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Kuplotepec e€eliéelc

NeonmAaopota Owpaka
EykpLon avoooBeparmeioc we EMKOUPLKNG Oeparelac oTov N UIKPOKUTTAPLKO
KopKivo mveupova

‘Eykplon véou cuvduacopoU xnueloavoooBepareiag we 1" ypo i oTov pn
ULKPOKUTTAPLKO KAPKLVO TVEU IOV

NEec otoxeVouoec Beparelec ylia aoOeVeLC LE UN ULKPOKUTTOPLKO KOPKLVO
nivevpova Kot petaAaéeic KRAS n HER2

EykpLon avoooBeparmeutikol cuvduacouou wc 1S ypapupng Beparmeia oto
LLETOLOTATIKO pecoOnAiwpa utelwKkoTa

EOVKO kat Kamodiotplako OepamneuTik

Mavemotripo ABnvwv KAwikn



Mn METAOTATIKOC N MLKPOKUTTAPLKOC KAPKivVOC TtveU pova
LLETA ATIO XELPOUPVYLKN eMEUBaON KAl xNUELOBepameia

IMpower010 study design

Hierarchical statistical testing

No crossover p
(" ) s DFS in PD-L1 TC 21%
Completely resected 1-4 cycles Atezolizumab % ~tace B.BIA e
stage IB-IIA NSCLC cisplatin + 1200 mg q21d 3 | © cn i e o
per UICC/AJCC v7 pemetrexed, 16 cycles 5 If positive: l
5 gemcitabine, <]
ool docetaxel or s | [ DFS in all-randomized
e vinorelbine 2 stage II-lIIA population®
* Lobectomy/pneumonectomy c L 9 Popd
e Tumor tissue for PD-L1 analysis ) \__ 1200 2
< e 7] If positive: l
( oy
DFS in ITT population®
Stratification factors Primary endpoints L (all-randomized stage IB-lIIA)
» Male vs female + Investigator-assessed DFS tested hierarchically: =
Stage (IB vs Il vs l1IA) 1. PD-L1TC 21% (SP263) stage II-1lIA population If positive: l
Histology 2. All-randomized stage II-1lIA population ( ® )
PD-L1 tumor expression status®: 3, ITT (all-randomized stage IB-IIIA) population e
TC2/3 and any IC vs TCO/1 and \
IC2/3 vs TCO/1 and IC0O/1
D Endpoint was met at DFS 1A
O Endpoint was not met at DFS |A, and follow-up is ongoing
D OS data were immature, and endpoint was not formally tested

Both arms included observation and regular scans for disease recurrence on the same schedule.
IC, tumor-infiltrating immune cells. * Per SP142 assay. ®* Two-sided 0=0.05.

s
/ P
[ &E:"\ EOvVKO kat Kamodiotplako OgPATEVTLKN

POE  novemotiio Anviy Bellmunt et al, Lancet 2021 Khwuk



AmoteAeopata

PD-L1TC 21%
stage II-1llA population

100 4
’\ .\_.“\‘ .

3 “~— i 74.6%
§ T " B, W — Atezolizumab
60 . Voo 0 =
| S e dmunsd
- - j S . |Median DFS NE 35.3
Median follow-up: e (95% Cl), mo (36.1, NE) (29.0, NE)
32.8 mo (range, 0.1-57.5)
20 | Stratified HR (95% Cl) 0.66 (0.50, 0.88)

P value®

0.004¢

0 3 6 © 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Months

No. at risk
Alezolizumab 248 235 225 217 206 198 190 181 150 134 111 76 54 31 22 12 8 3 3

BSC 228 212 186 160 160 151 142135117 07 80 50 38 21 14 7 6 4 3

Clinical cutoff: 21 January 2021. * Per SP263 assay. " Stratified log-rank. ¢ Crossed the significance boundary for DFS.
4 The statistical significance boundary for DFS was not crossed. ' Wakelee H, et al. J Clin Oncol. 2021;39(supp! 15):8500.

EBVIKO Kat Karodiotplakd

MavemotAuo ABnvav Bellmunt et al, Lancet 2021

QepAEVTIKA

KAwikn



AmoteAeopata

DFS by PD-L1 status? BESMDT ‘Eykpion a6 Tov FDA yia aoBeveig pe
All-randomised stage II-IlIA population (with and without known EGFR/ALK+ disease) |~ "

Subgroup (including EGFR/ALK+) | n HR (95% CIjb< ATtrapaitntog 0 £Aeyxog yia PD-L1 yia

ﬁumm Toug aoBeveig pe MMKIT 1TOU XpPridouv
TC <1% 383 Pt 0.97 (072. 131) va )\d OUV ETTIKOU IK' avw A
776 r—— TGE IS0 B B PIKN aywyn
TC 1-49% 247 — 0.87 (0.60, 1.26)
TC 250% 229 P——— 0.43 (0.27, 0.68)
All patients® 882 o 0.79 (0.64, 0.96)
0.1 1.0 10.0

-

HR
Atezolizumab better BSC better

Subgroup (excluding EGFR/ALK+)® n HR (95% CI)'9
PD-L1 status by SP263
TC <1% 312 ——t 0.92 (0.65, 1.30)
TC 21% 410 ——t 0.62 (0.45, 0.86)
TC 1-49% 201 e qn o 0.82 (0.54, 1.25)
TC 250% 209 o o 0.43 (0.26, 0.71)
All patients” 743 —— 0.74 (0.59, 0.93)

01 1.0 100

HR
Atezolizumab better BSC botter

EBVIKO Kat Karodiotplakd QepAEVTIKA

Navemotiio ABNVGY Bellmunt et al, Lancet 2021 Khwe xﬁw_,




1n ypopun Beparmelog o€ HETAOTATLKO UN
LLKPOKUTTAPLKO KAPKLVO TIVEU OV

CheckMate 9LA study design?

