ako cte OpeMeHHa, ako 3a0peMeHeeTe 10 BpeMe Ha ﬂeqe}@ c
TOBA JIEKaPCTBO WM TUIAaHHUpaTe Aa 3abpeMeHeeTe B OJIM3KO Obele. Q@

He Tps0Ba a kppMuTE 10 BpeMe Ha jiedeHue ¢ Lextemy u moHe 6 Mecena cie nppma%\ 0 Ha
nocliieiHara 103a Lextemy, Thif KaTo TOBa JISKAPCTBO MOJXKE J1a MOBJIMAC PACTEKA U p,§ HTHETO Ha
Bamero 6e0e. (b'

Lextemy Moxe qa yBpeau ¢pepTHIUTETa Py )KeHuTe. Mo, KOHcynmpaﬁ@ ¢ Bamus nekap 3a
moBeue MHPOPMAIIHSL. \2\

[MocwBeTtBaiiTe ce ¢ Bamus nexap, GpapmManeBT Wik METUIIMHCKA ce@z&npenn ynoTpebaTa Ha KOETO H
Jla € JICKapCTBO. Q

Ilopupane u padora ¢ MAILIMHU {b

Hsma nannu, ye Lextemy HamansiBa ciocOOHOCTTA 32 aHe uiu pabota ¢ MamuHu. ChoO1IaBa
ce obaye 3a ChHJIMBOCT M MPUNAIBIM IpH yHOTpeda extemy. AKO MOJyYUTE CHMIITOMH, KOUTO

3acsiraT 3peHHeTO, KOHLEHTpPAIUATa WIN CHOCOOH Bu 3a pearupane, He modupaiite u He
paboTeTe ¢ MallMHU, JOKATO CUMIITOMUTE He n3de3Har.

Lextemy cbabp:xa HaTpHIi. Q)

ToBa nexapcTBo chappika 4,196 mg Haqu (OCHOBEH KOMIIOHEHT Ha TOTBAapCKaTa/Tpane3Ha coil) BbB
Bceku QuakoH oT 4 ml. Tosa komnye€rBo ¢ exBuBaneHTHO HA 0,21% oT nmpenoprUUTETHHS
MaKCHMaJIeH JHEBEH xpwmeneq@neM Ha HaTpuil 3a Bb3pacTeH.

ToBa nekapcTBO ChIBPIKA % mg HaTpuii (OCHOBEH KOMIIOHEHT Ha rOTBapcKaTa/Tpare3Ha coi)
BbB BCEKH (IaKkoH OT | - ToBa xoxmuecTBO € ekBuBaieHTHO Ha 0,84% OT mpenopbUnTeTHAS
MaKCHMaJIeH JTHEBEH X TEJIeH IPUEM Ha HATPHid 3a Bb3pacTeH.

2
3. Kak céspnnara Lextemy

Jo3up % U 4eCTOTA HA IPHJI0KEHHE

H@nnMaTa no3a Lextemy 3aBucH OT TelecHOTO Bu Teriio u Bujga Ha pakoBOTO 3a00JsBaHE, KOETO
TpsiOBa Aa ce jaekysa. IIpemoppunTtennara qo3a € S mg, 7,5 mg, 10 mg win 15 mg Ha Kumorpam
TesiecHo Terio. Bamusat nekap me Bu npennuiie go3a Lextemy, koato e noaxozsia 3a Bac. Bue mie
nonyuaBate Lextemy BemHbxk Ha 2 v 3 cenmuniy. bpost Ha uH(y3unre, kouto 1ie Bu ce HampassrT,
3aBHCH OT OTroBopa Bu Ha neuennero; Bue TpsabBa na npoapinkaBaTe JEUEHHETO C TOBA JIEKAPCTRO,
nokaro Lextemy mpecTaHe J1a BB3MPENATCTBA PacTeka Ha TyMopa. Bamust iekap mie 00chIu ToBa ¢
Bac.

