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Primary results from IMagyn050/GOG 3015/ENGOT-0V39,
a double-blind placebo-controlled randomised phase 3
trial of bevacizumab-containing therapy * atezolizumab
for newly diagnosed stage lIl/IV ovarian cancer
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EMD" Rationale

« Atezolizumab, which targets PD-L1, has demonstrated efficacy in several cancers'-8
— Immune cell PD-L1 expression is associated with greater atezolizumab effect in some tumours'

» Platinum-taxane chemotherapy combination with
bevacizumab is an established front-line regimen
for ovarian cancer (GOG-0218,” ICON7%)

» Blocking tumour-associated VEGF may promote T-cell
infiltration info the tumour bed and boost anti-tumour immune
response, providing the rationale for combining atezolizumab
with the anti-angiogenic agent bevacizumab®'°

VEGF-associated immune suppression'12

T-cedl apopiosis

» Combining anti-angiogenic approaches with PD-1/PD-L1
pathway blockade has shown clear anti-tumour efficacy in
metastatic non-small-cell lung cancer,? unresectable

) Immunosuppressive dendri
hepatocellular cancer® and advanced endometrial cancer’? Poor antigen presantation
PD-1 = programmed death-1;
PD-L1 = programmed death-ligand 1; iGchmid P et al. NEIM 2018; *Socinski M& of 2. NEJM 2018; *Hom L et &l MEJM 2018; “Rittmeyer & et al. Lancst 217, *Finn RS et sl MEJM 2020;
Treg = reguiatory T cell; *Powles T et al. Lancel 2018; Burger RA et al. MEIM 2011; *Pemren TJ et al. NEJM 2011; *Motz GT ot al Nat Med 2014,

VEGF = vasouler encothelal growth factor "“allin J of al. Mat Commun 2016; "Coukos G of al. Adv Exp Mad Bicl 2007; “Shrimal RK et al. Cancer Res 2010; “Makker V &t al. J Clin Oncal 2020
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Previously untreated
epithelial ovarian, primary
pertoneal or fallopian tube
cancer

Post-operative stage |l
with macroscopic residual
disease or stage |\ or
necadjuvant candidate
with planned interval

surgery

Trial design

~®

Bev 15 mgkg q2w (peri-operative cycles omithed)

ECOG PS5 0-2 y

Stratification factors
= Stage (Il vs V)
= ECOGPS (0vs 1/2)

= Treatment approach (adjuvant vs necadjuvant)
= PD-L1 status (IC <1% vs 21%; VENTANA SP142 assay)

Alazn = gteralizumab; AUC = erea under the curve; bev = bevaciumah; ECOG PS = Eestern Cooperative Oncolodgy pesrformancs siatus;
IC = imimne cell; ITT = indenit to traat; 06 = ovarall sundval, PFS = progression-free surdval; o2w = ewery 3 weeks; RECIST = Responss Evelustion Critera in Solid Tumours
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4 \'d \
Carbaplatin ALCE + Co-primary endpoints
pacitasal 175 mg/m?
03w * PF3 (per RECIST v1.1)

(PD-L1+ and ITT populations tested
simultaneously; p=0.002 considered

Placebo qdw positive)
« 05
Carbopiatin ALICE + (hierarchical testing, PD-L1+ then ITT)
padlitaxel 175 mgfm?
aw

Jl
Bev 15 mg/kg qdw (peri-oparative cycles omithad)

Atezo 1200 mg q3w
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Data cut-off: 30

Patient flow
March 2020

[ Randomised (r=1301)

Placebo + CP + bev (n=650)

Received no study
treatment (n=5)

]< L J

[ Received treatment (n=645) |

Completed or
discontinued
treatment (n=605)

Median duration of
follow-up:
19.8 months

CF = carbogilatin + paditass

k
Treatment ongoing (n=40) |

Atezo + CP + bev (n=651)

| Receved reatment (n=641) |

Received no study
treatment (n=10)

Completed or

kL

| Treatment ongoing (n=44)

discontinued
treatment (n=597)

Median duration of
follow-up:
19.9 months



ERRESMD ™™™  Progression-free survival
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HW‘"“ Subgroup analyses of PFS by PD-L1 status
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ERESMD ™™ Most common AEs
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EREMI ™" Conclusions

«  IMagyn050/GOG 3015/ENGOT-0V3EY is a global randomised phase I frial powered to assess
treatment effect in PD-L1+ ovanan cancer

+ The addition of atezolizumab to a chemotherapy + bevacizumab backbone did not significantly
improve PFS vs chemotherapy + bevacizumab alone in the [TT or PD-L1+ (IC 21%) populations