Key Eligibility Criteria

NIVO 360 mg Q3w + IPl 1 mg/kg Q6w

n=361
» Stage IV or recurrent NSCLC — +
* No pri temic th d Until disease
o prior systemic therapy. N = 719 Chemo? Q3w (2 cycles) St
* No sensitizing EGFR mutations 8 ¢
or known ALK alterations UnaCC_ep_table
toxicity,
. 0-1
Ll or for 2 years
Stratified by Chemo® 03w (4 cvcles for immunotherapy
PD-L1b (< 1%c vs = 1%), Q (—g———)

sex, and histology (SQ vs NSQ) with optional pemetrexed maintenance (NSQ)

Primary endpoint Secondary endpoints
« 0S * PFS by BICR®
* ORR by BICR®
« Efficacy by tumor PD-L1 expression

Interim database lock: October 3, 2019; minimum follow-up: 8.1 months for OS and 6.5 months for all other endpoints.

Updated database lock: March 9, 2020; minimum follow-up: 12.7 months for OS and 12.2 months for all other endpoints.
NCT03215706; “Determined by the PD-L1 IHC 28-8 pharmDx assay (Dako); Patients unevaluable for PD-L1 were stratified to PD-L1 < 1% and capped to 10% of all randomized patients;
“NSQ: pemetrexed + cisplatin or carboplatin; SQ: paclitaxel + carboplatin; *Hierarchically statistically tested,

EBVIKO Kat Karodiotplakd QepAEVTIKA

Mavemotipo ABnvwv Paz Arez et al, Lancet 2021 KAk




AmoteAeopata

CheckMate LA (NIVO + IP1 + chemo vs chemo in 1L NSCLC): 2-year update

2-Year update: OS in all randomized patients

100 NIVO + IPl + chemo Chemo
(n =361) (n = 358)
80 B Median 0S,* mo 15.8 11.0
HR (95% Cl) 0.72 (0.61-0.86)
L 63%
= o
e .. | (79" . 38%
40+ : "5
: Sy,
S Mpessns—a NIVO + IPI + chemo
20 s )
O T T T T 1 T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months
No. at risk
NIVO + [Pl + chemy 32¢ 292 250 227 0

O ouvduouocg xnuUeloBepaTTEiag ue
NiBoAoupdutrn kai ITmAIgoUpauTN
OTO METAOTATIKO PN MIKPOKUTTAPIKO
KOpPKivo TTveUOVA, 0T TTPWTN
YPAP U BepaTtreiag TTPOCPEPEI
OQEAOC OTN CUVOAIKN £TTIRIWON Kal
EXel eykp1Bei attdé Tov EMA

To 6@elog atrd Tnv avoooBeparTreia
TTaPEPEIVE OTABEPO Kal OTN
UTTOaVAAUCT ava TTOO0O0TO £KPPACNG
Tou PD-L1

EOvVKO kat Kamodiotplako

-
("
”% Maverotiuo ABnvmv
28 RN

Reck et al, ASCO 2021, Paz Arez et al, Lancet 2021

OgPATEVTLKN
KAwikn



METOOTOTIKOC UN MLKPOKUTTOPLKOC KOPKLVOC TtvEU MOV
otadiov, pe ™ petaAlaén p.G12C tou yovidiou KRAS

Phase 2 CodeBreaK100 Trial Design

ClinicalTrials.gov identifier: NCT03600883

_

Key Eligibility:

» Locally advanced or metastatic NSCLC Radiographic scan every 6 weeks up to week 48 and once
every 12 weeks thereafter

* KRAS p.G12C mutation as assessed by
central testing of tumor biopsies

» Progressed on prior standard therapies®
« Stable brain metastases were allowed

i: no more than 3 prior lines of therapies were allowed; b: treatment beyond disease progression was allowed if certain criteria were met. c: safety follow-up occurs 30 (+7) days after the last dose of sotorasib; long-term folow-up
ccurs every 12 (£2) weeks for up to 3 years. NSCLC: non-small cell lung cancer; ORR: objective response rate; DoR: duration of response; TTR: time lo response; PFS: progression-free survival; OS: overall survival; RECIST.
tesponse Evaluation Criteria in Solid Tumors,

EBVIKO Kat Karodiotplakd QepAEVTIKA

oL neenoneronoy Skoulidis F et al, NEJM 2021 uns



AmoteAeopata

Depth of Tumor Response

Tumor shrinkage of any magnitude was observed in 81% of patients (101/124)
Median percentage of best tumor shrinkage among all responders was 60%

1401 Best Tumor Volume Change From Baseline
N=121

WCR

osp
|FPo

| I1| 3

Best % change in tumor
volume from baseline

= .u||ullllll|||||||] I} ‘II H']! HIH 7 “I‘H] ‘
| |

| " ' ol -
gs8bsons2888

Progression-Free Survival

Median progression-free survival was 6.8 months (95% CI: 5.1, 8.2)

T T
6
patients at vk 124 118 96 7 75 85 54 3 32 3 4 0

H Zotopaoiumnn HeTa TNV mpoodatn
EyKkplon tou armo tov FDA, tn mpwn
EVKEKPLUEVN Bepareia ylor LeTAAAAEN TOU
KRAS

OL TTLO CUXVEC OVETILOUUNTEC EVEPYELEC TNC
Yotopaoiunng ntav n dtappoia (oto 31%),
n vautia (oto 19%) ko n avénon
NIATkwV eVUUWV (15%), Kuplwc OpwCg
XapnAng Bapvtntag

P

[ &h & EBVIKO kat KamoSiotplakod
W Y Naveruotiuo ABnvav
PELRN

Skoulidis F et al, NEJM 2021

OgPATEVTLKN
KAwikn



1" ypappn Oepaneiac o€ HETAOTATIKO

pnecoBnAilwpo urtelwkota

CHECKMATE 743

Key eligibility criteria

* Unresectable MPM

* No prior systemic therapy
« ECOG PS 0-1

Stratified by

Histology (epithelioid vs non-epithelioid)
and gender

n =303
N = 605

n =302

NIVO 3 mg/kg Q2W +

|P| 1 mg/kg Q6W
(for up to 2 years)

Until disease
progression,
unacceptable toxicity,
or for 2 years for

Cisplatin o carboplatin . immunotherapy

pemetrexed aw (6 cycles)