MeTtoa ¥ HAYUH HA NPUJIOKEHHE

Lextemy ¢ KOHIIEHTpAT 3a HHPY3HMOHEH pa3TBOp. B 3aBUCHUMOCT OT 103aTa, KosATO B e npeamrcaHa,
YacT WX ISJI0TO ChAbPKaHUe Ha (hiakoHa Lextemy Ime ce pa3peny ¢ pa3TBOp Ha HATPHEB XJIOPUJ]
npenu yrnorpeda. Jlekap wimm MeIUIIMHCKA cecTpa 1ie Bu mpuioxaT To3u paspeseH pa3TBop Ha
Lextemy moj ¢opMaTa Ha HHTpaBeHO3HA HH(GY3HUs (BEHO3HO KankoBo). [IbpBara nH}py3Hs 111€ ce
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npuiIoxku 3a 90 MUHYTH. AKO T Ce MOHEce J00pe, BTopaTta HH(Y3HUs MOXKE Ja ce IPUIIOKH 3a
60 muayTH. CnieBanute nHbY3UH MOxe na Bu ce mpuarar 3a 30 MuHyTH.

IIpunaoxenuero Ha Lextemy TpsadBa 1a 0be BpeMeHHO NPEeKbCHATO

- aKo KPBbBHOTO By Hassirane ce NOBUIIN CUIIHO U C€ HAJIOXKH JICYEHHE C JIEKapCTBa 32 KPbBHO
HaJIsIraHe,

- aKo MMaTe MPoOJIEeMU ChbC 3a3paBsBaHe Ha PAaHUTE CJIE] OIepanus,

- aKo CTe MOJUIOKEHH Ha OoIepanusl.

IIpuniaoxenuero Ha Lextemy TpA0Ba 0KOHYATEIHO 1A ObJe NPEKPATEHO, AKO MOJIYyYHTe

- CUJIHO TOBUIIIEHHE Ha KPBBHOTO HAaJIsITaHe, KOETO HE MOXKeE JIa Ce KOHTPOJIMpa C JIEKapCcTBa 3a
KPBBHO HAIATAHE; WM BHE3AIIHO CUJIHO MOBHILICHUE HA KPbBHOTO HAJISATaHE,

- HaJIM4re Ha OCNTHK B ypUHATa, IPUIPY>KEHO OT OTOLH IO TSIIOTO, b@'

- OTBOp B YpEBHATA CTEHA, %)

- HEEeCTECTBEHO KaHaJlYe WK X0 MEXIy JuXaTelHaTa TpbOa U XpaHOIIpOBOa, Meng(QTpeLHHn

OpTaHd U KOKaTa, MEX/Iy BIIATAUIIETO W KOSTO U JIa € YacT Ha YepBaTa Wil Me IPYTH
ThKaHHU, KOUTO IO MPHUHIIMII HE ¢a CBbp3aHu ((PUCTYNIAa) K KOUTO JICKYBAIUAT JI CUHTa 3a
TEXKO OTKIIOHEHHE OT HOPMATHOTO CHhCTOSTHHE, (b'

- CepHO3HM HH(EKIUK HA KOKATa UM MO-AbIOOKUTE OJAKOKHHU ClloeBe

- KPBBEH ChCHPEK B apTEPUUTE, <
- KPBBEH ChCUPEK B KPHBOHOCHHUTE CHJIOBE Ha OeuTe IpoOoBe, @

- TEXBbK KPbBOU3IIUB. &

Axo Bu ce npuiiosku noseve ot Heodxoaumara go3a Lextem %)

- MOJKeE Jja ITOJyYHUTE TeXKa MUTPEHA. AKO TOBaA €€ CIy4H OBa He3a0aBHO 12 yBEIOMUTE
Bammus nekap, papManeBT WM MEJULIUHCKA C€CTpa.Q

Ako cte nponycHaan Lextemy O
- BammsT nekap me perm kora na Bu ce na;@msamam no3a Lextemy. Tps6Ba na ob6chante

TOBA C JIeKaps CH. Q

AKo cTe cripesin ynorpedara Ha Lexte Q’
IIpeycraHoBsiBaHe Ha JeueHHeTo ¢ Lex MOXe Jia cipe edekra My BbpXy TyMOpHHSA pacTexk. He
npeKbeBaiiTe nedenneTo cu ¢ Lexten{yynpenu na cte 00chanmm Toa ¢ Bamms nexap.

AKO UMaTe HSIKaKBHU JOIBJIHY %I/I BBIIPOCH, CBBP3aHH € yroTpedara Ha TOBa JIEKAPCTBO, IONMUTANTE
Bamms nekap, ¢papmareBt JULIMHCKA CecTpa.

&K

4. Bn3moxHaKn é@kenann peakuumn

Kakro Bcuu %apCTBa, TOBaA JICKAPCTBO MOXKC J1da IPCAU3BHUKA HCIKCIIAHU PCAKIINU, BBIIPEKHU Y€ HC
BCCKHU I'd aBa.