— |TT population: HR = 0.92 (95% CI 0.79-1.07); median PF5: 19.5 vs 18.4 months
— PD-L1+ population: HR = 0.80 (95% CI 0.65-0.99); median PFS 20.8 vs 18.5 months
— Exploratory PFS analyses in the PD-L1 IC 25% subgroup showed a trend favouring atezolizumab

+ First interim OS analysis did not show a significant OS5 benefit with the addition of atezolizumab to
chemotherapy + bevacizumab

— Final O5 results are expected in 2023

« Safety of atezolizumab in combination with bevacizumab and chemotherapy was consistent with the
known safety profile of individual drugs and their combination
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ICONS: Overall survival results in a GCIG
phase lll randomised controlled trial of
weekly dose-dense chemotherapy in first
line epithelial ovarian, fallopian tube or
primary peritoneal carcinoma treatment
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EEEMD " ICONS Trial Schema

[ Diagnosis of Stage IC-IV \

. EOCIPPCFIC Carboplatin AUC 5
After immediate primary surgery
or planned to receive NACT plus

Paclitaxel 175mg/m?

delayed primary sirgery 2 Carboplatin AUC 5
. Paclitaxel BOmg/m*
Stratification factors: - =t J
GCIG group Carboplatin AUC 2
Disease stage

o Paclitaxel BOmg/m*
Timing and outcome of surgery

- /

«  Six cycles chemotherapy mandated

Delayed Primary Surgery cohort

«  Cytoreductive surgery strongly advised after 3 cycles of chemotherapy
« Cycle 3 day 15 treatment omitted in arms 2 and 3




VIRTUAL OREress . . "
FESESMD ICONS Statistical Design

« Co-primary outcomes - Progression-Free Survival and Overall Survival
« Estimated median PFS = 16 months, median OS = 34 months

» Target HR = 0.75 with 2-sided significance level of 0.025 (due to multiple comparisons - weekly paclitaxel
vs standard & weekly carbo-paclitaxel vs standard)

* Require 602 events in each comparison for PFS and OS.
+ Sample size = 1485 women

Patients
Country recruited
ACCRUAL UK 1397 (89%)
+ Jun2011 - Nov 2014 ,:ﬂf:ir:;wmew Zealand E :g:%:
* 1566 women recruited
Korea 32 (2%)
Republic of Ireland 24 (2%)

Total 1566 (100%)
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EM““““ ICON8 Conclusions

» Weekly dose-dense chemotherapy regimens are safe and well-
tolerated in European patient group

* Adjuvant treatment
« Pnimary therapy with interval cytoreductive surgery

* Incorporation of weekly dose-dense chemotherapy regimens into first-
line treatment for women with epithelial ovarian cancer does not
improve PFS or OS

» 3-weekly carboplatin-paclitaxel remains the standard-of-care
chemotherapy component of first-line ovarian cancer treatment

* Further hypothesis-generating analyses underway in DPS patient cohort
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Maintenance olaparib for patients with newly
diagnosed advanced ovarian cancer and a
BRCA mutation: 5-year follow-up from SOLO1

Susana Banerjee,' Kathleen Moore,? Nicoletta Colombo,?

Giovanni Scambia,* Byoung-Gie Kim,” Ana Oaknin,® Michael Friedlander,’
Alla Lisyanskaya.? Anne Floquet,® Alexandra Leary,'” Gabe S Sonke, '’
Charlie Gourley,'? Amit Oza, ' Antonio Gonzalez-Martin, '

Carol Aghajanian,'® William Bradley, ' Eileen Holmes, !’

Mobile-friendly
infographic

on Qiklahoma Cancer Canter

Copies of ths presentation cbiained through QR {Quick
Response) codes & personal use onfy and may not be

reproduced without witten pemmession of the authors

AinicalTnals gov identificr NCTO1844986 This study was sponsored by AstraZenceca and is par of an aliance
between AstraZeneca and Merck Sharp & Dohme Corp |, a subssfary of Merck & Co., Inc., Kenilworth, NJ, USA

ATION: 16-18 OCTOBER 2020




FESMD ™ The SOLO1 trial’

5-year survival for newly diagnosed advanced ovarian cancer is 30-50% and patients are at high risk of relapse;??
treatment goals in this setting include delay of recurrence and, for some patients, increased chance of cure

» Newly diagnosed, FIGO s Olaparib
1111V, high-grade serous ol?e 300 mg bid Primary endpoint’
endometrioid ovanian, primary (N=260) T
*» PFS (investigator-
peritoneal or fallopian tube o
For up to 2 years
ki or until disease Secondary
« ECOG performance status 0-1 Sxciposikio endpoints included:
* Cytoreductive surgery* b
* In clinical complete response or . TSST
| SPE DN, Placebo « Safety
based chemotherapy (N=131)

“Upfront o mnterval attempt at optimal cytoreductive surgery for stage Il disease and ather blopsy and or upfront or Interval cytoreductive surgery for stage [V dsease.