Primary endpoint
« 0S

Secondary endpoints
* ORR, DCR, and PFS by BICR
« Efficacy by PD-L1¢ expression

Exploratory endpoints
+ Safety and tolerability
* Biomarkers

EBVIKO Kat Karodiotplakd

Maverotipo ABnvwv BaaS et al, Lancet 2021

QepAEVTIKA
KAwikn



AmoteAEopata

100 NIVO + IPI Chemo
(n = 303) (n = 302)
80 Median 0S,2 mo 18.1 14.1
HR (95% Cl) 0.73 (0.61-0.87)
— 60
& :
wv '
© 404 5
E A IPI
20 : : “ it .
: : 15%§ = =+ Chemo
O I 1 1 % ] | | % | | | ; 1 | 1 1 | 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Months
No. at risk
NIVO+IPI 303 273 251 226 200 173 145 126 116 97 80 73 62 49 35 18 7 2 0
Chemo 302 269 234 192 164 138 114 97 76 69 54 46 43 33 20 11 0

EBVIKO Kat Karodiotplakd QepAEVTIKA

i ‘ r MNavernotiuo ABnvav BaaS et a.l, Lancet 2021 KAwikn




AToteAEopaTa

Epithelioid Non-epithelioid
NIVO + IPI  Chemo NIVO + IPI Chemo
100 ] (n=229) (n=226) 100 g, (n=74) (n=76)
Y Median 0S.° mo 18.2 16.7 Median 0S,¢ mo 18.1 8.8
80 - . HR (95% Cl) 0.85 (0.69-1.04) 80 - HR (95% Cl) 0.48 (0.34-0.69)
— 60 = — 60 o '
X : R :
wv) E wv -
O 40- ; © 40- :
20 ; ; 20 - S : NIVO + IPI
| Chemo i - _Chemo
O | 1 | ; | i 1 1 1 0 1 i | 1 1 ; ] ] 1
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54
No. at risk Months No. at risk Months
NIVO+IPI 229 192 154 111 90 63 48 29 4 0 NIVO+ 1Pl 74 59 46 34 26 17 14 6 3 0
Chemo 22¢ 182 101 69 50 40 18 5 ‘ Chemo 52 3 13 7 : 3 1 ‘

EBVIKO Kat Karodiotplakd QepAEVTIKA

Maverotipo ABnvwv BaaS et a.l, Lancet 2021 KAk




JUMTTEPACHOTA

2TO METAOTATLKO pecoOnAilwpa uneZwKora N NLBO)\OU uaunn KOlL N

ITUA LoV AL, EYKPLONKav armo tov FDA otn npwrn VPO Beparteiog
KoOwc 0dnynoav o€ OTATIOTIKA ONUAVTLKA ETMLUAKUVON TNC OUVOALKNG
emBlwonc

To 0deloc tnC avoooBeparmeioc NTav akOopo LEYAAUTEPO yLa TNV
uTtoopAd A TwWV AOOEVWV UE OOPKWUATOELSN LOTOAOYLKO UTIOTUTIO, OTTIOU
TOL ATIOTEAEOMOTO TNC XNMELOBEpameloc eival Teviypa

To mpodiA toékoTnTOC TWV PAPUAKWY ELVOL AVAAOYO TIPONYOU LEVWV
neAetwv tnc NiBoAovpapmnng Kat IMALLOUUAUTTNG OTO LETAOTATIKO
KOopKivo

Oepamneutikn
KAwikn



Kuplotepec e€eliéelc

NeonAaopoata Ouponowntikou

- H avoooBepaneia anedelée 0peAoC WG EMKOUPLKN Beparmeia oe aoBeveic pe
oupoAnBLako Kapkivo Kal SLoUYOKUTTOPLKO KapKivo vedpou

- Néeec otoxevouoec Beparmeiec EAaPav EykpLon yla TO LETOOTATLKO KOPKivo oupoBnAiou
KOLL TOV METOLOTATLKO KOPKLVO VEPpPOU

« H kapmolatwipmnn £deiée odpeloc oto dtaotnpa eAeVBepo Poodou VOCOU EVAVTL TNG
OOUVLTLVLUTING 0TO peTaoTatiko BnAwdeC KapKivwpa veppou

+ H evrtatikomoinon tn¢ aywyng auvéavel Tnv cuVoALKN enLBlwon T000 o€ acBevelc e un
LLETAOTATLKO KAPKivVo Tou mpootatn uvPnAou KivdUuvou, 000 Kol O AuToUC HE de novo
LLETAOTATLIKO oppovoevaiocOnto kapkivo tou mpootatn (MmCSPC)

- To padlodpappako lutetium-177-PSMA-617 (LUPSMA) amoteAel vea BeparmeuTikn erthoyn
0€ 00BeVE(C UE LETAOTATIKO EUVOUXOAVTOXO KapKivo Tou npootatn (mCRPC).

EOVKO kat Kamodiotplako O€ePATEVTIKN
Mavemotripo ABnvwv KAwikn



H viBoAoupapumn we EMIKOUPLKN aywyn OToV
KQLPKLVO oupodOYoU KUOTNC

H ynuewoBepaneia pe Bacn TV TAATIVA XPTGLHLOTIOLELITAL WG ETKOVPLKT] AY®YT) 6TOV KAPKIVO 0Vp080Yov KUoTNG xwpic opwg Levell evidence

MeAetn Checkmate-274

Stratified by PD-L1 status (< vs 2 1%*), previous
neoadjuvant cisplatin-based CT, nodal status

Patients with high-risk MIUC; if ypT2-ypT4a
or ypN+, received neoadjuvant cisplatin CT; Nivolumab 240 mg IV Q2W

if pT3-pT4a or pN+, did not receive > (n =351) Treatment for
neoadjuvant cisplatin CT and ineligible up to 1 yr of

d=—=—-

for/refused adjuvant cisplatin CT; adjuvant
underwent radical surgery < 120 days; \ Placebo IV Q2W thera
disease free within 4 wks of study dosing (n = 348) Py

(N =709)

* Primary endpoints: DFS is ITT population, DFS * Secondary endpoints: nonurothelial tract
in all randomized patients with PD-L1 2 1% recurrence-free survival, disease-specific
survival, OS'

*Per PD-L1 IHC 28-8 PharmDx assay. ) )
'0S data immature at time of analysis. * Exploratory endpoints: distant metastasis—

free survival, safety, HRQolL

OgPATEVTLKN

I,,'é;?i‘ EBVIKO kat KamtoSiotplakd e B Sl
‘,&Eﬁ%\ Mavemotiuio ABnvwv Bajonn DF, NEJM 2021 KAwikr '1,,_(-*’