MENJIHCKA cecTpa. ToBa BKIIFOUBA BCHUKH BH3MOXKHH HEOITMCAHU B TA3U JIMCTOBKA HEXETAHU
PEaKITUH.

A%@QHTC HAKAaKBU HCKCJIAHU JICKAPCTBCHU PCAKIIUHA, YBEIOMETC Bammus JICKap, Q)apMaueBT NI

Hexenanute peakium, n30poeHH MM0-110JTy, ca HaOII01aBaHu, korato Lextemy e npuiaran
€IHOBPEMEHHO ¢ XMMHOTepanus. ToBa He 03HaUaBa HETIPEMEHHO, Y€ T€3H HeXKeJIaH! Peakiluyl ca
MpUYUHEHH TOYHO OT Lextemy.

AJIepru4HM peaKknuu

AKo uMaTe ajlepruyHa peakuus, yBeroMere BeqHara Bamms nekap nim HIKOH OT MEAMLIMHCKUS
nepcoHal. [Ipu3HanmTe MOXKe /1a BKIIIOUBAT: 3aTPYAHCHUS B AMIIAHETO WM OONKa B rbpaute. Moxe
Jia TIOJTyYMTE CHIIO U YePBEHUHA WM 3a4epBsIBaHE HA KOXKaTa WM OOpPHUB, CTYACHHU TPBIIKU U
BTpHUCaHe, TajIcHe UK OBPBIIAHE.
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TpsnoBa He3a0aBHO 1a NOTHPCUTE MOMOII, AKO MOJYYHUTE HAKOS OT MOCOYEHHTE MO-T0Ty
HeKeJIaHHU pPeakuuu.

Texkn HeXellaHH PEaKIUK, KOUTO MOXe Jia ObJIaT MHOTO0 YecTH (MOJXKe JIa 3acerHart rnoseue ot 1 Ha

10 gymm), BKIIFOYBAT:

- MOBUIIIEHO KPHBHO HAJIATAHE,

- ycelllane Ha U3TPhIIBAHE WM MPaBYYKaHE B PhIIETE WM KpaKaTa,

- HaMaJjieH Opoil KpbBHH KJIETKH, BKIIOUUTEITHO O€JTH KPBBHU KJIETKH, KOUTO ITomMarat B bopbara
MPOTUB HHPEKIUUTE (TOBA MOXKeE JIa ObJC MPHUIPYKEHO OT TOBUIIICHA TEMIIEpATypa), KAKTO U
KJIETKUTE, KOUTO TIOJIIIOMAaraT ChCHPBAHETO Ha KPbBTA,

- OTI/THANOCT U JIUIICA Ha CHEPTHS,

- ymopa, >
O

- JIrapusi, TajicHe, MOBpPbhIaHe U KopeMHa OoJKa. Q

TexKn HEXKETaHU PEAKIMK, KOUTO MOXKE 1a ObJIaT YecTH (Moxe Ja 3acernar 1o 1 na 1Q@yrim) ,

BKITIOYBAT:

- OTBOp B UepBHATA CTCHA, *

- KbPBEHE, BKIIFOUUTEIHO KBPBEHE OT OenuTe ApoO0BE MPH NAMESHTH C HGX&HOKJ‘ICT’B‘ICH
KapIUHOM Ha GenuTe 1poGoBe, <

- 3aMylIBaHe Ha apTEpPUUTE OT KPbBEH ChCHUPEK, ‘2‘¢

- 3amyIIBaHe Ha BEHUTE OT KPBBEH ChCUPEK, %)

- 3aMynIBaHe Ha KPbBOHOCHHUTE ChIOBE Ha OenTe ApoOOBE OT @eﬂ CBCUPEK,

- 3alyIllBaHe Ha BEHUTE Ha KpakaTa OT KPbBEH ChCUPEK, %)

- ChbpJI€YHA HEOCTATHYHOCT, (bQ

- NpOOJIEMH ChC 3a3/]paBsiBaHE HAa PAHHUTE CIIE onepa@

- 3a4yepBsiBaHe, JIIOIIeHE, 00JIe3HEHOCT, OOIKa Win 8;1 Ha MEXYPH 10 IPBCTUTE Ha PBIETE WU
KpakaTa, \2\