BRCAM, deleterious or suspecied deletencus germiine or somatic mutation on BRCA T and/or BRCA2, ECOG, Eastem Cooperative Oncology Group,

FIGO, International Federation of Gynecology and Obsietrics, PFS, progression-free survival, PFS2. fime to second progression or death; TSST. fime %o second subsequent therapy or death
1 Moore ef al N Engl J Mad 2018,378 2485-505. 2. Tewan af al J Cin Oncol 2019,37 2317-28 3. Ledermann of &/ Aan Oncol 2013.24 v24-vi32

CATION: 16-18 OCTOBER 2020




EMD™™  PFS benefit of maintenance olaparib was
sustained beyond the end of treatment |

2-year
100 + treatment cap* Ofaparib Placebo
90 (N=260) (N=131)
9 g 80 - Events, n (%) 118 (45) 100 (76)
2= 10 Median PFS, months | 56.0 138
©
S ® Difference, months 422
E 8 50 - : HR 0.33 (65% C1 0.25-043)
o :
= 40 4 ' : Olaparib
8 g 35% E
= 4 27% : :
58 ® N_H.‘—ﬁ—k i 2% E 21%
cE 2 > : st g . o Median treatment duration:
10 - i Placebo Olaparib, 24 6 months
& : _ : _ 5 - Placebo', 13.9 months
0 6 12 18 24 30 36 42 48 54 60 66 72 78
Months since randomization
No. at risk

Otapanb 260 229 212 14 173 140 128 115 100 9 58 30 2 0
Placebo 131 103 65 53 41 38 30 24 23 22 16 3 0

*13 patients. all n the olapanb am, continued study treatment past 2 years. 'n=130 (safety analysis sel)
Imvestiyator-assessed by modded RECIST v1 1. DCO: § March 2020

CATION: 16-18 OCTOBER 2020




ongress _
EEESMD Conclusions

ON: 16-18 OCTOBER 2020

We present data from the SOLO1 trial after the longest duration of follow-
up for any PARP inhibitor in the newly diagnosed advanced ovarian cancer
setting

The benefit derived from maintenance olaparib was sustained substantially
beyond the end of treatment

- Median PFS was 56 months, whereas median treatment duration was only 25
months

More than half of women in complete response at baseline who received
maintenance olaparib for 2 years remained free from relapse 5 years later

No new safety signals were observed with long-term follow-up

- No new cases of MDS/AML were reported and incidence of new primary
malignancies remained balanced between arms

These results provide further evidence to support the use of maintenance

olaparib as a standard of care for women with newly diagnosed advanced ovarian cancer and a

reproduced without writtea permission of the authors

Mobile-friendly
infographic

ation obéainad trough OR (Quick

¢ personal use anly and may n

BRCA mutation, and suggest the possibility of long-term remission or even cure for some patients
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Maintenance olaparib plus bevacizumab in patients
with newly diagnosed, advanced high-grade
ovarian carcinoma: final analysis of second
progression-free survival (PFS2) in the Phase llI
PAOLA-1/ENGOT-ov25 trial

Antonio Gonzalez Martin,' Youssef Tazi,? Florian Heitz,* Laure Montane *
Piera Gargiulo,” Regina Berger,® Kan Yonemori,” Ignace Vergote,®

Alessandra Bologna,? Johanna Mé&enp&a,'® Cristina Costan,'" Ulrich Canzler,"?
Claudio Zamagni,'* Eva Maria Guerra-Alia,'* Charles Briac Levaché,™

Frederik Marmé, '® Elsa Kalbacher,"” Nikolaus de Gregorio,'® Nadine Dohollou, ®
Isabelle Ray-Coquard®

8 Universidad de Nevarra, Madrid, and GEICO, Sp
Germary, *Cantre L

Downloadable
slides

a0

Esseo-Mitle. Essen, and AGQO

Naples and M:
Ausing. 'Nabo
Belgum *Azende
Mospite!, Tampore, anc

Bordeaux, and GINECO, France. ““Centre Lécn Bérard and Unversity Claude Sem

ClinicalTnals gov dentifior NCTD2477644 | This study was sponsored by ARCAGY Research

