ITAPAPTHMA I

MEPIAHYH TOQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZIA TOY PAPMAKEYTIKOY IPOIONTOX
Venclyxto 10 mg emkaAvppévo pe Aertd vpévio diokia
Venclyxto 50 mg emkaAvppéva pe Aertd vEVio diokia
Venclyxto 100 mg emicoivppévo pe Aentd vuévio diokia

2. MHNOIOTIKH KAI IOXOTIKH XYNOEXH

Venclyxto 10 mg emkaivppévo, pue Aertd vuévio diokia
Kd&0e emucoloppévo pe Aemtd vuévio diokio mepiéyetl 10 mg venetoclax.

Venclyxto 50 mg emkaivppuévo pue Aertd vuévio diokia
Kda0e emucodoppévo pe Aemtd vuévio diokio mepiéyet S0 mg venetoclax.

Venclyxto 100 mg emikoivpuuéva pe Aewtd vuévio diokia
Kda0e emucoroppévo pe Aemtd vuévio diokio mepéyet 100 mg venetoclax.

IMa tov TAqpn kaTdloyo Tov ekdoywv, PAéne Tapdypago 6.1.

3. OAPMAKOTEXNIKH MOP®H
Emwaioppévo pe Aemto vuévio diokio (d1okio).
Venclyxto 10 mg smkaiopupévo pe Aemtd vuévio d16Kio

Yrokitptvo, oTpoyyvAd, appikupTov oYNUaToc 610Kio dStapéTpov 6 mm, yopayuévo pe TNy évoeltn V
o1 (o TAgvpd kot 10 oty dAAn.

Venclyxto 50 mg emkaioppuévo pe Aemto vuévio diokio
Mmnel, eripnkeg, apgikvptov oynuatog diokio piRKovg 14 mm Kot TAGTovg 8 mm, YopoyHeévo e v
évodelEn V ot pa mievpd kot 50 oty GAAn.

Venclyxto 100 mg emkoivppévo pe Aentd vuévio diokio
Ynokitpwo, enipnkes, apeikvptov oynuatog diokio prrovg 17,2 mm kot tAdtovg 9,5 mm, yapoypévo
pe v évoelEn V ot e mhevpd ko 100 oty dAAn.

4. KAINIKEX TIAHPO®OPIEX
4.1 OgpamevTikég gvoeicelg

To Venclyxto ce cuvdvoopd pe opumvovtovfovpdunn evdeikvotol yia ) Beponeio evniikov aclevaov
pe xpovia Agppokvttapiki Aevyaipio (XAA) ot omoiot dev €xovv AaPet mponyodpevn Bepaneio (PAéne
napdypoeo 5.1).

To Venclyxto g cuvdvaoud pe prrov&ipndunn evdeikvotat yo ) Oepaneio evniikov acbevov pe
XAA ot omoiot €govv AdPet TovAdyioTov pia mporyoduevn Bepameia.

To Venclyxto og povoBepaneia gvosikvotor yia m Oegpaneio g XAA:
e mopovcio EAlewyng 17p N petdhiaéng oto TP53 og evijkovg aoBeveic, ol omoiot dev givar
KatdAAnAotl 1 £xovv anotvyel o€ Bepameia pe Evav avacToAéd TOV LOVOTATION TOL VITOSOYEN
TV B-Agppokvttdpmv 1
e amovoia E\ewyng 17p M petdAlaéng oto TP53 oe evijlikoug acBeveic, ol omoiot £yovv
OTOTOYEL TOGO G€ avocoynuetofepaneio 6co kot o€ Oepaneio [ie Evov ovaoTOAEN TOV
LOVOTATION TOL LITodoyEa TV B-Aeppokuttdpov.



To Venclyxto 6g cuvdvocud pe Evav vmopeduMotikd mapdyovo evosikvutat yio T Oepaneia
evnAlkev aobevav pe veodiayvoobeica ofeia pveloyevi Aevyoyio (OMA) mov dev givar katdAiniot
Yo evVTaTIKY ynuelobepamneia.

4.2  Aocoloyio kor TpOTOG YOPNYNONG

H Oepaneio pe venetoclax mpémet va Eekiva kot vo, topoakorlovdeitol amd £va yoTpo e eumelpio 6t
YPNON AVTIKOPKIVIKOV QUPUAKEVTIK®OV Tpoldvimy. Ot acbeveic mov éhafav venetoclax umopel va
avarto&ouy civdpopo Avong éykov (TLS). Ot minpogopieg mov meptypdpovial GE QVTHY TV
TapAypapo, cvpmephapupavopévay g aloAdynong Kivohvov, Tov PETP®Y TPOPUAAENS, TOL
TPOYPAUOTOC TITAOTTOINGNG OOCTG, TS TAPAKOAOVON GG EPYASTNPIOK®DY EEETAGEMV KOl TV
OAANAETIOPACEDY PAPUAKOL, Oa TPETEL VO akOAOLOOVVTOL VIO TNV TPOANYT KOt TN UEI®GT TOL
Kvovvou epupaviong TLS.

Aocoloyia

Xpovia Asugoxvtrapixn Asoyoiuio,

LHpoypouua tithomoinons 6oong
H d06on évapéng eivon 20 mg venetoclax pio eopd nuepnoing yio 7 nuépec. H d6om npénel va
av&aveTal otadlokd, o€ po tepiodo 5 efdopadmv, mng mv nuepnota doon tov 400 mg, ommg

eaivetar otov Ilivaxa 1.

[Mivakog 1: AvEavouevo docoroyiko oynuo. acbeveic e XAA

Epdopdda Hpepijow d6on venetoclax
1 20 mg
2 50 mg
3 100 mg
4 200 mg
5 400 mg

To mpdypappa tithomoinong g 06omng, dtbpkelns S fOoradmv, lval GYESIOGUEVO Y10l VO LELDVEL
GTOOKA TO POPTio Tov GYKOL (OYKOUEIDOT) Kot Vo Leudvel Tov kivouvo gppdviong TLS.

To venetoclax oe ovvovaouo pe opmivovtov{ovuounn

To venetoclax yopnyeitat yuo éva cbvolo 12 khkhwv, kabe KOKAOG amoteleital amd 28 nuépeg:
6 KOKAOL GE GLUVOVAGHO LE OUTLVOLTOLLOV ALY, oKoAovBovevol amd 6 KuKAOLG venetoclax mg
LLOVOG TaLp Ay OVTOG,.

Xopnynote 100 mg opmvovtovlovpdumng v Huépa 1 tov Kdxhov 1, akolovBodpevn and 900 mg
T omoia pmopovv va yopnynBovv v Huépa 1 1 v Huépa 2. Xopnynote 1000 mg tig Huépeg 8 ko
15 Tov Kbdxhov 1 ko v Hpépa 1 ka0 emakdiovBov KdKAOL 28 nuepdv, Yia £€va GOVOLO 6 KOKA®V.

EEKWVIOTE TO TPOYPOLLLLA TITAOTOINONG TG 000N G ToL venetoclax, didpkeag 5 efdopddwv (PAéne
[Mivaxa 1) v Huépa 22 tov Koxhov 1 kat cvveyiote péypt mv Huépa 28 tov Kdxiov 2.

Metd v 0AOKAPOOT TOV TPOYPAUIOTOG TITAOTOINGN G TG 0OGTG, 1| GLVICTOUEVT dO0T venetoclax
etvar 400 mg pia popd nuepnoing and v Huépa 1 tov Kvkiov 3 ¢ opumvovtovfovpdunng émg tnv
tedevtaio nuépa tov Kokiov 12.



Aoan petd v tithomoinon yia 1o venetoclax oe ovvovaouo ue prrovlyudumn

H ocvvietdpevn d6om tov venetoclax e cuvdvacpod pe prrovéipnaunn ival 400 mg pio popd
nuepnoing (PAére mapdypoaeo 5.1 yuo TIc AETTOUEPELEG TOV GYNIOTOG GUVOVAGHLOV).

Xopnynote prrov&pdumn agov o acevig £xel OMOKANPMGEL TO TPOYPULLL TITAOTOINONG TNG 006G
Kot £xel AaPel v cvuvietopevn nuepnoia doon tov 400 mg venetoclax yio 7 nuépec.

To venetoclax Aapfdverar yio 24 pniveg amd v Huépa 1 tov Kvkhov 1 g yoprynong g
prrov&paunng (BAéne mapdypago 5.1).

Aodon uetd, v tithomoinon yia 1o venetoclax wg povobepomeio

H ocvvietdpevn d6om tov venetoclax givar 400 mg pia popd nuepnoimg. H Oepancio cuveyiletan péypt
va wapotnpndei eEEMEN g vOGOL 1 vau un yivetal TAEOV aveKTh oo ToV aoOEVT.

OCeio uveloyevig Asoyauuio,

To cuvictduevo 00G0A0YIKO GyNa Tov venetoclax (cvumepthiapfavouévng g TIthomoinong g
d0omc) mapovcialeral otov [Mivaxa 2.

[Mivakog 2: AvEavouevo docoroyikd oynua o€ acbeveic ue OMA

Hpépa Hpuepnioe 666m venetoclax
1 100 mg
2 200 mg
3 ko epeEng 400 mg

H olaxitidivy mpémet va yopnysiton oe d6on Tmv 75 mg/m?* copatikic empdaveioc (BSA) site
evdopiefing eite vmoddpia tig Huépeg 1-7 kdbe kbhxhov 28 nuepdv Eexvavtag amd v Huépa 1 tov
Korhov 1.

H Secrtofivn mpémet va yopnyeitar oe 56om v 20 mg/m? BSA evdopAePing tig Huépeg 1-5 kébe
KOKAov 28 nuepdv Eekvavtag amo v Huépa 1 tov Koxiov 1.

H docoldynon tov venetoclax pmopet va dwakomnel, katd mepintwon, yuo ) dayeipion tov
OLLLOTOAOYIKMV TOEIKOTITMOV KO TV OTOKATAGTAOT] TOV apatorloyikdv eetdcewv (BAéne [livaxa 6).

To venetoclax cg cuvdvacud pe Evav vropedvwTikd Tapdyovto Tpémel va cuveyileTar péypt va
mapotnpn el eEEMEN ™G VOGOL 1 U AmodeKT TOEIKOTNTA.

Ipoinwn tov cvvdpouov Abanc oykov (TLS)

Ot acBeveig mov voPdArovtal oe Oepaneia pe venetoclax umopel va eppavicovv TLS. TNa e1d1kég
Aemtopuépeleg oxeTkd pe T dwxeipion avaloyo pe v £voelgn g vOooL TPEMEL va. avaTpEEETE OTNV
avTioTOo TOPAYPAPO TAPUKAT®.

Xpovia Leuporvtropixn Levyoiuio

To venetoclax pumopel va Tpokarécst Toyeio Lelmon Tov GYKOV, KOl ©G EK TOVTOV EVEYEL KIVOLVO Yial
TLS omv apyn ¢don tithoroinong g d6omg, didpketag S efdopdadmv oe 6A0VG Tovs acbevels pe
XAA, ave&aptto amd 10 opTio Tov dyKov Kot GAAN YOpaKTNPIoTIKA Tov ac0evodc. Metd amod 6 pe
8 wpeg amd v TpdTN 6001 Vvenetoclax, kabmg kot og kdbe avEnon g 6domg, pTopel vao
napatnpnBodv petaforég otovg nhektpoivteg mov cuvadovy e TLS, o1 onoieg amartovv Eyioipn
avtipetomon. O ewdwoi, yio kdbe acbevi), Tapdyovieg 06OV apopd To TGO KIVOOVOL ELOAVIONG
TLS 8o mpénet va a&roroynBovv kot Ba Tpémetl va yopnynel evuddtmon yio Adyovg mpo@OAAENG Kot



OVTI-DTTEPOVPLYALLIKT OY®YT OTOVG 060EVELg TPV amd TV TPOTN dOGM TOL venetoclax yia Tn peimon
TOL KIvovVoL eupdaviong TLS.

O «ivévvog eppaviong TLS mowkiddet kot foaciletol oe TOAAOVG TOPAYOVTEG, CUUTEPIAAUPOVOUEVDY
TV GLVVOCNPOTNTOV, WO10ATEPA TNG LEIOUEVTG VEPPIKNG Agttovpyiag (kdBapon kpeatvivig [CrCl]
<80 ml/min) ka1 Tov Poptiov Tov dykov. O kivovvog uropel va pelmbel kabmg peidverat to optio
TOL OYKOVL e T Oepameio pe venetoclax (PAémne mopdypago 4.4).

[pw v évapén g Bepanciog pe venetoclax mpémet va yiveton oe 6A0VG TOLG 0lebevelg extipnom Tov
(OPTIOL TOL AYKOL, TTOL VO, TEPIAAUPGVEL aKTIVOLOYIKY a&loAdynon (w.y., a&oViKn Topoypoeia).
[pénet va yivetor a&loloynon 1oV apatoAoyikov eetdoemy (kdAo, ovpikd 0&D, PmGEOPOG,
aoP€oTio Kal KpeaTvivn) Kot vo. dtopBdvovTal TpodmipyoVGES SLOTAPUYES.

O mivokog 3 TopakaT® TEPTYPAPEL TV TPOTEWVOUEVT TPOPLANKTIKT oyy™] yio. To TLS kot v
TapakoAovOnon katd ™ Oepameia e venetoclax, coppova e Tov Kabopiord Tov PoPTiov TOL OYKOV
Baocel v dedouévav KMVIKGV peretav (BAEre mapdypagpo 4.4). Emumdéov, GAeC o1 GUVVOGTPOTNTEG
TV acbevov Oa mpénel va Aappdvovtot vadymn yio T AN KatdAANAng yio Tov Kivduvo
TPOPLACKTIKNG y@YNG Kol TapakorlobOnong, 6to mhaicto gite mepibaiyng oe eEmtepikd wTpeia eite
VOGOKOUELNKNG Tepifaiymc.

[Mivaxog 3: TIpotewvopevn Tpo@ulaktiky oywyn vy to TLS fdoel Tov poptiov Tov dykov og acbeveic
pe XAA

HopoaxoiovOnon
®oprtio TOV 6yKOL Ipo@uraxTiKi ay@yn OLOTOAOYIKAOV
etetGoeav™®

Avti- [MAaicro ko
Evvodrtwon® VITEPOVPLYOLLIKT]| oLYVOTNTO
ayoyn? a&loAoyncewv

XoapnAd (O)\ot ot ATd 10 oTON AlLomovptvorn Eémtepkd 1atpeio
Aepoadéveg (LN) |(1,5-2 L) e T v npdTn d6om
<5 cm KAI 20 mg kot 50 mg:
ALC <25 x10°/L Hpw omd T 36om, 6
£€m¢ 8 dpeg, 24 dpeg
* To emakdrovbeg
aVENGCELS TG dOONG:
[Ipwv amd ™ d6on




Mecaio Omnoloconmote AT6 T0 oTOU AAAOTOVPIVOAT Eéwtepkd 1otpeia

Aepgaodévog (LN) |(1,5-2 L) * T v npdym ddom
5cméng<10cm |kou eEgtdote TO 20 mg kot 50 mg:
'H EVOEYOUEVO Ipwv amd ™ ddom, 6
ALC >25 x10°/L  |emmhéov £0¢g 8 dpeg, 24 dpec
sv8c3(p7»é[3uxg + T emakorovdeg
XOopNYnone avENoelg g d60mgG:

IIpw and ™ d60M

o Ta mv npodt d60m
20 mg xot 50 mg:
E&etdote t0
£vOEYOUEVO Voo Aelag
v acevov pe CrCl
<80 ml/min, BAéme
TOPOKAT® Y10l TV
TapoKoAovOnon o

VOGOKOUELD

Yyniod Omnotloconmorte Ao o otopa (1,5-[AAhomovpivorn, 210 vosokopeio
repeadévoc (LN) [2 L) eketdote 10 « T v npd™ 86on
>10 cm'H Kol EVOOPAEPLaL evdeydpevo 20 mg kou 50 mg:
ALC >25 x10°/L (150-200 ml/hr XOpﬁ’YT]GT]Q Ipw a7td ™m 6(’)(51], 4,
KAI OGS yivetol POGUTOLPIKACNG OV 8, 12 xou 24 dpsg
OTOLOGONTOTE OVEKTO) M T OLPIKOV Efotepikd wpeia
repeadévog (LN) o&€og eivar vymAn |, T emaohovdec
>5 cm Katd TV Evapén

avénoeig g ddonc:
[Ipwv amd ™ ddom, 6
£m¢ 8 mpeg, 24 wpeg

ALC = amdivtog apBudg Aevkokvttdpmv, CrCl = kébapon kpeatwvivng, LN = Agpupadévac.

“Zntote amd Tovg acbeveig va mivouv kabnuepva vepo Eekivavtag 2 NUEPES TPV Kat Kob’ OAN TN SidpKeLa TG
(pAOTG TITAOTTOIN oG TNG SOGNG, EBIKOTEPO TPV KoL KOTA TN OLAPKELD TOV NUEPDV YOPTYNONG TNG 000NG KATd
v évapén, kabmng kat og ke emakdrovdn avénomn g ddonc. Xopnynote evoopréPia evoddtmon oe Kabe
acBevi] oL dgV £xEL AVOYN GTNV OO TO GTOUA EVOOATMGT).

PApyicte T yopriynon arlomovpvoing 1 Tov avacTtoréa thg 0feddong g Eavlivig 2 fmg 3 nuépeg mpv and
v évapén Tov venetoclax.

YA&10L0YNOTE TIC OUOTOAOYIKES EEETAOELS (KAALO, OLPIKO 0ED, POGPOPOC, AGPECTIO Kal KpeaTVivn),
eMOVEEETAOTE GE TPAYULATIKO YpdVO.

°%e emocdlovdeg avEncelg Tng 800N G, TaPAKOAOLONGTE TIC AUATOAOYIKEG EEETAUGELS OTIG 6 £mG 8 DPES KAl OTIG
24 dpeg Yo Tovg acbeveic mov eEaxkorovBolv va datpéyovv kivovvo gupdviong TLS.

Tpomomonoeic t)c 000HC Via TO cOVOpPouo AVGHC OYKOD Kol GAAEC TOCIKOTHTEC

Xpovia Leuporxvtropixn Levyoiuio

Mmnopel va ypetootel n dtokomn Kavn 1 peiwon g d0ong ywo to&ikotreg. BAéme ITivaka 4 kot
[Tivaxa 5 yuo T TPOTEWOUEVEG TPOTOTOINGEL TNG dOOTG Yol TOSIKOTNTEG TOL GYETILOVTOL LE TO
venetoclax.



[Mivaxog 4: [Ipotewvopeveg Tpomomomoelg g 60omng Tov venetoclax yio to&ikdmtec” ot XAA

Xopfav

Epgavion

Evépyawn

XHvopopo Aong 0yKov

AMOYEG OTIC
OLOTOAOYIKEG EEETAGELG
1 GUUTTOOTO
evoelkTika tov TLS

Onoladnmote

AvaPdaiete T d00om TG emdpevne nuépag. Eav
dopOmbovv evtdg 24 Emg 48 wpav and TV
tehevtaio 660, cuveyiote oty 1010 ddom).

Mo toyxdv aAloyég oTig apatoloyikés eEETACELG
OV OTOLTOVV TTEPICGOTEPES aTd 48 DPES Yo VoL
dopbmbovv, cuveyiote oe pelouévn doon (PAére
[Tivaka 5).

"o omotedimote cvpPavto TLSP, cuveyiote o
UEL®UEVT 066 Hetd ™ dopbmon (BAéne
[Tivaka 5).

Mn opatoloyiKég ToEIkoTNTES

Mn OUOTOAOYIKEG
ToEikdmTec Pabuod 3 1
4

1" epupdvion

Atokonr) Tov venetoclax.

MOALG 1) ToEkdTTa VTTOYXWPNGEL 6€ 10V Babpod M
oTIC apyIKES TIéG, N Oepameio ue venetoclax
umopel va cuveylotel oty id1a doom. Ag
peraletal Tpomomoinon g 066nG.

2" kot emakdiovdeg
euQavicelg

Atokomn Tov venetoclax.

AkorovOnote Tic 0dnyieg peimwong g 600G TOL
ITivaxa 5 kot T cvvéyion g Oepaneiog e
venetoclax petd ™ d0pbmwaon. H ddon pmopei va
HewBel TEPIOTOTEPO KATA T SIOKPLTIKY EVYEPELOL

TOV 10.TPOV.




Ayatoloyikég ToEIKOTNTEG

Ovdetepomevia fadpod 3|1" eppdvion
ue Aoipwén N TupeTo.
AlLOTOMOYIKEG
to&ikdtn e Pabuov 4
(extOg OO Agppomevia)

Awokornn Tov venetoclax.

Mo ) peioon tov Kivddvov polvveng mov
oyetiCovTal LLe TNV OVOETEPOTEVIN, UTOPEL VOl
wopnynOei dleyepTikdg TAPAYOVTOS OMOIKIDY
Kkokklokvttapwv (G-CSF) ue to venetoclax ov
gvoeikvutal KAvikd. MoOAg 1 toéikotnta
VToYPNGEL 6€ 10V Pabpod N oTIC apyIKEG TIES,
M Oeponeio pe venetoclax pmopei va, cuveylotel
oV id1o, 060M.

2" ko emakdAovdeg
epQavicelg

Awokornn Tov venetoclax.

E&etdote 10 evdeyouevo ypriong G-CSF coppmva
ue TG KMvikég evoeiterc.

AxolovOnote Tig 0dnyieg peimong mg 66ong Tov
[Tivaxo 5 katd ) cvvéyion g Oepamneiog pe
venetoclax petd ™ dopbmwaon. H ddon pmopet va
uelmbel TEPIGGATEPO KOTA TN SLOKPLTIKTY EVYEPELN

TOV 10.TPOV.

CTCAE version 4.0).

Tapaypago 4.8).

E&etdote o evdeyouevo dlakonng Tov venetoclax o€ acbeveilc oTovg omoiovg amatteitan peimwon g
d0ong katd Arydtepo amd 100 mg yia mepiocdtepo amod 2 gfdouddec.

“O1 avemBounteg avtidpacelg Karnyoptoromonkay pe tn ypnon mg ékooong 4.0 tov Kowov
Kpinpiov Opoloyioag yio ta AvemiBdunta Xvupdavta tov EOvikod Ivoetitodvtov Kapkivov (NCI

PTo kKhvicd TLS mpocdiopiotke o¢ epyactnplakd TLS pe khvikég emmthoeic onmg ofeio veppikn
avemdpkeln, Kopdlokég appuiuieg 1 eminmtikéc kpioelg /Kot aipvidto 0avoro (PAéne

[MTivaxag 5: Tpomomoinon ¢ 66ong v TLS kot dAleg ToEikdtnteg Yo acevels pe XAA

A661 KOTE TN OLOKOT) Aébon emavévaping
(mg) (mg?)
400 300
300 200
200 100
100 50
50 20
20 10
*H tpomomompévn ddom npémet va cuveyiletan yio 1 efdopdda Tpv v
av&non g doong.

Ye ao00eveig mov Tovg SlEKOTN TPpos®PVE 1 ddo1 Yo TeptocdTepPO amd 1 efdopdda KaTd TIC TPMTES
5 eBdopddeg ™G TITAOTOINoNG TNS SA0MG 1| Y10 TEPLGGOTEPO Amd 2 £fSOUAdEG LT TV OAOKANp®ON
™¢ Aong Tithomoinong doong, o kivovvog eppdviong TLS mpénetl va enavextidror dote va
kaBopileTon edv etvan amopaitnt M enavévopén o perwpévn ddon (T.y., OAd 1 opiopéva EMITEdA TNG

Tithomoinong g d6ong, PAéne Ilivoka 5).

Oéeio poeloyevig devyaiuio

H tithomoinon g nuepnotag 66omg venetoclax sivar 3 nuépec pe alaxitidivny i decrtaPivn (PAéne

[Tivaxa 2).




[pénet va axorovBovvrol Ta LETPA TPOPVANENG TTOV OVAPEPOVTAL TOUPOKATO:
O)ot ot aoBeveic Oa TPémet vaL £xovv aptOpd AevkOV apocpotpiony <25 x 10%1 mpv v évapén Tov
venetoclax kot pmopel vo amorteitol Kuttapopginon apw ond tn Oepaneio.

O)ot o1 aoBeveig TPEMEL VAL EVOOATMVOVTAL ETOPKMG KOL VO AUUBAVOVY aVTI-DTEPOVPLYOUIKOVG
TOPAYOVTEC TPV OO TNV Evapén g TpOTG 000MG ToL venetoclax Kotd T didpKel TS PACNC
TITAomoiNoNG NG 066G,

[pwv and v évapén g Bepameiog pe venetoclax, mpémel va yivetal a&loAdyNoN TOV OULOTOAOYIKOY
e€etaoev (KA, ovpikd 0&D, POGEOPOS, AcPESTIO Kot KpeaTvivn) Kot va, dlopHdvovTtal
TPOUTAPYOVGES SLUTAPAYEC.

[pénet va TopakolovBodvtar ot arpotoroyikég eetdoelg yio TLS mpv amod ) 660, 6 £o¢ 8 dpec
Ueta omd kabe véo dOoM KaTd TN SLdpKELR TNE TITAOTOINGNG Ko 24 Mdpeg UETE TNV emitevén ¢
televtaiog 060G,

Mo acBeveig pe mapdyovteg kivdvuvou yio. TLS (.. kukhopopovvieg PAGoTES, VYNAO PopTio
GUUUETOXNG TNG AEVYULLIOG GTO HVEAD TV 0GTMOV, AVENUEVE ETITED YOAOKTIKNG 0QUIPOYOVACTG
[LDH] mpwv amo6 t Oepameia | petmpévn veepikn Asttovpyia) mpénet vo, eetalovial mpdcbeta pétpa,
GUUTEPTAOUPAVOUEVIC TNG VENUEVTIC EPYAOTIPIOKNG TTOPAKOAOVONGNG KOl TNG UEIMONG TG OPYIKNG
d0ong tov venetoclax.

[TapaxolovBeite cuYVA TIG ALATOAOYIKEG EEETACELS UEYPL TV DTOYDPN O TOV KVTTAPOTEVI®DY. H
TPOTOTOINGN TNE HAOTG KOl Ol SLUKOTES Y10 KUTTAPOTEViES EopTdVTAL OO TNV Katdotaot Deeong. Ot

TPOTOTOMGELG TNE ddoMG Tov venetoclax Adyw avembduntov evepyeidv topatifevtal otov [Tivaka, 6.

[Tivakag 6: ZoVIGTOUEVES TPOTOTOGELS TG 000N C Yo avemBOunTeg evépyeteg oty OMA

Avem@ountn evépyera |Eu(pden Tpomomoinen d661g
APATOAOYIKES OVETIOOUNTES EVEPYELEG
Ovdetepomevia, 4°° Enedvion mpv and v 2TIG TEPIGCOTEPEG TEPIMTMOELS, LNV
Babpov (ANC emitevén vpeonc” dlakomtete To venetoclax o€ cuvOLOCUO e
< 500/puKpoMtpo) pe M alakitidivn 1 deottafivin Aoym
Y®pig TupeTd 1 Aolpmén KUTTOPOTEVIDV TPV AITd TNV EMITEVLET
M Opoupomevia, 4°° VQEOTG.
Padpob (apBpog [Ipd eppdvion petd myv  |Kabuotepnote tov emdpevo kHxAo tov
oupomeTariov emitevén vPeong Ko venetoclax oe cuvdvaoud pe alaxitdivn M
< 25 x 10°/ukpolitpo) duipKelag TovAd LoTOV deortafivn Kot Tapakoiovdnote Tig

7 nuepmv apatohoyikég e€etdoelc. Xopnynote

deyepTikd TapdyovTa amoKihY
KkokklokvTTapwv (G-CSF) gdv gvdeikvotan
KAVIKA Y100 00deTEPOTEVIL.

Mol vroywpnoet o€ 1% 1 2% Babpov,
ocvveyiote to venetoclax ot 1d1a ddom o¢
cuvovoopo pe afokitdiviy i decrtafivn.

Enaxdériovfeg eppavicelg oe | Kabuaotepnote tov emdpevo kHxio tov
KOKAoVG petd Ty emitevén  [venetoclax og cuvdvacud pe alokitidivn 1
VOEOTG Kt S1PKELOG deortafivn Kot Tapakoiovdnote Tig

7 NUEPDV 1| TEPLGGOTEPO apatoroyikég egetdioeic. Xopnynote G-CSF
€av gvdelvotal KAviKd yio. ovdetepomnevia.
Mol vroywpnoet o€ 1% 1 2% Babpov,
ovveyiote to venetoclax oty 1d1a 6o o¢
ouvovoouo pe afakitidivn 1 decrtafivn Kot
HeumoTe TN S1dpKela Tov venetoclax katd

7 nuépeg o€ kdBe Evav amd Tovg ETOUEVOLG
KOKAovg, 6mwc 21 nuépeg avti yio 28 nuépec.




AvemOountn evépyern (Epgdavion Tpomonoinon d6ong

Avatpé&te oTIC TANPOQOPIES
ouvtayoypaenong g alakitidivng yo

Tpocheteg TANPOPOPIEC.
M1 apoToloyIKEG avETOVUNTES EVEPYELEG
M1 OLLOTOAOYIKEG Kda0e gpodvion Awkdyte To venetoclax edv dev emilvbel pe
To&ikdTec 37 1 VTOGTNPIKTIKT QPOVTIda.
4°° Babpov Metd, v vroydpnon o€ 1°° fabuov 1 og

eninedo apykne a&ohdynong, cuveyiote
YopnYNoN Tov venetoclax otny 1610 doOoM.

"E&etdote 10 evdeyopuevo a&lohdyNoNg TOV HVEAOD TV 0GTAOV.

Tporomomoecic TS 00onc yia yprion ue ovoaotolsic tov CYP3A

H towtoypovn ypnon venetoclax pe woyvpovg N nétplovg avactoreig tov CYP3A avédavel v ékbeon
o€ venetoclax (OnA. Crax kot AUC) ko umopei va anénoet tov kivovvo yio TLS katd v Evapén kot
KT TN S1GpKEL TG PAOTG TITAOTTOINGMG TG dOoMC Kol Yo dAAeG ToEukotnTeG (BAémE TOpaypapO
4.5).

e acbeveic pe XAA, 1 tavtdypovn ypnomn tov venetoclax pe 1oyvpovg avaoctoreic tov CYP3A
avtevoeikvuTaL Kot TV Evapén Kot Kol T S1dpKeLn TG @Aong TitAomoinong e 60omg (PAEne
nmapaypdeovg 4.3, 4.4 ko 4.5).