- HaMaJieH Opoii Ha YepBEHUTE KPBBHU KIIETK Q\

- JIMIICA HA €HepTus, Q&‘

- CTOMAIITHO ¥ YPEBHO HapyIlIeHHE, >

- MYCKYJIHa U CTaBHa 00JIKa, MyCKyn@%aGOCT,

- CyXoTa B ycrara, KOMOMHUpaHa q@amﬂa W/WIM HaMaJICHHE Ha KOJIMYECTBOTO HA YpUHATA WIN
MOTHMHSBAHETO |,

- Bb3MaJICHHE Ha J'II/IF&BI/ILI&]?{@ ycrara u yepBaTa, Oenure 1po0oBe U INXaTEITHUTE ITBTHIIIA,
PENpOTyKTUBHUTE Opra NUKOYHHTE MIHTHUILA,

- PaHHYKH B ycTaTa U POBOJIa, KOUTO MOJKE J1a ca OOJIE3HEHH U JIa IPUYUHAT 3aTPYTHEHO
Mperibllane,

- Oorka, BKHIOIM’[& riiaBobosne, 00Jika B rbpOa 1 O0JIKa B Ta3a U 00JIaCTTa Ha aHycCa,

- JIOKAJIM3UPaHe 6bOMpaHe Ha THOH,

- UHQEKIH O-CIeIMaHO HHPEKIIMS Ha KPhBTA WM TUKOYHUS MEXYD,

- HaM pbBOCHA0/IIBaHE HA MO3bKa WIIX UHCYIIT,
CBH. CT,

- kegcHe oT HoCa,

- @g?copﬂBaHe Ha ChPJICYHHUS PUTHM (I1yJica),

- Q 3amyIiBaHe Ha YepBaTta,

- OTKJIOHEHHS B U3CJIE/IBAHETO HA yprHaTa (OENTHK B ypUHATa),

- 3a]lyX MJIM HUCKH CTOWHOCTH Ha KHCJIOPOJI B KPBHBTA,

- MH(EKIMK Ha KO)KaTa WM JBIOOKUTE CIIOeBE MO KoXKara,

- ¢ucTyNa: HeeCTECTBEHO KaHATYE MEX/y BETPEIIHH OPraHy U KOXKaTa, I APYTH ThKaHHU,
KOHMTO HOPMAJIHO HE Ca CBBbP3aHH, BKIFOUUTEIHO BPB3KH MEK/Ty BIAraIMINETO U YepBaTa, Ipu
MAlMEeHTH C paK Ha MaTOYHATA [IMHKA.
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TexKkn HeXellaHH PEaKIUK ¢ HeM3BECTHA YecToTa (0T HATMYHUTE JIaHHU HE MOXKe Jia ObJie HalpaBeHa

OIICHKA), BKITFOUBAT:

- CepUO3HU MH(EKIMK HA KOXKAaTa WITU MO-IBJIOOKHUTE CIOCBE MO KOXaTa, 0COOCHO ako UMate
OTBOPH B UpEBHATA CTEHA WJIU MPOOJIEMH, CBbP3aHU ChC 3aPaCcTBAHETO HA PAHUTE,

- QJIEPTUYHU PeaKiuy (MPU3HAIIMTE MOXKE JIa BKIIIOYBAT 3aTPyIHEHO JTUINAHEe, 3a4ePBsSIBaHE Ha
JIUIIETO, OOPUB, HUCKO KPHBHO HAISITAHE WM BUCOKO KPBBHO HAJISITAHE, MAITKO KOJIMYECTBO
KHCIIOPOJT B KPBBTa, 00JIKA B I'bPJIUTE, UM Ta/ICHE/TIOBPBILAHE),

- oTpurareseH ehekT BbpXy CIOCOOHOCTTA Ha KEHUTE Ja UMAT Jiela (BIKTe MO-I0Ty CITUCHKA C
HEeXKEJIaHU PEaKIluy 3a IOMbIIHUTEITHU TPETIOPHKH ),

- ChCTOSTHUE Ha MO3bKa ChC CUMIITOMH, BKJITFOYBAIIU I'bPUYOBE (TIPUMIAABIIN), TIIABOOOIHE,
00BpKBaHE U IPOMECHH B 3pEHUETO (CHHAPOM Ha TIOCTEpUOpHA 00paTuMa eHllehaionaTs Win