ON: 16-18 OCTOBER 2020




EERESMD " PAOLA-1/ENGOT-o0v25 trial design

Maintenance therapy - Primary endpoint. investigator-assessed PFS
: (RECIST v1.1)
Patients: Olaparib tablets 300 mg bid x 2 years - Inthe primary analysis, a statistically significant
« Newly diagnosed, FIGO PFS benefit was observed!
stage |-V high-grade + bevacizumab*
serous or endometrioid
ovanan, fallopian tube <9 weeks
and/or primary peritoneal 2:1 randomization stratified by: Primary PFS analysis (DCO 22 March 2019)
cancer” NED/CR/PR : T_umour BRCAm s Olaparib + bev Placebo + bev
First-line treatment: * First-fine treatment outcome$ (N=537) (N=269)
- Upfront or interval surgery
+ Platinum-taxane based Median PFS, 221 166
chemotherapy plus >2 Placebo x 2 years months g ”
cycles of bevacizumab’ 5 HR (95% CI); 059(049-0.72
+ bevacizumab? P il

“Pabents with other epithelial non-mucinous ovanan cancer were eligidle if they had a germine SBRCA 1 and'or BRCA2 mutation; 'Patients must have recewed 23 cycles of bevacizumab wih the last 3 cycles of chemotherapy,
apart from patients undergoing Interval surgery who were permitted to receive only 2 cycles of bevacizumab with the last 3 cycles of chematherapy; Bevacizumab 15 mg'kg, every 3 weeks for a total of 15 months, inciuding when

administered with chemotherapy, SAccording %o timing of surgery and NED/ICRPR
bid, twice dasly, BRCAm, BRCA mutation; C1, confidence inferval, CR. complete response; DCO, data cut-off, FIGO, inlernabional Federaticn of Gynecology and Costetrics, HR. hazard ratio, NED, no evidence of disease, PFS, ime

from randomization %o progression or death; PR. partial response; RECIST, Response Evaluation Crteria in Solid Tumours;
1 Ray-Cogquard | ef & N Engl J Med 2019,361 2416-28

CATION: 16-18 OCTOBER 2020
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EERESMD " PFS2 subgroup analysis by HRD status

HRD positive,* including tumour BRCAm HRD positive,” excluding tumour BRCAm HRD negative/unknown
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EESMD Conclusions

« In PAOLA-1/ENGOT-o0v25, the addition of maintenance olaparib
to bevacizumab provided continued benefit beyond first
progression, with a statistically significant improvement in PFS2:

— A substantial PFS2 benefit was seen in patients who were
HRD positive, regardless of tumour BRCAm status

- The significant PFS2 improvement was supported by a significant
delay in TSST

- No new safety signals were observed with longer-term follow-up
- OS data are still immature

ATION: 16-18 OCTOBER 2020 “
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Maintenance olaparib + bevacizumab in patients
with newly diagnosed advanced high-grade
ovarian cancer: RECIST and/or CA-125 objective
response rate in the Phase Il PAOLA-1 trial

Nicoletta Colombo, Justine Gantzer, Beyhan Ataseven, Claire Cropet, ‘
Giovanni Scambia, Ana Herrero, Paul Sevelda, Hiroaki Kobayashi,

Peter Vuylsteke, Mansoor Raza Mirza, Franck Priou, Paul Buderath,
Carmela Pisano, Nuria Lainez, Cécile Guillemet, Alexander Burges,
Robert Sverdlin, Ahmed El-Balat, Nadia Raban, Isabelle Ray-Coquard
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EESVMD Conclusions

« |In PAOLA-1/ENGOT-ov25, first-line maintenance bevacizumab alone had an
overall RECIST ORR of 25%

- ORR was higher in patients with a BRCAm and HRD-positive patients
(BRCAm, 42%; HRD-positive, 31%; HRD-negative, 15%)

« The addition of olaparib maintenance to bevacizumab improved RECIST ORR
and CRin the ITT population

- Substantial ORR benefits were observed, particularly in patients with a
BRCAm (64 vs 42%) and in HRD-positive patients (53% vs 31%)

- In particular, higher CR rates were seen in patients with a BRCAm
(57% vs 26%) and in HRD-positive patients (43% vs 22%)

- Together with the previously reported significant PFS improvement,' these data
further support the addition of maintenance olaparib to bevacizumab for women
with newly diagnosed advanced ovarian cancer