IMa 6Aovg Tovg acbeveic, edv mpémet va ypnoiporoindei avactoréoc tov CYP3A, akolovOnote Tic
GLOTAGELG Y10, TN SLOYEIPION TOV CAANAETIOPAGEDY PUPUAKOV-PAPLAKOL TOV cuvoyilovtal GTov
[Tivaka 7. Ot acBeveic Tpénet vo mapoakolovbodvtal o otevd yio onpeio ToEkdTTaG Kot ropel vo
YPEWCTEL EMMAEOV TpocapLoyn TG 00ons. H 06on venetoclax mov ypnoipomombnke mpv omd v
évapén tov avactoréa tov CYP3A mpénet va cuveyileton 2 pe 3 nuépeg Letd ) d1okom Tov
avaotoréa (BAéne mapaypdpovg 4.3, 4.4 ko 4.5).

[Mivakag 7: Aweipton mbavadv arAniemdpdcemy tov venetoclax pe avaotoleic tov CYP3A

Avaotoréag Ddon XAA OMA
Hpépa 1- 10 mg
"Evapén kot gdon Hpépa 2—20 mg
Tithomoinong Avtevdeikvotot Hpépa 3— 50 mg
Iovpoc avaoctoréag do0mg g“ ZS: ?; 100 mg 7
Tov CYP3A 2tafepn nuepiow i
5601 Meiwote 1 d6om tov venetoclax og 100 mg 1
. . Myotepo (1 kotd TovAdyiotov 75% edv et
(Metd ™ edon ° 51 100 Oci Ahove AS
Tmhomoinonc 56omc) Non tpomomomel yo GAALOLS AOYOVG)
Métprog avaoToriag Ohec Meiwote 1 86om tov venetoclax tovAdyiotov

CYP3A* katd 50%

“Le aobeveig pe XAA, ano@vyete tantdypovn ¥pnor tov venetoclax pe HETPLOVG AVOGTOAEIS TOV
CYP3A xatd v évapén ko katd ) dibpkelo e aong tithonoinons g doong. E&etdote
EVOALAKTIKEG POPUOKEVTIKEG aymYEG 1) Lelwomn TG d0omg Tov venetoclax omwg TeplypaQeToL g
QLTOV TOV VKO,

Hopdleryn doanc

Edv évog acBevig mapadeivet pia 66om venetoclax yia £w¢ 8 dpeg amd T oTiyun mov T Aapupdvet
ocuvnBwg, o acbevig mpémel va AaPet T d0oM TOL TAPEAEWYE TO GLVTOUOTEPO SLVATOV TNV 1010 NUEPQL.
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Edv évoc acBevig mapoieiyet pia 66om yio teplocotepo amd 8 mpeg, 0 achevig dev Tpémel va TapeL
™ 801 oL TOPELEIYE KOt TPETEL VO GLUVEYITEL TO GUVNOEG GOGOAOYIKO GYNLLOL TNV ETXOUEVT TUEPO.

Edv évog acBevig kdvet epetd petd m Aym g d0omg, dev TPEMEL va TApEL ETTAEOV dOGT EKEVN TNV
nuépa. H endpevn cvvtayoypaenuévn doon mpénel va Anedei otn cuvndn dpa v emopevn nuépa.

Eidixoi tinBvauoi

Himawuévor

Agv amotteital GUYKEKPILEVT TPOGUPLOYN TNG 000G o€ NAKIOUEVOLE 0ieBevelg (MAKiag > 65 eTVv)
(BAéme mapdypapo 5.1).

Negpixn dvalertovpyio,

Acbeveic pe petopévn veppikn Asttovpyio (CrCl < 80 ml/min) evOEYETUL VO OTOULTOVY EVIOTIKOTEPT
TPoPLAAEN Kot TapakoAovdnon Yo va pelwdel o kivovvog eppdviong TLS katd v Evapén kot katd,
™ @aon Trthonoinong g 60ong (PAéne mapamdve «IIpdinymn tov cuvdpduov Advong dykov (TLS)»).
To venetoclax mpémet vo yopnyeital oe acBeveic pe coPfopn veppikn dvoiertovpyio (CrCl >15 ml/min
kot <30 ml/min) pwévo edv 10 dQELOG VITEPTEPEL TOL KIVOHVOL Kot oL 0oBeveic mpémel va,
mapakoAovBodvtan 6TeEVE Yoo onpeio To&ikdtrag Adym avénuévov kivdvvou eueaviong TLS (BAére
Tapaypago 4.4).

Agv amaiteiton Tpocaproyn g d0ong o€ acheveic pe Nmio, pétplo, 1 coPapn veppikr dvcieitovpyia,
(CrCI =215 ml/min kou <90 ml/min) (PAéne mapdypoeo 5.2).

Hrotikn dvalertovpyia

Agv cuvicTlTOL TPOCAPLOYN TS 060NC 6€ aoBevelc e o 1 LETPLO NITATIKY dSVGAELTOLPYidL.
AocBeveic pe pétpla nmatikn dvoAsrtovpyio TPENEL Vo TapakolovBohvTal o oTEVA Yo orueio
TOEIKOTNTOG KOTA TV EvapEn Kot KaTd TN ddpKeELD TG pdomng TitAomoinong e 06ong (PAEne
Tapaypago 4.8).

Xe aoBeveig pe coPapr| nratiky duciertovpyia cuvictdtol peimon e ddomg Katd TovAdyioTov 50%
Katd ) o1dpkela g Oepaneiog (PAEne mapdypapo 5.2). Avtoi o1 acBeveig Oa mpénel va
mapakorovBodviot o otevd yuo onueia to§ikdtog (PAEne Tapdypago 4.8).

Taidiotpixos wAnBooudg

H aocopdieia kot n amotehespatikétto Tov venetoclax o€ modid nAkiog Katm tov 18 etdv dev £gouv
tekunplodel. Agv vapyovv drbéoiia dedopéva.

Tpodmoc yoprynong

To emucoloppéva pe Aentd vpuévio dokio Venclyxto mpoopilovtat yia and tov otdpatog ypnon. Ot
acBeveic mpémel va cvpfovigdovtal va Katamivouy To diokio OAGKANpa, pe vepO, TV id1a tepimov
opa kabe nuépa. Ta diokio Tpémetl vo Aapfdvovtor Le £va YEOUO MOTE VO ATOPEVYETAL O KIVOLUVOG
EMewyng anotedespotikommrag (PAEne mapdypao 5.2). Ta diokio dev TPEMEL VO, LOGDOVTOL, VO
cuvOAifovtal, 1 va BpavovTol Tpty TV KATUTOOoT).

Kotd ™ dibpketo g edong titAomoinong g ddong, to venetoclax mpémet va Aappavetotl To Tpmi yio
Vo S1EVKOADVETAL 1] TOPAKOAOVON O TV EPYASTNPLOK®Y EEETACEMV.

To mpotovta ykpéumepovt, To vepdvilia kot 1 afeppoia (kapdapupolra 1 starfruit) mpénet va
amopevyovtal katd tn didpkela g Oepaneiag pe venetoclax (BAéne mopdypago 4.5).
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4.3 Avrevositeag

YnepevaroOnoio 6N dpACTIKN 0LGIN 1) GE KATO0 Otd T0, EKO0Y0. TTOL OVAPEPOVTOL GTIV TAPAYPUPO
6.1.

Ye aoBeveic pe XAA, 1 tavtdypovn ypion Ue 1oyvpovg avactoreig Tov CYP3A katd v évapén kot
Katd TN O1GpKeL TG QAo TIThomoinong g 00ong (PAEre mapaypdapovg 4.2 kot 4.5).

Y& OAOLG TOVG 0OOEVEIC, 1 TOVTOYPOVY YPTOT) CKELOCUATMOV OV TTEPLEyovy St. John’s wort
(Bodoapdyopto) (PAéme mapaypdapovg 4.4 kai 4.5).

4.4 E101kéc TPoEOOTON|GELS KOl TPOPVAGEELS KATE TN Ypiom

20VOPOLUO AVGNES OYKOL

[eprotatind cuvopoov AVoTG GYKOV, GLUUTEPIAAUPOVOUEVOY TEPIGTATIKMVY e Bovatneopo EkPacn
KO VEQPIKNC OVETAPKELOG TTOV OTOLTOVGE GLLOSIOALST), avapépOnkay og acheveic otav Elafov
Oepomeio pe venetoclax (PAéne mopdypago 4.8).

To venetoclax umopel va Tpokaréoel Tayeion Leimon Tov GYKOoV, Kol ¢ EK TOVTOL EVEXEL KiVOUVO
eupaviong TLS katd v évapén g Oepameiog kot KoTd T StdpKeLo, TS eAcNG Tithomoineng g
d0onc. MetafoArég atoug nhektpordteg mov cuvadovy pue TLS, ot onoieg amartovy éykaipn
OVTILETOTION UTTOPEL va. suuPolv 6 e 8 dpeg HLetd TV TpdTn d0on venetoclax, kabd¢ kot o€ kabe
avénon g doonc. Katd tnv mopoakolovdnomn petd mv kukioeopia, avaeépdnke TLS,
ocvumeprroppavouévav tov Bavatnedpov coppdvtov, petd amod pio epdmal 66on 20 mg venetoclax.
O TAnpoeopieg Tov meptypdpoviol 6Ty mapdypapo 4.2, copmepAauBoavopévay g a&loAdynong
KWvOOVov, TV HETP®Y TPOPVAAENC, TOL TPOYPAULATOC TITAOTOINGTG Kot TPOTOToinong 00onc, g
TOPAKOAOVONGNG EPYACTNPLOKDYV EEETAGEMV KOL T®V CAANAETIOPAGE®MY PapLAKOL Oa Tpémel va
aKoAovBovvtat yio v TpdAnyn kai T peiwon Tov Kivdvvov eppdviong TLS.

O «ivdvvog gppdviong TLS mowkidder kon Paciletor oe moAloOg mapdyovteg, CUUTEPIAQUPOVOUEVEOV
TOV GLYVOGTPOTHTOV (IO10ATEPA TNG UELWUEVNG VEQPIKNG AELTOVPYING), TOV POPTIOL GYKOL KOl TNG
onAnvopeyoiiog ot XAA.

O)ot o1 acBeveig mpémet va agloroyohvtat yia Tov Kivouvo Kot Tpémet vo Aapavouy KaTtdAAnAn
rpoLAasn yo TLS, cvureptiapfavopévng g evoddTmons Kot Tov avtl-vrepovpryoatpkady. Tpénet
va TapakoAovBodvTol ot aipatoroyikés eEetdoelg Kat ot dratapayés vo dtopBdvovtar aueca. Kabog
av&avel 0 cuvolkog Kivduvog mpémet va Aapfdvoviot To gvtatikd pétpa (evoopAEPia evuddtmon,
ouyvn TapakoAovOnon, voonieia). Edv arnatteiton, mpémet va dwakomteton 1) xopiynon. Katd v
emavévapén tov venetoclax, Oa mpénel va akolovBodvtar o1 0d1yieg Tpomonoinong ddong (PAEme
[Tivaka 4 kot [Tivaka 5). Ot 0dnyieg yuo v «IIpdAnym tov cuvdpopov Avong oykov (TLS)» npénetl va
axoAovBovvta (BAéne mapdypapo 4.2).

H tavtoypovn xpnom autod Tou oprakeuTikod Tpoidviog e 1oyvupols 1] LETPLOVS OVAGTOAEIS TOV
CYP3A av&dver v ékbeom oe venetoclax kot pmopel va avénoet tov Kivovvo gpedviong TLS katd
™V €vapén Kot Katd T ddpKeln TG Ao TitAonoinong e ddong (PAEme mapaypdpovg 4.2 kot 4.3).
EmmAéov, ov avactoreic e P-gp 1 ng BCRP pumopet va avénoovv v ékbBeomn o€ venetoclax (BAéme
napdypopo 4.5).

Ovdcteponevia Kot AOWWDEELC

Ye acbeveic pe XAA, &xer avapepbel 3°° 1 4% Babpod ovdeteponevia oe acbeveig, mov Erapav
Oepaneio pe venetoclax og peAétec GUVOVAGHOD HE PITOVEIUAUTY] 1] OUTIVOLTOVLOVLAUTY| KOl O
peAétec povobepaneiog (PAéne mapdypapo 4.8).

Ye aoBeveic pe OMA, 1 ovdetepomevia 37 1 4% Babpod etvar cuyvn Ttpv and v Evapén g
Oepaneiog. O apBuog Twv ovdeTepoPIAmV umopei va emdevmbel pe to venetoclax oe cuvdvaoud pe
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évav vropebvmTtiko mapdyovta. H ovdeteponevio umopei va exoveppoviotei oe enakdlovbouvg
KOKAovg Oepaneiog.

Koaf’ 6An ™ didpketo g Oepanciog mpémel va yivetal TANPNG ALOTOAOYIKOG EAEYYOG. e acbevelg e
cofapn ovdeteponevia GLVIGTATAL TPOCOPIVY dloKOTN 1| peiwon g doong (PAETE mapdypoo 4.2).

"Exovv avaeepbei coPapés Aowwméelg, copmeptropfoavouévng onyotiog pe davatmedpo koo
(BAéme mapdypago 4.8). Amarteital mopokolovOnen Toyxdv onueiV Kol GUUTTOUATOV AOTU®ENC.
[MBavoroyodueves Aouméelg Tpémet va Aaufavovy dueon Oepancia, coumepriapupavouévov
AVTIUIKPOPLOK®OV, TPOGMPIVAG SLOKOTNG 1| LEIMONG TNG d0GNC Kol Yp1oNS LENTIKOV TopayovImV
(m.x. G-CSF), 6nw¢ amorteiton (BAéne Tapdypago 4.2).

Avocomnoinon

H aopdielo kot omoTeELEGUATIKOTITO TN 0VOGOTOINONG Le EUPOALN TOL TTEPLEYOLY {DVTEG 100G, KUTH
™ dudpkela 1| petd tn Oepaneio pe venetoclax dev €xel peretnel. Ta guPforia (dvimv idv dev Tpénel
va. yopnyovvtal katd Tn didpKeln TG Oepomeiog Kot Emetta, péypt v avakouyn twov B-
AEUQOKVTTAPOV.

Enayoysic tov CYP3A

H ovyyopnynon enayonyéwv tov CYP3A4 pumopei vo odnynoet o petwuévn £kbeon oe venetoclax ko,
Katd ovvéneln, o€ Kivouvo EMAeyng amotedecpatikotntoc. H tavtoypovn ypnomn venetoclax pe
oyLPoVG N péTplovg emaywyeic tov CYP3A4 npénel va amopedyetal (PAEne mapaypdpovg 4.3 kot
4.5).

I'uvaikeg og avomopaymykn nAkio

O1 yovaikeg 6€ avamopayyikn nAMkio Tpémel va, xpNoYLOTOLovV 1310iTtePa, ATOTEAEGLOTIKT HEBOOO
avTIGOAAN YN G O0Tay Ttaipvovy venetoclax (BAEne mapdypapo 4.6).

"Exdoya pe yvwot dpaon

To @dppaxo avtd tepiéyel Atydtepo amd 1 mmol vatpiov (23 mg) avé dwokio, givarl avtd mwov
ovopdlovpe «ehevBepo vatpiovm.

4.5 Alinlremodpdosic pe GAAo QUPUOKEVTIKA TPOIOVTE KO GAheg popPéc aliniemiopaonc
To venetoclax petaforilerar kuping and 1o CYP3A.

IMopdyovtec mov pumopel va LeTofAAAOVY TIC GUYKEVTIPMOELS TOV venetoclax 6to TAdoLLo.

Avaoroleic oo CYP3A

H ovyyopnynon 400 mg ketokovaloing draf nuepncing, evog woyvpov avactoréa tov CYP3A, g
P-gp xau tng BCRP, y1a 7 nuépec oe 11 aobeveic, avénoe m Cmax TOL Venetoclax xatd 2,3 popés kot
mv AUC katd 6,4 popéc. H ovyyopnynon 50 mg pirovafipng anaé nuepnoing, evog 1oyxvpov
avactoréa Tov CYP3A ko g P-gp, y1o 14 nuépeg o€ 6 vym dropa, avénoe t Cmax TOL venetoclax
katd 2,4 popég xar mv AUC katd 7,9 popéc. Ze ovykpion pe 400 mg venetoclax mov yopnyndnkav
pdéva toug, n suyyoprynon 300 mg nolaxovaloing, evog 1oyvpod avactorén Tov CYP3A kot g
P-gp, pe venetoclax 50 mg xon 100 mg ywa 7 nuépeg oe 12 acbeveig avénoe mv tiun Cmax TOL
venetoclax og 1,6 popég kar 1,9 popég kot v AUC o€ 1,9 popéc ko 2,4 popéc, avtiotorya. H
ouyyopnynon tov venetoclax pe dAlovg 1oyvpovg avactoreig Tov CYP3A mpofAiénetal va mpokaAéoel
avénon g AUC tov venetoclax katd péco 6po 5,8 ue 7,8 popég.

IMo acBeveig mov amaitovv TavTdypovn ¥pnor Tov venetoclax pe 1yvpovg avactoreig tov CYP3A
(.., wpokovaloAn, ketokovaloAn, mocakovaloin, fopucovaldin, KAapiBpopvkivn, prtovafipn) 1 pe
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pétprovg avactoreic tov CYP3A (m.y., curpoproacivn, dStktialéun, epubpopvkivn, provkovaloin,
Bepomapiin) n yopnynon tov venetoclax Ba mpénet va, yiveral copemva pe tov [ivaxa 7.

O acBeveig Tpémet va TapakoAovhovvTaL o 6TEVA V1o GNUEIN TOEIKOTNTOG Kol UTOPEL va XPELOGTEL
emmAéov Tpocappoyn g 06ong. H 66om venetoclax mov ypnoytoroodtay mpv omd v Evopén tov
avactolén Tov CYP3A npénet va cuveyileton 2 pe 3 nuépeg petd ™ d1okomr] Tov avocTorén (PAére
Tapdypopo 4.2).

Ta wpoidvta ykpémepovt, ta vepdvtlia, kot 1 apeppoia (kapdupora i starfruit) Tpémel va
amopevyovTal Katd TN didpkela g Bepameing pe venetoclax, kabmg mepéyovv avacTolelc TOL
CYP3A.

Avaoroleic twv P-gp ka1 BCRP

To venetoclax givat éva vaostpopa e P-gp kot g BCRP. H cuyyopnynon pog epdmoé 666omG
600 mg prpapmikivng, evog avaoctoréa e P-gp, og 11 vy dtopa avénoe ™ Cmax TOV Venetoclax
katd 106% ko v AUC xotd 78%. H tavtdypovn yprion venetoclax pe avoactoleis twv P-gp kot
BCRP katd v évapén Kot Kotd T S1dpKeLo TG pAcNG TITA0dOTNoNG TS 600TG TTPETEL VOl
amopevyetal. Av Tpénel va ypnoyomombei évog avaoctoréog tov P-gp kot BCRP, ot acOeveic mpénet
va TapokoAovBodvtal otevd yio onpeio toikdmrag (BAéne mapdypago 4.4).

Eroywysic tov CYP3A

H ovyyopnynon 600 mg prpapmikivig dmoé nuepncimg, evog 1oyvpod eraymyéo tov CYP3A, ya 13
nuépeg o 10 vy dropa peiwoe ™ Cmax TOV Venetoclax kotd 42% kot v AUC kotd 71%. H
TOVTOYPOVN YPNON TOL venetoclax pe 1oyvpoig enaymyeic tov CYP3A (m.y., kapPapalenivn,
@aVLTOIVY, proaumikivin) N pétprovg emaywyeic tov CYP3A (m.y., Booeviavn, epaPipévin, etpaPipivn,
Lodavikn, vaeKiAAivn) mpénel va amopevyetat. Ilpénel va eEetaletar 1o evoeyduevo yprong GAAwv
Oepomerdv pe pkpdtepn emaynyn tov CYP3A. H ypion okevacudtov mov mepiéyovy St. John’s wort
(Baioapdyopto) avtevdsikvotol Katd tn didpkela e Oepaneiog e venetoclax, kabad¢ pmopet va
pelwdel ) amoteleopatikotta (PAéne mapdypagpo 4.3).

AlBpouvkivy

e o peAén aAlnienidpaong eappdakov-eapudiov og 12 vyu) dropa, 1 ocvyyoprynon 500 mg
alBpopvkiving mv mpmtn nuépa, akorovBovuevn and 250 mg alifpopvkivng arag nuepnoing yuo 4
nuépes, peimoe ™ Cmax TOV Venetoclax katd 25% ot v AUC katd 35%. Agv amatteiton
TPOGAPLOYT TNG 0OGNG OTAY GLYYOPNYELTOL Y10l GUVTOHO XPOoViKO dtdotnpa alBpopvkivn pe
venetoclax.

Hopdyovtec Tov usiddvovy v Ekkpion YaoTplkol 0éog

Me Bdon 1 eoppaKoKvnTiKn avdAvcn TANOuG LoD, TapAYOVTES TOL UEDMVOLY TNV EKKPLOT] TOV
YOGTPLIKOU 0&€0G (TT.Y., AVAGTOAEIS TNG AVTALNG TPOTOVIMY, AVTAYOVIGTEG TV VITOdoYEMY Tov H2,
avtoéwva) dev emnpedlovv  ProdabecyudnTa Tov venetoclax.

Aeousvtixol mopayoviec yolikv oléwv

Agv cLVIGTATOL 1] GUYYXOPTYNOT OEGUEVTIKMV TOPAYOVI®V YOAK®V 05EmV e venetoclax, kabdg avtd
Umopel va HEtdoEL TNV amoppdenomn tov venetoclax. Edv évag 6eopentikds mapdyoviog YoMKoOv
o&éwv pokettar va cuyyopnynbel pe venetoclax, mpénet va axolovdnBei n IIXII tov decpevticoy
TapAyovTo YoMKOV 0&EwV Yo va pelwbel o kivduvog adinienidpaonc, kot To venetoclax mpémet va
xopnynOet TovAdyIoTOV 4-6 MPEG LUETA TOV SEGUEVTIKO TAPAYOVTA.
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ITapbryovTec TV OTOIMV UTOPEL VO, ETNPEACTOVY Ol GLYKEVIPMOELC 0TO TAAGLO. 0td TO venetoclax

Bappapivy

e uo, LEAETN aAANAETIOpaoN G PAPUAKOL-QAPUAKOD GE TPELS VYIEIS €0EAOVTEG, 1) YOpNYNON MG
epamas 06onc 400 mg venetoclax pe 5 mg Bappoapivng 0dfynoe og 18% pe 28% avénomn g Cumax KoL
™¢ AUC g R-Bappapivnc kar S-Bappapivne. Emeidn to venetoclax dev yopnyndnke oe otabepn
katdotaot, o€ acbeveig mov Aapfdavovy Bapeapivn cuvietdtol 1 oTEV TapakoiovOnon tov INR
(international normalized ratio).

Yrootpauozo the P-gp, the BCRP, kou tov OATPIBI1

To venetoclax givon évog avactoréag e P-gp, g BCRP kot tov OATP1BI in vitro. Ze o pehém
OAANAETIO PO QOPUAKOV-PAPUAKOL, 1] YopNYNoN pioag eeana ddorng 100 mg venetoclax pe 0,5 mg
dryo€vng, éva vrdotpopa g P-gp, odnynoe oe 35% avénomn e Cmax kot 9% avénomn me AUC g
dryo&ivne. H ovyyopfiynon vroostpoudtev g P-gp 1 g BCRP ue otevo Oepanevtikd deiktm (m.y.,
dryo&ivn, dabigatran, eBepoipove, olpdiyong) pe to venetoclax TpEMEL v AmoQELYETOL.

Y nepintmon wov mpénel vo, ypnotponon el Eva vrdotpoua g P-gp 1 g BCRP pe otevo
Oepomevticd deiktn, mpémet vo ypnoonombei e tposoyn. ' éva amd Tov oTdUaTOg YOPMYODUEVO,
€vaiicinTo 68 AVUGTOAN EVTOC TOV YOOTPEVTEPIKOD GOANVA, VITOoTp®ua ¢ P-gp 1 tng BCRP (w.y.,
dabigatran etexilate), n yopfynon Tov mPENEL VO ATEXEL ATTO TN LOPTYNON TOL venetoclax 660 10
duvatov TeplocdTEPO MOTE va ghaylioToombei pia mhovn aAAnienidpaon.

Edv wa otativny (vrdotpopa OATP) yprnoiponoteitot tantodypova pe venetoclax, cuvictdrol otevn
TaPaKoA0VON oM TG ToSIKdTNTAG TTOV OYETICETAL JLE TIG OTATIVEG.

4.6 T'ovipétnTa, KHNG1 KO YOAOLY IO

Iuvaikeg og avarapayoyikn nAMKio/ AVIIGOAA W GE YUVOIKEC

O1 yovaikeg TPEMEL VO OTOQEVYOLVY Vo, Letvouy éykueg evod maipvovy to Venclyxto kat yio TovAdyiotov
30 npépeg petd to téhog G Bepameiag. €2g ek TOVTOV, Ol YOVOIKEG GE AVOTOPAYMYIKY] NAKIO TPEMEL
VoL (PNGYOTOLOVV TOAD ATOTEAEGHOTIKAE HETPO AVTIGOAANYNG OTav aipvovy To venetoclax kot yuo

30 npépeg petd ) dwaomn g Bepoaneiog. Eni tov mapdvrog, dev eivon yvooto gdv to venetoclax
Umopel Vo LELDGEL TNV OTOTEAECUOTIKOTNTO TV OPLLOVIKMOV OVTICVAANTTIKOV, Kol KOTO GUVETELN, Ol
YOVOIKEG TTOV YPNGLOTOLOVV OPLOVIKA OVTIGVAANTTIKA TPEMEL va TpocBécouy pia péBodo epaypod.

Konon

Me Bdon peréreg oe {oa yuo Tnv epppoikn to&womra (PAéne mapdypoeo 5.3), To venetoclax pmopei
va BAdyet o EpPpoo dtav yopnysital oe £YKVES YOVOIKEG.

Agv vrépyovv emapkn Kot emPeParopéva dedopéva amd tn xpnon tov venetoclax oe £ykveg yovaikes.
Meléteg oe La £xovv dgi&el avamapaymywkn tosdmra (BAéne napdypapo 5.3). To venetoclax d¢

cuvioTdtat Katd Tn S1GPKE TG EYKLHOGVUVIG, KOOMG Kol 68 YOVOIKEG GE AVOTOPOYMYIKT NAKi0 TOV
dgv ypnotponolovy Wiaitepa amotelecpatikn HEBod0 avIIGOAANYIG.

Oniacpdc
Agv givar yvooto edv o venetoclax 1 o1 petafoliteg Tov anekkpivovtol 6To avOpmmivo yoia.
O «ivévvog ota modd wov InAdlovv dev pmopei va amokAeloTel.

O Onhooudc mpémet va SrakomTeTal katd TNV ddpketn g Oepaneiog pe Venclyxto.
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Tovipdnta

Agv vrdpyovv dabéciua dedopéva og avBpdmovg yio TNy enidpacn Tov venetoclax ot yovipotto. H
avopikn yovipdtnto pmopei va peiwbei and ™ Bepaneio pe to venetoclax, fdoet peretdv to&ikdTnTOG
o€ OpYEL; OCKVA®V G avaAloyn kKAwvikn €kBeom (PAéme mapdypago 5.3). [Ipw amd v évapén g
Oepomeiog, 1 oOoTOOT Yo TNV OO KEVOT) GTEPUATOG TPETEL VO, AUUPAVETOL VITOYT| GE OPIGUEVOVC
avopec aobeveic.

4.7 Emopaceic 6ty IKavOTNTO 001Y161)G KOl YEPLGHOV UMY EVI|ULETOV

To Venclyxto dev £xet kopio 1 €€l AoHLOVTN EMIOPACT GTNV IKAVOTITO 00N YNONG KOl XEPLGLOD
unyovnuatov. Amo opiopévoug acbeveig mov Edafav venetoclax avaeépbniay kKommon Kot {aAn Kot
PEMEL va. ANEOEl vITOYT KATG TV EKTIUNOT TNG IKAVOTNTOG 00NYNONE N XEWPIGLOD UNYOVILOT®V TOV
acOevoic.

4.8 AvemOopnteg evépyeieg

20vVoyn ToL TPOPIA AGQAAELNC

Xpovia leuporvtropixn Asvyouuio

To cvvolikd Tpo@il acedrelag Tov Venclyxto Baciletor oe dedopéva 758 aclevav pue XAA ot onoiot
éafav Bepameia pe venetoclax g cuVOVAGUS e OUTIVOLTOVLOVUAUTN 1| PLTOLEWAUTN | ©OG
povoBepaneio og KMvikég perétec. H avaivon g acpdietog teptropfavel acbeveis amd 600 pneléteg
¢@aong 3 (CLL14 kot MURANO), 600 peréteg paong 2 (M13-982 kot M14-032) kou pioe perém
@bdong 1 (M12-175). H CLL14 ftav o tuyalomomuévn, ereyyopevn peaétn oty omoia 212 acbeveig
yopic mponyoduevn Bepameio yioo XAA kat cuvvoonpdmreg EAafav venetoclax oe cuvovUoUO e
opmvovtovlovpdunn. H MURANO ftav pia toyonomompévn, eAeyyouevn neiétn oty onoio 194
acOeveic pe mponyoduevn Oepameio yro XAA éhaPav venetoclax oe cuvovaoud e prrovpdumn. XTic
peréteg aong 2 kot edong 1, 352 acBeveic pe mponyoduevn Bepameio yio XAA,
ocvumeptrapPavopévav 212 acbevov pe Eddenym 17p ko 146 acBevdv mov giyov amotdyel og
Oepameia e Evov avacoToAEN TOV LLOVOTTATION TOV VITOd0YEN TV B-Aeppokvttdpwv, vrofAndnkay ce
povoBepamneia pe venetoclax (BAéme mapdypapo 5.1).

O1 o ovyva eppovitopeves avembounteg evépyeteg (= 20%) omolovdnmote Pablov oe acbeveig mov
éhafov venetoclax otig peAéTeg GLVOLAGUOD e OUTVOVTOVLOVHAUTN 1) PLTOLEAUTN TTOV
ovdetepomevia, dtappota, Kot AoipmEn ToL AVATEPOL OVOTVELGTIKOD GUGTILOTOG. LTS LEAETEG
povofepameiog, ol mo GuyVEG avemBounteg evépyeleg Mtav ovdeteponevia/aptBpog ovdetepopilmv
LEWOUEVOGS, O1appoLa, VATIO, avolpio, KOT®MGT Kot AOiH®mEN TOL AVATEPOL OVATVELGTIKOD
GULGTILOTOG.

O1 o ouyva avagepopeveg coPapég avemBounteg evépyeleg (= 2%) oe aobeveic mov Ehafav
venetoclax og cuvovooud pe opumvouToL OVUAUTY 1] PITOLEUAUTN TAV TVELUOVIA, CNyaluia,
eumvpetn ovdeteponevia, kKo TLS. Xtig peréteg povobepaneiog ot mo cvyvd avopepopeveg coPapég
avemBounteg evepyetes (= 2%) Ntav Tvevpovia Kot ELTUPETT OVOETEPOTEVIOL.