CIIOE),
- CHUMIITOMH, KOUTO MpeanojaraT IpOMEHH B HOpMajHaTa MO3buHa (DYHKIIHS (rﬂaBOGOJlMeb(b'
MIPOMEHU B 3pE€HHETO, OOBbPKBaHE WIIM I'bPUYOBE) U BUCOKO KPHBHO HAJSITAHE, %)

- pasmmpsBaHe U OTcIa0BaHe Ha CTEHAa Ha KPBBOHOCEH ChJ] WIIM Pa3KbCBaHE HA CTqu@
KPBBOHOCEH ChJI (aHEBPU3MHU U apTEPUATTHA JUCEKAIINN), @)

- 3aMynIBaHe Ha MHOTO MaTbK(KH) KpbBOHOCEH(HH) Ch(0Be) B OBOpenunTe, Q

- HEoONYaitHO BUCOKO KPBBHO HaJISITaHE B KPHBOHOCHUTE CHIOBE Ha OesnTe (%)Be, KOETO
npaBK paboTaTa Ha JCHATA CTPaHA Ha CHPLETO MO-TPYAHA OT HOPMATHOTS;

- OTBOD B XpYIISUIHATa CTEHA, KOSTO pa3zeis HO3ApHUTE Ha HoOca,

- OTBOp B CTOMaxa MJIM YepBara, ¢

- OTBOPEHA PaHa MM OTBOP B JIMTABUIATA HA CTOMAaxa WK THHKQ PBO (CUMITOMHTE MOJXKE J1a
BKJIIOUBAT KOpeMHa 00JIKa, 4YyBCTBO 3a OJyBaHEe HA KOpeMa, aHEHO YEpHU U3IMPaKHEHUS
WK KPBB B M3NPaKHEHUATA ((PeKATMUTE) HIH KPHB B ITOB TUTE MaTePUH),

- KBbPBEHE OT JOJHUTE OTJIENH Ha 1e0eI0TO YePBO, $o)

- JIE3NM Ha BEHIIMTE C OrOJIBaHE Ha YEIIOCTHATA KOCT, @0 HE 3apacTBaT U MOXeE Ja Ca CBbpP3aHU
¢ 00oJIKa ¥ BB3MAJIEHUE HA OKOIHATA ThKaH (BI/DKT610 0JIy CITUCHKA C HEXKEJIaHU PEaKIINH 3a
JOTTBITHATETHH PETIOPHKH),

- OTBOP B XTBYHHS MEXYP (CHMIITOMHTE U TI IIUTEe MOJKE J]a BKIIFOYBAT KOpeMHa 0oJIKa,
MOBHILIEHA TEMIIEPATypa U raJIeHe/TIOBPh €).

Tpno6Ba BeAHAra 1a NOTHPCHTE MOMOIIL (bHOJIy‘lHTe HSAKOS OT MOCOYEHUTE MO-10JIy HeKeJTaHU

peakuuu.

MHoro yecT (MOXe J1a 3acerHa{gspBeqe ot 1 Ha 10 xymmn) HeXellaH! peaklii, KOUTO HE Ca TEXKKH,
BKJIFOYBAT:

- 3arek, @

- 3ary0a Ha armeTuT O

- MOBHIIIEHA TeMn@gypa,

- pobeMu ¢ Te (BKIIFOUMTETHO TTOBUIIICHO OTAEIISHE Ha CHII3H),

- IIPOMEHHU Ta,

- HpOMeé\B B BKYCOBOTO YCEIIaHE,

- Xpe

- c Ha KOXKaTa, JIIOIEeHe U Bh3NaNeHUe Ha KOXKaTa, IPOMSHA B IIBETa Ha KOXKara,

- y6a Ha TCJICCHO TCIJO,
Q KBpPBCHEC OT HOCA.

Yectu (Moxe ga 3acersat 7o 1 Ha 10 gymn) HeXenaHu peaklny, KOUTO He ca TEXKH, BKIIIOYBAT:
- MIPOMEHM B IJ1aca U MPECUITHAIOCT.