Download

Capes of e pressstiton obtanad through OR {Cuck
Hosporse) codes ar for personal use only and may not
1. Ray-Coquard | ¢f &/ N Eng! J Med 2016,3812416-28 0 reproducnd without wetien pormason of e suthon

NS
e



RSV ™
2020

Patient-Reported Outcomes in
Patients Receiving Niraparib
in the PRIMA/ENGOT-
OV26/GOG-3012 Trial

Bhavana Pothuri

Gynecologic Oncology Group (GOG) and the Department of
Obstetrics/Gynecology, Perimutter Cancer Center, NYU Langone Health,
New York, NY, USA
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EEEFMI°~  PRIMA Trial Design

» PRIMA is a randomized, double-blind, placebo-controlled phase 3 frial of niraparib vs placebo in patients with

newly diagnosed advanced ovarian, primary peritoneal, or fallopian tube cancer with a CR or PR to 1L
platinum-based chemotherapy

Hierarchical PFS testing

Patients with HRd tumors, followed by
the overall population

Miraparib Endpoint assessment

Body welght- and platelet Primary endpoint: PFS by BICR
count-based dosing®

= T+ seconsery v 05
!

NACT: yes or no

Patients with newly diagnosed

OC at high risk for recurrence 2:1
after response to 1L Randomization

platinum-based chemotherapy

Best response to . FOSI
1L platinum: CR or PR . EORTC QLQ-C30
. EORTC QLQ-0V28

HRd or HRp status
= Myriad myChoice®

EQ-5D-5L

Pationis necoived meaiment unil disesss progresion o o masimum of 35 months

Ao Mowanbar 27, 2017, palonis wilh basolng body' weaght <77 g andéor plasiol ooint <150 000 stamod o 200 mg O0x all oiver palonts sianed ot 300 mg OO 1L, frsbine; EICR, Bindked indopandent oinal s OF, oomples nepores. EORTC DLOSCITNVIE, Eupaan Cigandaton for
Research ared Troatronl of Cancor Ouality of Life CuslornaineCsarian Cancor Module: EOS00S, EunOol S Dimension SLowel, FOES] Funclonal Orarian Symptom indes; HRel, hormologous racomibinaion dafieent; FACT, neoadyrant chamoharagry OC, cvarian conces; OF, ovorall sansval, PFE,
ropPRsan frod sl PRS2, progresdion fred sundl 2 PR, parkal ispone PRO), pain-nponisd moms; OO, once daly TRET, S i e sotkemant gy,
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FEMD - PRO Instruments

Baseline

Every 8 weeks

for the first 56 weeks

Every 12 weeks

wntil discontinuation

EOT, 4, 8, 12, 24 weeks

after disconlinuation

Trial start PRO measurements
Clinically meaningful
Instrument Domains assessed Higher score indicates change from baseline
FOsI Symploms: Faligue, nausea, bloating, worry, pain, vomiling. eramping, Col
Functionsi Ovarian Symplom Index Total 032 Better symplomaHLUI 42
Funectional seale: Physical, rede, emolional, cogrilive, sosial funetion 0100 Belter funchoring
EORTEC OLG-C30
Eurcpean Organigation for Researchand gy ame: Fatigue, nauses & vomiling pain, dyspnea, insomnia, sppetits £10
Treatmer of Cancar Quality of Life loss, conatipation, dianhea, financial difficulies 0-1m0 Warse sympams
Cuestionnaine
Global ealth status/Ool 0100 Befler Ool.
EORTC GLO-COV Funetional seale: Body image, sexualily, atlilude toward disease/ireatment 0100 Batter funchoring
ELiropeEan Q‘gmisaljnnrar R hand £ 10
Treabmen of Cancer Dually of Lile )
’ Symploms: Abdaminal/ Gl symploms, penpheral neuragathy,
Quastisnaalra Chvastan Cancar Module harnonal menopausal symploms, other chematherapy side effects, hair loss 0-100 Warss symiploms
Health state for fve domaing: Mobility, sellcans, il sclivities,
EQ-50-5L pain/discomforl, anietyidepression HIA0-1 Better Ol
EurcCal S-0Hmension S-Level "
Visual analog scale [VAS) VAS 0100 Befler Qol

EDQT, and of treaimeni; G, gasroniesing HUI health wiliy indes; PRO, paterm -reporied cucomss; Ool, quaity of e WAS. vsual anaiog scale




EFMD - High Compliance Rates by PRO Instrument

« Patient compliance rates remained consistently high (>80%) across all PRO instruments throughout the trial