OCcio. uveloysvic Asoyaiuio

To ovvolkd mpogik acpdieag tov Venclyxto Paciletar og dedopéva and 314 acbeveic pe
veodlyvwobeica o&ela poehoyevi Aevyaipio (OMA) mov éhafoav Beponeio o KAMviKéG peléteg pe
venetoclax og cuvdvocud e vropedviiwTtikd Tapdyovta (alokitdivn 1 deottafivn) (VIALE-A
@aong 3 tuyatomomnpévn kor M14-358 gdong 1 pun toyaiorompévn).

>t peién VIALE-A, ot ouyvotepa eppavifopeveg avemBounteg evépyeieg (= 20%) omolovdnmote
Babpov oe acbeveig mov édafav venetoclax oe cuvovaoud pe alaxitdiviy nrav OpopPonevia,
OVOETEPOTEVIN, EUTVPETT oLOETEPOTEViD, VaVTIO, d1dppOoLa, EUETOC, AVALLIN, KOTWMGT, TVEVLOVIC,
VTOKOALOLI KO LE@UEVT] OpE).
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O1 1o cuyva avapepopeveg coPapég avemBounTeg evépyeleg (= 5%) oe aobeveic mov Ehafav
venetoclax e cuvdvacud pe alakitidivi Toy EUTVPET OLOETEPOTEVID, TVELLLOVIN, GO Kot
ooppayia.

X1 perétn M14-358, ot ouyvotepa eppaviiopeveg avemBounteg evépyeteg (= 20%) omolovdnmote
Babpov oe acbeveig mov Erafav venetoclax oe cuvovacud pe decrtafivn nrav BpouPfonevia, eumdpet
ovdetepomevia, vavtia, alpoppayia, Tvevpovia, diippota, KOTmon, {aAn/cuykony|, EUETOC,
OVOETEPOTEVIN, VITOTOAOT, VIOKUALOLLIN, LEIMUEVT OPEET, TOVOKEPOUAOG, KOIALOKO GAYOG KOl avopLia.
O1 1o cuyva avapepopeveg coPapég avemBounTeg evépyeleg (= 5%) ftav eumdpetn ovdeteponevia,
vevpovio, fokTnploio Kot onyouia.

To mocootd Bvnoyomrog 30-nuepmdv otn perétn VIALE-A ntav 7,4% (21/283) pe 1o venetoclax og
cuvdvaoud pe afokitidivn kot 6,3% (9/144) 610 oKELOG TOV EIKOVIKOD QUPUAKOL UE alaKtTidivn.

To mocootd Bvnouomrag 30-nuepdv otn perétn M14-358 ue 1o venetoclax oe cuvdvacud pe
deortaPivy nrav 6,5% (2/31).

KatdAoyoc avemOOunTmv EVEPYEIDV GE LOPON TIVOKO,

Ot avemBOunteg evépyeleg mopatifeviol mopokdto ava Katnyopio/opyaviko cvotnua kotd MedDRA
Kot ovyvomta. O cvyvdmteg opilovtal mg moAl cvyveg (= 1/10), cvyvés (= 1/100 éwg < 1/10), oy
ovyvég (> 1/1.000 émg < 1/100), ordvies (> 1/10.000 émg < 1/1.000 ), oAb omdvieg (< 1/10.000), pun
YVOOTéG (dev umopovv va. ektiunfovv pe Baomn ta dabéoiua dedopéva). Evidog kabe kommyopiag
oLYVOTNTOG, Ol avemlfOUNTEC evépyeleg TapatiBevtat pe oepd eOivovsoc coPfapotntac.

Xpovio Asuporkvtropikn Asvyouuio,

O1 cvyvoTTEG TV AVETIBVUNTMV EVEPYELDY TTOL avopEpOnKay pe To Venclyxto oe cuvovacopd pe
opmtvovtov{ovpdumn 1 prrovEaunn 1 og povobepaneio e acbeveic pe XAA cvvoyilovtal otov
[Tivoka 8.
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[Mivakog 8: AvemBounteg evépyeleg mov avapépOniay o acbeveic pe XAA mov éhafav Bepameia pe

venetoclax
Kotnyopia/Opyay Xoyvétnta ‘0ot o1 BaOpoi” BaOpov>3"
K6 Xvotnno
[ToAb cuyvég IMvevpovia
Aolpumén tov avdTtepov
OVOTTVELGTIKOD GUGTHLOTOC
Aoyadéers ko Yoyvéc Inyoipio Inyopio
TOPOCLTAOCELS Ovpotroipwén ITvevpovia
Ovporoipmén
Aoilpwén tov
avVATEPOL
OVOTTVEVGTIKOV
GULGTHLOTOC
[ToAb cuyvég Ovdetepomevia Ovdeteponevia
Awtapayéc Tov Avoyio Avayio
ULLOTOUTIKOV KoL Agpoonevia
T0V AEPPIKOY Xoyvéc Eumdpetn ovdeteponevia Epmdpet
GVLOTNHNOTOG ovdetepomnevia
Agpoonevia
IToAd cuvyvéc Yrepralonpio
Yrepowopatoio
Awtapayéc Tov YrocBeotioio
petafoilopov Kot Xoyvéc 20VOpoo Ao GyKov XHvopopo Aong
™mg Opéyng Yrepovpryapio OyKoL
Yrepraitopio
Yreppwopatoio
YrooBeotiopio
Yrepovpryaio
[ToAd cuyvég Awppoua
"Epetog
Awtapayés Tov Noavtio
YOGTPEVTEPIKOV Avckotmdtnra
Xuyvég Awgppoua
"Epetoc
Navtio
Oyt ovuyvég Avokotdma
Ievikég [ToAb cuyvég Komwon
drtapayés ke Tuyvéc Kénomon
KOTAGTAGELS TI|G
0909 yopijyneng
Yuyvég Kpeatwivn aipatog
Hoapaxivikég avénuévn
eetdosig Oy ovuyvég Kpeatwvivn aipotog

anEnpévn

TAvapépETOL LOVO 1) DYNAOTEPT GLYVOTNTO TTOV TopoTNPNONKE 6TIg peréteg (ne Paon Tig peréteg
CLL14, MURANO, M13-982, M14-032 xou M12-175).

OCcio. pveloysvic Asoyaiuio

O1 ovyvotteg TV avemOUNTOV evepyeldv mov avapépinkay pe to Venclyxto oe cuvdvaoud pe
évav vropebvimtiko mapdyovta o acbeveic pe OMA cvvoyilovtat otov [livaka 9.
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[Mivaxog 9: AvemBounteg evépyeleg mov avapépnkay o acbeveig pe OMA mov éhafav Oepaneio pe

venetoclax
Katnyopia/Opyoviké . " ‘o P
Tbompa YoyvotnTo Olot o1 BaBpoi BoOpov >3
vevpovia® ITvevpovia’
AopdELIS Kan [ToAd cuyvég Inyonpio® Inyoupio®
TOPUCITAOCELS Ovporoinmén
Yuyvég Ovporoipmwén
Awtapayéc Tov Ovdeteponevia’ Ovdeteponevia’
CLLOTOUTIKOV KoL oAb cvyvéc Eumopetn ovdeteponevia Eumdpetn ovdeteponevia
TOV AEPPIKOV Avaupio? Avapio®
GUGTILOTOG @popponsvia’ @popponevia’
, . YrokaAtoio ,
Atatapeayéc Tov [ToAD cuyvég Metouévn Speén YrokaAtouio
petafoilopov Ko . , , , o
, Yuyvé YHvdpopo Avong dykov Mewwpévn ope
™G Opéyme nvég popo Abong oy Hevn opetn
Oyt ouyvég 2HvOpopo Aeng 6yKov
, . Zén/ovyxoni?
Tors cuyvés ITovoxépaiog
Awtapayéc Tov , . B
VEVPIKOD GUGTILATOS ZOLVES Zény/svyor
Oy ovyvég [Tovoxépaiog
, . Yndtaon B
Ayyeraxéc IToAd cuyvéc Autoppayic® Ayopparyio
droTapoyss Xoyvéc Yrotoon
Awtopuyis Tov [ToAd cuyvég Abdomvoln
OVOTVEVGTIKOD
GUGTI|LATOG, TOV
0dpaxa kKol Tov Xvyvec Avonvoua
HEGOOMPAKLOV
Noavtio
Aldppota
[ToAd cuyvég "Epetog
Xropatitidn
Awotapayéc Tov Kothoko aAyog :
YOGTPEVIEPIKOD Nowtio
Yuyvég Awgppoua
"Epetoc
Oyt ouyvég Ytopotitioon
Awtapayés Tov , .
NTATOG KOL TOV Yuyvég XoAokvotitida/yoroadiaon® g(okom)cnné‘)a/xololt@tacn
A0ANQOp®V
Awrapoyég Tov [ToAb cuyvég ApBpadyia
HVOGKELETIKOV
GUGTINOTOS KOL TOV | ) )
GUVIETIKOD 16T0Y Oy ovyvég Apbpadyia
[ToAb cuyvég Komoaon

E&acOévion
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Ievikéc owatapayés

KOl KOTOOTAGEL TG , Konwon

0000 YopNyNoNS AL E&ac0évion

, . Meiopévo Bapog
Hapaxivikég TTohb ovyvés Avénuévn kpeaTvivi aipotog
eeTdoerg Mewopévo Bapog
Yoyvéc Avénuévn kpeatvivn

aipoTog

*Avapépetal Lovo 1 vynAoTePT LY VOTNTA TOL AP TP ONKE oTIG pHeEréteg (ne Paon Tic peréteg VIALE-A
Kol M14-358).

Pepapfével molomhode dpovg avemfdunmg avtidpoong.

Aroxoni) ko usicwon e 00onc Adyw avembbuntwy evepyeiddy

Xpovia deuporxvtropixh Asvyoiuio

16% tov acbevav mov Elafoav Oeponcio e venetoclax 6 cuvOVAGUS pe opmvouToV OLUAUTT T}
prrov&paunn otig peaéteg CLL14 ko MURANO, avtictotya, diékoyay tn Ogpameio Adywm
avemfounToOVY evepyeldv. LTig ueAéteg povobepameiag pe venetoclax, 11% tov acBevav diEkoyay
Oepomeio AOY® avemBOunNT@V EvEPyELDY.

Meimon g 00c0A0YiaG AOY® avemBOunTmv gvepyelmv Koteypden oto 21% tev acbevdv mov Erafav
Oepomeio pe venetoclax og cuvovacud pe opmvovtovlovpaunn o perétn CLL14, oto 15% tov
acBevav mov lafav Oepameia e venetoclax oe cuvovacud ue prrovéipdunn ot perétn MURANO
kot 610 14% tov acbevav mov Elafav Bepancia e venetoclax otig pedéteg povobepameiog.

[Ipoocwpivny drakomn g 66ong Aoym avemBOunTmv evepyeudv kateypdon oto 74% tov aclevdv mov
éhafav Bepameia pe venetoclax o€ cuvdvacuod pe opmivovtovlovpaunn otn perétn CLL14 kot 610
71% tov acBevav mov Erapav Bepomeia pe venetoclax 6e cLVOLOOUS e PITOVEIUAUTT GTI PHEAETN
MURANO. H 7o cuyvi avemBountn evEpyelo TOL 0ONYNCE GTNV TPOCOPVY SL0KOTT TS 0OGNC TOV
venetoclax fjtav 1 ovdeteponevia (41% rot 43% otig peréteg CLL14 kot MURANO, avtictorya).
Y1ig peréreg povobepamneiog pe venetoclax, mpoowpivi drtakomn g d0ong Adym avemBountov
evepyeldv Kateypaopn oto 40% tov acbevav. H mo cuyvi avembount evépyelo mov odnynoe e
TPOGPVY dLKomy TG d0oNg Ntav 1 ovdetepomevia (5%).

OCeia pveloyevig Aevyauio,

Y perét VIALE-A, dwuxonn Tov venetoclax Adyw avemBopntov evepyeudv onpeiodnke oto 24%
TV acBevov mov EhaPav Bepaneia pe Tov cuvdvacud venetoclax kot afakitidivng. Meudoelg g
d6ong Tov Venetoclax Adyw avemBountov evepyeumv onpeiddnkay oto 2% tov acbevov. Atoxones
™G doong Tov Venetoclax Adyw avemBountmv evepyeltdv onuetdbnkay oto 72% twv achevov.
Meta& tov aclevav mov métuyay kdBapon g Aevyopiog omd Tov puehd TV 00TV, T0 53%
vroPAnOnke og dwakonn g d0omg Yoo ANC < 500/pkporitpo. Ot o cuyvég avemBOuNTEG EVEPYELES
mov odnynoav o daxomn TG d6ong (> 10%) tov venetoclax ftav 1 eumdpetn ovdeteponevia, M
ovdetepomevia, 1 Tvevpovia kot 1 Opopfonevia.

2 perétn M14-358, dakonn tov venetoclax Aoym avemBountov gvepysidv onuetmdnke oto 26%
v acBevov mov Ehafav Bepaneia pe Tov cuvdvacud venetoclax kot deortafivne. Meidoelg g
d0c0A0Yiog AdY® avemBouunTmv evepyetmv onpeiddnkay oto 6% twv acbevav. Ataxonés e doong
AOY® avemBOpunTov gvepyeldv onueindnkay 6to 65% tov acbevav. Ot mo cuyvég avemBounteg
EVEPYELEG TTOL 001 YNOAY GE dlaKomn NG doaomg (= 5%) tov venetoclax ntav eumdpeTn ovdeTepOTEViaL,
0VJETEPOTEVID/ APLOLLOG OVOETEPOPIAMY PEIOHUEVOS, TVEVUOVID, OPOUOS AUOTETOAIDY LEIMUEVOS KO
aplOLOG AEVKADV AHLOCPUIPI®mV HEIWUEVOG.
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IIeprypa@r] EMALYUEVOV GVETOOUNTOV EVEPYEIDV

20vopouo Avone 6ykov

To oVvdpopo Avong dykov etvar Evag oNUAVTIKOG 0vayVOPIGHEVOS Kivouvog katd TV Evopén g
Oepomeiog pe venetoclax.

Xpovia Aeuporvtropixh Asvyouio

Y11 apykég peréteg @aong 1 kabopiopov e ddong, ol omoieg eiyav pikpdtepn (2 €mg 3 efdopndadec)
(AcT TITAOTTOIN GG Kol LYNAOGTEPT apyIK 006N, 1 cuyvotnTa, epeaviong TLS rav 13% (10/77, 5
gpyaoctnprokd TLS, 5 khvikd TLS), copreptropfavopévav 2 tepiotatik®v pe Bavarmedpo ékPoon
Kot 3 TEPIOTATIKDV 0EEING VEQPPIKNG AVETAPKELNG, €K TV 0oimV 1 ¥peldoTnKe aytodtoion.

O «ivévvog eppaviong TLS peimdnke petd myv avabedpnorn tov 6060A0YIKOD GYNILOTOC KoL TNV
TPOTOTOINGN TV UETPOV TPOPOAAENC Ko TapakoAovONomNg. ZTic KAVIKEG LeAéTeg Tov venetoclax, ot
ac0eveic pe omolodymote petpoo Asppodéva > 10 cm 1 pe ALC > 25 x 10%/1 kot omorodnmote
UETPNOUO AEPUPUdEVE > 5 cm, VOGTAEDON KOV LE GKOTO TNV EVTATIKOTEPT] EVVIATMGN KoL TNV
TOPAKOAOVONON Yo TNV TPMTN NP yopnynons 20 mg kou 50 mg katd ™ edomn TITAomoinong
(BAéme mopdypago 4.2).

Ye 168 acbeveig pe XAA mov Eekivnoav pe pia nuepnoto d6om 20 mg, n owoio av&avotay ent

5 efdouddeg Emg pia nuepnota 66om 400 mg otic peréteg M13-982 kai M14-032, 10 1060670 TV
neplototikadv pe TLS tav 2%. Ola to cvpfdpata eiyav epyactnploxd TLS (epyaotnproxég
datopayés mov TANpovoay 2 N TeplocdTEP 0md Ta. akdAovba kprtipla g doTue 24 pmdv petatd
TOLG: KGAo > 6 mmol/l, ovpkd o0& > 476 umol/l, acPéotio < 1,75 mmol/l, § pwcedpo > 1,5 mmol/l,
1 elyav avagepbel o¢ copPapata TLS) ko eppavictnray o acbeveic mov elyov Aeppadéva(es)

> 5 cm 1 ALC > 25 x 10%/1. Z& antodg Tovg acdeveic dev mapampridnke TLS pe khvicég cuvéneieg,
onm¢ ofelo VEQPIKT AVETAPKELD, KapIlakn appLOuio 1 a1evidto 0avoto ko emANTTIKEG KpIGELC.
O)ot ot acBeveig giyav CrCl > 50 ml/min.

2NV 0VOIKTOV oXedAGLOV, TuYatomomuévn uerétn eaone 3 (MURANO), ) cuyvotnto peaviong
tov TLS fjtav 3% (6/194) oe acBeveic mov éhafav Bepaneia pe venetoclax + prrovEipdunn. Metd v
évtaln ot perétn 77/389 acbevdv, To TpOTOKOALO TPOTOTOMONKE Y10 VO EVEMUATOGEL TO LGYVOVTOL
pétpa Tpo@OANENG Kot Tapakoiovdnong tov TLS mov weptypdpovrat oty «Aocoroyio» (PAéme
apdypoeo 4.2). Oha ta mepiototikd TLS eppaviotnray kotd ) didpkela TS ¢Acng TLitAomoinong
g 0domng Tov venetoclax kot Eemepdotniay evidg dvo nuepdv. Kot ot &1 acbevelg ohokinpoocay tnv
Tithomoinon g 66omng Kot EpBacav 6t cuvicTdpevn Nuepnioa 06on tov 400 mg venetoclax. Aev
napatnpnOnke kKAvikd TLS og acbeveig mov axorovdnoav to 1oydov mTpdypappa TITAomoinong g
d0ong ddpkelag 5 efdopddmv kot ta pétpa TpoPHAaENG Kot Tapakoiovdnong tov TLS (PAére
apdypoeo 4.2). To TocooTd epyacTnploK®dVY dtatapoydv Babpod >3 mov oyetiCovron pe to TLS Aoy
vrepkahopio 1%, vreppwopatapio 1% kot vrepovpryopio 1%.

2TV aVOIKTOL GYESIGLLOV, TuYAoTOUEVT LeAétn edong 3 (CLL14), n cuyvdtnta epedviong tov
TLS frav 1,4% (3/212) o€ acbeveig mov éhafav Bepaneia pe venetoclax + opmvovtovlovpdapnn. Kot
to Tpio cvpPapata TLS Eemepdotnrav Kot dev odnynoav o€ anoydpnon amod v perétn. H xopnynon
™G OUTVOLTOLLOVUAUTNG KaBVOTEPTOE 0 SVO TEPIOTATIKA MG UMOTELECUA TOV GUUPOUATOV TOV
TLS.

Kotd v mapakxorovdnon petd v kokiogopia, avaeépnke TLS, cvurepihapfavopévev tomv
Boavatneopwv copfaviov, petd and pio epana d6on 20 mg venetoclax (PAéne mapaypdpovg 4.2 kot
4.4).

Oéeio poeloyevig devyauuio

2V toyotomompévn perétn edong 3 (VIALE-A) pe 1o venetoclax o€ cuvdvaoud pe alokitidivn, n
enmintwon tov TLS frav 1,1% (3/283, 1 khwvikd TLS). X perét amortodviav peioon tov apifpov
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TV AeVKOV opoceaipiov oe <25 x 10%/1 mpv amd tv évapén Tov venetoclax kou va TPOYPaLLLLO
TITAOTOINOoNG TG 060N G ENMAEOV TV GVVNO®V PETP®V TPOPLAAENG Kol TapakoriovOnong (BAéne
napdypoeo 4.2). Oha ta copPdapata TLS eppaviotniay katd tn d16pKeLo, TNG TITAOTOINONG TNG
doong.

> pehétn M14-358, dev avagépOnke Kavéva meplotatikd epyactnplakod 1 KAvikov TLS pe 1o
venetoclax e cuvdvacud ue deottafivn.

Ovodetepomevia kot Aoiuwceic

H ovdetepomevia givar Evag avayvopiouévog kivovvog g Bepaneiag pe Venclyxto.
Xpovia deuporxvtropixh Asvyouio

¥ peiét CLL14, ovdeteponevia (0Awv Tov fabudv) avaeépinke oto 58% tov acbevodv 6to
okélog venetoclax + oumvovtovlovpdumn. 1o 41% tov acbevav mov EhaPav Oepameio pe
venetoclax + oumvovtovlovudumn dekonn tpocwpvé 1 docn kat 6T0 2% TV acbevdv GTapdTnoe
70 venetoclax Adyw ovdetepomeviag. Ovdeteponevia Pabpod 3 avapépbnie oto 25% tv acbevodv kot
ovdetepomevia Pabuov 4 oto 28% twv acbevav. H didpecog didpketa T ovdetepomneviag fabuod 3 1
4 fitav 22 nuépeg (evpoc: 2 mg 363 nuépeg). Eumvpetn ovdetepomevia avapépdnke oto 6% 10V
acfevav, Aotudéels Babpov >3 oto 19% tev acdevav, kot coPapéc Aotudéels oto 19% tav aclevay.
Bdvartol Aoym Aoipméng spepoaviomkav 6to 1,9% tav acbevav kotd ) didpkelo g Oepomeiog Kot
010 1,9% tov aclevav petd ™ dwaxonn g Oepomeiog.

1 perét MURANO, ovdeteponevia (OAmv tov fabumv) avapépbnke oto 61% tov acbevav 6to
okélog venetoclax + prrov&ipdunn. Xto capdvto tpio 101G ekatd TV achevodv mov ElaPav Bepomeia
pe venetoclax + prrov&dpnn dekonn tpocwpvd o venetoclax kot 6to 3% tov aclevodv ctapdmoe
10 venetoclax Adyw ovdetepomeviag. Ovdeteporevia Pabuov 3 avapépdnke oto 32% tov acbevodv kot
ovdetepomevia Babpov 4 610 26% twv acbevdv. H dibpecsog didpketa g ovdetepomeviag Pfabov 3 1
4 Ao 8 nuépeg (evpog: 1 émg 712 nuépeg). Ao toug acbeveic mov EhaPav Bepamneia pe venetoclax +
prrov&pdunn oto 4% tov aclevodv avaeipOnke eumdpetn ovdetepornevia, oto 18% avapépnkay
Aopaéetg fabrod >3 kat oto 21% coPapés Aowméelc.

OCeia pveloyevng Aevyauio,

> peién VIALE-A, ovdeteponevia fabpov > 3 avapépdnke oto 45% tov acBevov. Ta akdrovba
avapépinkav eniong o1o okéhog venetoclax + alakitidivi Evovit ToL GKEAOLG EIKOVIKO

eappako + alakitdivn, avtictorya: epmdpetn ovdetepomevia 42% Evavtt 19%, Aoyméelg fabupod >3

64% évavtt 51% kot coPapéc Aoaces 57% évavtt 44%.

Xt perétm M14-358, ovdeteponevia avapépOnke oto 35% (6Aot ot Pabpol) kot oto 35% (3”1
4 Babpov) Towv acbevav oto okélog venetoclax + decttafivn.

Avogopad mbavoroyoduevev avemounTmv EVEPYEIDOV

H avagopd mbovoroyovpevmv avemBountev evepyeidv PeTd amd T YopNynor Adeg KuKAopopiog
TOL POPUOKEVTIKOV TPOiIOVTOG ivarl onuavtik. Emitpénel ) cvveyr| mapoakorovdnon g oxéong
O0(PEAOVG-KIVOVVOL TOV PUPHOKEVTIKOD TPOIOVTOG. ZNTeital amd Toug emayyeALoTies vyeiog va
AVOPEPOLY OTOLEGINTOTE TOUVOAOYOVLEVES OvEMBOUNTES EVEPYELES LECH TOV EBVIKOD GUGTNLLOTOG
avapopdg mov avaypdeetat oto [Hapdptmua V.

4.9 Ymnepoocolroyia
Agv vrdpyet €101K6 avtidoto yio 1o venetoclax. Ot acBeveic mov Aappdvovy vrepdocoroyia mTpénetl va
TapOKOA0VOOHVTOL GTEVE KOl VO TOVG YOopMYEiTal KaTdAANAN vwooTnPIKTIK aymyn. Kotd m didpkela

™G PAoMg TITAOTOINoNG TNG 060MG, 1 Bepameia TpEnel va d1aKOTTETAL Kot Ot acbeveic va
TopaKoA0VOOHVTOL TPOGEKTIKA Yot onpeio kot cvumtopata TLS (mupetde, piyn, vavtio, Epetoc,
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oLYYLON, SUGKOAID GTNV AVOATVOY], GTOCLOL, LT PLUGIOAOYIKOG KapSakog puipog, oKovpOypOLa. 1
BoAd 0bpa, acvviOiotn Koo, poaAyia | apbpaiyia, KOAokO GAyog Kot dtdtaom), poli pe GAAe
oo teg (PAéme mapdypopo 4.2). Baoel tov pHeydAov dykov KoTavoung Kot TG EKTETOUEVNS
oLVOEGNC TOV venetoclax e TIC TPMTEIVEG, 1) AlodOAIST Elvar omifavo va 001 YNGEL GE GTLOVTIKN
amopaKpLVoN Tov venetoclax.

5. DOAPMAKOAOTI'IKEY IAIOTHTEX
5.1 @oppokodvvopKES 1O10TNTES

DoppokobepomenTIKn Kotyopio: avIVEOTAAGILATIKOL TOPAYOVTESG, GALOL AVTIVEOTANGLOTIKOL
napdyovteg, kKodkog ATC: LO1XXS52

Mnyovicpndc dpdonc

To venetoclax givat évog 1oyvpoc, exkiektikdg avactoréng g B-cell lymphoma (BCL)-2, pog avti-
OO TAOTIKNG TPAOTEIVNG. Ze kuTTapa XAA kor OMA éyel kotaderyel vrepékppaon e BCL-2, n
onoio fon0d v emPiwon TOV KVTTAP®Y TOL GYKOV Kal £XEL GUGYETICTEL LUE TNV AVTICTOOT 01N
ynueobepameio. To venetoclax mpocdéverar amevbeiog oty BH3-avioka déopevong g BCL-2,
eKTOTIOVTOG AMONTMOTIKES TPMTEIVEC OV TTEPIEYOLY To pHotifo BH3, onwc n BIM, mote vo Eekivioet 1)
dwamepartonoinon g eEmtepikng pepPpdvng tov wtoyovépion (MOMP), i evepyomoinon tmv
KOGTOOMV KOl 0 TPOYPOUUUATIGUEVOS KLTTOPIKOS Odvatoc. Xe un-kAvikée peléteg, to venetoclax
KaTédelEe KUTTOPOTOEIKT dPACTIKOTITO GE KAPKIVIKE KOTTOPO TTOL VITepek@palovy t BCL-2.

DoppoKodVVOUIKEC ETOPACELS

Kopdioxn nlextpopvaoroloyio.

H enidpaon morlomimv d6cewv venetoclax éwc 1200 mg dnaé nuepnoiong oto dtdotnua QTc
a&loroynonke oe 176 acbeveic oe pia avolkTod oYedocpod peAétn evog okélovg. To venetoclax dev
elye xopia enidpaon oto dotnuo QTc kot dev vanpée oyxéon ueta&y g ékbeong o€ venetoclax kot
™¢ petaPoing Tov dactipatog QTec.

KAMvikn omoteAec LoTikOTNTO KOl 0OQOAELO

Xpovia. Asupoxvtrapikn Asvyaiuio.

To venetoclax ae ovvovaouo pe oumivovrov{ovuounn yio.  Gepameio acbevav pe XAA mov dev élofiav
ponyovuevy Gepomeio — uelétn BO25323 (CLL14)

Mua toyoomompévn (1:1), ToAvKeVTIPIKT, AVOIKTOD GYESCUOV HEAETN (AonG 3 a&loAdynoe v
QOTEAECULOTIKOTNTO KO TNV ac@dAela Tov venetoclax + oumtvovtovlovpdpnn Evovtt Tov
opmivovtovfovpaunn + yAopappovkiln oe acheveig pe XAA mov dev Elafav mponyovuevn Bepansio
Kot pe ocvvvoonpdtntes (cuvolikn Khipoka Babpoloyiag Zvvolikrig Nocov — Cumulative Illness
Rating Scale [CIRS] BaBpog >6 1 kaBapon kpeatvivng [CrCl] <70 ml/min). Ot acBeveig g peréng
agoroymnkav yo tov kivouvo gpedviong TLS kot élafav ta avdroya pétpa TpoOraing mpv and
™ Yopnynon g opmvovtoviovpaunng. Olot ot acbeveic Erafav 100 mg opmvovtov ovpdpumng tmy
Hpépa 1 tov Kokhov 1, akorlovBobpuevn and 900 mg ta omoia propodcayv va yopnyndovv tnv

Hpuépa 1 1 v Huépa 2, otn ovvéyea d6ceig tov 1000 mg tic Huépeg 8 ko 15 tov Kovkhov 1, kot v
Hpépa 1 kéBe emaxkdrovBov kdKAov, yia éva cuvoro 6 kokhov. Tnv Huépa 22 tov Kdxlov 1, ot
acBeveic oto okélog Tov venetoclax + opmvovtovlovudunn Eekivnoav 1o Tpdypoppa TITAoToinoNg
g 060G Tov venetoclax, didpkelag 5 efdouddwv, cuveylopevo uéypt v Huépa 28 tov Koxiov 2.
Metd TV 0AOKANPOOT) TOV TPOYPAUIOTOSG TITAOTOINoNG TNG 6d0MG, Ot acbeveic cuvéyicay pe
venetoclax 400 mg pia popd nuepnoing ard v Huépa 1 tov Kdxlov 3 £wc v televtaio nuépa tov
Kvihov 12. Kébe xdxhog tav 28 nuepdv. Ot acBeveic mov Tuyotomombnkav 6to okélog
opmvovtovfovpaunn + yAopappovkiin érapav 0,5 mg/kg and tov oTéHTOG YA®PAUPOVKIAN TV
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Huépa 1 xoar Huépa 15 tov Kdxhov 1-12. H mapakorlobnon tov acbevdv cuveyiotnie kot Letd v
oAoKApmon ¢ Bepameiog yo TNy e£EMEN TG vOGoL Kat T cuvolikn enPionon (OS).