Checkmate-274: Disease Free Survival

ITT

No. of events/ Median (95% CI),

PD-L1 2 1%

No. of events/ ‘ Median (95% CI),

no. of patients months no. of patients months
1.0~ NIVO | 166/353 21.0(17.1-33.4) | 1O NIVO 52/140 |__NR (22.0-NE)
os{ \ PBO | 203735 10.9 (8.3-13.9) | 2= PBO 80/142 | 10.8 (5.7-21.2) |
z \ HR, 0.70 (98.31% Cl, 0.54-0.89)* > HR, 0.53 (98.87% Cl, 0.34-0.84)°
&= (.84 \ = 0.8
i & P < 0.001" 5 P < 0.001"
g0 v . g07 -
a .\ AN ] wow
= 0.6 o =~ 0.6 - q
;’ \ \\ ;v o 1 oo > wove o
E 0.54 N ‘ \.\o.‘.‘ "_; 0.5 NI
& g, - "t o amce NIVO R )
o 0.4 ol - c-— o « o ! 4 \
< D s - PO @
"’" 0.3 “ 0.)
&
:? 0.2 % 0
.A' ‘ & J.d
(<} &
0.1 ). 1
0.04 Y T Y Y Y Y Y Y Y Y Y Y Y Y 0.0% Y Y Y Y Y Y U Y Y Y Y T Y
0 3 6 9 12 15 18 21 24 27 30 33 Yo 39 42 45 0 15 18 21 24 27 30 33 36 139 42 45 48 W
No. ot rish Months ot ri Months
Minimum follow-up, 5.9 months
#5 was defined as the time between the date of randomization and the date of first recurrence (local urothelial tract, local non-urothelial tract or distant) or death
MR, 0495 (oA 1, 0.541:0.8%94). "Based on a 2.9ided stratified logrank test, '"MR, 0.53% 0, 340-0.842)

Cl, confidence nterval; NE, not

estimable; NR, not reached

«  2NUOVTLKO OPEAOC OTO XPOVO WCE TNV UTIOTPOTIN TN VOOOU

.« AvapEvovtal Ta anmoteAEopaTa TNS OUVOALKNAC emBlwong

EOvVKO kat Kamodiotplako
Mavemotripo ABnvwv

OgPATEVTLKN
KAwikn



H rtepmpoAllou i we ETLKOUPLKN aywyn
OTOV KOPKLvO VEDpPOU

AEV VTIAPXEL KAOLEPWUEVT] EMKOVPLKT] XY WYT] GTOV KAPKIVO VEQPOU

KEYNOTE-564 Study Design

Key Eligibility Criteria Pembrolizumab 200 mg
+ Histologically confirmed clear cell renal cell | N Q3w
carcinoma for ~1 year?
* Nephrectomy £12 weeks prior to randomization
* No prior systemic therapy
+ECOGPSOor1

» Tissue sample for PD-L1 assessment

Stratification Factors
* MO vs M1 NED
* MO group further stratified:
+ECOGPSOvs1
* US vs non-US

* Primary end point: DFS per investigator
+ Key secondary end point: OS
+ Other secondary end points: Safety

DFS, disease-free survival; Q3W, every 3 weeks.
#$17 cycles of treatment were equivalent to ~1 year.

T

M

| &') P& EOviko kau Kamodiotplako OgPATEVTLKN
2

,(j%\ MNavernotiuo ABnvav Choue|r| et al NEJM 2021 KAwikn



AmoteAeopata

Ta dedopéva OUVOAIKNG
EMRIWoNG €ival akOUN avwpliua

DFS by Investigator, ITT Population

100
0, Ie 7
90- e e aanr ) H 1repTTpoAIfoupduTIn €XEl
80~ | AGBEI EyKPIoN WG ETTIKOUPIKNA
70- ; ' aywyn oTov dIauyOKUTTAPIKO
o 60+ 3 : KAQPKIVO VE@POU atro FDA kai
9 S0 f 12-month rate 24-month rate EMA
Q .40 185.7% 1 77.3%
176.2% 1 68.1% % Events  Median (95% Cl)
30+ : Pembro 22.0% NR (NR-NR)
20+ ; : Placebo 30.3% NR (NR-NR)
Pembro : H
10+ ! : Median follow-up: 24.1 (14.9-41.5) months.
Placebo i ;
B e e T e s e
0 5 10 15 20 25 30 35 40 45
No. at Risk Months
Pembro 496 457 414 37 233 151 61 21 1 0
Placebo 498 436 389 341 209 145 56 19 1 0
P
!&E‘&-’) EBviko kat Kamodiotplako L. OEPAMEVTIKN
BBRS  novemovipo ABnvay Choueiri et al NEJM 2021 Khuvu



Oeparnela og aocBevelc pe cuvdpopo Von-
Hippel Lindau kot veommAaopota oto VEPPO

Von Hippel Lindau Disease Normoxia

Cerebellar

hemangioblastoma
i Spinal cord

hemangioblastoma

Retinal
angiomata

Endolymphatic
sac tumors

Pulmonary
hemangiomas

Liver
hemangiomas
- Pheochromocytoma
Renal hemangioblastoma
Renal cell carcinoma
Muitiple renal cysts

Multiple Proteasomal
pancreatic cysts -

oo degradation oSO
hemangioblastoma LN

Bilateral papiliary
cystadenoma of
the epididymis
Epididymal cysts

Bilateral papillary
cystadenomas of
the broad ligament

o= , , =
| ,ﬂ%‘&-’;‘- EBviko kat Kamodiotplako OEPAMEVTIKN
‘,._) %\ Mavemotripo ABnvwv KAwikn
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Oeparnela og aocBevelc pe cuvdpopo Von-
Hippel Lindau kot veommAaopota oto VEPPO

Phase 2 Study: MK-6482 for VHL-Associated RCC

(NCT03401788)

Key Eligibility Criteria
» Diagnosis of VHL
disease, based on

MK-6482

germline mutation .
120 mg orally once daily

21 measurable RCC
tumor

No prior systemic

Primary End Points

Tumor evaluation
performed at
screening and every
12 weeks thereafter

Secondary End Points

anticancer therapy * ORR in VHL-associated » ORR in non-RCC lesions

No metastatic RCC tumors per * DOR in RCC and

disease RECIST v1.1 by non-RCC lesions
independent central review « Safety

ECOGPSOor1

Primary Objective

To evaluate efficacy of MK-6482 for the treatment of VHL disease—associated RCC

T
‘ !;’h @ EBviko kat Kamodiotplako

PO naverotiuo Asnvoy E Jonasch et al. N Engl J Med 2021.