FOSI EOQORTC QLO-C30
0 - - .m m = 100 g ) - m
'-\-.l i =. I"' LI T i — R T - '."\-\._I__.—-i L= - .
= . 8- =
5 [=aE B0
E 410+ 40—
04 -+ Miraparib 204 - Miraparib
- Placahio = Placaho
l: 1 1 1 1 1 1 1 1 1 1 1 1 l: 1 1 1 1 1 1 1 Ll 1 1 1 1
BL 2 65 7T @ M 13 15 18 2 24 2 @0 BL 2 8 7T 9 M 13 158 i 24 2T 30
Cycle Cyche
Himparis 451 4325 252 396 386 284 N1 183 M S8 W 13 & Miraparib 484 430 185 333 TG0 DSE I 181 M S8 M W3 Y
Placsbo 247 I3 GBS 453 125 3% 9T T4 M M s 5 " Placsho 280 229 BB 161 138 102 M T oM @ 1 H 4
EOQORTC QLO-0V2ZE EQ-8D-8L
100 N L 100 8- = = om
i BB T S S "'-.__.__l I"'I‘H.‘.a-'" s
- -
EE:I- - B0 -
&0+ [on]
401+ A
L&
0+ -+ Miraparib 20 - Miraparib
- Flacobo = Placeho
D T L 1 T T T T T T T Ll 1 c T L 1 1 T T T T T T Ll 1
BL 2 65 7T @ M 13 15 18 2 24 2 @0 BL 2 8 7T 9 M 13 158 i 24 2T 30
Miraparibh 485 A28 34F DT G0 DM I 183 M2 M 0 W 11 & Wisparih 480 434 31SB WS JET I8 ms 1E1 M2 88 3 W3 1
Placsho 340 28 188 151 128 102 M T4 3B 2 s 5 " Placeba I45 23T NEG NS NIB 1M BE T4 3@ 2 1 H 4
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Conclusions

= Patient compliance rates were high across all PRO instruments (>80%)
» FOSI scores between niraparib and placebo were comparable
+ Percentages of patients reporting lethargy, nausea, vomiting, and abdominal cramps were similar in niraparib and
placebo arms

» QoL were comparable between niraparib and placebo, as indicated by the EORTC QLQ-C30 instrument

» Abdominal/Gl symptoms and other CT effects were comparable in both arms, as assessed by the EORTC QLQ-OV28
instrument

» Overall QoL was similar in patients receiving niraparib compared with those receiving placebo, as assessed by the EQ-5D-
5L instrument

= Consistent with PRO results in the NOVA study, patients receiving niraparib in the PRIMA frial did not experience a
decrement in QoL compared with placebo during their treatment, despite AEs including grade =3 hematologic toxicity

AHE scwvaram st CT, chenotheonpy, EORTE OLO-Covae, o mmd T of Corcer Cusiity of Libe CusslonmrsCharen Concer kool
ED-A0-4L Eorolel S Denmrmecn 5-Level FOY, Funchonsl Dyvarmn Sypmplors. e l:|.-;-|r—|-|—| PHO radesl seporied outoms: ol qualiy of e
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#938 Health-related quality of life
in patients with newly diagnosed
stage lll or IV ovarian cancer
treated with veliparib +
chemotherapy followed by
veliparib maintenance

David Cella

Department of Medical Social Sciences,
Northwestern University, Chicago, IL,
United States

'ON: 16-18 OCTOBER 2020




EERESMD™“"  Background, Objective, and Methodology

Combinsbon: Cyehs 14 Mantanance: Cyches 7-3¢
We investigated the effect of veliparib, an oral poly p Sty TOW e '
(ADP-ribose) polymerase inhibitor, on HRQoL in a
Phase 3 study (NCT02470585) in women with

advanced-stage ovarian cancer

Wit

All patients were to receive carboplatin and
paclitaxel (CP) for 6 cycles. Veliparib (or placebo)
was to be administered together with CP followed by
maintenance monotherapy (30 additional cycles)

HRQoL measures were the NCCN Functional Assessment of Cancer Therapy Ovarian Symptom Index-
18 and the EuroQoL-5D-5L

Analyses included on-treatment comparisons of mean change from baseline in HRQoL scores and
median time to symptom worsening

Baseline demographics were similar between treatment arms with study compliance >90%

ADP, adenosine diphosphate; BID, twice a day, CP, carboplalin/paciitaxel, EQ-50-5L, EuroQol 5-Dimensions 5-Levels; HRQoL, health-related quality of
life; NCCN, National Comprehensive Cancer Network, PFS, progression-free survival. QW, once a week;, Q3W, once every 3 weeks.