Ta SNUOYPAPIKA YOPOKTNPIGTIKA KOl TO YUPUKTNPLOTIKY TG VOGOL KaTd TV Evapén NTav Tapopod
peta&d tov okehmv g perétge. H dupesog nikio nrav 72 € (evpog: 41 £wg 89 €tn), 89% Ntav
Aevkoi, ko 67% NTav dvopec. To 36% kot 0 43% eiyav voco ctadiov B kot C katd Binet,
avtiotoyya. O ddpecsog Pabpog CIRS ntav 8,0 (ebpoc: 0 £mg 28) kat 10 58% twv acbevav ixe
kdBapon kpeotviviig CrCl <70 ml/min. 'EAlenyn 17p aviyvedbnke oto 8% tv aclevav, petalhaéelg
ot0 TP53 o610 10%, éMhewyn 11q oto 19%, wai un petarroypévn IgVH oto 57%. H didueon
TOPOKOAOVON O™ KOTA TNV apyikn avdAven fray 28 punveg (ebpoc: 0 émg 36 uveg).

Katé mv évapén, o S1apecoc apldpudg tomv Aeppokvtdpov ftoy 55 x 10° khttapo/l kot ota §vo
okéln ¢ perénc. Tnv Huépa 15 tov Kdidhov 1, o Sidpecog apBude siye peiwbei ota 1,03 x 10°
wotTopo/l (svpog: 0,2 doc 43,4 x 10° kottapa/l) 610 6KELOC opmtvovTov{ovpuauTY + YA®popBovkiin
wou 1,27 x 10° whtrapor/l (sdpoc: 0,2 mg 83,7 x 10° whttapa/l) 6to orérog

venetoclax + oumvovtovlovudumn.

H emPioon yopig e£EMEn g vocov (PFS) a&loloyndnke amd toug epguvnTéCyp1OILOTOIOVTOC TIG
emKapomomuévec amd v oudda epyaciog tov EOvikov Ivetitodvtov Kapkivov (NCI-WG)
katevBuvpieg ypouués (2008) tov Aebvoug Epyactnpiov yio tn Xpdvia Agu@okvttapikni
Agvyopio (IWCLL).

Kotd ™ ypovikn oty g apyikng avaAvong (dedouéva KaToANKTIKNG UepOUnViag

17 Avyovotov 2018), 14% (30/216) t@v acbevidv oo okéhog venetoclax + opmivovtovlovudumn
napovoiacav Eva cupPav PFS e£éléng vocou i Bavdtov og chykpion pe 36% (77/216) 6to okélog
opmvovtovlovpdumn + yAopappovkiin, onmg a&loroyndnke and Tovg epevvnTég (avaroyio Kivouvou
[HR]: 0,35 [95% didotua gpmiotoovvng [CI]: 0,23, 0,53], p<0,0001, otpmpatomoinuévoc EAeyyog
Aoyap1Bukng ta&wvounong [log-rank]). H didpeon PES dev emetevydn oe kavévo amd o 6KEAN NG
UEAETTC.

H emBioon ympic e£EMEN g vosov a&loloynOnke eniong and po Enttponiy AveEdptnng
Avaokomnong (IRC) kot oy copemvn pe v emPioon yopic eEEMEN T vOooL Katd TNV EKTIUNON
TOV EPELVNTN.

To cvvolikd mocootd avtamdkpione (ORR) katd v extipmon tov gpevvnti frav 85% (95% CI:
79,2, 89,2) ko 71% (95% CI: 64,8, 77,2) ota okéln venetoclax + opmtvouTtov oLILAT Kot
oumvovtovlovpdunn + yAopappovkiin, avrictorya (p=0,0007, doxyacio Cochran-Mantel-
Haenszel). To 1060016 KaTd TNV EKTIUNGN TOV EPELVNTH TANPOLS VPESNG + TANPOVS VPECTG LE ATEAN
avéxopyr tov poehod (CR + CRi) frav 50% kot 23% oto okéAn venetoclax + opmvovtovfovpdumn
Kot opmvovtov ovpdumn + yAwpapupovkiin, avtictorya (p=0,0001, dokipacioo Cochran-Mantel-
Haenszel).

H e\dyiot vroreippatikn véoog (MRD) oto téhog g Bepameing aloloyndnke ypnoiLomodvTog
OAANAOEOKO OALYOVOLKAEOTIONKS VPEPISIGHO aAvod®TAG avtidpacng tolvpepdons (ASO-PCR). H
gEaherym g MRD opiotnke o¢ kdtm and £va kouttopo XAA avd 10* Aevkd orpoceaipia. To
n0c0otd apvntikis MRD oto meprpepikd aipa ntov 76% (95% CI: 69,2, 81,1) 610 okéhog venetoclax
+ opmwvovtovlovpdunn og cvykpion pe 35% (95% CI: 28,8, 42,0) o610 oKéLog opmivovtovovpaunn +
yAopapPovkiin (p<0,0001). Zopewva pe o tpmtékoiro, 1 MRD otov puedd tov ootdv Ba
ekTiLovVTaV Lovo otovg acbeveic mov o avtanoxpivovray (CR/CRi kot pepicny Vpeom [PR]). Ta
10c0otd apyntikig MRD otov puehd twv ootdv ftav 57% (95% CI: 50,1, 63,6) oto okélog
venetoclax + opmvovtovlovpaunn kot 17% (95% CI: 12,4, 22,8) 610 6kéLog opmvovtovlovpaunn +
yAopapfovkiin (p<0,0001).

HopoxolodOnon 65 unvav

H amotelecpaticotta aloloyndnke petd and didpueon mapakoiovdnor 65 unvov (KoTaAnkTikn
nuepopunvio cuAAoyMg Twv dedopévov 8 Noepufpiov 2021). Ta ctoryeio OTOTEAECUATIKOTNTOS Y10, TV
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napakorovdnon 65 unvav g CLL14 napovoidlovion otov [livaka 10. H kaumdin Kaplan-Meier g
PFS «xatd v extipnon tov gpevvnry| tapovoidletot oty Ewova 1.

[Mivaxog 10: Agdopéva amoteheopuatikdTTOg KOTA TNV €KTiUnom tov gpgvvnri ot CLL14
(TopakorobOnon 65 unvav)

Katoinktiké onpeio Venetoclax + Opmvovtoviovpdpnn +
opmvovTovLovpuaumY) yropappovkiin
N =216 N =216
EmBioon yopic eE€Mén g vooov
Ap1Buoc svuPapdtov (%) 80 (37) 150 (69)
Awdpeon tyun, uqveg (95% CI) NR (64,8, NE) 36,4 (34,1, 41,0)
Avoloyia Kivdhvov, GTPOUATOTOUEVN 0,35 (0,26, 0,46)
(95% CI)
Yuvolkn emiPioon
ApBpog cvufapdtov (%) 40 (19) | 57 (26)
Avoloyia KivdHvov, GTPOUATOTOUEVN 0,72 (0,48, 1,09)
(95% CI)

Cl= dubomuo sumotoovvng, NE = un a&loloynoo, NR = dev emttedybnke

Ewova 1: Kaundin Kaplan-Meier tng eniimong ympic £EMEN g vOGOL KaTd TV EKTIUNGN TOL
gpevvn (TAnBvoude pe Tpdbeom yuo Bepameia) ot CLL14 yia mapakorovdnon 65 unvov

100

80

60

40 +

20 +

EmBioon Xopic EEEMEN T vocov

Oumivovtovlovuaunn + XAopoaupovkiin (N=216)

e Venetoclax + Opmivovtovlovpdunn (N=216)
04 + Amokouuévot
ap. Acbevav og Kivéuvo
Oumwoutovlovpdpmn + XhopapBoukitn| 216 202 195 191 185 167 154 142 130 124 118 115 101 94 75 72 64 62 S3 50 39 33 21 17 1

Venetoclax + Opmivovtov{ovpdpumn 216 200 196 195 182 188 183 180 177 174 169 165 160 157 147 143 134 129 123 118 97 78 35 24 4
T T T T T T T T F T T T T T T T T T T T T T T T T T

u] 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
Xpovog (unvee)

To 6¢pehog g PFS pe ) Bepomeia venetoclax + opmivovtovlovpdumn évavr g Oepanciog pe
opmvovtovfovpaunn + yAopappovkiin tapatnpndnie oe OAeg TIg vToopddeg acbevmv Tov
a&loroynOnkav, cvumepriapufavopévev Twv actevdv vynAod Kivovvou pe Edkenymn 17p 1/kon
petdAraln oto TP53 f/kan un petdAraén tov yovidiov IgVH.

To Venetoclax oe avvovaouo e prrovéiucunn yio. ™ Ggpomeio acbevarv ue XAA wov Eafav
T0VAdy10TOV pio Tponyoduevy Oeparcio. - uelétn GO28667 (MURANO)

Mia toyoomompévn (1:1), TOAVKEVTIPIKT, AVOIKTOV GYESOUOV HEAETN (AaonG 3 a&loldynoe v
OTOTEAECLLOTIKOTITOL KOL TNV 0@ AAea ToL venetoclax + prrov&yldpunn évavtt Tov urnevdapovotivn +
prrtov&pdunn o acbeveic pe mponyovpevn Bepaneio yio XAA. Ot acbeveig oto okéhog venetoclax +
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PLITOVEUAUTT) OAOKAT|POGCAY TO TPOYPOLLN TITAOTOINGNG TG d00om¢ Tov Venclyxto didpketog 5
gfdopadwv kot otn ovvéyela rapav 400 mg pia eopd nuepnoing yuo 24 pnveg amod tov Koo 1
Huépa 1 g xopnynong g prrov&udunng amovcio eEEMENG TS VOGOL 1) U 00dEKTAG TOEIKOTNTOG.
H prrov&ipuapnn Eekivnoe Hetd amod to TpoypOapLa TITAOTOIN GG TNG 600G ddpKelog 5 foopadmy pe
375 mg / m® y1 Tov Kvicho 1 kou pe 500 mg / m? yo toug Kokhovg 2-6. Kébe kohog eixe Sidpketa 28
nuépec. Ot acbeveig mov TuyooromOnkay ce prevéopovativn + prrov&udunn Elafov
pmevdapovotiv 70 mg / m* i¢ Hugpeg 1 ko 2 yior 6 kOKAovC Kot prrovéipdumn omme meptypapstat
TOPATAV®.

H dudpecog nhikio nrav 65 £t (evpog: 22 émg 85), 74% frav avdpeg kot 97% ftav Agvkoi. O
dLapesog ¥povog omd T didyvmen nTav 6,7 £t (evpog: 0,3 £wc 29,5). Ot d141eCEG TPOYEVESTEPEC
ypaupéc Bepaneiog tav 1 (evpog: 1 €wg 5) kar mepreddpfovay moapdyovteg alkvAiinong (94%), avri-
CD20 avtioopata (77%), avaoToAElG TOV HoVOTaTIon Tov VITOdoYEN TV B-Aeppokuttapmv (2%) kot
Tponyovueves Bepameies e avdioya Tovpivng (81%, cupnepihapfovopévov 55% erovdapafivn +
KukAopwoeapidn + prrovépaunn (FCR)). Katd mv évapén, 10 47% tov acevav giye évav 1
TEPIGGOTEPOVG adévec >5 cm kat T0 68% eixe ALC >25 x 10%/1."EAkewym 17p aviyvedOnke oto 27%
TV acbevav, uetdArloén oto TP53 oto 26%, éAewyn 119 oto 37% ko un HeTaAAAYILEVO YOVIO10
IgVH 670 68%. O d1aueG0¢ ¥pOvog mapaKoAovONGNC Yo TNV apyikn avdAvon ftav 23,8 unveg (ebpoc:
0,0 éw¢ 37,4 unveg).

H emPimon yopic e£EMEN T vOGoL a&lohoyhOnKe amd TOLG EPEVVITEG XPTCILOTOIOVTOG TIG
emkouporompévec NCI-WG katevbuvehpieg ypappéc (2008) tov IWCLL.

Kotd ™ ypovikn oty g apyikng avaivong (KotoaAnKTikn nuepounvio. GVALOYNG TV dedoUévay 8
Moaiiov 2017), 16% (32/194) tov acbevav 610 okélog venetoclax + prrov&ipdunn mopovciacay Eva
ovppav PES, o avykpion pe 58% (114/195) oto oxéhog pumevdapovotivn + prrovgydpnn (HR: 0,17
[95% CI: 0,11, 0,25], p<0,0001, otpwpatomompévog Ereyyoc AoyapiBukng ta&véunong [log-rank]).
210 ovuPdavra PEFS nepthappdvovray 21 coufdvra e£éMéng e véoov kon 11 Bdvatol 6to oélog
venetoclax + prrov&uaunn kot 98 copPavta e£EMENG ™G vocov kot 16 Bdvatol 6To 6KEAOG
umevdapovotivn + prrovpdunn. H duapeon PES dev enetehydn oto okéhog venetoclax +
prrov&papmnn ko oy 17,0 pniveg (95% CI: 15,5, 21,6) 610 6KEAOG UTEVOALOLGTIVI] + PLTOLEAUTT).

H 12-pnvn ko n 24-pnvn extipnon PFS Atav 93% (95% CI: 89,1, 96,4) xat 85% (95% CI: 79,1, 90,6)
610 okéhog venetoclax + prrovgapnn kot 73% (95% CI: 65,9, 79,1) kot 36% (95% CI: 28,5, 44,0)
070 GKEAOG UIEVOAIOLGTIVY + pLrov&ipdunr, avticTotya.

To dedopéva amOTELEGUATIKOTNTOG GTNV OPYIKY| aviivon asloroynnkay eniong and pa IRC, 1
omoio KOTEHEIEE Ol GTOTIOTIKG oNHavTiKh peiwon Kotd 81% tov Kivddvov eE€EMENG ™ vooov
Bavdatov og acBeveig mov EhaPav Bepaneia pe venetoclax + prrov&ipaunn (HR: 0,19 [95% CI: 0,13,
0,28], p <0,0001).

To ORR xo1d Vv extipnomn tov gpguvnty yo acBeveig mov éhafav Bepaneio pe venetoclax +
prrov&pdpmn nrav 93% (95% CI: 88,8, 96,4), ue mocootd CR + CRi 27%, Toc0otd pLepikig VOeoNg
pe poeiucd Aepgolidin (nPR )3% kot mocootd PR 63%. To ORR Yo acBeveig mov elafav Oepaneia
pe pmevdapovotivn + prrov&ipaunn frav 68% (95% CI: 60,6, 74,2), pe mrocootd CR + CRi 8%,
1060010 nPR 6% Kot mocootd PR 53%. H dudpeon didpketa g avtandikpiong (DOR) dev emetevydn
pe dbpeom mapakorovdnon mepinov 23,8 unvav. To ORR kotd v extipnon g IRC yw acBeveig
nov éAoPav Bepaneia pe venetoclax + prrov&yapnn nrav 92% (95% CI: 87,6, 95,6), pe mocootd CR
+ CRi 8%, mocootd nPR 2% xat mtocootd PR 82%. To ORR «katd v extipnon g IRC yo acOeveic
nov éhaPav Bepameia pe prevdapovotivn + prrov&pudunn nrav 72% (95% CI: 65,5, 78,5), pue mocootd
CR + CRi 4%, mocootd nPR 1% xot mocootd PR 68%. H acvpemvia ota tocootd CR petad g
extipnong g IRC kot tov gpevvnty| opeiietar 6TV epunveio TG VIOAEIUUATIKNG odevomdfelos amod
capwoelg CT. Aekaoktd acbeveic 6to okélog venetoclax + prrov&ipdunn kot 3 acbeveic 6T0 6KEAOG
UTEVOOUOVGTIVI + PrTovdumn eiyav apvnTiKo HVEAD TOV 00TMV Kol AEPPAdEVES <2 cm.

H MRD o710 téhog ¢ ovvdvaotikng Bepaneiag a&loloynOnke ypnoponoidviog ASO-PCR kauvn
wuttapopstpia poc. H e&drenym g MRD opictke o¢ kdto and éva kottapo XAA avé 10* kevkd
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apooeaipla. Ta tocootd apvntikng MRD 610 mepipepikd aipa ntov 62% (95% CI: 55,2, 69,2) cto

okélog venetoclax + prrov&udumn oe obykpion pe 13% (95% CI: 8,9, 18,9) o10 oxéhog

umevdapovativn + prrovépdumn. And avtodg pe dwbéoipa amoteréopota MRD 610 mepipepicd
aipa, To 72% (121/167) oto okéhog venetoclax + prrov&yudunn kot to 20% (26/128) ot0 oKéA0C
umevdapovativn + prrovépdunn sametodnike ot Eyovv apvnrtikil MRD. Ta mococtd apvntikig
MRD octov pverod tmv oot@v nTav 16% (95% CI: 10,7, 21,3) oto okéhog venetoclax + prrov&yuapmn
kot 1% (95% CI: 0,1, 3,7) 610 oKkéAOG UTEVOOUOVSTIVI + priov&udunn. Ao ovtovg e dobéotua
amoteléopata MRD otov puehd tov ootav, to 77% (30/39) oto okéhog venetoclax + prrov&ipuapmn
ka1 1o 7% (2/30) 610 6KEAOC UTEVOALOVGTIVI + PLTovEIpaunn Somiot@bnke OTt giyav apvnTiKn

MRD.

H duapeon OS dev enetedydn oe kavéva okélog Oepameiag. [Tpoékvye Bavotog oe mocosTd 8%
(15/194) 1ov acbevav mov éhafav Oepameia pe venetoclax + prrovéyuaunn kot 14% (27/195) tov
acfevav mov Elafav Oepameia pe pmevoapovotivn + prrovéiaunn (avaioyio kvdvvov: 0,48 [95%

CI: 0,25, 0,90]).

"Eog v xataAnktikni nuepopnvio cuAhoyng temv dedopévev, to 12% (23/194) tov acbevav oto
okélog Bepameiog venetoclax + prrov&udumn kot 10 43% (83/195) tov acbevdv 610 6KELOG
umevdapovotivn + prrovudunn siyav Eekivnoet o véo Bepomeio, kotd T Agvyopiog 1 iy
amoPfudoel (6TpOUOTOTOMUEVT avaroyia kvdvuvov: 0,19 [95% CI: 0,12, 0,31]). O diduecog ypdvog
émg T véa Oepameio Kotd ¢ Asvyouiog | Tov Oavato dev enetedydn oto okélog venetoclax +
prrov&pdumn kot fray 26,4 uRveg 6To oKEAOG UTEVOOUOLGTIVI + prrovudpum.

HopaxolotOnon 59 unvav

H amoteiecpatikdmra a&loAoynonke petd and didpeon mapakoiovdnon 59 unvov (KaToAnKTikn
nuepounvio. GuALOYNG TV dedopévav 8 Maiov 2020). Ta ototyeio amOTELECUATIKOTNTOG YO TV
napakoAovOnon 59 unvov e MURANO nopovoidlovtat otov Ilivaxoa 11.

[Tivaxag 11: Agdopéva amoTeELECUATIKOTNTOS KOTA TNV eKTiUn o™ Tov gpevvnt ot MURANO

(59-pnvn mopaxorovbnon)

Kotainktiké onpeio Venetoclax + Mmnevoopovotivny
prrovéipapnn + prrovEypndpmn
N=194 N=195
EmBioon yopic eE€MEn g voéoov
ApBpog ovpfapdatov (%) 101 (52) 167 (86)

Avdpeon Ty, pnveg (95% CI)

54 (48,4, 57,0)

17 (15,5, 21,7)

Avoaloyio Kivdvvov, otpopotoromuévn (95% CI)

0,19 (0,15, 0,26)

2uvoMkn emPioon

Ap1Budc ovuPapdtov (%)

32 (16)

64 (33)

Avoaloyio kivdvvov (95% CI)

0,40 (0,26, 0,62)

60-unvn extipnon, % (95% CI)

82 (76,4, 87.8)

62 (54,8, 69,6)

Xpovog péypt TNV enoduevn Bepomeia yio T Agvyoupio

ApOudc cuppapdrov (%)°

89 (46)

149 (76)

Aldueon Tyun, unpveg (95% CI)

58 (55,1, NE)

24 (20,7, 29,5)

Avaioyia kwvdovov, otpopotorompévn (95% CI)

0,26 (0,20, 0,35)

Apvnuikn MRD®

ep1pepixd aipa 610 Téhog ™ Depaneiag, n (%) 83 (64) NA'
3-emg extipnon PES amo6 to 1éhog g Bepameiog, % 61 (47,3, 75,2) NAT
(95% CI)°
3-etng extipnon OS and o téhog g Oepanciog, % 95 (90,0, 100,0) NA'
(95% CI)*

emPioon yopig e&éMén g vocov, NA = dev epapuoletat.

CI= didopa gpmictoovving, MRD = ghdyiot vroretppatiky vosog, NE = un a&oroynoo, OS= cuvohkn emPimon, PFS =

387 kot 14 cvpPavta oto okélog venetoclax + prrov&pdpnn opeiroviay og e£EMEN TG vooov Kot Odvato, oe chykpion pe 148
kot 19 ovpPdvra 6to okélog pmevdapovotivn + prrovépdpunn, ovtictorya.
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568 o 21 cvpPdvia oto okéAdog venetoclax + prrovéudpmn opeiloviay og 0odeveic mov Egkivnoay o véa Oepomeia kotd g
Agvyoupiog ko Odvarto, og ovykpion pe 123 kot 26 copfdvio 610 6kEAOG PTEVOAUOVGTIVI + PITOVEUAUN, OVTIGTOLLO.

°H e\dyiot vroAepatiky vosog a&loAoyninke YpnNoILOToIdVTOG OAANAOEISIKO OALYOVOUKAEOTIOKO VRPISIOUO OAVGIOMTHG
avtidopaong morlvpepdons (ASO-PCR) kavn kuttapopetpia ponc. To katalvtikd onpeio yio apynTikd amoTéAeso TV Eva
KoTTapo XAA avd 10* Aevkokdttopa.

4T acbeveic mov odoxMpwcay Ospameio pie venetoclax ywpic eE&Mén (130 acOeveic).
Xe aobeveig mov ohokApwaoay Oepomeia pe venetoclax yopic e&€MEn kot giyav apvntiky MRD (83 acbeveic).

fAev vdpygl avticToryio pe v enickeyn télovg g Oepomeiog 610 okEAOg UmevSapovoTivy + prrovEpdum.

10 okéhog venetoclax + prrov&uaunn, cuvorud, 130 acbeveic ohokAnpmcay 2 £ Oepanciog pe
venetoclax ympic eE€Mén vooov. ['a Tovg acbeveig avtovg, 1 3-etg ektiunon PFS ftav 51% (95 %
CI: 40,2, 61,9).

H xopmndin Kaplan-Meier tng PFS katd v extiunon tov gpguvnti mapovotdletal oty Ewdva 2.
Ewova 2: Kapndin Kaplan-Meier g eniioong yopic e£EMEN g vOcoL Katd TNV EKTIUNGT TOL

gpevvn (TAnBvoude pe tpdbeon yuo Bepoameio) ot MURANO (KOTOANKTIKE NUEPOUN VIO, GLAAOYNG
dedopuévav 8 Maiov 2020) e maparxorovdnon 59 unvav
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Xpovog (urves)
Amoteréouara ovalboewy vroouadwy

To mapatnpodpevo 6¢peroc oty PFS and ™ yprion tov oynpotog venetoclax + prrov&ipudapmn
GUYKPLTIKG [LE TO GYNLO UWITEVOAUOLGTIVI + prrov&ipndunn tapatnpndnke otabepd oe dleg TIc
vroopddes achevav mov agloloynnkav, copmeprappovopévev acbevav vymiod Kivdbvov e
Eewyn 17p/petdAraln TPS53 kavn pun petdAroén tov yovidiov IgVH (Ewcova 3).

Ewova 3: Adypappa Forest plot g emiBioong yopig e£EMEN g vOG0oL KOTA TNV EKTIUNOT) TOV

gpevvnT o€ voopadeg and ) MURANO (kataAnktiki| nuepounvia cuAloyng dedopeveov 8 Maiov
2020) pe mapaxorovdnon 59 unvav
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MagvéapoveTivy Yenetoclax

+ prrovEipapny + prroviipapan
(N=195) (N=194)
Arapeon Awrpeon Venetoclax + Mnrevdapovertivy
Zivoio T Twn Avodoyia 95% Wald  prroviipapan  + prrovdipapmn

Yrnoopadeg n n (Mnvec) N (Mnveg)  Kwdovou CI Yaepoyn Ynepoym
Zovoho acBevav 380 195 17.0 194 53.6 0.21 (0.16, 0.27) o
"Elhewyn) ypopocapatos 17p (kevrprkn)

Pucioloyicd 250 123 21.6 127 55.1 0.19 (0.13, 0.27)

Mn gociohoyixd 92 46 146 46 479 027 (0.16,0.45) -
Metariain p53 f/xm hewyn gpopocopatos 17p (kevrpuen)

Mi) petodkhaypivo 201 95 229 106 56.6 0.18 (0.12, 0.26)

Metohiaypévo 147 75 14.2 72 45.3 0.26 (0.17,0.38) '!‘._'
Huxioxny ketnyopia 65 (étn)

<65 186 89 154 97 49.0 0.20 (0.14, 0.29) M

>=65 203 106 21.7 97 57.0 0.20 (0.14, 0.30) i
Hiaxwaxy katnyopia 75 (étn)

<75 336 1M 16.4 165 53.5 0.21 (0.16, 0.28) a

>=75 53 24 20.0 29 64.5 0.24 (0.12, 0.51) o
ApBpog Mponyodpevav Bepanaiav

1 228 117 16.4 111 54.0 0.18 (0.13, 0.26) i

=1 161 78 18.6 83 531 0.25 (0.17, 0.38) HEH
Poptio vosov (Aepgolidia pe T peyalvTepn drapetpo)

<5cm 197 97 16.6 100 53.8 0.21 (0.14, 0.30) -

>=5cm 172 88 15.8 84 48.4 0.19 (0.13, 0.29) HH
Apypun katactacng petaihaing IgVH

Metohiayuévo 104 51 242 53 NE 0.14 (0.07, 0.26) i

M petokhaypévo 246 123 157 123 5.2 0.19 (0.13,0.26) i
AvBskrikoTnTe évavnt Yaotpomiis oty mo npoceatn wponyovpsvn Bepansia

AvBekTikomTa 59 29 13.6 30 31.9 0.34 (0.17, 0.66) ——

Ymrotpom) 330 166 18.6 164 5338 0.19 (0.14, 0.25)

1/100 1 100

H éMherym 17p xabopictnke pe PAcn to omoTeAEGUOTO KEVIPIKMY EPYACTNPLOUKAV SOKLUMV.
H pn otpopatorompévn avaroyio kivdvvov gaivetat otov aEova X pe AoyaptOpikn kiipako.
NE = pn a&oAioynoyto.

Telikn ovaivon ovvolikng empPiwons (mopoxolovOnon 86 unvav)

Koatd ) ypovikn otyp] g TEMKNG avAaALGN G CLVOMKNG EMPBiwong (KOTOANKTIKY NUepopunvia
oVALOYNG TV dedopévav 03 Avyovatov 2022), cuvorikd 144 tuyatomoinpévol acheveic elyav
neBdvel, 60/194 acBeveic (31%) oto okérog venetoclax + prrov&yapnn kot 84/195 acbeveig (43%)
070 6KkéAOG umevoapovotivn + prrovEpdunn. H duipeon OS dev enetedybn oto oxéhog

venetoclax + prrov&yapnn kot Tov 88 punveg oto okélog pnevdapovotivy + prrovéipapnn. O
EKTILMUEVOS Kivduvog Bavatov peiddnke Katd 47% o acbeveig mov Elafav Bepaneio pe
venetoclax + prrov&yapnn (orpopatorompévny HR = 0,53 ,95% CI: 0,37, 0,74). H telun avédivon
OS dgv frav tomov 1 cediparog eheyydpevn. H kapmdin Kaplan-Meier tng cuvorikng emPioong
napovotdletal oty Ewdva 4.
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Ewova 4: Kapmdoin Kaplan-Meier tng cuvolikng emBioong (mAnfucopdg pe pobeon yio Oepameia)
ot MURANO (kotaAnktikn nuepopnvio cuAroyng dedopévav 03 Avyodotov 2022) pe
TopoKorovOnon 86 unvov

100 +

80

60 -

40 +

XovoAiki) empioon

20

Mrevdapovotivntpoviipdunn (N=195)
'''''''' Venetoclax +prrovfuduzn (N=194)
Evatooromuévo

Ap. agBzvev oz xiviuvo

Mmsmoohm-aoukuduan 195 181 175 167 162 155 152 150 147 141 140 138 134 131 124 121 115 110 107 103 102 99 97 94 88 86 83 78 55 35 17 3

Venstoctax-+ponkpign

YEmStOCL PO MR ) l 194 190 185 183 182 179 178 176 173 168 166 165 164 163 161 160 159 158 156 153 151 150 149 147 141 136 131 125 82 53 19 11 4
T T T T T T T T T T T T T T T

8
T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96

X povog (ujveg)

To Venetoclax w¢ povoBepameia yio tny Oeponeio aolevary ue XAA ue ElAeryn 17p 1 uetdrraln oto
TP53 — pelétn M13-982

H acpdleia ko n amotedespatikotnto Tov venetoclax a&toloynonkoayv, oe 107 acbeveic pe
wponyovuevn Bepaneia yioo XAA pe EAhenyn 17p, o€ o, avolkTod GYESOGLOV, TOAVKEVTPIKT| LEAETN
evog okélovg (M13-982). Ot acBeveig akolovOnoay va mpdypappia Tithomoinong g ddomng
duapkeog 4 m¢ 5 efdopddmv, Eekvavtag e 20 mg kot avédavovtag oe 50 mg, 100 mg, 200 mg ko,
téA0g, 400 mg anma& nuepnoing. Ot acbeveic cuvéyioay va Aapdavovv 400 mg venetoclax dmas
nuepnoing puéypt va mapatnpndei eEEMEN ¢ vooov i un amodektn toEikodtto. H d1dpesog nikio
Nrav 67 £ (evpog: 37 pe 85 €m). To 65% Mo Gvdpeg kot To 97% Mtav Agvkol. O didpecog ypdvog
amo 1 o1dyveon nrav 6,8 £ (evpog: 0,1 pe 32 £, N=106). O dudpecog apBpog tponyovpevmv
avt-XAA Bepaneidv frav 2 (gvpog: 1 pe 10 Bepoaneieg), 49,5% pe mponyovuevn Bepaneio pe
VOUKAEOG1OKO avaroyo, 38% e mponyoduevn Bepancio pe prrov&dunn ko 94% pe tponyodpevn
Oepaneio pe alkvMmtikd topdyovta (copmeprapPavopévov 33% pe mponyovuevn Bepaneio pe
prevdapovotivn). Katd v évapén, 1o 53% tov acBevav giyav évav 1 tepiocdtepous adéves > 5 cm,
ko 1o 51% giye ALC > 25 x 10%/1. Amé tovg acbeveic, t0 37% (34/91) tav avexticoi ot Oepameio
pe fludarabine, to 81% (30/37) eiye un perariaypévo to yovidwo IgVH, kot to 72% (60/83) giye
petdAraln oto TP53. O duipecog xpovog ot Bepaneio Katd 10 xpdvo g agloldynong nrav 12 piveg

(evpog: 0 pe 22 pnveg).