OgPATEVTLKN
KAwikn



AmoteAeopata

Percentage Change from Baseline

A Maximum Change in Target Renal Tumors

100+ Best objective response (N =61)
90+ M Confirmed partial response
80 M Stable disease
70~
60

I

D Tumor-Reduction Procedures

® Procedure after tnal enroliment

©® Procedure before trial envoliment

~ Patient had at least one procedure
»10 years before trial envoliment

No. of Procedures per Respective Year

No. of Procedures beyond 10 Years

"o - - b 4
3= .
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-
BB 0 8 8 L R b ﬂ 1 % 5. B

109 8 -7-6-54-3-2-101213
Years before or after Belzutifan Treatment

142 18 7 28 15 19 13 15 18 28 4 2

“

5

«  KAwiwko odeloc oto cuvolo oxedov Twv a.cBevwy

- Kuplotepecg avemBupntecg evépyeleg n avatuia (25% Gr3) kat n vroéia (15% Gr3)

EBVIKO Kat Karodiotplakd
Mavemotripo ABnvwv

E Jonasch et al. N Engl J Med 2021.

OgPATEVTLKN
KAwikn



Evtatikomoinon tn¢ Bepamneiac otov
LETAOTATIKO KOPKLVO MPOOTATN

on of PEACE-1 (2x2

De novo mCSPC

Distant metastatic disease by = 1 lesion on bone scan
and/or CTscan

ECOGPS0 -2

Nov 2013 — Dec 2018

Qn-Study Requirement
Continuous ADT
Permitted

ADT < 3 months

RANDOMIZATION
-> 1:1:1:1

n=11/3

T
ECOGPS(0 vs 1-2)

Metastatic sites (LN vs bone vsvisceral)

Type of castration (orchidectomy vs LHRHagonistvs
LHRH antagonist)

Docetaxel (yes vsno)

C
~ I

—

SOC+Radiotherapy
(n =293)

SOC+Abiraterone+

Radlotherapy
(n =292)

ECOGPS, Eastern Cooperative Oncology Group performance status /

EBVikO kat KamoSlotplako
Mavernot o ABnvwv

Fizazl K, et al, ESMO 2021

OepamneuTik n
KAwikn




AmoteAEopota

100% |

80% —

0,
Overall 60% —

SOC+ADi SOC
(n =583) (n =589)
Median, y (95% CI) 5.7 5. I-NE) 1 7(4.353)
Events 228 268
HR (95% CI)* 0.82 (0.69-0.98)
Pvalue 0.030
b,

survival
40% _|

20%

0% —

No 589 556

Yes 583 541

\ \ \ \
2 3 4 5

Time from randomization (inyears)

\ No Yes]
480 334 207 101
470 340 230 111

o —

37

47

*Adjusted on stratification
4 parameters (RXT, PS, type of
castration, metastatic burden,

docetaxel)

2NUAVTIKO OPEAOG ATTO TOV TPITTAO
ouvOUaouO O€ A0BEVEIC UE HETAOTATIKN
oppovoguaiodntn vooo

10iw¢ o€ aoBeveic e uwnAo QopTio
vOOou

Aev TTOPATNPABNKE OUVEPYIKI TOEIKOTNTA
a1Td TO CUVOUAOUO

33 m CHAARTED (kyriakopoulos CE, JCO 2018)
_ B CETUG5 s
35 m STAMPEDE (Clarke NW, Ann Oncol 2019)
40 m STAMPEDE doce (Clarke Ann Oncol 2019)

44'm GETUG-15 (Gravis G Eur Urol 2018)

48 m CHAARTED (yriakapoulos CE, JCO 2018)

ADT

50 m LATITUDE (Fizazi K Lancet Oncol 2019)

) EBviko kat Kamodiotplako
M } i Naveruotiuo ABnvwv
N

Fizazl K, et al, ESMO 2021

OgPATEVTLKN
KAwikn

56 m STAMPEDE Abi (James N ESMO 2020)



>Toxevovoa Bepameia e padloPapUOKO OTOV
LLETALOTATLKO EUVOUXOAVTOXO KAPKLVO MPOOoTATN

PSMA
AlQpEUBPAVIKY TTOWTEIVN Open-label study of protocol-permitted standard of care

EKAEKTIKN ékgpaon o€ KiTTapa kapkivou pootam & 177 y-PSMA-617 in adults with PSMA-positive mCRPC
[davikdG oTOXOC yIa aTTelKOVIoN Kal BgpaTtreia

Eligible patients m
+ Previous treatment with both é‘ E n:_)_
> 1 androgen receptor N e o »
pathway inhibitor = (Bb § o
o) 1 or 2 taxane regimens Protocol-permitted SOC =~ © é
Exvracebiuler .
gomain Protocol-permitted standard of care alone
seavebnsteBinge (SOC) planned before randomization
N-tsmed sugaer mawties —9
_ ‘ Excluding chemotherapy
| ot s ':"2:{?0;:2;“8%;3("“""? 23, « Randomization stratified by « CT/MRI/bone scans
inves S
i i + ECOG status (0-1 or 2) + Every 8 weeks (treatment)
ECOG performance status 0-2 * LDH (high or low) « Every 12 weeks (follow-up)
Life expectancy > 6 months » Liver metastases (yes or no) * Blinded independent
PSMA-positive mCRPC on PET/CT *  Androgen receptor pathway Coniml rovien

inhibitors in SOC (yes or no)

with Ga-PSMA-11

OgPATEVTLKN

EOvVKO kat Kamodiotplako
KAwikn

Navemotjuo ABnviv Sartor O, et al NEJM 2021




AmoteAeopata

Primary endpoints: "77Lu-PSMA-617 prolonged OS

100+
- %-
Pr imary = Hazard ratio: 0.62
analysis = (95% CI: 0.52, 0.74)
All randomized = =3 hioneeced)
= o 60
patients § . | Median 15.3 vs 11.3 months
(N = 831) ™
€ 304
Q
W 20