TION: 16-18 OCTOBER 2020
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Conclusions

» Compared with placebo+CP followed by placebo maintenance, addition of
veliparib to CP followed by veliparib maintenance showed smaller improvements
in HRQoL scores from baseline

* For both study arms, while early declines in treatment side effect scores were
noted, improvements were observed in later cycles

* Time to symptom worsening for HRQoL domains were similar across study arms

 There were no clinically meaningful differences observed between the veliparib+
CP/veliparib and the placebo+CP/placebo arms for any HRQoL domain

 Thus, the addition of veliparib to CP followed by veliparib maintenance does not
substantially increase treatment burden as measured by HRQoL, compared with
chemotherapy alone in women with newly diagnosed stage high-grade serous
epithelial ovarian cancer

a A :



mcongress
INOVATYON study

INternational OVArian cancer patients Trial with YONdelis

Randomized phase lll international study comparing
trabectedin/PLD followed by platinum at progression vs .
Carboplatin/PLD in patients with recurrent ovarian cancer y
progressing within 6-12 months after last platinum line.

N. Colombo, A. Gadducci?, J. Sehoulid, E. Biagioli¢, G.-B. Nyvang®, S. Riniker$, A. Montes’,
N. Ottevanger?, A. G. Zeimet?, |. Vergote™, G. Funari4, A. Baldoni", G. Tognon’2, A. De
Censi®®, C. Churruca Galaz™, R. Chekerov?, J. Maenpaa?, E. Rulli¢, R. Fossati¢, A. Poveda’®

1Gynecologic Cancer Program, European Institute of Oncology, IRCCS and University of Milano Bicocca, Milan,
Italy, 2University of Pisa, ltaly, 3Charité-Berlin University of Medicine, Germany, “Istituto di Ricerche Farmacologiche
Mario Negri - IRCCS, Milano, ltaly, *University Hospital, Odense, Denmark, ®Kantonsspital St.Gallen, Switzerland,
"Guy’s & St Thomas’ NHS Foundation Trust, London. United Kingdom, ®Radboud University Medical Center, Njjmegen,
Netherlands, ® Medical University of Innsbruck, Austria "°Gynecology, University Hospitals Leuven Belgium, "Istituto
Oncologico Veneto, Padova, ltaly, "2ASST Spedali Civili-Universita degli Studi di Brescia, Brescia, ltaly, 1°E.O. Ospedali
Galliera, Genova, ltaly, *HU Donostia — Onkologikoa, Donostia-San Sebastian, Spain, 5Tampere University Hospital

Finland, "SHospital Quirénsalud, Valencia, Spain
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Individualized Starting Dose of Niraparib in Patients
with Platinum-Sensitive Recurrent Ovarian Cancer
(NORA) : A Randomized, Double-Blind, Placebo-

Controlled, Phase Il Trial '

Xiaohua Wu', Jianging Zhu?, Rutie Yin?, Jiaxin Yang*, Jihong Liu®, Jing Wang?, Lingying Wu’,
Ziling Liu®, Yunong Gao®, Danbo Wang'?, Ge Lou'', Hongying Yang'?, Qi Zhou'?, Beihua
Kong™, Yi Huang', Lipai Chen's, Guiling Li'?, Ruifang An'8, Ke Wang", Yu Zhang®




FEEESMD ™~ NORA Study Design

Main Inclusion Criteria Stratification Factor Primary Endpoint

* Platinum-sensitive, recurrent + gBRCA mutation: Yes or No *  Progression-free
ovarian cancer; *+ Response to last chemotherapy: CR or PR survival (PFS)

* High grade serous or high « Time to progression after penultimate platinum-based determined by BICR
grade predominantly serous regimen: 6-12 months or =2 12 months
histalogy or known to have Secondary Endpoints
gBRCAmut; + Safety

+ Completed at least 2 previous ég - ) * Chemotherapy-free
lines of platinum-containing = a Niraparib® interval (CFI)
:]E:I?F;F: lete E‘ (n=160) Until disease progression * Time to first

+ Partial or complete response .
to the last plallalum-basped — % 21 = tn[:xti:;?nmptable )| ?{_‘gﬁ“e"t therapy
chemotherapy. g_ ‘ Placebo y »  Overall survival (OS)

= (n=80)
Primary analysis of PFS *After initial fixed dose of 300mg (n=16), adopted ISD in

protocol amendment:
+ 200 myg QD for Patients with baseline body weight <77 kg or