To mpwtevov kataAnkTiko onueio amotedespotikorag nrav o ORR, dnwg exktiundnke and po IRC
YPNOWOTOLDVTAG TG emkaponopéves and to NCI-WG katevBuvripieg odnyieg (2008) Tov IWCLL.
Ta otoyyeio amotelecpatikottog napovoidlovtal otov [ivaka 12. Ta dedopéva
amotehecpatikoTTog Tapovstdlovtat yio 107 acBevelg pe dedopéva kKatanktikng nuepopnviog 30
Ampidiov 2015. EmmAéov, 51 acBeveig evidyOnkav 6ty Koopth eXEKTACNG Y10 TV aS0AdYNoN TG
acpdielag. H a&loloyovpevn amod tov epevvnti amoteAecpotikodtnta topovstaletat yio 158 acBeveic
Le petayevéotepa dedopéva katoAnktikng nuepopnviag 10 Tovviov 2016. O dudpecsog ypovog
Oepanciog Tov 158 aclevav rav 17 uives (evpog: 0 g 34 pvec).
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[Mivakog 12: Aroteleouatikdmra o€ acbeveig pe mponyoduevn Oepaneio yio XAA pe EMdenyn 17p
(nerét M13-982)

Koatoinktiké onpeio Extipnon ¢ IRC Extipnon tov gpgovnt
(N=107)* (N=158)"

Agdopéva KOToOANKTIKNG 30 Ampidiov 2015 10 Iovviov 2016
nuepopmviog
ORR, % 79 77

(95% CI) (70,5, 86,6) (69,9, 83,5)

CR + CRi, % 7 18

nPR, % 3 6

PR, % 69 53
DOR, unveg, diauecog (95% CI) NR 27,5 (26,5, NR)
PFS, % (95% CI)

12-pmvm extipnon 72 (61,8, 79,8) 77 (69,1, 82,6)

24-pmvn extipnon NA 52 (43, 61)
PFS, unveg, d1auecog NR 27,2 (21,9, NR)
(95% CI)
TTR, unvec, didpecoc (€0pog) 0,8 (0,1-8,1) 1,0 (0,5-4,4)
YEvoag acbevig dev eiye EMhenym 17p.
® ITepihapPavet 51 emmhiéov acBeveic amd TV KoopTH ETEKTAGTC Yio. THY aE10AdYNON TG
acQAAELOC.
CI = oo eumiotoovvng, CR = mAnpng veeon, CRi = mAnpng Vpeon pe atedn
avakopyr tov poerod, DOR = dudpketa ¢ avtamokpione, IRC = AveEdptnt Emttponn
A&loldynong, nPR = pepkn veeon pe poehikd Aepeolidia, NA = un dwbéoua, NR = dev
emtevyOnke, ORR = cuvolikd mocootd aviamokpiong, PFS = emiPioon ympic e£€Mén, PR
= peptkn vepeon, TTR = ypdvog Emg TV TPAOTN OVTATOKPLOT).

H ehdypiot vroieypatikny voocog (MRD) a&ioloynOnke ypnoiplonoldviog Kuttapopetpio pong o 93
amo toug 158 acbeveig mov métuyav CR, CRi 1} PR pe nepropiopévn vroleppatiky voco PeTd )
Oepaneio pe venetoclax. H eEdienyn g MRD opiotnke g éva anotérecpa kdtw tov 0,0001 (<1
wottapa XAA avd 10* kevid arpoopaipio oto deiypa). Eikool entd toig exatd (42/158) tmv acdeviv
dev glyav MRD oto meploepikd aipo, cvpuneptiappavopévav 16 acBevav mov eriong dev elyav MRD
0TO LVEAD TV OGTMV.

To Venetoclax wg povoBepameia yio. w Oeporeio aclevary ue XAA mov Epovv amotiyel oe Oepomeio ue
Vo avootoAéo Tov [oVoTaTIoD TOV VIOJOYXEN TV B-Jeuporvttapwv — ueléty M14-032

H amotelecpaticomta Ko 1 acedieie tov venetoclax a&oloynOnkay oe acBeveic pe XAA mov giyav
AGPet kou glyav amotuyel o mponyovuevn Bepamneio pe ibrutinib 7 idelalisib, og pio avoiktod

o(EO10G L0V, TOAVKEVTPIKY], 1] TUYoOTOMUEVT] peAétn @dong 2 (M14-032). Ot acbeveig Ehafav
venetoclax pHécm evOg GUVIGTMOUEVOL TPOYPALLLATOG TITAOTOINONG TG 060onc. Ot acbevelg cuvéyicav
va Aappdavovv 400 mg venetoclax dmag nuepnoing péxpt va mapotnpndei e£EMEN g vosov 1 un
amodeKT ToIKOTNTO.

Katd v katoinktikn nuepopnvia culrloyng twv dedopévev (26 loviiov 2017), 127 acbeveic eiyav
evtayBel kou AaPet Oepaneia pe venetoclax. Amd avtovg, 91 acbeveig eiyav Adfel mponyoduevn
Oepaneio pe ibrutinib (Xxéhog A) ko 36 eiyov AdPet Tponyovpevn Beponeia pe idelalisib (Xxélog B).
H ddpecog niucio ntav 66 £ (e0pog: 28 pe 85 ), 10 70% 1tav dvdpeg kot 1o 92% nrav Agvkol. O
dlpesog xpovog omd tn didyvmon nTav 8,3 £t (evpog: 0,3 pe 18,5 £, N=96). O1 yp®UOCOUIKES
avopoieg rav n éAdewyn 11q (34%, 43/127), n éMkewyn 17p (40%, 50/126), n petdAraén TP53
(38%, 26/68) kou n un petdAraén tov yovidiov IgVH (78%, 72/92). Katd v évapén, to 41% tov
acBevav eiyav Evav 1| TEPIocoTEPOVG 0déves > 5 cm kar 1o 31% eixe ALC > 25 x 10%/1. O diduecog
aplOpndg TponyouUEV®Y 0YKOAOYIKGOV Bepameidv nTav 4 (e0pog: 1 pe 15) otovg acheveig mov elyov
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AGBet ibrutinib ko 3 (e0pog: 1 pe 11) otovg acbeveig mov eiyav AdPet idelalisib. Tvvolikd, To 65%
TV acbevov giyxe MaPel Tponyoduevn Bepamneio e VOUKAEOGIO1KO avaAoyo, To 86% pe prrov&ipdunr,
70 39% e GAAO LOVOKAMVIKA OVTICOUOTO, KOl TO 72% pe aAKLA®TIKO TapdyovTa
(cvumepiiapPovopévov 41% pe urevdapovotivn). Katd to ypdvo a&lohdynong, o didpecsog ypovog
Oepoameiog pe venetoclax frav 14,3 unveg (evpog: 0,1 pe 31,4 unvec).

To TPpOTEVOV KATAANKTIKO GNUEID OTOTEAECUATIKOTNTAG TAV TO GUVOAKO TOGOGTO AVTATOKPIONG
(ORR) cdueova pe tig emikatporomuéveg NCI-WG katevBuvtipieg odnyieg tov IWCLL. H
avtomokpion a&oAoynOnke otic 8 efdopddec, otig 24 efdouddeg, kal, 6T CLVEXELN, KAOE

12 efdopddec.

[Tivakog 13: ATOTEAECUATIKOTNTO GOUPOVO, JLE TNV EKTIUNOT TOL €pgVVNTY 6€ acbeveig Tov Exovv
amotvyel og Oepameio pe Evay avOGTOAEN TOV [LOVOTTOTION TOV VTTOJ0YEN TV B-Aep@okuttapov
(uerétn M14-032)

Koatoinktiké onpueio Ykéhog A Ykéhog B Xvvoro
(amotvyieg pe ibrutinib) | (amwotvyicg pe idelalisib)
(N=91) (N=36) (N=127)

ORR, % 65 67 65
(95% CI) (54,1, 74,6) (49,0, 81,4) (56,4, 73,6)
CR + CRi, % 10 11 10
nPR, % 3 0 2
PR, % 52 56 53
PFS, % (95% CI)

12-pmvm extipnon 75 (64,7, 83,2) 80 (63,1, 90,1) 77 (68,1, 83,4)

24-pnvn extipnon 51 (36,3, 63,9) 61 (39,6, 77,4) 54 (41,8, 64,6)
PFS, punveg, dudpeon 25 (19,2, NR) NR (16,4, NR) 25 (19,6, NR)
Ty (95% CI)
08, % (95% CI)
12-pmvn extipnon 91 (82,8, 95,4) 94,2 (78,6, 98,5) 92 (85,6, 95,6)
TTR, pnveg, o1dpeon 2,5 (1,6-14,9) 2,5 (1,6-8,1) 2,5 (1,6-14,9)
T (80pog)

"EMewnyn 17p kavn petdhiaén oto TP53
ORR, % (95% CI)

Now (n=28) (n=7) (n=35)

61 (45,4, 74,9) 58 (27,7, 84,8) 60 (46,6, 73,0)
O (n=31) (n=17) (n=48)

69 (53,4, 81,8) 71 (48,9, 87,4) 70 (57,3, 80,1)

CI = dbompa epmotoctivig, CR = minpng veeomn, CRi = mAnpng 0peon [e ateA] oOvVAKAWYT) TOV
poglov, nPR = pepwn voeon pe poelikd Aeppoliowe, NR = dev emtedydnke, ORR = cuvohiko
T0600To avTondKkpong, OS = cvvorikn eniPimon, PFS = emPioon yopig e€éMén, PR = pepucn
veeon, TTR = ypdvog £mc TV TPpOTN OVTOTOKPION.

Ta dedopéva amotereopatikdtntag atoroynnkav tepartépm amd po IRC emdeikviovtog Eva
ovvdvaopévo ORR g tdéng tov 70% (Zxéhog A: 70%, Zkéhog B: 69%). ‘Evag acfevig (amotuyio o
ibrutinib) nétvye CRi. To ORR yw acBeveic pe Edderyn 17p kaun petddhoén oto 7P53 ftov 72%
(33/46) (95% CI: 56,5, 84,0) oto Zkéhog A kot 67% (8/12) (95% CI: 34,9, 90,1) ot0 Zkéhog B. '
acBevelg yopic EMhewym 17p kovn petéddraén oto 7P53, 10 ORR ftav 69% (31/45) (95% CI: 53,4,
81,8) oto Xxéhog A ko 71% (17/24) (95% CI: 48,9, 87,4) oto ZkéAog B.

H dudpecog OS kot DOR dev emrevyniov pe didpeco ypovo mopakorovnong nepinov 14,3 punveg
v 70 Xkélog A ko 14,7 univeg yuo to Xxéhog B.
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Eikoot mévte toig ekatd (32/127) tov achevav dev giyav aviyvevoiun MRD 610 mepipepko aipa,
ocoumeprropfoavopévev 8 acbevmv ol omoiot dev giyav emiong aviyvedoun MRD oto poehod tov
0GTAV.

OCeio uveloyevig Asoyouuio,

To Venetoclax peretiOnke og eviilikeg acbeveig nikiog > 75 eTdv 1 Le GLVVOGTPOTNTEG TOL
OTEKAELOY T XPNOT| EVIOTIKNG EXAYMYIKNG YN uetobepaneiog pe Paon TovAdylioTov £va amod To
axoAovBa kprtpla: apykn Katdotaon anddoong katd ECOG (Eastern Cooperative Oncology Group)
™G TééNg Tov 2-3, cofapn KapdloKn 1| TVELLOVIKT GLVVOGTPOTNTO, LETPLO NTOTIKY SVCGAELITOVPYia,
kd0apon kpeotviving (CrCl) < 45 ml/min 1} dAAn GuvvoonpoOTNTA.

Venetoclax oe ovvovaouo ue alaxitioivy yio, ™ Geponeio. acOevadrv ue veodiayvawobsioo. OMA - ueAéty
M15-656 (VIALE-A)

H perétn VIALE-A ftav po toyotomomuévn (2:1), Suthd TogAn, EAeyOUEVT] UE EIKOVIKO (OPILOKO
UEAETN @AoNC 3 ov a&loAdYNGE TNV OMOTEAECUATIKOTITO KL TNV 0.oQAAELn TOL venetoclax og
cuvdvaoud pe alokitidivn oe acbeveic pe veodiayvmobeico, OMA pun KoTdAANAOLS Y0 EVTOTIKN
ynueodepameia.

Ot aoBeveic g perétg VIALE-A olokApwcov 1o Tpodypapo 3 nuepdv NUEPTOLOG TITAOTOINGNG
§m¢ TV TeEMKN 8001 tev 400 mg draf nuepncing kaTd T d1dpKELD TOV TPOTOL KOKAOL 28-nuepmv
Oepomeiog (PAéne mapdypago 4.2) ko Ensita Ehafav omd Tov otopatoc venetoclax 400 mg dmoé
NHepNGing 6Tovg smopsvovg kvkhovs. H alakitdivy yopnyhfnke oe S6on tov 75 mg/m? site
evoopAefing gite vodopla tic Huépeg 1-7 kdbe korhov 28-nuepav Eekivavtog omd tnv Huépa 1 tov
Kokhov 1. Katd ) ddpkela g tithomoinong, ot acbeveig Ehafov wpoeoiaén yio TLS ko
VOGNAEDTNKAY Y10 TOPAKOA0VON oM. MOAC 1 a&loAdynomn Tov puedod Twv ootdv emPefaiove v
Ve, N omoia 0p1loTav mg Ayotepo amd 5% Aevyapkovg PAdotes pe kuttaponevia 4°° fadpod
petd ) Bepamneio Tov Kvxhov 1, 1o venetoclax 1 1o €ikovikd @EpLOKO SLOKOTTOVTOV £ME KO

14 nuépeg M émg 6tov emtevydel ANC > 500/pucporitpo kot aptBpog oponeTodiov

>50 x 10°/pkporitpo. o acbeveic pe avOekTiky voco 610 Téhog Tov Kbichov 1, mpaypotomomonke
aE0AOYNON TOL HVELOD TV 00TV HETA Tov KOkAo 2 1} 3 ko avdioya pe Tic khvikég evoeiEels. H
alakttidivn eravainednke v 6o nuépa pe To venetoclax 1 to ewoviko PAPULOKO UETA TN SLOKOT
(BAéme mapdypapo 4.2). H peiwon g 06omg ¢ alokitidivig epaplocTnKe Ty KAVIKY] LEAETN Yo
™ Swyeipion g apororoyikng toikotrog (PAéne [epiinyn tov Xapaktpiotikdv Tov Ipoidvtoc
™ alaxitdivng). Ot acbevelg cuvéyicav va Aapfdavouy kokiovg Bepameiog péypt v eEEMEN TG
vdoov M T YN amodeKT TOEKOTNTA.

Toyoaomombnkav cuvohkd 431 acBeveic: 286 oto okérog venetoclax + alaxitidivn kon 145 oto
oKEAOG E1KOVIKO Qapuako + alaxttdivn. Ta dNUoypaeicd YopaKTNPLoTIKA KOt TO XOPAKTNPIGTIKA TG
vOGOL KATA TNV apyIKT aloAdYNon fTay TAPOUoLo LETAED TV okeA®V venetoclax + alokitidivn kot
eovIKo pdppaxo + alakitidivn. Zuvolkd, 1 ddpecog nAkia tav 76 £t (evpog: 49 ¢wg 91 €m), 10
76% Mrav Aevkot, 1o 60% Ttav dvdpeg kon M katdotaon anddoong ECOG kotd v apykn
agordynon frav 0 1 1 ywo 1o 55% tov acbevav, 2 ya 10 40% tov acbevaov kot 3 yua to 5% twv
acBevav. To 75% tov acbevav elyav de novo OMA kot 10 25% devteponadn OMA. Katd v
apykn a&ordynon, 1o 29% twv achevav gixe apBpod Practdv poglov twv ooty < 30%, 10 22%
TV acfevav elxe apBpd Practdv puerod Tv ootdv > 30% g < 50% kot 10 49% &iye > 50%.
Evdidpecog 1 ptoyds Kuttapoyevetikog kivovvog vrnpye 610 63% kot 37% tov acbevav, avtictotyo.
Evtoriotkav ot axoiovBec petaridéels: MetailaEeg TP53 oto 21% (52/249), perddratn IDHI
ko IDH2 oto 24% (89/372), 9% (34/372) pe IDHI, 16% (58/372) pe IDH2, 16% (51/314) pe FLT3
kot 18% (44/249) ne NPM1.

Tao TpmTEvOVTO KATUANKTIKG OTUEID, OTOTEAEGUOTIKOTNTAG TNG LEAETNG TAV 1] GUVOAIKT emPimon
(OS), petpodpevn amd TV NUEPOUNVI TVYOOTOINGNG £MG TOV BAVATO 0Td OTOLONTOTE auTiat Kol TO
ovvbeto mocootd CR (TANpNg Vet + TANPNG VPESN LE OTEAT OVAKTINOT TNG OULOTOAOYIKNG
e&étaong [CR+CRI]). O cuvolikdg ypdvog mapakorodOnong katd to ¥povo g aviAlvong oy

20,5 pnveg (evpog: < 0,1 éwg 30,7 pveg).
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To venetoclax + alaxttidivn katédei&e peimwon tov kivdvvov Bavatov katd 34% e GOyKpIoT UE TO
gloviKo pdapuaxo + alaxttdivn (p <0,001). Ta anoteléouata mapovsidovtal otov [livaka 14.

[Mivakog 14: Aroteléopata anoteheopatikomrog ot perém VIALE-A

Koatoinktiké onpeio Venetoclax + alokitioivy Ewoviké
@apnoko + aloxkitioivy

Yvvoikn emPioon” (N=286) (N=145)

ApBpog cvpPapdtov n (%) 161 (56) 109 (75)

Aldpeon T, pveg 14,7 9,6

(95% CI) (11,9, 18,7) (7,4,12,7)

Avaloyio kivdvvov” 0,66

(95% CI) (0,52, 0,85)

Ty p < 0,001

[Mocootd CR+CR1" (N=147) (N=79)

n (%) 96 (65) 20 (25)

(95% CI) (57,73) (16, 36)

Ty p° < 0,001

CI = dudomua gumiotootving, CR = (mAnpng vpeon) opiotnke m¢ amdAvTOC 0plOUdg 0vdETEPOPIA®DY
> 1.000/wkpoAitpo, apometdiio >100.000/uikporitpo, aveEapmaio amd ™ uetdyyion epudpmv
OLLOGPOLPI®V Kol HVEAOS TV 06TMV HE < 5% Plactdv. ATovsio KUKAOPOPOUVTOV BAACTMV Kot
BAraotadv pe pafdio tov Auer, anovcio eEmuveAtkng vocov, CRi = mAnpng 0eeon pe ateAn
OVAKTNOT TN AMUOTOAOYIKNG e&€taong.

“Extiunon Kaplan-Meier ot dg0tepr evoldpeon avaivon (6£50UEVE, KOTUANKTIKNG NUEPOUNVING
4 Tavovapiov 2020).

PH extipmon g avaioyiog kvdvvov (venetoclax + aloxttidiv £vavTt e1covikon

eappakov + alokitdivn) Pacileton o€ LoVTEALD avaroyIK®OV KIvOOvmy CoX, GTPOLLOTOTOMUEVO LE
Baon v kuttapoyevetiky (evoldpesog kivouvog, etwyog Kivouvog) kot trnv nakia (18 émg < 75,
>175), dnwg opiotnke katd Vv Tuyooroinon. H tiun p Pacilerar oe dokpacia log rank,
oTpOpaTOTOMUEVT] e Ao Tovg id100g TapdyovTEs.

"To nocootd CR+CRIi mpoépyetot amd o TPOYPUUUATIGUEVT] EVOIAUEST] OVAAVGT] TOV TPDOTOV
226 acBevmv mov tuyaloromdnkay pe 6 Piveg TapakoAoLONoNG KATA TNV TPAOTN EVOLAUEST
avéivon (dedopéva KataAnktikig nuepopnviag 1 OktwPpiov 2018).

H tiun P mpoxvmtet omd ) Sokacio Cochran-Mantel-Haenszel tpopotomomuévn pe Péon v
niia (18 émg < 75, > 75) Kot TovV KLTTAPOYEVETIKO Kivouvo (vOtdpesog Kivouvog, pTmyog
Kivduvog), OTm¢ opioTnKE KOT TNV TUYAL0TOING.
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Ewova 5: Kapmdin Kaplan-Meier tng cuvolikng emPioong ywo tn VIALE-A

1.0 4
> 0.9 -
S
= 0.8 -
V4
E q 074
= % 0.6
<
oW 0.4 -
Z
e 0.3 -
= 0.2 -
o [ PBO+AZA VEN+AZA '
0.0 - :
AplOpdégoe - 145 109 92 14 59 38 30 14 5 1
Kivdovo | 286 219 198 168 143 117 101 54 23 5 3
PBO+AZA T T T T T T T T T T T T
VEN+AZA 0 3 6 9 12 15 18 21 24 27 30 33
XPONOX (MHNEY)

To Boaotkd devTEPEVOVTO KATAUANKTIKG onueia omoteleouatikotnTog Tapovcidalovrat otov [ivaxa 15.

[Tivaxag 15: ITpocOeta kKatainktikd onueio anotehespatikdmmrag ond ™ VIALE-A

Kotoinktiké onpeio Venetoclax + alaxkitidivny Ewkoviké
N=286 pappoko + aloxkitioivn
N=145
[Nocooté CR
n (%) 105 (37) 26 (18)
(95% CI) (31, 43) (12, 25)
T p* <0.001
Atdpeon DORP, pjveg 17.5 13.3
(95% CI) (15,3, -) (8,5, 17,6)
[Nocootd CR+CRIi
n (%) 190 (66) 41(28)
(95% CI) (61, 72) (21, 36)
Adueon DORP, pmveg 17,5 13,4
(95% CI) (13,6, -) (5,8, 15,5)
[Nocootd CR+CRI katd v évapén
TOV 124 (43) 11(8)
Kbkhov 2, n (%) (38, 49) (4, 13)
(95% CI)
Twn p* < 0,001
[Mocoot6 ave&aptoiog amd
LETAYYIOT), OUULOTETAALNL
n (%) 196 (69) 72 (50)
(95% CI) (63,74) (41, 58)
Ty p* < 0,001
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[Mocoot6 ave&aptoiog amd
petayyon,
gpubpd apoceaipla
n (%) 171 (60) 51 (35)
(95% CI) (54, 66) (27, 44)

Twn p* < 0,001

[Mocootd avtandkpiong CR+CRi
MRD’
n (%) 67 (23) 11 (8)
(95% CI) (19, 29) (4,13)

T p* < 0,001

EmBioon yopic coppav
Ap1Buédc svuPoudtov, n (%) 191 (67) 122 (84)
Avdpeco EFS?, uiveg 9,8 7,0
(95% CI) (8,4,11,8) (5,6, 9.,5)

Avaloyia kivdvvov (95% CI)Y 0,63 (0,50, 0,80)
Twn p’ < 0,001

CI = didomua gumiotoodvig, CR = minpng veeomn, CRi = minpng Deeomn e aTeA] OVAKTNON TG
apatoroyikng e€étaonc, DOR = didpkela g avramokpiong, EFS = emPioon yopic coupdav, MRD
= gA1oTI/ UETPNO U VITOAEWUUOTIKT VOGOC, N = aptBudg avtamokpicemy 1 apiuog couPopndtmv, -
= dgv emtebyOnke.

H CR (mAqpnc veeon) opiotnke mg amdALToC optfpdc ovdetepdpihmv > 1.000/uikpodritpo,
apometaAta >100.000/pukporitpo, ave&oaptnoio omd T HeTdyylon puopdV AOcPALPI®Y Kot
HUVENOG TV 06TOV UE < 5% PAacTtdv. ATovcio KUKAOQOPOVVT®V PAacTOV Kot PAacTOV e pafdia
Tov Auer, amovcio eE®UVEMKNG VOGOU.

H aveEapmoio and petayyicelg opiotnke g mepiodog ToLAAYIGTOV 56 GuVEXOLEVDV NUEPDOVY (= 56
NUEPES) YWPIg PeTayyioelg LeTd TNV TPMTI dOGT] TOV POPLAKOVL TG LEAETNG KOL KATA 1) TPV ATtd
™V terevtaio 6661 TOV PoPpAKoL TG LeAETNG + 30 Nuépeg 1 TPV amd TV LIOTPOT 1 TV eEEMEN
™G vOGoL N TPV amd v évapén Bepamneiog petd ) Bepamneia, 6moto and avtd cvpPel vopitepa.

“H tiun P mpokdztet amd ) dokipacio Cochran-Mantel-Haenszel otpopatonomuévn pe Baon v
niia (18 émg < 75, > 75) Ko Tov KutTapoyeveTikd Kivouvo (evdtdpecog kivduvoc, ptaydg
Kivouvog), Ommg OpicTNKE KATA TNV TUYOLOTOINGT).

PQc DOR (816pKeto. TG avTamoKpLonNC) OpiGTNKE 0 ¥POVOC amd T TpdT ovTomdkpion ™ CR yio
DOR g CR, am6 v npot aviandkpion g CR 1 me CRi yio DOR g CR+CRi, émg v
TPOTN Nuepounvio emPePatmpUévng LOPPOAOYIKNG VIOTPOTN|S, eXPePatmpévng eEEMENS vOGoL 1)
BavdaTov Aoym eEEMENG ™G vOsov, dmoto and avtd cupuPel vopitepa. H didpeon DOR mpokdntet
ano v ektipnon Kaplan-Meier.

"H extipnon g avaroyiag ktvdvvov (venetoclax + alaxitidivn Evavtt etkovikol

eapudiov + alaxitdivn) Paciletar oe povtédo avaloyikdv Kivdbvev Cox, GTPOUOTOTOMUEVO e
Baon mv niia (18 éwg < 75, > 75) kot v KuttapoyeveTikn (evatbpuecog kivouvog, eTmyds
Kivouvog), Ommg opiotnke katd v Toyaomoinon. H tipr p Pacileton o dokypacio log rank,
OTPOUATOTOMUEVT e BAoT TOVG 1d10VG TaPEyOVTES.

Q¢ mocooté avtandkpiong CR+CRi MRD opiletat ¢ 10 % tov 0o0evdv mov métuyoy CR 7 CRi
Ko emédetay avtomoékpion MRD <10° BAactdv 6Tov poekd Tov 06TdY, 6Tmg Tpocdlopiletal amd
L0 TUTOTONLEVT], KEVIPIKT], TOADYPOUT OVIAVGT KUTTOPOUETPIOG PONS.

*Extiunon Kaplan-Meier.

Amo tovg acBeveic pe  petarrhoén FLT3, ta mocootd CR+CRifrav 72% (21/29, [95% CI: 53, 87])
Kot 36% (8/22, [95% CI: 17, 59]) ota okéln venetoclax + aloakitidivn kot Koviko edppoko +
afakitidivn, avtiotorya (p = 0,021).

Amd tovg acbeveig pe ™ perddrhaén IDH1/IDH2, ta mocootd CR+CRi ftav 75% (46/61, [95% CI:
63, 86]) ko 11% (3/28, [95% CI: 2, 28]) ota okéAn venetoclax + alakitidivn kot gucoviko pdpuoko +
afokitidivn, avtiotorya (p< 0,001).
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Amo6 tovg acbeveig pe eEdptmon amd T petdyyion epubpdv aoceapiny Kotd Ty Evapén e
Oepoameiog kot Ogpaneio pe venetoclax + aloxitidivn, 10 49% (71/144) anéktnoe aveoptnoia omd
petayyion. And tovg acbeveig pe eEdptnomn and T PeTdyylon apomeToAimv Katd TV Evapén e
Oepomeiog ko Oepaneio pe venetoclax + alaxttidivn, o 50% (34/68) anéktnoe ave&aptnoio amo T
LETAYYLO).

O didpecog ypovog puéypt v apmtn avramokpion CR 13 CRifrav 1,3 punveg (evpog: 0,6 £wc 9,9
unveg) pe t Bepomeio pe venetoclax + alakttidivn. O ddpuesog xpovoc péxpt PEATIOT avTamoKpion
CR 7 CRi fjrav 2,3 unqveg (evpog: 0,6 émg 24,5 unveg).

Ewova 6: Forest plot g cuvolikng emiBiowong o€ vroopddeg e VIALE-A
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IMoa 10 Tpokabopiopévo devtepevov kataAnktiko onueio OS oty vroopdda petdAratng IDH1/2,
p<0,0001 (un otpopotoromuévn dokyacio log-rank).
H pn otpopatoromuévn avaroyia kivdbvov (HR) eaiveror otov dEova X pe AoyapiOpikn kAipoka.
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Venetoclax oe ovvovaouo ue aloxitioivy n deortafivy yio. ) Gepomeio ao0evadrv ue veodiayvwobeioo.
OMA - peréty M14 358

H perétn M14 358 ftov pio un toyotomompévn kKAvikn pelétn eaong 1/2 tov venetoclax oe
ocuvovaoud pe alokitidivn (n=84) 1| decttafivn (n=31) oe acbeveig pe veodyvoobeica OMA un
KatdAANAovg Yo evtatikn ynuetobepaneia. Ot acbeveic Ehafav venetoclax pécm nuepnotag
TitAomoinong £m¢ v tehkn d60m Tev 400 mg draé nuepnoing H yopnynon alakitidivng ot M14
358 frav mapopoo pe gkeivn g Toyoomomuévng perétng VIALE-A. H decttapivn o€ 660om tov 20
mg/m2 yopnynonke evdopiefimg tic Huépeg 1-5 kébe xdrhov 28 nuepav Eekivavtog amo v Huépa
1 tov Kokhov 1.

H duapeon mapaxorovdnon nav 40,4 unveg (evpog: 0,7 €wg 42,7 unqveg) yio. venetoclax + deottafivn.
H dudpeon nikio tov acbevav mov vropAndnkav oe Oepaneio pe venetoclax + dectrafivn rav 72
&t (evpog: 65 86 £n), 87% Ntav Agvkoi, 48% Ntav avdpeg kot 87% elyov fabuoroyic ECOG 0 7 1.
To mocootd CR+CRIi frav 74% (95% CI: 55, 88) o€ cuvdvaco pe deottafivn.

Hluopévor aceveic

Amd touvg 194 acbeveic pe mponyoduevn Oepameio yio XAA ot omoiol EraPav venetoclax oe
ovvOLAG O e prrovEnapnn, to 50% oy 65 £TdV Kol Gve.

Amd tovg 107 acBeveic mov a&loroynhOniay yio v arotelecpatikotnTto ot peaétn M13-982, 1o
57% Moy 65 etdv N peyolvTepoL.