~ L y-PSMA-617 + SOC (n = 551)
SOC alone (n = 280)

0 T T T T T T T

0 2 4 6

T T T T T L) L} T ) T
8 10 12 14 16 18 20 22 24 26 28 30 32
‘ Time from randomization (months)
Number of patients still at risk
TL-PSMA617+S0OC 551 535 506 470 425 377 332 289 236 166 112 63 38 15 5 2 0

H otoxeuon tou PSMA auénoe tn cuVvoALKN
enBiwon o mpoBeparmevpevou aoBeveig
e mCRPC kat £xel AaBel €ykplon FDA

YoBapotepec AE Rtav n KataotoAr Tou
HueloU (24% >Gr3) ko n vedpki BAAPN
(3.5% >Gr3)

EOvVKO kat Kamodiotplako
% ] Mavemotripo ABnvwv
N

Sartor O, et al NEJM 2021

OgPATEVTLKN
KAwikn



Kuplotepec e€eliéelc

NeonmAdopata yooTpEVIEPLKOU

* HmnpooBnkn tng avocoBepareiog otnv KaBLEpwUEVN aywyn auéavel TNV entBilwon otov KapKivo
oloo¢Ayou, OTOUAXOU Ko yaotpooloodpaylknc cUBOANG

« Néec otoxevovoec Beparneiec epdavidouv anoteAeopatikotnta o aoBeveic pe HER2 Betiko
LLETOLOTATIKO KAPKIVO OTOHAXOU 1) TIAXEOC EVTEPOU PETA ATIO ATTOTUXLA TWV KOBLEPWUEVWV
BEPATTEVTIKWY EMIAOYWV

« HBooldevidn €Aafe €ykplon wc otoxevovoa Beparmeia 215 ypa NG TOUC aoBeveic pe
XoAayyelokapkivwpa tou p€pouv petaAaén tng isocitrate dehydrogenase-1 (IDH1)

« H Bepamneia cuvtipnong pe poukarmnopipnn npoodEpel 0dpelocg 0Ppeloc oto dtdotnua EAeVBepo
NMPOoOdoU VOOOU o€ a0OEVEIC e TIPOXWPNUEVO KAPKIVO TOU TIAYKPEATOC TOOO LLE YEVVNTLKI 00O Kall
LE oWtk HeTaAAaén twv BRCAL, BRCA2, 1 PALB2 petd armno xnueloBeparmeia pe mAativa

« O ouvbuaopOC OTEPEOTAKTLKNG akTvoBeparmeiag padl e xopnynon meUnpoAllouapmnng Kot
TPOLLETLVIUIING poodEPEL OPeAOC 0TN oUVOALKN emIBiwon og aoBevelc e UTIOTPOTI] TOTILKA
TIPOXWPNHEVOU, XELPOUPYNOEVTOC KOPKLVOU TTAYKPEATOC LETA ATTIO ETILKOUPLKN XNUELOBEparteiaL.

EOVKO kat Kamodiotplako Oepamneutikn

Mavenot o ABnvwv KAwikn



Metaotatikoc Her-2 apvnTikog KapKivoc olcodayou,
YOLOTPO-0L00daYLKNC OUMBOANC Kol CTOUAOU

CheckMate 649

CheckMate 649 study design

* CheckMate 649 is a randomized, open-label, phase 3 study®

Key eligibility criteria T
* Previously untreated, - * . L
unresectable, advanced or Q3W x 4 then NIVO 240 mg Q2W* Dua{l}g :EE;H;TLT!EPS . 5)
metastatic gastric/GEJ/ -
) esul[:r:'.ageal a:l‘t;noca‘rt_;mmna n= ?39: NIVO 360 mg + XELOX® Q3W* or Secondary endpoints:
No known HERZ-positive status NIVO 240 mg + FOLFOX' Q2W¢ 0S (PD-L1 CPS = 1 or all
» ECOG P50-1 »|  randomized)
N =792 - « OS (PD-L1 CPS = 10)
) ) - = « PFSe(PD-L1CPS=10,1, or
Stratification factors or FOLFOX' Q2w all randomized)
« Tumeor cell PD-L1 expression (= 1% vs < 1%7) . ORRe
* Region (Asia vs United States/Canada vs ROW) ~ i i . N
- ECOGPS (0 vs 1) N = 1581, including 955 patients (60%) with PD-L1CPS =z 5
« Chemo (XELOX vs FOLFOX)

« At data cutoff (May 27, 2020), the minimum follow-up was 12.1 monthsh

8 EBVkO kat Karmodlotplakd QepAEVTIKA

B navemonyo ABavy Janjigian Y et al, Lancet Khw

raVaVblal:




AmoteAeopata

O ouvduaouog xnueloavoooBeparneiog

Overall survival : , ,
avénoe tn cuVoALKN erLBiwon Kal
PEMTAY OOt (PD:LACES £3) BeAtiwoe OAa T KATAANKTIKA ONUELD
100 - . e avtanokpiong. Exelt AaBeL Eykplon amo
rate Median OS, mo 14.4 "1 Tov EMA yLa toug aoBeveic pe CPS>5
80 - ‘ (95% Cl) (13.1-16.2)  (10.0-12.1)
HR (98.4% Cl) 0.71 (0.59-0.86)
s 60 P value < 0.0001 , ,
e H aodalela tou cuvduaopou ntav
2 40 avTioToLlXN UE TAAALOTEPEC EAETEC
= NIVO + chemo
20 | elﬁ?ua_bvn - S . - , , ,
- OAol oL a0BevelC pE LETOOTATLKO
0 ‘ T T T T T T T T T T T 1 K K'V . =
0 3 6 9 12 15 18 21 24 27 30 33 36 39 APKLVO ot?ua)(ou, VO’LGTpO )
Months olocodaylkng cupBoAng kat olcodpayou
No. at risk : -
NVO +chemo 473 438 377 313 261 198 149 9% 65 3 2 9 1 TIPETEL va. EAeyyovtal yia PD-L1
Chemo 482 421 350 2N 21 138 98 56 14 1 8 2 0 0