ITanmenTHTE HA BH3pACT HaA 65 TOMWHU Ca C TIOBHIIICH PHCK OT IT0SBA Ha CIICITHUTE HEXXEIIaH!

peaxkuuu:

- o0Opa3yBaHe Ha KPbBHU ChCHUPEIIH B apTEPUHUTE, KOSTO MOXKE Ja JIOBEJIE 10 HHCYJIT WM UH(PAPKT
Ha CHPIIETO,

- HaMajeHue Ha Opost Ha OennTe KPBBHU KIETKH, KAKTO U HAa KIECTKUATE, KOUTO MOAIIOMaraT
ChCUPBAHETO Ha KPHBTA,

- aapus,
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- rajcxe,
- rj1aBO0OJIHE,

- ymMmopa,

- BHCOKO KPBhBHO HAJIATaHE,

Lextemy Moe CBhIIO Jia MPEAU3BHKA IPOMEHH H B TA0OPATOPHUTE U3CIICBAHNS, HA3HAUYCHH OT
Bamus nekap. Te BkatoYBaT HamasieH Opoii Ha OenuTe KPbBHH KIETKH, 0COOCHO Ha HEyTPO(HIUTE B
KpBBTa (BU Oenn KPhbBHU KIIETKH, KOWTO ITOATIOMAraT 3aluTaTa cpenty nH(EKIN); HaJndue Ha
0enThK B ypHHATA; HAMaJICH! KOHIIEHTPAITUH Ha KaJwid, HaTpuil uiu Gocdop (MuHEpa) B KPbBTa;
MOBHIIIEHA KPhBHA 3aXap; MOBUIIICHH CTOWHOCTHU Ha ajkaiHara gocdarasa (€H3MM) B KPBBTA;
MOBUIIIEH CEPYMEH KpeaTUHUH (IIPOTEHH, U3MEPBaH ¢ KPbBHU TECTOBE, 3a JIa CE MPOBEPH JIEHHOCTTA
Ha Obp0OperuTe B); HamayieH XeMorI001H (HaMHpa ce B YepPBEHUTE KPBBHH KIIETKH, KOUTO TIPESHACAT

KHCJIOPO[T), KOUTO MOTaT Aa ObAaT TeXKKH. b
Bonxka B ycraTa, 350HUTe /WK 9eTIOCTTA, TIOJyBaHE WM PaHU B yCTaTa, U3TPHIIBAHE WIIH BO Ha
TEXeCT B UEeNIOCTTa WK pa3kiamaHe Ha 350. ToBa MoXke 1a Ob/IaT MPU3HAIM U CUMIITO, a
yBpeXKJIaHe Ha KOCTTa Ha YetocTTa (ocTeoHekpo3a). Kaxere HesabaBHo Ha Bamms 1 W
3b00IIeKap, aKo MOTYUYUTE HIKOH OT TAX. (b'

JKenure B npegMeHonay3a (KCHH, KOUTO HMAT MEHCTPYALUs) MOTaT Ja 3a0¢€ikar, 4e MeHCTpyalusTa
UM CTaBa HEpeJOBHA MM JIUTICBA U MOTAT J1a TIOJTydaT yBpeKaane Ha e TeTa. AKO
Bb3HAMEpsIBATE a UMaTe Jena, TpsioBa 1a oochauTe ToBa ¢ Bamms J@ pEenr Aa 3aI04HEeTe
JIeYeHue.

Lextemy e pa3pa0boTeH 3a JICUSHUE Ha paK TOCPEACTBOM I/IH)KGI&%&HGTO MY B KPhBOOOpAIIEHHUETO.
ITpoxyKTHT HE € MpeIHA3HAYEH 32 HHKEKTUPAHE B OKOTO. JIM TOBA HE € pa3pelicH 3a yrnorpeda
10 To3u HauuH. [Ipn TUPEKTHO WHXKEKTHpaAHE Ha Lexte% KOoTO (M3BBH 07I00peHaTa ynorpeba),
MOTaT Jia Bb3HUKHAT CJICHUTE HEXKEJIaHU PEaKIInu: \2\

- WHQEKIMS WK Bb3MaJeHne Ha OYHATA 5 a,

- 3a4epBsSIBaHE HA OKOTO, MAJIKU TOYHI] METHHIIA B 3PUTEIHOTO MoJie (IIJIaBally YaCTHIIH),
0o0/IKa B OKOTO,