Amo toug 127 acBeveic mov a&lohoynOnkay yio TV amoTeAecUATIKOTNTA 6T peAétn M14-032, to
58% ntav 65 g1V N peyokdTepPOL.

Amo toug 352 acbBeveic mov a&lohoynOnkay yio v acediela o€ 3 peAéTec povobepameiag, avolkToh
oedlac o, 10 57% NTav 65 etdv 1 peyaivtepot.

Amo toug 283 acbeveic pe veoduyvocsbeica OMA mov vrofAndnkav oe Bepameioo otV KAVIKY
peArétn VIALE-A (okéhog venetoclax + alakitidivn), 1o 96% ntav nhikiog > 65 etdv kot to 60% 1tav

nhkiog > 75 etmv.

Amd toug 31 acBeveig mov vrofAnOnkay oe Bepaneia oty KhMvikn pedétn M14-358, to 100% 1tav
nAkiog > 65 etdv kot to 26% Moy nAkiog > 75 etdv.

Agv mopatnpnOnKov KAVIKG ONUOVTIKEG SLLPOPES TV OCPUAELL 1] TNV OOTEAEGLOTIKOTNTA LETAED
TOV PLeYOATEP®V Kol VEGTEP®VY Gg NAKia acBevdv oTig peréteg cuVOVAGHOD Kot povobepameiog.

Howwrpude TAnfvoudc

O Evponaikdg Opyovioudc Gappdkmv €xel 0OGEL amailayr| and TNV vIoypE®mon VIOPOANS TV
OTOTEAEGUATOV TV PEAETOV LE To Venclyxto og OAES TIG VTOKATIYOPIEG TOL TASLOTPIKOV
mnBucpod ot Xpdvia Agpporvttapikn Agvyotio (BAETE Tapdypapo 4.2 yio TANPOPOpieg GYETIKA
LLE TNV ToLd1OTPIKN YpNon).

O Evponaikog Opyavionods @apudkov Eyet ddoet avaPorn) and tnv vroypEwor VTofoANng Twv
QTOTEAECULATOV TV PEAETMV [E TO Venclyxto og pia 1 Teprocdtepeg LTOKATNYOPIES TOL TASLOTPUCOD
mnBucpod oty O&eia Mughoyevn Aguyopioc OMA (BAére Tapdypago 4.2 yio TANpoPopieg GYETIKA
LE TNV ToudloTpiky xpron).
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5.2 @®appoxokivnTikE 1010TNTEG

Amoppoéonon

"Emteito amd ToAATAES 0O TOL GTOUATOG YOPNYNOELS, 1 LEYIOTN GLYKEVTPMGT TOL venetoclax 6to
TAdoua emtevynke 5-8 dpeg petd ™ d6on. H AUC tov venetoclax ot otafepn kotdoToom
avéndnke avaioykd 6to gvpog 06ong Tmv 150-800 mg. Y7o cuvOnkeg yauniov og Mmapd yedLoTog,
N péon (£ tomikn amokiion) Cmax TOV Venetoclax 6t otabepn Katdotaon Rrav 2,1 + 1,1 meg/ml kot
AUCx Mtav 32,8 + 16,9 megeh/ml 6t 6601 tov 400 mg araé nuepnoing.

Eridpoon e tpoenc

Y& GUYKPION UE TN YOPTYNOT OE KUTAGTOGT VIOTELNG, 1| YOPNYNOT LE VA YEDUA YOUNAO GE ATopa
avénoe v ékbeon oe venetoclax mepinmov katd 3,4 QOpPEG Kot 1) YOpNynomn U Evo YELLLO TAODGLO GE
Mrapd avénoe v ékbeomn o€ venetoclax kotd 5,1 ue 5,3 popég. To venetoclax cuvietdrton vo
yopnyeitan pe éva yeopa (Bréne mapdypago 4.2).

Koatavoun

To venetoclax cuvdéetat 1oyLPA e TIC TPOTEIVES TOL AVOPOTIVOL TAGCUATOC, LE UN-CLVOESEUEVO
KAdoua oto TAdopa < 0,01 og éva gupd eacuo cvykevipooemy and 1 £éw¢ 30 micromolar (0,87-

26 mcg/ml). H péon avaroyio cuykévipmong oto aipa Tpog cuyKEVTp@on 610 Thdoua frav 0,57. O
EKTILMUEVOS Patvouevikog oykog katavoung (Vds/F) tov venetoclax otovg acbeveic kopovotay and
256-321 L.

Buopetaoymuotiopnde

In vitro peléteg éd6e1i&av o1t 10 venetoclax katd kvplo Adyo petaforiletor omd to woévivuo CYP3 A4
Tov KuToYpduUaTog P450. O M27 avayvopiomke o¢ peillmv petafoiitng 610 TAACUO LE OVOGTAATIKY
dpdon évavtt g BCL-2, n omoia eivat TovAdyiotov 58 @opéc yaunAdtepn amd avtn tov venetoclax in
Vitro.

In vitro ueAérec olAnieriopoonc

2vyyopnynon ue vroatpaouare twv CYP kor UGT

In vitro peléreg éd6ei&av OtL 10 venetoclax dev eivar ovte avaotoréag ovte emaywyéag tv CYP1A2,
CYP2B6, CYP2C19, CYP2D6 11 CYP3A4 oe khvikd oyetikég ovykevipaoels. To venetoclax givon
évag acBevig avactoréag twv CYP2C8, CYP2C9 kar UGT1A1 in vitro, ahid dev avapévetat vo
pokolel KMViIKd oyeTikr| avaoctoAr]. To venetoclax dev eivar avactoréog tov UGT1A4, UGT1ASG,
UGT1A9 xor UGT2B?7.

20YY0pHyNoN UE DTOGTPOUATO/OVATTOLELS LUETOPOPEWY

To venetoclax givon éva vootpopa g P-gp kot tng BCRP, kabmhg kot évag avactoréag g P-gp kot
¢ BCRP ka1 évag aoBevic avactoréag tov OATP1BI in vitro (BAéne napdypago 4.5). To
venetoclax dev avapéveror va avaotéiiel tovg OATP1B3, OCT1, OCT2, OATI1, OAT3, MATEIL 1
MATE2K og KAMviKd oyeTikég GUYKEVIPDOGELS.

Amofoin

O exktipmpevog xpovog npioetog Long tov venetoclax otnv tedk| pdon ftav mepimov 26 dpec. To
venetoclax mopovctdlel ELAYIOTN CLGGMOPELOT, e avaAoyin cuoodpevong 1,30-1,44. Metd and po
g@amaé amd Tov oTOPATOC YopiyNon 200 mg padioemonpocuévov [“Cl-venetoclax oe vyuj dropa,
> 99,9% tng ddong avaktidnke ota kémpava kot < 0,1% tng d6ong anekkpifnke oto 0Vpa PHECH GE
9 nuépeg. To aperdfinto venetoclax avtimpoomneve to 20,8% g xopnyndeicog padievepyod d00oNG
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7ov anekkpifnke ota kompave. H gapuaxokvntikny Tov venetoclax dev petafdiletan pe mv napodo
TOL YPOVOUL.

Ewwoi tAnfvopoi

Neoppixr dvoleitovpyio,

Me Bdiorn po @oppoKoKvnTiky oviivon tAnbucpod mov wepreddufave 321 acheveic pe Nmia veppikn
dvorertovpyia (CrCl > 60 kou < 90 ml/min), 219 acBeveic pe pétpia veppikn SvGAEITOLPYIN

(CrCI = 30 kot < 60 ml/min), 5 acOeveig pe coPapn veppikn duciettovpyio

(CrCI =15 kot <30 ml/min) kot 224 dtopa pe puotoroyikn veppikn Asttovpyio (CrCl > 90 ml/min), o
ekbéoelg og venetoclax otovg acbeveig e Nma, pétplo 1 cofapn veppikn SvGAertovpyio eivat
TOPOOLES LLE EKEIVEC OLTAOV UE PLGIOAOYIKT VEPPIKT Agttovpyia. H @appakokivntikn Tov venetoclax
dev &yel pekemOel og aobeveic pe CrCl < 15 ml/min 1 o€ acOeveic Tov vrofdAilovial oe apodiion
(BAéme mophypago 4.2).

Hrozikn dvolertovpyia

Me Bdiorn pio @oproKoKvnTIKT ovaivorn TAnducpod mov nepleAdupave 74 aceveic e Nmo Nratikn
dvoertovpyia, 7 acbeveic pe HETPLO NTATIKY OLGAEITOLPYIO Kot 442 GTOUO LE PUGIOAOYIKT NAATIKT
Aerrovpyia, ot ekbécelg oe venetoclax givat mopopoleg otovg aobeveic e N, Kot LETPLol NTOTIKY
dvoAettovpyia kol o€ aVTOHE e PVGIOAOYIKT NTaTikn Asttovpyio. H fmia nratiky dvciettovpyia
opioTNKE WC PLGIOAOYIKT OAIKT YOAepLOpiv Kal aomapTikn Tpavoauvacn (AST) > avaotepo
@VO10A0Y1KO Opt1o G puotoroyikng (ULN) 1 odwn yorepuOpivny > 1,0 pe 1,5 popéc g ULN, 1
pETPLo, NIatikn dvoAettovpyio g oAkn yorepvBpivn > 1,5 ue 3,0 popég g ULN, kot 1 coPapn
NIOTIKN SVGAEITOLPYiD ¢ OAKT YohepvBpivn > 3,0 tng ULN.

e (o, 101K LEAETN Yo TNV NraTiky] Suoiettovpyia, 1 Cmax ko AUC tov venetoclax o€ dropo pe
Nmia (Child-Pugh A, n = 6) | pétpia (Child-Pugh B, n = 6) nmatikm dvcAettovpyio NTov TopOUoLes e
EKEWVEG TOV ATOU®V L€ PVGIOAOYIKT NTOTIKY Agttovpyia, AapPavtovtag pio epdnag 66on 50 mg
venetoclax. Xe acBeveic pe cofapn nratiky dveAettovpyia (Child-Pugh C, n = 5), n uéon tyun Cmax
Tov venetoclax ftov mopduoln e EKEIVI TOV ATOUOV LE PUGIOAOYIKT] NAATIKY AELTOLPYi, CAAL 1)
AUCinf tov venetoclax ftav Kotd péco 6po 2,7 popéc vynidtepn ond v AUCinf Tov venetoclax
(evpog: kopio aAlayn £0¢ S5 Popég LYNAOTEPT]) TOV ATOUOV LE PLGIOAOYIKT NTOTIKY] Agttovpyio
(BAéme mopdrypogo 4.2).

Enidpaon e nukioc, Tov @OA0L Tov Bdpovc Kot TS QLUANG

Me Bdom pappaxokivnTikég avaidoelg TAnfucspod, n niia, To eOA0, kot to Bapog dev ennpedovv
v KaBapomn tov venetoclax. H ékBeon eivan 67% vyniotepn otovg Acidteg o cUYKPLON LLE U
Aoctdtes. H d1apopd avtr dev kpivetar og kKhvikd oyetilopevn.

5.3 IMIpoxivikd dedopéva Yo TNV A6QAIAEL0

O to&cotTeg mov mapatnpnOnkav oe peréteg oe {da pe To venetoclax mepredapfavoy
00C0eEUPTOUEVES LEIDGELG OTOV OYKO TOV AEUPOKLTTAPOV KOl TV EpuOp®V aposeatpivv. Kat ot
000 eMOPACEIS NTOV AVOCTPEWIES LETA T OLOLKOTT TG XOPNYNoNg Tov venetoclax, pe avakopyr tov
Aeppoxvttapav 18 efdondades petd ) Bepaneio. Toéco ta B- 660 kot o T-Agppokidttapa
EMNPEAOTNKOY, AALY TTLO CNUOVTIKEG HEIDOELS Topatnpndnkay ota B-Aeppokvttopa.

To venetoclax mpokdAece eniong VEKP®OT LEULOVOUEVOV KUTTAP®V GE S16.POpPOLG 1GTOVG,
CUUTEPTAOUPAVOEVIG TNG YOANOOY OV KOGTEWMG Kot TNG EMKPIVONS HOIPAG TOV TAYKPENTOS, XMPIG
evoei&elg duTdpaéng e aKepALdTNTOG TOL 1GTOV 1| SUGAEITOVPYING TV 0pYAVMVY. AVTE TO EVPTLATO.
NTov elayiotov £wg petpiov peyédoug.

Metd and mepimov 3 unveg nUePNOLOG YOPYNONG 0€ GKOAOLGS, TO venetoclax mpokaiese TPoodeVTIKO
OTOYPOUOTICHO TOV TPLYYDOUATOC, AOY® OTDAEWG TNG YPOCTIKNG LEAAVIVIG OTIG TPIYES.
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Kapxwoyéveon/yovotofikdtnto,

To venetoclax kot o KOprog avOpmmivog petaforitng M27 dev oy KOPKIVOYOVOL GE Lo LEAETT
KopKivoyéveong dtdpkelog 6 unvov oe dtayovidtako (Tg.rasH2) novtiki g amd tov 6TtdUaTog 00GELG
venetoclax émg 400 mg/kg/muépa kot o€ eminedo epamas doong 250 mg/kg/muépa tov M27. Ta opla
ékbeong (AUC), ovykprrikd pe v kAvikn AUC ota 400 mg/muépa, nTov mtepimov 2 popég Yio 10
venetoclax kot 5,8 popég yo, tov M27.

To venetoclax dev RTov yovoto&ikd oe dokypocio faktnplakig petarra&loyéveonc, o€ in vitro
SOKIUAGIO YPOUOCOUIKOV EKTPOTOV KL in Vivo SOKILOGTo, pikporupnivev o€ movtikia. O petaforitng
M27 Ao apynTiKog Yio YovoToEIKOTNTO OTIC SOKILOGieg Baktnplokng petadlaéloyéveong Kot
YPOUOCOUIKDY OVOUIAIDV.

To&wkdtnta 6TV OVaTapoy®YIKA tKoVOTNTO

Agv TopatnpROnKay eTOPAGELS GTN YOVILOTNTA GTIG LEAETEC YOVILOTNTOC Kol TPMUNG EUPPLIKNAG
avamtuéng oe apoevikd Kot OnAvkd tovrtikio. To&kdtnta 6ToVg OpYELS (ATDAELD YEVVITIKOV
KUTTGAP®V) TapatnpOnKe og yevikég perétec to&ikdmtag oe okOAOLE o€ ekbBéaelg katd 0,5 £

18 popéc mavm amd v ékbeon AUC tov avBpamov cg pa d6on 400 mg. H avoacstpeyiidtnto, avtol
TOL EVPNUATOC eV EYEL amodeLyDel.

Y& ueréteg euPpuikng avamtuéng oe movtikia, To venetoclax cvoyetiomke pe avénuévn cuyvotto
amoPoANG UETE TNV EUEVTELGT KOl LEIOUEVO COUATIKO Bdpog epPpvov ot exbioelg katd 1,1 popd
névo amd mv ékbeon AUC tov avOpdnov og pia 66om 400 mg. O kdprog avOpmmvog petaforitng
M27 cvoyetiotnke pe amoforn) LETA TNV ELEVTEVOT KO EMAVATOPPOPNON G eKOEGEIC TEPimov

9 popéc oty ékBeon AUC tov avBpomov oto M27 og o d6or venetoclax 400 mg. Zta kovvéla, T0
venetoclax mpokdiece UnTpikn To&koT T, dAAG Kapio ToSikdmra oto EUPpuvo oe ekBéoelg katd 0,1
@opd v armd v EkBeon AUC tov avBpodmov o o ddon 400 mg.

6. ®APMAKEYTIKEX [TIAHPO®OPIEX
6.1 Kotdahroyog ekdoymv

Venclyxto 10 mg smkaiopupévo. pne Aemto vuévio dokia

THvpnvac diokiov

Komopdovn (K 28)

KoAhogdég avudpo oEeidio moprriov (ES551)
[ToAvcopPucd 80 (E433)

Natpro oteatvloPovpaptkd

Ydpo&upwopopikd acPéotio, avudpo (E341 (ii))

Emixdlown ue lemtod vuévio

Z10Mpov o&gidio itpvo (E172)
[HoAvBrvoraiikodin (E1203)
Tuaviov d10&eido (E171)
[oAvaBvievoylokoin 3350 (E1521)
Tdarkng (ES53b)
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Venclyxto 50 mg gmikoAvupévo, pue Aerto vuévio dioKio

Tvprvog diokiov

Komopdovn (K 28)

KoAloegdég avudpo o&eidio moprriov (ES51)
[MoAvcopPikd 80 (E433)

Ndatpro 6teaTVAOPOVUAPTKO

Ydpo&vpwopopikd acPéotio, dvudpo (E341 (ii))

Emixdlown us Aemto vuévio

Y10mpov o&egidio xitpvo (E172)

2101 pov 0&egidio epvbpo (E172)
Z10mpov o&eidio pérav (E172)
[MoAvBvvraikodin (E1203)
Trraviov d10&eido (E171)
[MoAvarBvrevoyivkdin 3350 (E1521)
Tarkng (ES53b)

Venclyxto 100 mg smikaivupéva pe Aemto vuévio dickio

Ivpnvog dickiov

Komopdovn (K 28)

KoMoe1déc avudpo o&eidio muptriov (E551)
[ToAvoopPikd 80 (E433)

Ndatp1o 6TeaTVAOPOLLLAPIKO

Ydpo&vpwspopikd acPéstio, avudpo (E341 (ii))

Emixdlown ue lemro vuévio

210Mpov o&gidio kitpwvo (E172)
[ToAvBrvvriaikooin (E1203)
Tuaviov d0&eido (E171)
IToAvarBvievoyivkoin 3350 (E1521)
Tarkng (ES53b)

6.2 Aocvpparotnreg
Agv gpapuoletar.
6.3 Awdpkera Long

Venclyxto 10 mg smkoivupévo pe Aentd vuévio diokia
2 ypoévio.

Venclyxto 50 mg smuxarvupéva pe Aertd vuévio diokKia
2 ypoévio.

Venclyxto 100 mg emukaivppéva pe Aertd vuévio diokio
3 ypdvia.

6.4 Iowitrepeg mpo@uAdiers katd T @OLaEN TOV TPOIOVTOG

To pappaxevtikd avtd Tpoidv dev anattel Wiaitepeg cuvOnKeg POUAAENG.
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6.5 @von Kol GLGTATIKA TOV TEPLEKTT

Ta emkaivppéva pe Aemtod vuévio diokio Venclyxto diatifevran og koyéreg and PVC/PE/PCTFE pe
@OALO aAovpviov o mepiEyovv 1, 2 1 4 emkoAvppéva pe Aemtd LUEVIO dloKia.

Venclyxto emikoivupévo pe Aewtd vuévio diokio 10 mg
Ta emkaivppéva pe Aemtd vuévio dtokia dlotifeviat o kovTid mov mepieyovy 10 i 14 dwokia (oe
KoyéLeg TV 2 diokiv).

Venclyxto emikoivupévo pe Aewtd vuévio diokio S0 mg
Ta emkaAvppéva pe Aemtod vuévio diokio drotifeviol o kovTid Tov TEPEyovy 5 N 7 diokia (o€
Kuyéleg Tou 1 diokiov).

Venclyxto emkaivppévo pe Aentd vuévio diokia 100 mg

To emucoloppéva pe Aemtd vuévio diokia dlatifevtar o€ KOVTI TOL TTEPLEYOLY 7 (G€ KuyELEG ToV 1
dtokiov) 1 14 diokia (o€ KuYELEG T®V 2 d10KIMV), 1] G€ W10, TOAALATAT GVoKELOGI OV TTEPEyEL 112
dwokia (4 x 28 dwokia (og Kuyéreg TV 4 diokimVy)).

Mmropel va punv KuokAo@opovv OAEG 01 GLOKEVACIES.
6.6 Iowitepeg TPOPLAGEELS amOppPLYNG

Kdabe aypnoyonointo eopuokentikd Tpoidv 1 VITOAEWLIO TPETEL VO, ATOPPITTETOL COUPDVOL UE TIG
KaoTd TOTOVG 16Y00VCES OYETIKEG OTAEELS.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

AbbVie Deutschland GmbH & Co. KG
Knollstrasse

67061 Ludwigshafen

Teppovia

8. APIOMOZX(0OI) AAEIAX KYKAO®OPIAX

EU/1/16/1138/001 (10 mg, 10 Sioxia)
EU/1/16/1138/002 (10 mg, 14 Sioxia)
EU/1/16/1138/003 (50 mg, 5 Sioxia)
EU/1/16/1138/004 (50 mg, 7 Sioxia)
EU/1/16/1138/005 (100 mg, 7 Sioxia)
EU/1/16/1138/006 (100 mg, 14 Siokic)
EU/1/16/1138/007 (100 mg, 112 (4 x 28) Stokic)

9. HMEPOMHNIA ITPQTHX EI'KPIXHX/ANANEQYHY THX AAEIAX
Hpepounvia tpdng yxpiong: 05 AskepPpiov 2016

Hpepounvia televtaiog avavémong: 11 Avyodotov 2023

10. HMEPOMHNIA ANAOGEQPHXHX TOY KEIMENOY

Agmtopepeig TANPOPOPIES Y10 TO TAPOV PAPUOKEVLTIKO TPOTOV Elvat SL0BECIES GTOV SIKTLOKS TOTO
tov Evponaikod Opyavicpod Oapudkwv: http://www.ema.europa.eu.
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ITAPAPTHMA 11

IHAPAXKEYAXTHXE(EY) YIIEYOYNOX(OD I'TA THN AIIOAEXMEYXH
TQN TAPTIAQN

OPOI 'H IIEPIOPIXEMOI XXETIKA ME TH AIAOEXH KAI TH XPHXH
AAAOI OPOI KAI AITAITHZEIX THX AAEIAY KYKAO®OPIAX

OPOI'H IIEPIOPIEMOI XXETIKA ME THN AX®PAAH KAI
ATIOTEAEXMATIKH XPHEZH TOY ®APMAKEYTIKOY ITPOIONTOX
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A. TTAPAXKEYAXTHX YIIEYOYNOX I'TA THN AITIOAEXMEYXH TQN ITAPTIAQN

Ovouo kot d1e0fVVeN TOV TOPUCKEVAOTH TOL Eival LEELOHVVOC Y10 TNV ATOOEGUEVCT] TOV TOPTIODV
AbbVie Deutschland GmbH & Co. KG

Knollstrasse

67061 Ludwigshafen

Ieppovia

B. OPOI'H HEPIOPIXMOI ZXETIKA ME TH AIAGEXH KAI TH XPHXH

DopLoKeVTIKO TPOTOV Y10, TO 0010 ATUTEITOL TEPLOPIGUEVT] TPkl cuvTayT| (PA. mapdpTtnua I:
[epiinym tov Xapoaktnpiotikdv tov [Ipoidvtoc, mapdypapog 4.2).

I AAAOI OPOI KAI AITAITHXEIX THX AAEIAY. KYKAO®OPIAX
. Ex0¢o0£1g mEPLodknig mapakorovdnong s acpdrelag (PSURS)

Ot amaithoelg yio. v veofoin Twv PSURS yia to ev Adyw goppoakentikd mpoidy opilovtal
GTOV KATAAOYO e TIC Nuepounvies avapopds g Evoong (katdAoyoc EURD) mov mapatiBeton
oV Tapdypago 7, tov apbpov 107y, g odnyiag 2001/83/EK kot kébe emakdrovdng
EMKOPOTOINOTG OTOC SNUOCIEDETOL OTNV EVPMTAIKT SIKTLOKT TOAN Y10 TOL PAPULOKOL

A.  OPOI'H IIEPIOPIZEMOI XXETIKA ME THN AX®AAH KAI AIIOTEAEXMATIKH
XPHIH TOY ®APMAKEYTIKOY ITPOIONTOX

. 2010 oroyeiprong Kivovvov (ZAK)

O Kdroyog Adetag Kukiopopiag (KAK) Ba die&aydyet Tig amoutodueveg dpaotnpldtTTeS Kot
TapeUPAcELS opUAKOETOYPOTVNONG OTMG TapovstalovTal 6To cupEwvNBEv ZAK mov
napovotdletal oty evotnta 1.8.2 g ddewog kukAopopiag kot onolesdnmote emakdrovdeg
eykekpléveg avabempnoels tov TAK.

"Eva emkaiporomuévo XAK Oa mpénet va katotebei:
e petd amod aitnua tov Evponaikod Opyovicpod @apudkmv,
® OTOTESNTOTE TPONONOLEITAL TO GVGTNHA dlayeiplong Kvdvvov, ek g amoTéAesLa AYNG
VE®V TANPOPOPLADOV TTOL UTOPOVV VO EMPEPOVY GTLLOVTIKT ALY TN GYECT 0PEAOVG-KIVOHVOL
N ©G omOTEALEGA TNG EMITEVENG EVOG CTLLAVTIKOD OPOCTILOV (POPUAKOETAYpOTTVIION M
eAayLoTONOIN G KIvdHVOU).

o EmmnpécOeto pétpa erayloTomoincng Kivovuvoo

[Ipwv and ™ xpnon tov Venclyxto oe kébe kpdtog pérog o Kartoyog Aderog Kukiopopiog (KAK)
TPEMEL VO GUUPOVNOEL PE TNV Apuddia EOvikn Apyn oyetid Le To TEPLEYOIEVO KOt T LOPPT) TOV
EKTOUOEVTIKOV TTPOYPAUUATOC, CUUTEPTIAAUPOVOLEV®V TOV HECHV EMKOVOVIOG, TOV TPOT®V SLOVOUNG
Kot KéOe GAANG TTUYNG TOV TPOYPALLATOS.

To ekma1devTIKO TPOYPOAULD OTOGKOTEL 6TAL £ENG:

e Evnuépmon tav apatoldymv oyetikd pe tov kivduvo tov TLS, v avotpr| pnomn tov
YPOVOSIOYPALILOTOG TITAOTOINGNG TG 000G Kot o LETpaL EAaytoTonoinong kvdvvou TLS ywo to
Venclyxto omnv emcoporompévn TIXTI.

e  Evnuépmon tov alotoAdymv yio TV Tapoyn e képtag acbevoig o kb achevi, 1 onola
nepriapfavel katdloyo copntopdteov tov TLS wote va kivntoromBei o acBevig kot va {ntioet,
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peta&i GAA®v, Gpecn Tpikn EPovVTIdn 68 TEPITTMON EKONAMONG TOV CUUTTOUATOV CVTAOV,
KaODC Kol GUUTEPLPOPDOV TOV 0.60eVoDC Yo TV TpdAnym tov TLS.

O KAK pepyvé dote og ka0 kpdtog pérog 6mov kukhopopei to Venclyxto, 6Aol ot emaryyeipotieg
vyeiog (EY) ko ov 060eveic/ @povTioTéC TOV AVAUEVETOL VO GLVTOYOYPOAPOVV, VO dlaBETovy 1 va
ypnoyorolovyv to Venclyxto va £xovv npocfact/tpoundedovtar To akoAovho EKTUIOEVTIKO TAKETO:

o  Exmadeutikd vAIKO Y10 TOVG Y10TponS
o Evnuepotikdg pakehog yio Tovg acbeveic

Exno1dguTikd vAIK6 Y10 TOVG Y10.TPOVG:
o [Iepiinym tov Xopaktnpiotik®v tov [Ipoiovtog
o Kdapta acbevoig

e Kapta acOevovg:

Ytoyygia emkovoviag Tov vIevduvov GuvTayoyPAENoNS ToL venetoclax kot Tov acfevoic
Odnyieg mpog Tovg acbeveig yio v elayiotonoinon tov Kvévvov TLS

Koatdroyoc ovumtoudtov tov TLS dote va kivnromom el o asbevic kot vo {nmoet,
peta&d GAA®V, Gpecn TPtk EPOVTION GE TEPITTMON EKONAMONC TOV CUUTTOUATOV
aVTOV

Odnyiec ovup@vo e TIg omoieg o acBevig mpénel va, eépet Tavta poll Tov v Képta
acfevoig kot va Ty emdeikvoel otov EY mov gumiéketar ot povtioa tov (dniadn, EY
eMelyovcoc PpovTidng, K.AT.)

Evnuépwon mpoc toug EY mov gpovtilovv tov acbevn dt1 ) Oepomeio pe venetoclax
ocvvdéeton pe kivovvo TLS.

Evnuepotikdg ¢dkerog Yo Tovg ac0seveic:
o OVALO 0ONYIDV YPIONG
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ITAPAPTHMA IIT

EINIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EIITIXHMANXH
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ENAEIZEIX ITOY IIPEIIEI NA ANATPA®ONTAI XTO EEQTEPIKO KOYTI

KOYTI (cvokevacia 5 nuepav)

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Venclyxto 10 mg emkaivppévo pe Aertd vpuévio diokia
venetoclax

2. YYNOEXH XE APAXTIKH(EX) OYZIA(EX)

Kd&0e emucoloppévo pe Aemtd vuévio diokio mepiéyetl 10 mg venetoclax.

|3.  KATAAOTIOX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

EmaAoppévo pe Aemto vuévio d1okio

10 emcoivppéva pe Aemtd VUEVIO d1okia

‘ S. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

[Tapte T d60mM c0¢ To TPI e Eva yevpa ko vepd. Theite 1,5-2 Altpa vepd v nuépa.

AwBdote T0 PUALO 00N YLDV ¥prioNg TPy amd T ypnon. Eivar onuavtikd va akolovbrcete dLeC TG

odnyieg mov avagépovtal oty gvotnta «Ildg va tapete» Tov GOALOL 0dNYIOV XPHOTG.

Amd 0V GTOPATOG YPT|ON.

AEN ITPOXEITIZOYN TA ITAIATA

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEITEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAETIOYN KAI

Na pvAdooetar o€ Béon, v omoia dev PAEmovv Kot dev mpoceyyilovy Ta Todid.

| 7. AAAH(EX) EIAIKH(EX) TPOEIAONOIHZH(EIL), EAN EINAI AlIAPAITHTH(EY) |
|8.  HMEPOMHNIA AHEHX |
AHEH

9. EJAIKEX XYNOHKEX OYAAEHX
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10. TAIAITEPEX ITPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKOQN IMPOIONTQN 'H TQN
YIHHOAEIMMATON ITIOY NTPOEPXONTAI AIIO AYTA, E©@OXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

AbbVie Deutschland GmbH & Co. KG
Knollstrasse
67061 Ludwigshafen

Ieppovia

12. APIOMOX(0OI) AAEIAYX KYKAO®OPIAX

EU/1/16/1138/001

13. APIOMOZX ITAPTIAAX

[oprida

‘ 14. I'ENIKH KATATAZH I'l A TH AIAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

venclyxto 10 mg

17. MONAAIKOX ANATNQPIZTIKOZ KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

Awed1dotatog Ypappmtos kadwag (2D) mov gépet Tov meptAn@Bévo Lovadikd avayvoptoTikd KodKo.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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ENAEIZEIX ITOY IIPEIIEI NA ANATPA®ONTAI XTO EEQTEPIKO KOYTI

KOYTI (cvokevacia 7 nuepav)

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Venclyxto 10 mg emkaivppévo pe Aertd vpuévio diokia
venetoclax

2. YYNOEXH XE APAXTIKH(EX) OYZIA(EX)

Kd&0e emucodoppévo pe Aemtd vuévio diokio mepiéyet 10 mg venetoclax.

|3.  KATAAOTIOX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

EmaAoppévo pe Aemto vuévio d1okio

14 emcoivppéva pe Aemtd vEVIO d1okia

‘ S. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

[Tapte T d60M co¢ To TPI pe Eva yevpa ko vepd. Theite 1,5-2 Altpa vepd v nuépa.