* Superior 0S, 29% reduction in the risk of death, and a 3.3-month improvement in median OS with NIVO + chemo versus
chemo in patients whose tumors expressed PD-L1 CPS = 5

*Minimum follow-up 12.1 months,

P e
/ P

[ ,.’&;"4) EOvVKO kat Kamodiotplako e . OgPATEVTLKN
‘I‘é{z‘.“k- Mavemotripo ABnvwv Janjlglan Y et al, Lancet KAwikn
RN

raVaVblal:



Metaotatikoc Her-2 BeTikOC KOpKLvoC yaoTpo-
olcodaylknc cupuBoAnc Kot cTopayou

20% twv aabesvayv pe noxexivo otopdyov sppavifovy vrepexpeacy oo HER-2 xot 1 xabiepwpevy aywyy meorhapavet

70 oLVOLAGYO YN petobepaneing xat Trastuzumab

KEYNOTE-811 Global Cohort

Patients
« Advanced G/GEJ Pembrolizumab 200 mg IV Q3W
+

adenocarcinoma
* No prior therapy in Trastuzumab and FP or CAPOX?*
advanced setting for up to 35 cycles
+ HER2-positive

Stratification Factors Placebo IV Q3W

* Geographic region +
* PD-L1CPS Trastuzumab and FP or CAPOX?®

*« Chemotherapy choice

for up to 35 cycles

/Dual Primary End Points \
+ OS
*» PFS (RECIST v1.1 per BICR)

Secondary End Points
* ORR (RECIST v1.1 per BICR)
» DOR (RECIST v1.1 per BICR)

\ « Safety /

Double-Blind Phase 3 Study of Pembrolizumab + Trastuzumab and Chemotherapy vs Placebo + Trastuzumab and
Chemotherapy as First-Line Therapy For HER2-Positive Unresectable or Metastatic G/GEJ Cancer (NCT03615326)

Trastuzumab dose 6 mg/kg IV Q3W following an 8 mg/kg loading dose FP dose 5-fluorouractl 800 mg/m? IV on D1.5 Q3W + cisplatin 80 mg/m? IV QaW CAPOX dose capecitabine 1000 mg/m? BID on D114 Q3W +

oxaliplatin 130 mg/m? IV Q3wW
BICR, blinded Iindependent central review, CPS, combined positive score (number of PD-L1-staining cells [tumor cells, lymphocytes, macrophages) divided by the total number of viable tumar cells, multiphed by 100)

\

e

OgPATEVTLKN

EOVKO kot KamodLotplakod ..
roumoroney - Janjigian Y et al, Nature

Mavemotripo ABnvwv

raVaVblal:

KAwikn
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Confirmed Response at |1A1 YnUavTikn avénon Twv
o 100 100+ B OVTATIOKPLOEWV, fo) LG TWV
80 Pembro Arm N = 124 80-: Placebo Arm N=122¢ , ,
= 0 e P T Any decreass %% TIANPWV OVTATTOKPLOEWV
g 40 Decrease of =80% 32% g 40.: Decrease of 280% 15%
§ 20 2
@ [-+]
E o § ’ ]
I g. Avolevovtol wpLpa
& 40 s ’ ’
5 5 arnoteAeéopata emBlwong
o -80
-80
. J
- ~ | ExetAaBeL eykplon amo tov
Pembro Placebo Pembro Placebo Pembro Placebo A
ORR and DCR, Arm Arm Best Response, Arm Arm Duration of Arm Arm F D
% (95% Cl) (N =133) (N=131) n (%) (N =133) (N=131) Response* (N =99) (N =68)
ORR 74.4% 51.9% [CR 15(11%)  4(3%) J Median® 106mo  9.5mo
(66.2-81.6) (43.0-60.7) | | PR 84 (63%) 64 (49%) — 11+1o 1.4+ 10
ORR difference® 22.7% (11.2-33.7) SD 29 (22%) 49 (37%) 16.5+ 15.4+
P =0.00006
PO S (4%) 7(5%) 26-mo duration® 70.3% 61.4%
DCR 96.2% 89 3% Not evaluable 0 2 (2%)
(91.4-98.8) (82.7-94.0)  Not assessed 0 5 (4%) 29-mo duration® 58.4% 51.1%
N Y
Participants with RECIST-measurable disease at basehne and =1 post-baseine measwament evaluable for chasge from baselne in target lesions *Calculated using the Miettinga and Nurminen memhad stratified by the randomization
stratiicaton factors *Calculated in particpants with best response of CR or PR, aplan-Meer estimabon The treatmant regimen ih boih arms included rastuzumad and chemotherapy Data cutolf date. June 17, 2020
( ['f‘ﬂ- EOVLKO Kal KarmodLotplako e . (€] TLEUTIKN 2
)‘ C feeimerones  Janjigian Y et al, Nature et
BN U

raVaVblal:



Metaotatikoc Her-2 BeTIKOC KopKLvVOC TTAXEOC
EVTEPOU

Trastuzumab-deruxtecan 3

O DESTINY-CRCO01 Study Design

An open-label, multicenter, phase 2 study (NCT03384940)

6.4 mg/kg dose of T-DXd
administered Q3W (all cohorts)

7

. Cohort A: .
Patients HER? Positive Primary endpoint
. (IHC3+ or InCatiShe) * ORR® (cohort A) Primary analysis
*Unresectable and/or metastatic CRC n=53 (Data cutoff:
*HER2 expressing (central confirmation) o Secondary endpoints August 9, 2019)
’ ono o5
* RAS/BRAFVS%E wild type HER2 IHC2+/ISH- * ORR? (cohorts B and C)
+22 prior regimens n=15 ; g‘;s
* Prior anti-HER2 treatment was allowed . DOR Final analysis
i i : Cohort C*: (Data base lock:
* Excluded patients with a history of or . - DCR December 28, 2020
iR - HER2 IHC1+ S
current/suspected interstitial lung disease Sy = Safety and tolerability

Patient disposition at final analysis®
* No patients remain on treatment

Primary analysis of cohort A’

* Results yielded promising antitumor activity and a manageable

safety profile
* The median follow-up was 27.1 weeks at data cutoff

« Atthe end of the study, median follow-up was 62.4 weeks for
cohort A, 27.0 weeks for cohort B and 16.9 weeks for cohort C