- BWKJIAaHE Ha MPOOIISICHIH CBGTHH& TUTABAIIY YACTHIU, TPOTPECUPAIIIO IO YaCTHYHA 3ary0a Ha
3penuero Bu, O

- MOBHIIICHO BTPEOYHO Han\ﬁﬂe,

- KPBBOU3JIKB B OKOTO. *

Cpol0uiaBaHe Ha HexKe Qpeakunn

AKO ToNTyunTe HAKaKBPRNHEKEIIaHU JIKAPCTBEHH PEaKINH, yBeomMere Barmwus nexap, apManeBT uin
MEJUIUHCKA CECT .l\sl‘om BKJIFOYBA BCUYKHU Bb3MOXHU HEONHCAHU B Ta3U JIMCTOBKA HEXEJIaHU
peaxiun. Mox BIIIO J]a CHOOIIUTE HEXKENAaHH PEAKIUH JUPEKTHO Upe3 HAIlMOHAIHATA CUCTEMa 3a
C’LOﬁII.[aBaHeC} oueHa B [Ipunoxenue V. Kato cro01maBare HexXEIaHA PEaKIUy, MOXKETE Ja TaIeTe
CBOA Hp%%} NoJy4yaBaHe Ha MoBeue HH(POpManrs OTHOCHO 0€3011acHOCTTa Ha TOBA JIEKAPCTBO.

¥
S.Q Kak na coxpansiate Lextemy

CopxpansBaiiTe ToBa JIEKAPCTBO HA MSICTO, HEAOCTBITHO 3a JIeTa.

He uznon3paiite TOBa JIGKapCTBO CIIE] CPOKA HA TOJHOCT, OTOSsI3aH BEPXY KapTOHCHATA OMAaKOBKA U
BBPXY €THKeTa Ha ¢iakoHa, choTBeTHO cien “I'omen mo:” u ,,EXP”. CpoKbT Ha TOZHOCT OTTOBaps Ha
MOCJICTHYS JICH OT IIOCOYEHHS MECeII.

[Ha ce cpxpanssa B xnmaguinauk (2°C-8°C).

Jla He ce 3ampassiBa.
CoxpaHsBaiiTe rakoHa B KApTOHEHATa OMAKOBKA, 32 Jla C€ Mpe/a3u OT CBETINHA.
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Mudy3nonanTe pa3TBOpH TPSOBA JAa c€ M3MOI3BAT BeIHAra clie]] pa3pexaane. He n3momnspaiite
Lextemy, ako 3a0enexuTe HAKaKBU BUINMHU YaCTHUITN WIH TPOMSHA HA [IBETA TPeAr yIoTpeoda.

He u3xBbpsiiTe nekapcTBara B KaHATM3AIMATA UK B KOHTEHHEPA 3a TIOMAIIHA OTHAaAbIIN.
ITormuratiTe Bammus dhapmarieBT Kak 1a H3XBBPIIATE JIEKapCTBATa, KOMTO BeUe HE H3MoJ3Bare. Te3n
MEpKH IIIe CTIOMOTHAT 3a OTla3BaHe Ha OKOJHATA Cpefa.

6. Cobabp:kaHne HA ONIAKOBKATA M IONMbJIHUTEIHA HHpopManus

Kaxkso cpabp:ka Lextemy

- AxTuBHO BemecTBo: OeBanu3ymad. Beeku ml oT KoHIIeHTpaTa chabpxa 25 mg 6eBauH3yMa%
croTBercTBaIl Ha 1,4 10 16,5 mg/ml, koraro e pa3pejeH crope MPenopbKUTE.
Bceku ¢nakon ot 4 ml ceappka 100 mg 6eBanm3zymad, croTBeTcTBaM Ha 1,4 mg/ml oe
paspezeH cropesn NpenopbKUTe.
Beeku naxon ot 16 ml chabpxa 400 mg Gesanmnszymad, choTBeTcTBamM Ha 16,5 fig/ml korato
€ paspeleH crope]] MPernopbKUTE.

- Hpyru cecraBku: Hatpues pocdat (E339), a, a - Tpexanosa z[nxympaT non@%m 20 (E432)
Y BOJA 32 MHXKeKIuU. Brokre Touka 2 ,,.Lextemy cbabpka HaTpUii®.

Kaxk u3riexxaa Lextemy u KakBO ChABPKa ONAKOBKATA

Lextemy e xoHIeHTpaT 3a HH}Y3HOHEH pa3TBop. KOHIIEHTpaThT Ip s;Ba OMCTpa 10 JIEKO
OmaJieCIiCHTHA, Oe31BeTHA /10 OyiejokadsiBa TEYHOCT U 0€3 BUAMMU &HHH Toli ¢ HaITBJIHEH B
CTBKJIEH (DJ1aKoH ¢ TyMmeHa 3amymanka. diaakonure ot 4 ml ce im araT B OIAKOBKH, ChIABbPIKAIIN
1 umn 5 ¢pmakona. @makonute oT 16 ml ce mpemmaraT B omaxko chabpkamu 1, 2 wim 3 ¢rakoHa.