AwBdote T0 @UALO 0O YLDV Ypriong Ttpv amd T ypnon. Eivar onuavtikd va axolovbrcete Oleg TG

odnyieg mov avagépovtal oty gvotnta «Ildg va tapete» Tov GOALOL 0dNYIOV XPHOTG.

Amd T0V GTOPATOG YPNON.

AEN ITPOXEITIZOYN TA ITAIATA

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEITEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAETIOYN KAI

Na pvAdooetar o€ Béon, v omoia dev PAEmovv Kot dev mpoceyyilovy Ta Todid.

| 7. AAAH(EX) EIAIKH(EX) TPOEIAONOIHZH(EIL), EAN EINAI AlIAPAITHTH(EY) |
|8.  HMEPOMHNIA AHEHZ |
AHEH

9. EJAIKEX XYNOHKEX OYAAEHX
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10. TAIAITEPEX ITPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKOQN IMPOIONTQN 'H TQN
YIHHOAEIMMATON ITIOY NPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

AbbVie Deutschland GmbH & Co. KG
Knollstrasse
67061 Ludwigshafen

Ieppovia

12. APIOMOX(0OI) AAEIAYX KYKAO®OPIAX

EU/1/16/1138/002

13. APIOMOZX ITAPTIAAX

[oprida

‘ 14. I'ENIKH KATATAZH I'lA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

venclyxto 10 mg

17. MONAAIKOX ANATNQPIXTIKOX KQAIKOX — AIZAIAXTATOX T PAMMQTOX
KQAIKAX (2D)

Awed1dotatog Ypappmtos kadwas (2D) mov gépet Tov meptAnefévio Lovadikd avayvopioTikd KOdKo.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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EAAXIEZTEZ ENAEIZEIZ IOY OPENEI NA ANATPA®ONTAI ETIE YEKEYAXIEY
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAH

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Venclyxto 10 mg diokia
venetoclax

‘ 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

AbbVie (0nmwg 6T0 A0yOTLTO)

|3. HMEPOMHNIA AHEHZ
EXP
4.  APIOMOZX ITAPTIAAX

Lot

S. AAAA XTOIXETA
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ENAEIZEIX ITOY IIPEIIEI NA ANATPA®ONTAI XTO EEQTEPIKO KOYTI

KOYTI (ovokevacio 5 nuep@v)

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Venclyxto 50 mg emkaivppévo, pe Aertd vuévio diokia
venetoclax

2. YYNOEXH XE APAXTIKH(EX) OYZIA(EX)

Kd&0e emucodoppévo pe Aemtd vuévio diokio mepiéyet S0 mg venetoclax.

|3.  KATAAOTIOX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

EmkaAvppévo pe Aemto vuévio d16Kio

5 emkaAvppéva, e Aemtd LUEVIO dlokio

‘ S. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

[Tapte T d60mM c0¢ To TPI e Eva yevpa ko vepd. Theite 1,5-2 Altpa vepd v nuépa.

AwBdote T0 @UALO 0O YLDV Ypriong Ttpv amd T ypnon. Eivar onuavtikd va axolovbrcete Oleg TG

odnyieg mov avagépovtal oty gvotnta «Ildg va tapete» Tov GOALOL 0dNYIOV XPHOTG.

Amd 0V GTOPATOG YPT|ON.

AEN ITPOXEITIZOYN TA ITAIATA

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
IPOION ITPEITEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAETIOYN KAI

Na pvAdooetar o€ Béon, v omoia dev PAEmovv Kot dev mpoceyyilovy Ta Todid.

| 7. AAAH(EX) EIAIKH(EX) TPOEIAONOIHZH(EIL), EAN EINAI AlIAPAITHTH(EY) |
|8.  HMEPOMHNIA AHEHZ |
AHEH

9. EJAIKEX XYNOHKEX OYAAEHX
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10. TAIAITEPEX ITPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKOQN IMPOIONTQN 'H TQN
YIHHOAEIMMATON ITIOY NTPOEPXONTAI AIIO AYTA, E©@OXON AITAITEITAI

11. ONOMA KAI AIEYOGYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

AbbVie Deutschland GmbH & Co. KG
Knollstrasse
67061 Ludwigshafen

Ieppovia

12. APIOMOX(0OI) AAEIAYX KYKAO®OPIAX

EU/1/16/1138/003

13. APIOMOZX ITAPTIAAX

[oprida

‘ 14. I'ENIKH KATATAZH I'l A TH AIAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

venclyxto 50 mg

17. MONAAIKOX ANATNQPIZTIKOZ KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

Awed1dotatog Ypappmtos kadwas (2D) mov gépet Tov meptAnefévio Lovadikd avayvopioTikd KOdKo.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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ENAEIZEIX ITOY IIPEIIEI NA ANATPA®ONTAI XTO EZEQTEPIKO KOYTI

KOYTI (ovokevacio 7 nuep@v)

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Venclyxto 50 mg emkaivppévo pe Aertd vuévio diokia
venetoclax

2. LYNGOEXIH XE APAXTIKH(EX) OYZIA(EYX)

Kd&0e emucodoppévo pe Aemtd vuévio diokio mepiéyet S0 mg venetoclax.

|3.  KATAAOTIOX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

EmaAoppévo pe Aemto vuévio d1okio

7 emkaAvpUpUEVa. e AETTO LUEVIO dloKiol

‘ S. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

[Tapte T d60mM c0¢ To TPI e Eva yevpa ko vepd. Theite 1,5-2 Altpa vepd v nuépa.

AwBdote T0 @UALO 0O YLDV Ypriong Ttpv amd T ypnon. Eivar onuavtikd va axolovbrcete Oleg TG

odnyieg mov avagépovtal oty gvotnta «Ildg va tapeten Tov PHALOL 0dNYIDY YPNOG.

Amd 0V GTOPATOG YPT|ON.

AEN ITPOXEITIZOYN TA ITAIATA

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEITEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAETIOYN KAI

Na pvAdocoetor o€ Béon, v omoia dev PAEmOVY kol dev mpoceyyilovv Ta mondid.

| 7. AAAH(EX) EIAIKH(EX) TPOEIAONOIHZH(EIL), EAN EINAI AlIAPAITHTH(EY) |
|8.  HMEPOMHNIA AHEHZ |
AHEH

9. EJAIKEX XYNOHKEX OYAAEHX
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10. TAIAITEPEX ITPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKOQN IMPOIONTQN 'H TQN
YIHHOAEIMMATON ITIOY NTPOEPXONTAI AIIO AYTA, E©@OXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

AbbVie Deutschland GmbH & Co. KG
Knollstrasse
67061 Ludwigshafen

Ieppovia

12. APIOMOX(0OI) AAEIAYX KYKAO®OPIAX

EU/1/16/1138/004

13. APIOMOZX ITAPTIAAX

[oprida

‘ 14. I'ENIKH KATATAZH I'l A TH AIAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

venclyxto 50 mg

17. MONAAIKOX ANATNQPIZTIKOZ KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

Awedidotatog Ypappmtos kadwkas (2D) mov gépet Tov meptinefévia povadikd avoyvopioTikd Kadko.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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EAAXIEZTEZ ENAEIZEIZ IOY OPENEI NA ANATPA®ONTAI ETIE YEKEYAXIEY
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAH

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Venclyxto 50 mg diokia
venetoclax

‘ 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

AbbVie (0nmwg 6T0 A0yOTLTO)

|3. HMEPOMHNIA AHEHZ
EXP
4.  APIOMOZX ITAPTIAAX

Lot

S. AAAA XTOIXETA
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ENAEIZEIX ITOY IIPEIIEI NA ANATPA®ONTAI XTO EZEQTEPIKO KOYTI

KOYTI (ovokevacio 7 nuep@v)

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Venclyxto 100 mg emicoivppévo pe Aentd vuéVio d1okia
venetoclax

2. YYNOEXH XE APAXTIKH(EX) OYZIA(EX)

Kda0e emucoroppévo pe Aemtd vuévio diokio mepiéyet 100 mg venetoclax.

|3.  KATAAOTIOX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

EmkaAvppévo pe Aemto vuévio d16Kio

7 emkaAvpUpUEVa. e AETTO LUEVIO dloKiol

‘ S. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

[Tapte T d60mM c0¢ To TPI e Eva yevpa ko vepd. Theite 1,5-2 Altpa vepd v nuépa.

AwBdote T0 @UALO 0O YLDV Ypriong Ttpv amd T ypnon. Eivar onuavtikd va axolovbrcete Oleg TG

odnyieg mov avagépovtal oty gvotnta «Ildg va tapete» Tov GOALOL 0dNYIOV XPHOTG.

Amd T0V GTOPATOG YPNON.

AEN ITPOXEITIZOYN TA ITAIATA

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEITEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAETIOYN KAI

Na pvAdooetar o€ Béon, v omoia dev PAEmovv Kot dev mpoceyyilovy Ta Todid.

| 7. AAAH(EY) EIAIKH(EE) TIPOEIAOTIOIHEH(EIE), EAN EINAI ATAPAITHTH(EE) |
|8.  HMEPOMHNIA AHEHZ |
AHEH

9. EJAIKEX XYNOHKEX OYAAEHX
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10. TAIAITEPEX ITPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKOQN IMPOIONTQN 'H TQN
YIHHOAEIMMATON ITIOY NTPOEPXONTAI AIIO AYTA, E@OXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

AbbVie Deutschland GmbH & Co. KG
Knollstrasse
67061 Ludwigshafen

Ieppovia

12. APIOMOX(0OI) AAEIAYX KYKAO®OPIAX

EU/1/16/1138/005

13. APIOMOZX ITAPTIAAX

[oprida

‘ 14. I'ENIKH KATATAZH I'lA TH AIAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

venclyxto 100 mg

17. MONAAIKOX ANATNQPIZTIKOZ KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

Awed1dotatog Ypappmtos kadwas (2D) mov gépet Tov meptAnefévio Lovadikd avayvopioTikd KOdKo.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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EAAXIEZTEZ ENAEIZEIZ IOY OPENEI NA ANATPA®ONTAI ETIE YEKEYAXIEY
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAH

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Venclyxto 100 mg dwokia
venetoclax

‘ 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

AbbVie (0nmwg 6T0 A0yOTLTO)

|3. HMEPOMHNIA AHEHZ
EXP
4.  APIOMOZX ITAPTIAAX

Lot

S. AAAA XTOIXETA
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ENAEIZEIX ITOY IIPEIIEI NA ANATPA®ONTAI XTO EZEQTEPIKO KOYTI

KOYTI (cvokevacia 7 nuepav)

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Venclyxto 100 mg emicoivppévo pe Aentd vuéVio d1okia
venetoclax

2. YYNOEXH XE APAXTIKH(EX) OYZIA(EX)

Kda0e emucoroppévo pe Aemtd vuévio diokio mepéyet 100 mg venetoclax.

|3.  KATAAOTIOX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

EmkaAvppévo pe Aemto vuévio d16Kio

14 emcoivppéva pe Aemtd vEVIO d1okia

‘ S. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

[Tapte T d60mM c0¢ To TPI e Eva yevpa ko vepd. Theite 1,5-2 Altpa vepd v nuépa.

AwBdote T0 @UALO 00N YDV Ypriong TPy omd T xpnon. Eivar onpaviikd vo akolovdncete dAec Tig

odnyieg mov avagépovtal oty gvotnta «Ildg va tapete» Tov GOALOL 0dNYIOV XPHOTG.

Amd T0V GTOHATOG YPTION.

AEN ITPOXEITIZOYN TA ITAIATA

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEITEI NA ®YAAXXETAI LE OEXH THN OITIOIA AEN BAETIOYN KAI

Na pvAdooetar o€ Béon, v omoia dev PAEmovv Kot dev mpoceyyilovy Ta Todid.

| 7. AAAH(EX) EIAIKH(EX) TPOEIAONOIHZH(EIL), EAN EINAI AlIAPAITHTH(EY) |
|8.  HMEPOMHNIA AHEHZ |
AHEH

9. EJAIKEX XYNOHKEX OYAAEHX
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10. TAIAITEPEX ITPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKOQN IMPOIONTQN 'H TQN
YIHHOAEIMMATON ITIOY NTPOEPXONTAI AIIO AYTA, E©@OXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

AbbVie Deutschland GmbH & Co. KG
Knollstrasse
67061 Ludwigshafen

Ieppovia

12. APIOMOX(0OI) AAEIAYX KYKAO®OPIAX

EU/1/16/1138/006

13. APIOMOZX ITAPTIAAX

[oprida

‘ 14. I'ENIKH KATATAZH I'l A TH AIAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

venclyxto 100 mg

17. MONAAIKOX ANATNQPIZTIKOZ KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

Awed1dotatog Ypappmtos kadwas (2D) mov gépet Tov meptAnefévio Lovadikd avayvopioTikd KOdKo.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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ENAEIZEIX ITOY IIPEIIEI NA ANATPA®ONTAI XTO EZEQTEPIKO KOYTI

KOYTI IToAromin) ovokevaoio (pe Tpomo d1d0gong blue box)

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Venclyxto 100 mg emicoivppévo pe Aentd vuéVio d1okia
venetoclax

2. LYNGOEXIH XE APAXTIKH(EX) OYZIA(EY)

Kda0e emucoroppévo pe Aemtd vuévio diokio mepéyet 100 mg venetoclax.

|3.  KATAAOTIOX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

EmkaAvppévo pe Aemto vuévio d16Kio

[MoAlamAr) ovokevacia: 112 (4 x 28) emicoroppévo pe Aertd vévio diokia

‘ S. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AwBdote T0 @UALO 00N YLDV ¥priong Tpv amd T ypnon. Eivar onuavtikd va axolovbrcete Oleg TG
odnyieg mov avapépovtal otnv evotnta «I1og va mépete» Tov EOUAAOL 001 YLDV XPHoNC.

Amd T0V GTOHATOG YPT|ON.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEITEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAETIOYN KAI
AEN ITPOXEITIZOYN TA ITAIATA

Na pvAdooetar o€ Béon, v omoia dev PAEmovv Kot dev mpoceyyilov Ta Todid.

‘ 7. AAAH(EY) EIAIKH(EY) ITPOEIAOITIOIHXH(EIX), EAN EINAI ATTAPAITHTH(EY)
‘ 8. HMEPOMHNIA AHEHX
AHEH

9. EJAIKEX XYNOHKEX OYAAEHX
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10. TAIAITEPEX ITPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKOQN IMPOIONTQN 'H TQN
YIHHOAEIMMATON ITIOY NTPOEPXONTAI AIIO AYTA, E©@OXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

AbbVie Deutschland GmbH & Co. KG
Knollstrasse
67061 Ludwigshafen

Ieppovia

12. APIOMOX(0OI) AAEIAYX KYKAO®OPIAX

EU/1/16/1138/007

13. APIOMOZX ITAPTIAAX

[oprida

‘ 14. I'ENIKH KATATAZH I'l A TH AIAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

venclycxto 100 mg

17. MONAAIKOX ANATNQPIXTIKOX KQAIKOX — AIZAIAXTATOX T PAMMQTOX
KQAIKAX (2D)

Awed1dotatog Ypappmtos kadwas (2D) mov gépet Tov meptAnefévio Lovadikd avayvopioTikd KOdKo.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

KOYTI noirhami cvokevacio (yopic Tpémo o1adeong blue box)

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Venclyxto 100 mg emicoivppévo pe Aentd vuéVio d1okia
venetoclax

2. LYNGOEXIH XE APAXTIKH(EX) OYZIA(EX)

Kda0e emucoroppévo pe Aemtd vuévio diokio mepéyet 100 mg venetoclax.

|3.  KATAAOTIOX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

28 eMKOAVUUEVO UE AETTTO DUEVIO OloKio
Mépog moALOTAY|G cuoKeVaAGiag, dev pumopel vo ToAn0el EexmploTa.

‘ S. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

[Tapte v 660M cog Vv 1010 dpa kKaBe Nuépa e Eva yedpa Kt vepo.
AwBdote T0 PUALO 00N YOV ¥priong Ttpv amd T ypnon. Eivar onpaviikd vo akolovdrcete dAeg Tig
odnyieg mov avapépovtal otnv evotnta «I1og va mépete» Tov ALV 001 YLDV XPHoNC.

Amd 0V GTOPATOG YPT|ON.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEITEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAETIOYN KAI
AEN ITPOXEITIZOYN TA ITAIATIA

Na pvAdocoetar o€ Béon, v omoia dev PAEmovV Kot dev mpoceyyilovy Ta Todid.

| 7. AAAH(EY) EIAIKH(EE) IPOEIAOMOIHEH(ELE), EAN EINAI ADAPAITHTH(EY) |
|8.  HMEPOMHNIA AHEHE |
AHEH

9. EJAIKEX XYNOHKEX @PYAAEHX
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10. TAIAITEPEX ITPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKOQN IMPOIONTQN 'H TQN
YIHHOAEIMMATON ITIOY NTPOEPXONTAI AIIO AYTA, E©@OXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

AbbVie Deutschland GmbH & Co. KG
Knollstrasse
67061 Ludwigshafen

Ieppovia

12. APIOMOX(0OI) AAEIAYX KYKAO®OPIAX

EU/1/16/1138/007

13. APIOMOZX ITAPTIAAX

[oprida

‘ 14. I'ENIKH KATATAZH I'l A TH AIAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

venclyxto 100 mg

17. MONAAIKOX ANAT'NQPIXTIKOX KQAIKOX — AIZAIAXTATOX T PAMMQTOX
KQAIKAX (2D)

Agv gpapuoletor.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

Agv gpapuoletor.
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B. P’YAAO OAHI'TQN XPHXHX
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@®viro oonyLOV yprone: IIinpoopics yio Tov a.60evi)

Venclyxto 10 mg emukaioppévo. pe Aemtd vpuévio dwokia

Venclyxto 50 mg emukaioppévo pe Aemtd vpuévio dokia

Venclyxto 100 mg emkoioppéva pe Aentod vPéEVIO OLGKIA
venetoclax

AW PacTe TPOCEKTIKA OLOKANPO TO PUAAO 0ONYLOV YP1ONGS TPLV UPYIGETE VU TAIPVETE AVTO TO

QPAaPROKO, OLOTL TEPIAUUPAVEL G UAVTIKEG TANPOPOPIES VIO GOC.

- DvraEte avTo TO PUALO 0O YLDV YpNoNG. Towe ypelaotel va to dafdoete Eavd.

- Edv éxete meportépw amopieg, pOTNOTE TOV Y1OTPO GOG.

- H ocvvtayn yio autod 10 approko xopnyndnke amokAEIoTIKA Y10 6ag. Agv TPETEL VO SDGETE TO
QApUOKO GE GALOVG. MTmopel vo, Tovg Tpokaréael PAGPN, akouo Kot OTOV TO GOUTTMOUOTO TNG
acBéveldg Toug givar il pe ta Sk Gag,

- Edv mopatmpfoete Kamolo avemtBOunTn evEPYELQ, EVILEPMDGTE TOV YIOTPO, TOV (PUPHIOKOTOLO 1)
TOV VOGOKOWO G0G. AVTO 1oy0EL Kot Yio KAOe mhavi avemBountn evEPYELD TOL dEV AVOQEPETL
GTO TOPOV POLALO 00N YLDV YpNone. BAére mapdypapo 4.

Tv epLéyeL 10 Tapov UALO 00N YLOV:

Tt etvar o Venclyxto kot oo etvar n gpnom tov

T mpénet vo yvopilete mpv mapete 10 Venclyxto

ITog va wépete 10 Venclyxto

[MBavég avemBountec evépyeteg

ITodg va puAdccete to Venclyxto

[Tepieydueva g GVOKELAGING Kol AOITEG TANPOPOPIES

ANl S e

1. Th givan To Venclyxto kou wola ivat 1 ypijon Tov

Th givan To Venclyxto
To Venclyxto etvat éva @dppoko yio Tov KopKivo mov mepiéyel T dpacTiki ovcio venetoclax. Aviket
o€ (o Katnyopia eappakmv mov ovopdlovtol «ovactoleic BCL-2y.

o givar i gp1jon Tov Venclyxto
To Venclyxto ypnoiponoeitat yio ) Beponeio evijiikov acBevav pe:
e ypovia AepgokvtTapikn Aevyaipio (XAA). To Venclyxto pumopet va cag 600<i oe cuvdvaoud
He GAAo apuaKa 1 LOVO TOV.
e o&ela poehoyevn Aevyoupio (OMA). To Venclyxto Oa cog doBel e cuvdvacuo pe dAla
(QOPLOKO.

H XAA givon pua popon xopkivov mov tpocsPdidet ta Aevkd aoceaipia, Tov ovopdovtal
AELOOKVTTOPA, KoL TOVG Aep@adévec. Xt XAA, ta Aeppokitrapa morlomiactalovtot vepfoiikd
yp1yopa Kot Louv Yo HeydAo xpoviko S1doTnua, Le OTOTEAEGHLO TN LEYAAN GUGGMOPELGT] TOVG GTO
aipo.

H OMA givon pua popen kepkivov mov mposPdiiet Ta Agvkd oplocgaipia, mov ovopdovtot
poglogdn kouttapa. Xtny OMA, to pueAogld] apos@aiple TOAAATANGIALOVTOL KOl 0VOTITOCCOVTOL
TOAD YPNYOPO GTO HVEAD TOV OCTMV KOl GTO GO, LE OMOTEAEGLLO VO, VITAPYOVV AP TOALY A0 QL TEL
Ko Oyt opKeTA epLOPE apLocPaipa GTo aiplo.

Tpomog dpaong Tov Venclyxto

To Venclyxto dpa avactéAlovtag po Tpmteivi Tov opyavicpobd mov ovopdletor « BCL-2». Avti
TPOTEWVN VIAPYEL OE VYNAEG TOGOTNTEG GE OPIGUEVE, KOPKIVIKA KOTTOpa Kol Bonfd o kapKivikd
KotTapo va emPiovovy. H avaostodn autig e tpmteivng fondd oty Bavdtwon kot peimon tov
apBpod TV kapkvikedv kuttdpov. Exiong, emPpaddvel v emdeivoon g vocov.
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2. Tvpéner va yvopilete npwv wapete T0 Venclyxto

Mnyv ndpete To Venclyxto:
- o€ MEPIMTOOT aAAEPYiOaG OTN OPUCTIKY ovGio venetoclax 1| 6 omolodnToTe GALO Omd Tal
GLGTATIKG AVTOD TOL PAPUAKOV (AVOPEPOVTUL GTNV TUPAYPOPO 6).

- o€ mepintwon mov £yete XAA kot maipveTe KATO0 06 T0, PAPLOKO TOL TTapaTifevTon
TOPOKATO, 0Tay Eekivate T Oepameion oG KOl KOTA TO XPOVIKO SIUoTNUA TOV aVEAVETOL
oTOdWKA 1 800N 6ag (cuvnBwg Yo 5 efdopades). Avtd cvuPaivel enedn coPapd Kot
amenNTIKd yio, T o copPduata propet va, cupufodv 6tav to Venclyxto Aapfdvetat pe avtd
TOL POPLLOKOL:

o 1tpakovalOAn, keTokovaloAT, TocakovaloAn 1 PopikovaloAn, Yo LUKNTINGIKESG
ropoéelg

e KAap@poupvkivn yo Baktnplokéc AOUMEELS

e purovaPipn yo Aoipmén omd tov 10 HIV

Ortav 1 6601 tov Venclyxto éxet avéndel £m¢ v TApn TV SO0, EMKOWVOVIGTE LIE TOV
Ytpd oG Y10 VO TOV PMTHOETE €AV Pmopeite va Eavambpete ot T QEPLOKAL.

- o€ MEPIMTOOT OV TOIPVETE EVOL PUTIKO APHOKO TTOL ovoudleTol vieptkd/Parcapdyopto (St.
John’s wort), o omoio ypnowomoteita Yo v katdOAlym. Edv dev giote ciyovpot yio avtd,
EMKOW®OVNOTE LLE TOV YLOTPO, TOV POPLLOKOTOLO 1| TOV VOGOKOUO Go¢ Tpv Tapete Venclyxto.

Eivol onpovtikd vo eviUePOCETE TOV Y1UTPO, TOV QUPUAKOTOLO, 1 TOV VOGOKOIO GOG Y10 OAM TOL
QAPLLOKO TTOV TOIPVETE, CLUTEPTAALPOVOLEVOV TMV GUVTAYOYPOPOVUEVOV KOL LN -
GUVTOYOYPAUPOVLEVMY QUPUAK®OV, TOV PITOUIVOV KOl TOV QUTIKOV GOUTANPpOUATOV. O Y10Tpdg 6o
EVOEYETOL VAL YPEWCTEL VO 60G dLoKOWEL Oplopéve. eappaka otay Eekivnoete va mtaipvete to Venclyxto
Kol KOTd TIG TpMTEG NUEPEC N EPOOAdES KOTA TIG omoieg avEdvetan 1 G0 GaG EMG TNV TANPT) TLTIKY
ddom.

IIpogdomon|oeic Ko TPOPVAAEELS
AmevBuvleite 6TOV YI0TPO, TOV GAPLOKOTOLO 1) TOV VOGOKOLO GOG TPty Tapete 1o Venclyxto, dv:

. éxete mpoPAnpata Le Toug VEQPOLS, kKabmg pumopel va avénbet o kivduvog mov dlatpéyete yo
pio avemBountn evépyela mov ovopdlerol chvopopo AHoNG dyKov

. éxete mpofAnpaTa Le TO GUKMTL, KaBMG avTd pmopel va avénoet Tov Kivouvo mov Slatpéyete yia
avemBounteg evépyeteg. Mmopel va ypelaoTel 0 YloTpog oag va HEldoeL T d0on Tov Venclyxto

. vopilete 611 pmopet va Eyete kdmola Aoipmén 1 elyate po Lokpoypovia 1 emavaiapupavopevn
Aolpwén

. TpOKELTOL Vo Kévete va eUPOALO.

Edv xdmoto amd ta mapondve 1oyveL 0TV TEPITTMGT 060G, 1 €AV dev €l0TE GlyoLPOL, EMKOVMOVIGTE LIE
TOV YLOTPO, TOV (PUPLOKOTOLO, 1| TOV VOGOKOLO GOG TPV TAPETE OVTO TO PAPLLOKO.

Yovvopopo Avong Oykov

Optopévor dvBpwmnot propetl va avantdEovy 6to aipa toug acvviiota eninedo opopévev ardtov
oOMOTOG (OT®G TO KAAL0 Kot To 0VptKd 05D) OV TPOKAAOVVTAL OO TNV ToXELN S10OTACT) TV
KOPKIVIKOV KVTTAP®V Katd TN didpkela g Oepaneiog. Avtd pnopei va 0dnynoel oe oAlayég ot
Aerrovpyia TOV VEPP®V, LN GLGIOAOYIKO KOpO1aKO TAANO, 1) EMANTTIKEG Kpioels. Avtd ovopdleTot
ovvopopo Aeong oykov (TLS). Yrdpyet kivovvog eppdviong TLS tic mpmdteg nuépeg 1 efdopnddes g
Oepaneiog pe Venclyxto, 660 av&avete ) 060m o0,

Eav &gete XAA
O y1tpog, 0 PAPHOKOTOLOS N 0 VOGOKOUOG Gag Ba cag kdvel apatoloyikég eEeTAGELS Yo Vo eEAEYEEL
vy TLS.
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O ywtpog cog Oa cag ddoel pappaka yo va fondncel 6Ty TpOANYN TS GUGGMPELGTC TOV OVPIKOV
o&éog oto oo oag pv Eekvnoete T Bepaneia pe Venclyxto.

[Tivovtag GeBovo vepod, Tovhdyiotov 1,5 pe 2 Aitpa nuepncing, fonddte oty amopdkpuven tov
TPOIOVI®V aodOUNONG TOV KOPKIVIKOV KVTTAP®OV OO TO COUO GO LECH TMV 00p®V, Kol UTOPEL va
ueuwoete Tov kivouvo epgdaviong TLS (BAéne mapdypago 3).

Evnuepdote apéocme tov y1otpo, ToV QopLOKOTOLO 1| TOV VOGOKOUO GOG £0v €ETE OTOLOONTOTE Od TO!
ocvuntopato tov TLS mov avaeépovtarl oty mapdypao 4.

Edv dwtpéyete kivovvo yio TLS umopei va voonievteite, mate vo cag 60000V vypd evdoprePimg, eav
YPEWOTEL, VO KAVETE TO GLYVA OLUATOMOYIKEG EEETAGELC Ko VO ToPakoA0LOEIoTE Yiow avemOOUNTEG
evépYeleg. AVTO YIVETOL VIO VO OEiTE €AV UTOPELTE VO GUVEYIGETE VO TOUPVETE OVTO TO PAPIOKO LE
0CQUAELQ.

Eav éxete OMA

Mrmropei va voPinbeite oe Oepaneio 610 vosokopeio kal 0 YoTpog 1 0 voonAentig oag 0o PePfotmBet
OT1 €l0TE EMAPKAOG EVLOUTMWIEVOL, Do GO dDOEL PapuaKe Yo vo, Bondnoet otny Tpdinym g
GLOOMPEVGTC TOV OVPIKOV 0EE0G GTO GO GOg Kot Bo Kavel eEeTdoelg aipatog Tpv apyicete va
naipvete to Venclyxto, evd av&avertat 1 d0om cog Kot dtav apyicete vo Taipvete Ty TAnpn 66or).

Howora ko Eenpor
To Venclyxto dev mpémel va ypnoiLonoteitol o€ modld kot prpovg, o101t dev £yl pehet el oe avtég
TIG NAIKIOKEC OLAOEC.