; . . P
EOvVKO kat Kamodiotplako OgPATEVTLKN i
¥

- ) e
i Maverotipo ABnvav YOSh'nO T et al, ASCO 2021 Kk ":vi:'f-ﬂ‘z J




AmoteAeopata

Best Change in Tumor Size in Cohort A

'Illl.--.
i
: I 2NMavTIKG TTOOOO0TO AVTATTOKPICEWY O€ a0BeVEIC Bapid TTPOBEPATTEUEVOUG
" (45% UEPIKES AVTATTOKPIOEIG)

HER2 |HC3+ or IHC2+/ISH+ Cohort A (n = 497)
LB
_ (HC2+/15H+

¢ Prior ant-HER2 treatment

* HER2 IHC2+/15H+ with an NRAS mutation

[

Best % Change From Baseline in the Sum
of Diameters of Measurable Tumors

Overall Survival

1004 | 3 - ~ HERZ2 IHC3+ or IHC2+/1SH+ Cohort A
L/ ———— MER2 IHC2+/ISH- Cohort B
e HER2 IHC1+ Cohort C
80 4 5 e Censor

40 4 ] “_h

Overall Survival, %

_—_— e . T 1
..
L
g . | 1
0+
v L L v x v
0 2 4 8 " 10 12 14 18 18 20 2 24 26 28
el Time, Months
HER2 IHC3+ or IHC2+/ISH+ HER2 IHC2+/ISH- HER2 IHC1+
Cohort A (n = 53) Cohort B (n = 15) Cohort C (n = 18)
mOS (95% Cl1), months 15.5 (8.8-20.8) 7.3 (3.0-NE) 1.7 (2.2-13.9)
& EOVO kat KamoSLotplakd Oeparneutikn HE

Mavemotiuo ABnviv Yoshino T et al, ASCO 2021 Khwu




ClarIDHy Trial:lNMoAukevtpikn SutAd TuPAn TuxoLOTIOLNMEVN MEAETN, ivosidenib vs
placebo o€ a0Beveic pe PLETAOTATLKO 1) TOTILKA TIPOXWPNUEVO XOAAYVELOKOPKIVW AL
Kol LetaAAaén tne IDH1 peta amno 11S ypopupunc xnueltoBeparmneio

2. XEOIOOUOC MEAETNG Po Ivosidenib,
AoBeveic pe 500 mg q day
. . . N=126 Crossover o€
* METACTATIKO 1] TOTTIKA TIPOXWPNHEVO / OTTEIKOVIOTIK
XOAQYYEIOKAPKIVWHA TP60d0 VOGOoU
e Me peTaAAain NG IDH1T (NGS) \
* O€E UTTOTPOTIN META aTTO 1 1| 2 YPOAUMES
XNUeEloBepaTTeiag
\ . . ,
gfzulj’)mp' QUBAVOREVNG YEUOITABIVAG N | o r 1 A AHKTIKA EHMEIA:
. ECOG PS 0-1 » AldoTnua eAeUBepPO TTPOODOU VOO OU

» 2UVOAIKN €tTIBiwon

» BaBuoc avTiKeIueVIKAG avTaTTOKPIoNG

» [loiotnta (wNg

PS; Performance status » Aoc@aAela papuakou

I TLiiii Zhuetal. JAMA Oncol. 2021

Mavemotripo ABnvwv KAwikn




ClarIDHy Trial: ZuvoAikn ErmBiwon

. EI COwverall survival
1.0+
HR, 0.79 (95% Cl, 0.56-1.12); 1-sided P =.09
HR, 0.49 (95% Cl, 0.34-0.70); 1-sided P =.001 (RPSFT adjusted)
0.8+
= Ivosidenib
= 0.8 Placebo
Lé" Placebo (RPSFT adjusted)
o 0.4
o
0.2+
I I T 1 T II
{] T T T T T T T T T T T T T T T T T T
0 2 - 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 326
Survival, mo
Mo. at risk
Ivosidenib 126 113 97 B85 T2 62 53 48 432 32 25 18 14 10 Fi 6 5 2
Placebo 61 50 43 35 29 27 21 12 17 12 ] 4 4 2 1 1 1
Placebo (RPSFT adjusted) 61 49 37 29 21 14 6 4 2 1 1 RPSFT: rank-
reservin
Treatment group Events/patients, No. 05, median (95% CI), mo pt t |gf i
Ivosidenib 100/126 10.3(7.8-12.4) S ructural raliure
Placebo 50/61 7.5(4.8-11.1) time
Placebo adjusted by RPSFT 49/61 5.1(3.8-7.6) HR: hazard ratio
,l'(?»*
[  EOBviko kau Kamodiotplako Oepanevtki
BERS  novemotiuo Adnviy Zhu et al. JAMA Oncol.2021. Khwuc



ClarIDHy Trial: Alapkelor avtamokplong

Treatment duration for all patients treated with ivosidenib — m Treatment duration for all patients treated with placebo, including those who crossed over to ivosidenib

n 0
= =
b4 g
E m
I tvosiden ¢
4 Ongoing I tvoscenid
[ Placeho
4 Ongoing
| | | | | | | | | | | | | | | | | | | I T T T T T T T T T T T T T T T T T ]
0 2 4 6 8 10 12 4 16 18 20 2 4 2 28 30 32 ¥ 3B 0 2 4 6 8 10 127 14 16 18 20 22 % % 28 3} N U %
Treatment duration, mo Treatment duration, mo

OgPATEVTLKN

(3 ";-,‘- Bvwko kat Kamodiotplako o T,
',&é%\ Eavemorr’]SLoAGnvd?v ZhU et al JAMA OnCOI2021 KAk ‘1,,_(-*’



ClarIDHy Trial: Zupmnepaopota

> To ivosidenib avénoe tn ocuvoAlkn ermPlwon Twv
acBevwv e YoAoyyeELOKAPKIVWLO TTOU PEPOUV
netaAaén tnc isocitrate dehydrogenase-1 (IDH1)

> To ivosidenib e\afe €ykplon wc otoxevouvaoa
Beparmeia 2" ypolNC Yo Touc aoBeveic avtouC

Oepamneutikn
KAwikn
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