He Bcuukn BUIOBC OIIAKOBKH MOKE J1a C€ Mpeajiarat Haggp

Mylan IRE Healthcare Limited

IIpuTexaTes HA pa3peLIeHUETO 32 yoTpeda @\
Unit 35/36 Grange Parade Q

Baldoyle Industrial Estate Q)@
Dublin, 13 Q>
Wpnanaus O

&
IIpousBoaurean
McDermott Laboratories Lj T/A Mylan Dublin Biologics

Newenham Court Q
Northern Cross

Malahide Road

Dublin 17 Q)Q

Upnanmus é

Mylan ny GmbH

Zwgel derlassung Bad Homburg v. d. Hoehe, Benzstrasse 1
Bad Momburg v. d. Hoehe

Hessen, 61352,

T'epmanus

3a JOBIHHUTENHA HHPOPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C MECTHUS
NpEeJICTaBUTEN Ha MPUTEKATEIS Ha Pa3pelieHreTo 3a yrnorpeoa:
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Belgié/Belgique/Belgien
Mylan EPD bvba/sprl
Tél/Tel: +32 (0)2 658 61 00

bbarapus
Maiinan EOO/]
Tem: +359 2 44 55 400

Ceska republika
Mylan Healthcare CZ s.r.0.
Tel: + 420 222 004 400

Danmark
Mylan Denmark ApS
TIf: + 45 28116932

Deutschland
Mylan Healthcare GmbH
Tel: +49 800 0700 800

Eesti

BGP Products Switzerland GmbH Eesti filiaal

Tel: + 372 6363 052

E)MGda
BGP I[TPOIONTA M.E.ILE.
TnA: +30 210 9891 777

Espaiia
Mylan Pharmaceuticals, S.L.

Tel: +34 900 102 712 Q\

France QQ

Mylan S.A.S. O

Tel: +33 4 32&) 00
Hrvats Q

rvatska d.o.o.

Ireland

Mylan Ireland Limited
Tel: +353 (0) 87 1694982

island
Icepharma hf
Tel: +354 540 8000

o
¢ Osterreich

(DQ Mylan Osterreich GmbH

Lietuva
Mylan Healthcare UAB
Tel: +370 5 205 1288

Luxembourg/Luxemburg
Mylan EPD bvba/sprl

Tel: + 32 (0)2 658 61 00
(Belgique/Belgien)

Magyarorszag

Mylan EPD Kft (b.
Tel: + 36 1 465 2100 @
«Q

Malta
V.J. Salomone Pharma Ltd *Q
Tel: +356 21 22 01 74

Nederland ¢®
Mylan Healthc
Tel: +31 (0) 6 3300

be@

Nor
é@ Healthcare Norge AS

1: =47 66 75 33 00

Tel: +43 1 86390

Polska
Mylan Healthcare Sp. z o.0.
Tel: + 48 22 546 64 00

Portugal
Mylan, Lda.
Tel: + 35121 412 72 56

Romaénia
BGP Products SRL
Tel: +40 372 579 000

Slovenija

Mylan Healthcare d.o.o.
Tel: + 386 1236 31 80

Slovenska republika

Mylan s.r.0.
Tel: +421 2 32 199 100
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Italia Suomi/Finland

Mylan Italia S.r.l. Mylan Finland OY

Tel: +39 02 612 46921 Pub/Tel: + 358 20 720 9555

Kvnpog Sverige

Varnavas Hadjipanayis Ltd Mylan AB

TnA: +357 2220 7700 Tel: +46 855 522 750

Latvija United Kingdom (Northern Ireland)

Mylan Healthcare SIA Mylan IRE Healthcare Limited

Tel: +371 676 055 80 Tel: +353 18711600 b{b

)
Q

JlaTa Ha mocyeqHo NpepasrJekaaHe Ha JHCTOBKATA QO
Jpyru u3ro4yHMIM HA HH(POPMAaLUs (b'%

ITonpo6Ha mH(pOpMAanHKS 3a TOBA JIEKAPCTBO € Pe0CTaBeHa Ha yeOcaiTa Ha @poneﬁCKaTa arcHIUs
o Jekapcreara: http://www.ema.europa.eu 2
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