Alro @appoxa ko Venclyxto
Evnuepdote Tov y10tpd 1| TOV QOPUOKOTOL0 GO €6V TOipveTE KATOL0 0o Ta. akOAovOa GapuLaKa,
KaBmg umopel vo avENGOLV 1| Vol LELDOGOVY TNV TocOTNTO ToL venetoclax 6to aipa cag:

- QApLLOKA YL LOKNTIOGIKEG AOUMEELS - Aovkova oA, 1tpakovaloin, ketokovaloin,
mocakovaloin 1 Popucovaloin

- avtiprotikd yuo ) Bepoameia faktnplak®v AOUOEEDY - curpopro&aciv, KlaptBpopvkivn,
€PLOPOLVKIVY, VAQKIAAIVIY T} ploaumiKivy

- Qapuaka yo TNV TpdANY TV oTacu®v 1 ) Oepaneio g emAnyiog - kapPapalenivn,
@OLVLTOIV

- Qapuaka yo ) Aoipmén and tov 16 HIV - epafipévin, etpafipivn, prrovaPipn

- eapuaka ywo ) Oepameio g VYNNG aptnplakig Tieong 1 ) ot Bdyyn — dSthtialéun,
Bepamapiin

- Qapuaka yo T pelmon Tov emmédwv g YoAnotepdANG GTo aipla - YoAeoTUPOLLivY,
KOAEGTUTOAY|, KOAEGEREAALUN

- éva pdppako mov ypnoonroteitat yio t Oepaneia pog Taddnong tov mvevuévmv mov
ovoudleTal TVELLOVIKT aPTNPLOKT VTTEPTACT - bosentan

- éva pdppaxo ya tn Ogpaneio g dtatapayng Tov VvoL (VapKoANyia), YVOGTO MG LOSaPIVIAN

- éva pUTIKO EApLAKO YVOGTO g VIePKd/Barcapdyopto (St. John’s wort)

O ywtpdg cog pmopet va cag arratet ) d6om tov Venclyxto.

Evnuepdote tov yrotpd cog Gv Toipvete 0molodnmote and To akolovba eapuaka, kabdg 1o
Venclyxto pmopet va ennpedost Tov TpOTO dpAcng TOVG:

. @apuoka o oroio Tpoiapfdvovy ™ dnpovpyio Opoupwv, Papeapivn, dabigatran

. éva pappako Tov ypnoonoteital yio ™ Oepaneio Kapdokdv TpofAnudtoy, yvootd og
oryo&ivn

. éva pApUOKO Y10l TOV KOPKivo, YvmoTd o¢ efepOALovg

. &va pAPUOKO TTOL YPTCULOTOLELTAL Y10 TV TPOANYT| TNG ATOPPIYN S OPYAVOV, YVOGTO MG

GPOMOVG
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. QAapUOKa, YIo TNV Pelmon TV ETmESV YOANGTEPOANG GTO QiLO, YVOOTH MG OTATIVES

Evnuepaote tov y10tpd 1) TOV QOPUAKOTOL0 GOG €AV TAIPVETE, £XETE TPOGPATO TAPEL 1] WITOPEl va.
napete AAAQ pApuoKo. e avTd TEpAoUPavovTal Ta eApHoKa Tov Aapudvovol xopic wTpikn
oLVTAYN, TO PUTIKA QAPLOKO KoL To GOUTAN podpate. Avtd cuppaivel emeldn| to Venclyxto pmopei va
EMNPEGCEL TOV TPOTO dpAcNC Oplopévev apudkmy. Etiong, opiouéva Ao edappoka propei va,
emnpedoovy tov Tpomo dpdong tov Venclyxto.

To Venclyxto pe Tpo@1 kor w016

Mnv 1pdTE TPOTOVTA YKPEPPOVT, VEPAVTLln (TIKPA TOPTOKAALN TOV YPTGLLOTOLOVVTINL GLYVE OE
popuerdoeg), N apeppoia (kopdupora i starfruit) katd tn didpkela g Oepaneiag pe Venclyxto - avtd
TEPLOUPAVEL TNV KATOVAADGT TOVG, TNV TOGT] TOL YVUOD TOVG 1 TI AYN EVOG GUUTANPOUATOS TOV
umopel va to mepiéyel. Avtd cvoppaivel eneldn propei va avERcovy Ty TocoTnTe ToV venetoclax 6to
aipo cog.

Kbnon

- Mnyv peivete €ykvog evad maipvete avto to edppaxo. Edv elote éykvog, vopilete 6t pnopet va
elote éykvog N oyxedialete va amoktinoete maidi, {ntnote T GLUBOLAN TOL YITPOV, TOV
QOPLOKOTOL0D, 1} TOL VOCOKOLOV GOG TPV TAPETE ALTO TO PAPLOKO.

- To Venclyxto dgv Tpénel va ypnGIUOTOLEITAL KOTA T SIGPKELD TG EYKLUOGHVNC. AEV VTTAPYEL
Koo TANPo@opio GYETIKA LE TNV AGQAAELD. TOV venetoclax g £ykveg yuvaikeg.

AvTicOAIMYN

- O1 yuvaikeg 6€ ovamTapay®YIKT NAKIO TPETEL VO YPTCULOTOLOVV 1O10HTEPO UTOTEAEGILOTIKT
uéEB0d0 avTIcVAANYN G Katd T didpkela ¢ Oepameiog kot yio tovAdyiotov 30 nuépeg Hetd amod
™ Ay Tov Venclyxto Tpokeplévou va amoevyovy TV €yKuposve). Edv ypnoionoeite
OPUOVIKA OVTIGLAANTITIKG YA 1] GUGKEVEG, TPEMEL VOL YPNCUYLOTOINGETE EMioNG Lo LEBodo
AvVTIGOAANYNG ePayLoD (OGS TO TPOPVAOKTIKE), KAO®MS 1) EXIOPACT| TOV OPLOVIK®DY
OVTIGLAANTITIKOVY YOOV 1) GUCKEVMV UOPEL va. ennpeactel and 1o Venclyxto.

- Evnuepdote apéome tov yotpo cag eqv petvete £yKvog eved ToipveTe avtd T0 QAPLLAKO.

Oniaopdg
Mnv Onialete evod maipvere avtd 10 apprako. Aev eivat yvootd edv 1 dpacTiky] ovsia Tov Venclyxto
TEPVA GTO UNTPIKS YAAQL.

TCovipétnra

Bdaoetl evpnudrov oe (oo, to Venclyxto pumopet vo tpokarécel avopikr] vroyovipomta (YapumAd 1
undevikd apBud oneppotolmopiov). Avtd uropel va ennpedscel TNV IKAVOTNTA GOG VO TEKVOTOWGETE.
Potmote tov y1atpd cag yio cupfovrég oxetkd pe Ty amobfikevon omépuatog Tptv amd v Evapén
g Oepaneiog pe Venclyxto.

00 ynon Ko YEPIGUOS PNYAVIHATOV

Evdéyetan va vidoete kdnmon 1 {aAn petd amd ™ Anym Venclyxto, mov umopel va ennpedost v
KOvOTNTO 001 YNONG OGN XEPIGHOV gpyareimv 1| unyovnudtov. Eqv copfet ovtd, unv odnyeite 1
UMV YPYCYLOTOLEITE EPYOAELD 1) LY OVILLOLTCL.

To Venclyxto nepiéyer vatpio

To @dppaxo avtd mepiéyel Atydtepo amd 1 mmol vatpiov (23 mg) avd diokio, gival avtd Tov
ovopdlovpe «ehevbepo vatpiovy.

3. g va napete To Venclyxto
[Tévtote va maipvere T0 PAPLOKO AVTO OVOTNPA COUPOVA LE TIG 0ONYIES TOL YIATPOV, TOL

(OPUOKOTOLOD 1) TOL VOGOKOUOV oag. Edv éxete appiforieg, potote ToV Y1oTpd, TOV QUPUOKOTOL0 1)
TOV VOGOKOUO GOC.
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660 npémer va mapeTe

Eav &gete XAA

Oa Eexivnoete ) Bepamneio pe Venclyxto og pio yaunin d6on yia 1 efdopdda. Katd tig endpeveg
T€60EPIC EFOOUADES O YIoTPOg Gag Ba avEdvel 6TadoKA T d6oT £¢ TV TANPN Tumkn doon. [ Tig
npwteg 4 efdopnadec Oa Aapupdvete po véa cuokevacio ke efdopudda.

N apykn 6601 givail 20 mg (600 diokia tv 10 mg) pa opd v nuépa Yo 7 nuUéEPES.
1 8601 Ba awéndei ota 50 mg (éva diokio tov 50 mg) o opd v nuépa Yo 7 nuUéPES.
1 8601 Ba avéndei ota 100 mg (éva diokio Tov 100 mg) o opd v nuépa yuo 7 NUEPEC.
1 8601 Ba awéndei ota 200 mg (dvo diokio Twv 100 mg) pio popd v Nuépa yuor 7 NUEPEC.
1 8601 Ba awénbei ota 400 mg (téooepa diokio Twv 100 mg) o eopd v NUéEPa Yo, 7 NUEPEC.
o Orav maipvete Venclyxto pévo tov, Ba cuveyioete va maipvete v nuepniota 66om
tov 400 mg, mov &ivat 1 TVTIKY OGN, Y10, OGO S1AGTN L0 ATOLTEITAL.
o Orav maipvete Venclyxto o€ cuvdvacud pe prrovéipuaunn, 0o toipvete v nuepnoio
d0on tov 400 mg ywo 24 pnvec.
o Orav maipvete Venclyxto o€ cuvdvacpo pe oumvovtovlovudunn, Oa Taipvete v
nuepnota 66om tv 400 mg yuo 10 urveg mepinov.

H d060on cogc umopel va ypelaotel vo Tpocopproctel Aoym avermtBiuntov evepyeimv. O yorpoc cog Oa
00,G cLUPOVAEDCEL IOl TPETEL VO Eivar 1) 0OCT GaG.

Eav £xete OMA

Oa Eexivnoete ) Oepameia pe Venclyxto o€ o yaunAn 60om. O yutpdc cog 0o avéavel otadiakd
d0om kaOe pépa yio Tig TpadTeg 3 Nuépes. Metd amd 3 nuépeg Oa Tapete TNV TANPN Kavovikn d6or. H
d0om (d1okia) Aoppdveral pio opd v nuUéPOL.

01 066215 TOPATIOEVTAL GTOV TOPUKATM TIVOKO

Huépa Hpegpiow 66on Venclyxto
1 100 mg (éva diokio twv 100 mg)
2 200 mg (dvo dwokia Twv 100 mg)
3 ko epe€ng 400 mg (téooepa diokio Tov 100 mg)

O ywtpog cag Ba cag ddoel To Venclyxto oe cuvdvaoud pe éva dalo dppaxo (alokitidivn 1
deortafivn).

®a cvveyioete va maipvete to Venclyxto oty mAipn d6on émg 6tov gite emdevmbel 1 OMA cag gite
dev umopeite vo mapete 10 Venclyxto kaBag npokoalrel coPapég avemBOunteg evépyetes.

og va mapete To Venclyxto

. [Tapte ta diokia pe éva yevpa, mepimov v 1010 dpa kébe nuépa

. Kotanivere 1o diokio oAdKANpa pe Eva TOTpL vePO

. Mnyv pacdre, Opoppatilete | ondte o dtokia

. Kotd ™ dibpkelo tov tpotov nuépav 1 efdopddwv g Bepaneiog, kabdg avédvere t ddom,

TPEMEL va TalpveTe Ta O10Kia TO TP Y10 VO SIEVKOAVVOEITE LE TIC AUATOAOYIKESG EEETACELS
TOPOKOAOVON oG, €AV amaTOOVTAL.

Edv xdvete epeto petd m Aqyn tov Venclyxto, unv mapete kapio emmAéov d0on eketvn v nuépa.

[Tapte v emdpevn d60m otn cvvnOiopévn dpa TV emopuevn Nuépa. Eav éxete mpofAnpata pe
AMym awtod ToL PAPUAKOV, ETIKOWVMVIOTE LE TOV Y10TPd Cug.
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Ieite deBovo vepd

Eav &gete XAA

Eivar mohd onpoavtikod vo mivete depBovo vepd otav maipvete Venclyxto katd Tig 5 npmteg efoopddeg
¢ Oepamneiog. Avto B Pfondnoel 6TV OTOUAKPLVOT TOV TPOIOVIMV SLACTACTC TOV KOPKIVIKOV
KLTTAPWV 0td TO aiplo 6oG LEGH TMV OVP®V GOG.

[pénet va apyicete vo mivete TovAdyiotov 1,5 pe 2 Altpa vepod v nuépa, 600 NUEPES TPV TNV Evapén
g Oepamneiog pe Venclyxto. Xe avth) TV mocoOTTO pUopeite eniong va cupmepthapete un
OAKOOAOVYO TOTA KOl TOTA TTOV OEV TEPLEYOVV KOPEIVT, OAAG OTOKAEIGTE TOVE YVUOVG YKPETPPOULT,
vepavt{iov, N afeppoiag (kapapuporo 1 starfruit). [Ipémel va cuveyicete va mivete tovAdyiotov 1,5 pe
2 Atpa vepd v nuépa mov Eekvare T Bepamneia pe Venclyxto. ITieite v 1610 mocdmta vepod
(tovAdyiotov 1,5 pe 2 Aitpa v nuépa) 600 NUEPES TPV Ko KATd T Nuépa Tov yivetat 1 avénon g
doong cag.

Edv o yiatpog cag miotedel o1t dotpéxete kivovvo yo, TLS, umopel va voonievteite, @ote vo oag
d000vv emmAéov VYP& eVOOPAEPI®G, EAV YPELNCTEL, VO KAVETE O GUYVA OUATOAOYIKEG EEETAGELC KO
va mapokorovdeiote yio avemBbunteg evépyeleg. Avtd yivetor yia vo deite edv pmopeite va
CLVEYIGETE VO TAIPVETE ALTO TO PAPLLOKO [LE ACPAAELO.

Eav &xete OMA

Eivar mohd onpavtikod vo wivete depbovo vepod otav maipvete to Venclyxto, €101kd 6tav EeKvate )
Oepomeio kot avédvere ™ d0om coc. H katavdiwon vepod Ba Pondncel oty amopdkpouven tov
TPOIOVI®V S1ACTAONG TOV KOPKIVIKOV KUTTAP®OV atd TO aipo 60g HEG® TV 00pav cag. O yatpog 1 o
voonAevmg cog Ba cog yopnynoeL vYpa ot EAEPQ, GV ¥PENCTEL, GV PPICKESTE GTO VOGOKOUELD Yia
va, S10oPaAloTEL 6Tl avTd Bo cupPet.

Eav napete peyardtepn 66on Venclyxto amwd Tnv Kovoviki

Edv mapete peyolotepn o06on Venclyxto amd tnv KOVOVIKT|, ETIKOWVOVIOTE LLE TOV YIOTPO, TOV
QOPLOKOTOL0 1] TOV VOOOKOLO GOg 1 yaivete 6to voookopeio apéomc. [apte pali cog ta diokio kot
ovTO TO POLALO OINYIDV YPNOTG.

Eav Eeyaoete va mapete 10 Venclyxto

. Edv épovv mepdoet Arydtepeg amd 8 dpeg amd v dpa mov cuvnbwg Taipvete ) ddom Gag,
TAPTE T1) TO GLVTOUOTEPO dVVATOV.
. Edv égovv mepdoel mepiocdtepes and 8 dpeS amd v dpa mov cuvibmg maipvete T 6o cag,

unv mépete tn 06om ekeivn v nuépa. Emotpéyte 610 Kavovikd 6og 6060A0YIKO GYfLLaL TNV
EMOLEVT] NUEPQL.

. Mnyv mdpete dumAn 86om yuo va avoarAnpdcete T 6o mov Eeydoarte.
Edwv dev elote oiyoupot (WANGTE e TOV Y1OTPO, TOV POPLOKOTOLO 1| TOV VOGOKOLO GOG.

Mnyv ctapoticere va taipvete To Venclyxto

Mnv GTOpATAGETE VO TAIPVETE AVTO TO PAPLOKO, EKTOG KOl EAV GOG TO GVGTNGEL O YTpdS Goc. Edv
EYETE MEPLOGOTEPEG EPWTNOELG GYETIKA LLE TN YPNON AVTOV TOV PUPUAKOV, POTNGTE TOV YITPO, TOV
(OPLOKOTOLO 1| TOV VOGOKOLO GOG.

4. MBavég avemBOunTeg evépyereg

Onwg 6Ao Ta papLLoKa, £T01 KOl 0VTO TO PAPUOKO UTOPEL VO TPOKAAECEL AVETIBVUNTEG EVEPYELEG, OV
Kot dgv mapovstdfovtat oe GAOVS TovS avBpdmovg. Ot akdrovleg coPapéc avemBOunteg evépyeteg
UTOPEL VOL ELPAVIGTOVV [LE OVTO TO PAPLLOKO:

YHvopopo AVong 0ykov (cuyvég - pmopet va ennpedcsovy émg 1 ota 10 dropa)
Yrapatiote va maipvete Venclyxto kai {ntote apéowng wtpikn Pondeia edv mapotnpioete
OTOLOONTOTE OO T GVUTTOWATA ToL TLS:

e mupetd 1 piyn

74



aicOnpa adwbeciog (vovtia 1 EPETOC)
aicOnua cvyyvong

aicOnpa dSvokoriag otV avamvon

U1 QLGIOAOYIKO KOPO10KO pLOUO
oKkovpa 1 BoAd obpa

aicOnpa acvvndieg KOTWoNg

Loikd movo N Gfoiec apbpmacelg
OTOGHOL 1} EMANTITIKEG Kpioelg
KOLMOKO GAyog Kot didtaon

Xapnrog apOpiog AevK@V a1oc@oipimv (0VOETEPOTEVIN) KoL AOYUMEELS (TOAD GUYVES - UTTOPEL Va
ennpedcovy meptocdtepa amd 1 ota 10 dropa)

Kotd ™ didpketo g Ogpaneiog pe Venclyxto o yuatpdc cog Oa mapakorovdel Tig aplotoloyikés Gog
e€etaoelg. O youniog aptfuog Aevkmv apoceatpinv umopel vo avénoet tov kivovvo Aoipméne. Ta
onueio Aoipméng umopet va tepthappdvouy mopetd, piyn, aicOnua advvapiog 1 cdyyvong, Py, Tévo
N aicOnua kavoov katd v ovpnor. Opiopuéveg AoWmEEIG OTmE 1| TveLpovia 1| 1 AoTwEN Tov
aipartog (onyoio) propei va, gival coPapéc kat evdéyetal va odnynoovy ce Bavato. Evnuepoote tov
YWTPO GOC OUECMG EAV EYETE CUUTTOUATA AOTUMENC EVO TOIPVETE ALTO TO PAPUOKO.

Evnuepoote 10V Y10.Tp0 605 AV TOPATNPTCETE OTOLUONTOTE UTTO TIS TAPUKATO AVETOOUNTES
EVEPYELEG:

Eav &ete XAA

oAb ovyvég (umopel va ennpedoovy mepiocodtepa amd 1 ota 10 dropa)

. VeV LOVial

. AOTH®EN TOV AVATEPOV AVATVEVGTIKOD GUCTHLOTOC — To oNeia Teptlapupdvouy cuvdyt,
movolopo 1 Priya

. dlappota

. aioOnua adwbesiog (vavtio 1 EHeTog)

. dvokomdra

. aioOnuo kémwong

O apotoroykég eEgtdoetg pmopel emiong va dei&ovv
o Lelpévo appd epudpdv aoceoipioy
petmpévo apipd Aevkadv apocs@alpiov mov ovopdloviot AELeoKvTTOPA
avénuéva enineda KaAiov
avénpéva enineda evog AAoTog (NAEKTPOADTI)) TOV GAOUATOC, TOL OVOUALETOL POCPOPIKO A0S
petmpéva enineda acPectiov

Yuyvég (umopel va emmpedsovy émg 1 ota 10 dtopa)

. cofapn Aoipnmén oto aipa (onyopio)

. ovporoipmén

. YOUNAOS apOudc AEVKMV OOGEOPIOY Pe TUPETS (EUTVPET OVOETEPOTEVIQ)

O1 anpatoroyikeg e€etaoels pnopetl eniong va dei&ovv:

. avénpéva eminedo KpeaTvivng
. avénuéva eminedo ovplog
Eav éyete OMA

oAV ovyvég (umopel va ennpedoovy mepiocotepa and 1 ota 10 dropa)
e qaicOnua adbeciog (vavtio 1 ELeTog)

duppota

TAYEG OTO OTOUA

aicOnon kovpaong 1 advvapiog

Aolpwén Tv TveLpdvVeV 1 TOL AiLATOg
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pewwpuévn 6pedn

ndvog oTig apBpdoelg

{aAn 1 MmoBopia

TOVOKEPAAOG

dvomvola

ooppayio

YOUNAT apTNPLOKT| TTieon
ovporoipmén

amMAELD BApovg

VoG otV KO (KOtAlokd GAyoc)

Ot apotoroyikég e&etdioelg umopel emiong va dei&ovv

o younAdtepo apfuod aponetariov (Opouponevia)

YOUNAOTEPO APOUO AEVKDY UOGQAPI®V He TUPETO (EUTHPETN 0VOETEPOTEVID)
UEW®UEVO aplOpd epubpmdv aposeatpiov (avoruio)

VYNAOTEPO EMIMESO OAMKNG YOAEPVOPIvIG

YoUNAG enimeda kaAiov oTo aipo

Yoyvéc (umopet va emmpedoovy émg 1 ota 10 dtopa)
e yoldMBot 1 Aoluwén g ¥oAndo oV KOGTNG

Ava@opd avemOOuNTOV EvEPYEIDOV

Edv mopampfioete KOmolo avemtBOuntn evépyela, EVIUEPMGTE TOV YIOTPO, TOV (OPLLOKOTOLO 1) TOV/TNV
VOGOKOWO 60G. AVTO 1oyOEL Kot Yo KAOe Thavn avemBouuntn vEPYELD TTOL OEV AVUPEPETOL GTO TUPOV
@OALO 0N YLDV ypNonG. Mropeite emiong va avagépete avemBOunTeg evépyeleg amevbeiag, LEGHO TOV
€BvikoD cuoTaTog avapopds Tov avaypdeetal oto [Hapdpmue V. Mécm g avapopdg
avemBOUNTOV evepyeEldV pmopeite va fondncete 611 GLALOYN TEPIGGHTEPWOV TANPOPOPIDV GYETIKA
LE TNV AOQPAAELD TOV TAPOVTOC PAPLLAKOV.

5. &g vo gurdcoete T0 Venclyxto

To @dppako avtd TPEMeEL vo, PUAAGGETOL GE LEPT TTOL gV TO PAETOLY KoL dEV TO POGVOLY Ta TOd1A.

Na pun ypnowonoteite avtd 10 PAPLOKO PETE TNV NUepOoUnVia AENG TOL AVOEEPETAL GTO KOVTL LETA
v AHEH kot oty xoyéin petd to EXP.

To @dppaxo avtd dev amattel Waitepeg cuvONKes POAAENG.

Mnyv metdte ApraKa 6To vepd NG AmoyXETELONG 1 6T OKlok( amoppinpata. Pomote tov
(OPLOKOTOLO GOG Y10 TO TAG VO, TETAEETE T PAPLLOLKOL TTOV OEV YPTCLLOTOLEiTE L. AvTd Ta pétpa Oal
Bonbfcovv oty Tpoctacia Tov TEPPAALOVTOG.

6. Mepreybpeva TG GVOKEVAGING KOL AOUTEG TANPOPOPIES
T mepréyer To Venclyxto

H dpaoctikn ovoia givar to venetoclax.

e Venclyxto 10 mg emkaAvppéva pe Aento vpévio diokia: Kdbe emkaivppévo pe Aento vpévio
dwokio mepiéyel 10 mg venetoclax.

e Venclyxto 50 mg emkaAvppéva pe Aemto vuévio diokia: Kabe emkaivppévo pe Aento vpévio
dwokio mepiéyel 50 mg venetoclax.

e Venclyxto 100 mg emucaivupéva pe Aemtd vpévio diokio: Kabe emucodloppévo pe Aemtd vpévio
dwokio mepiéyel 100 mg venetoclax.
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Ta GAAo cuoTaTKA €ivat:

e Y10V mupnva tov diokiov: komofddvn (K 28), modlvcopPikd 80 (E433), kodhoeldéc avudpo
o&eidro mupiriov (ES51), dvudpo vopo&uemopopikd acBéotio (E341 (ii)), vatpro
GTENTVAOPOVULAPTKO.

2V eRKOAVYT| LLE AETTO VUEVIO:

e Venclyxto 10 mg emkaloppévo pe Aemtd vuévio diokia: odnpov o&eidio kitpvo (E172),
moAvPivvroikoorn (E1203), tiraviov d10&eidio (E171), molvaifvievoyivkoin 3350 (E1521),
taAkng (E553D).

o  Venclyxto 50 mg emkalvppéva pe Aemtd vuévio diokia: odnpov o&eidio kitpwvo (E172), oidnmpov
o&eioro epvpd (E172), cidnpov o&eidio pérav (E172), moivpvuriaiodin (E1203), trtaviov
dwo&eido (E171), morvabBvievoyivkoin 3350 (E1521), tadixng (E553Db).

e  Venclyxto 100 mg extkoAvpupuéva pe Aemto vuévio diokia: o1dnpov o&gidto kitpwvo (E172),
moAvPivvroikoorn (E1203), tiraviov d10&eidio (E171), molvaifvievoyivkoin 3350 (E1521),
taAkng (E553D).

Epgavien tov Venclyxto kon Tepieydpeva TG 6UOKEVAGING

To emkaivppévo pe Aemto vuévio dickio Venclyxto 10 mg givatl vrokitpvo, GTpoyyvro, SouéTpou
6 mm, pe mv évoelEn V ot o mAsupd kot 10 oty GAAD.

To emkaivppévo pe Aemto vuévio diokio Venclyxto S0 mg sivor pmel, emipnkeg, uikovg 14 mm, pe
™mv évdeln V ot o mAevupd kot S0 oty GAAN.

To emkaivppévo pe Aemtd vuévio diokio Venclyxto 100 mg givot vokitpivo, EmiUnKeG, URKOVG
17,2 mm, pe mv évdeién V ot o mhevpd ko 100 oty GAAn.

Ta dioxio Venclyxto dwotifevtot o€ kKoyéleg, oL 0moieg GVoKELALOVTOL GTO KOLTIO MG EENG:
Venclyxto 10 mg emkaivppévo, pe Aentd vpuévio diokia:

. 10 dwoxia (5 Koyédeg, kabe pia pe 2 dokia)

. 14 d1oxia (7 koyédeg, kabe pia pe 2 diokia)

Venclyxto 50 mg emkaivppévo, pe Aemtod LUEVIO dloKia:

. 5 dwokia (5 xuyéleg, kKabe pia pe 1 d1okio)

. 7 dwokia (7 xoyéles, kKabe pia pe 1 diokio)

Venclyxto 100 mg emucoivppéva pe Aentd vpévio dlokio:

. 7 dwokia (7 xoyéles, kKabe pia pe 1 diokio)
. 14 dwokia (7 koyéheg, kaBe pio pe 2 diokia)
. 112 (4 x 28) dwokia (4 kouTld TV 7 Kuyehdv, KaOe pia pe 4 diokia).

Mmnopei va unv KokKAoQopohv OAES Ol GLGKEVAGIEC.
Karoyog Adcrog Kvkiopopiog ko Ilapackevaotiig

AbbVie Deutschland GmbH & Co. KG
Knollstrasse

67061 Ludwigshafen

Ieppovia

IMo omoladnmote TANPOPOPID GYETIKA [LE TO TAPOV PAPUAKEVTIKO TPOTOV, TAPAKAAEISTE VOl
angvBouvleite otov Tomkd aviurpdcwno Tov Katodyov g Adsiag Kuklopopiag:

Belgié/Belgique/Belgien Lietuva
AbbVie SA AbbVie UAB
Tél/Tel: +32 10477811 Tel: +370 5 205 3023
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bbvarapus
A6Bu EOO/]
Ten: +359 2 90 30 430

Ceska republika
AbbVie s.r.0.
Tel: +420 233 098 111

Danmark
AbbVie A/S
TIf: +45 72 30-20-28

Deutschland

AbbVie Deutschland GmbH & Co. KG
Tel: 00800 222843 33 (gebiihrenfrei)
Tel: +49 (0) 611/ 1720-0

Eesti
AbbVie OU
Tel: +372 623 1011

E)rada
AbbVie PAPMAKEYTIKH A.E.
TnA: +30 214 4165 555

Espaiia
AbbVie Spain, S.L.U.
Tel: +34 91 384 09 10

France
AbbVie
Tél: +33 (0) 1 45 60 13 00

Hrvatska
AbbVie d.o.o.
Tel: + 385 (0)1 5625 501

Ireland
AbbVie Limited
Tel: +353 (0)1 4287900

Island
Vistor hf.
Tel: +354 535 7000

Italia
AbbVie S.r.l.
Tel: +39 06 928921

Kvnpog
Lifepharma (Z.A.M.) Ltd
TnA: +357 22 34 74 40
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Luxembourg/Luxemburg
AbbVie SA
Belgique/Belgien

Tél/Tel: +32 10477811

Magyarorszag
AbbVie Kft.
Tel: +36 1 455 8600

Malta
V.J.Salomone Pharma Limited
Tel: +356 22983201

Nederland
AbbVie B.V.
Tel: +31 (0)88 322 2843

Norge
AbbVie AS
TIf: +47 67 81 80 00

Osterreich
AbbVie GmbH
Tel: +43 1 20589-0

Polska
AbbVie Sp. z o.0.
Tel: +48 22 372 78 00

Portugal
AbbVie, Lda.
Tel: +351 (0)21 1908400

Roméinia
AbbVie S.R.L.
Tel: +40 21 529 30 35

Slovenija
AbbVie Biofarmacevtska druzba d.o.o.
Tel: +386 (1)32 08 060

Slovenska republika
AbbVie s.r.0.
Tel: +421 2 5050 0777

Suomi/Finland
AbbVie Oy
Puh/Tel: +358 (0)10 2411 200

Sverige
AbbVie AB
Tel: +46 (0)8 684 44 600



Latvija United Kingdom (Northern Ireland)
AbbVie SIA AbbVie Deutschland GmbH & Co. KG
Tel: +371 67605000 Tel: +44 (0)1628 561090

To mwapdov UALO 00NYIOV YprioNs avaBcwpnOnke Yo TElevTaio POpd 6TIg
Addeg TNYEC TANPOYOPLOV

Agmtopepeic TAnpopopieg yio 10 PappoKo avto gival dabéciueg 6o dikTvako tomo Tov Evpomaiko
Opyoviouov Gapudxmv: http:// www.ema.europa.eu

To mapov eOAAO 0dN YDV ¥prong eivar dtabéoio oe OAEC Tig emionueg YAwooeg g EE/EOX otov
dktvakd 1010 Tov Evponaikod Opyaviopuod Gapudkmy.

INo vo akovoeTe 1] vo {NT6ETE £va avTiypa@o auTov TOV GVALOV 00NYIAV PN OIS OE <YPaQ1]

Braille>, 6g <pgydin eKTOTOGN> 1] <NYOYPULONUEVO™>, TUPUKIAOVUE ETUKOLVOVI|GTE LE TOV
T0mKO avTitpoécsmmo Tov Katédyov Adsrag Kukhogopiog.
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