ITT population platelets count <150,000/uL;
Statistical assumption: PFS hazard ratio of 0.54, two-sided type | error of « 300 mg QD for Patients with baseline body weight 277 kg and
0.05, power >90% platelets count 2150,000/uL.

gERCAmMUL, germline BRCA mutation; ITT, intention to treal; CR, complate response; PR, partial responsa; BICR: blinded independent central review



M NORA Primary Endpoint: PFS (BICR) in ITT Population

68% reduction of hazard for relapse or

death with niraparib

Niraparib Placebo
(n=177) (n=88)

Median PFS

Cumulative protability of progression-free
survival %

S Months 18.3 5.4
I — " = ' (95% Cl) (10.9-NE) (3.7-5.7)
++ Cansoraed obsarvation

00 : . : : : . . . Hazard ratio 0.32

0 3 6 9 12 15 18 21 24 (95% Cl) ( 0.23-0.45 ]
Months
Niraparib177 160 116 100 70 43 25 8 0 p-value' <0.0001
Placebo 88 63 28 18 11 8 8 2 0

* Niraparib resulted in significantly longer mPFS than placebo in ITT population of all-comer patients

ITT, intention to treat; BICR: blinded independent central review; Cl, confidence interval; ME, not estimable; PFS, progression-free survival
Tp-value is from stratified log-rank test.



EREMD ™" PFS (BICR) in Biomarker Subgroups

gBRCAmut subgroups Non-gBRCAmut subgroups
"ilapal'ib Placebo Hiraparih Placebo
(n=65) (n=35) (=112} (n=53)
MR 5.5 FFS 85% Cl R 24
: 10- MPFS,mo (9% Cl) (1 0 \e (3789 o 10 mPES, ma { ) z5NE) (3769
£
) B : 0.8-
51 p-value® p=0.0001 E p-value® pr=0.0001
o
=& 06 8. 06
°% ]
£ g3
ﬂ A 044 25 04
5 o
5 B
-E 0.2 — Niraparib E 027 — Niraparib
2 — Placebo E — Placebo
a ++ Censored observation 5 ++ Censored chservation
0.0 T T T T T 1 0.0 1 i I : T T T |
o 3 G a 12 15 18 21 24 [i] 3 g ] 12 15 18 21 24
Months Months

Niraparib 65 61 51 43 29 18 9 1 0 Niraparib112 99 65 57 41 25 16 7 0
Placebo 35 27 11 5 3 2 2 1 0 Placebo 53 36 17 13 8 6 6 1 0

» Niraparib provided clinical benefit regardless of gBRCA mutation status

PFS, progression-free survival: BICR: blinded independent central review; gBRCAmLUL germline BRCA mutation: TR Na—— arik Weal desintive or
Cl, confidence interval; ME, not estimable; MR, not reachad. s ted log-r o, P Iy



FRESMD " Summary of the Efficacy (PFS) of NORA vs NOVA

Number of Patients 265

Overall Population, HR (95% Cl) 0.32(0.23t0 0.45)
gBRCAmut, HR (95% CI ) 0.22(0.121t0 0.39)

Non-gBRCAmut, HR (95% CI) 0.40 (0.26 to 0.61)

HE, hazard ratio, 1, confidence interdal, NA, not availalde, gBRCEAMUL, genmline BREA mulativn, PF3, progression-free survival
1. Mirza MR, &t al. N Engl J Med, 2018, 375(22): 2154-2164

5563

NA

0.27 (0.17 to 0.41)

0.45 (0.34 t0 0.61)




VIRTUAL Ngross
2020 M Selective Grade 3/4 TEAEs by PT in NORA and NOVA

NORA NOVA
Niraparib Placebo Niraparib Placebo
(N=177) (N=88) (N=367) (N=179)
n (%) n (%) n (%) n (%)
Meutrophil count decreased® 36 (20.3) 7 (8.0) Thrombocytopenia® 124 (33.8) 1 (0.6)
Anaemia” 26 (14.7) 2(2.3) Anaemia® 93 (25.3) 0
Platelet count decreased® 20 (11.3) 1(1.1) Neutropenia® 72 (19.6) 3(1.7)
Hypertension 2(1.1) 0 Hypertension 30 (8.2) 4(2.2)

aThe category of neutrophil count decreased includes repoes of neutraphil count decreased and neulropenia. No febrile neutropenia reporbed in BORA
=1 NE CAISQONY O SNSETIE NCIU0SS FEONS O ANEermia 3 Qereased Mermageonin oL,

=The calegary of platelal counl decreased includes repoets of platel el count decreased and thiombocyiopenia,

“The category of IWombocylopenia intlLdes fepons of thrombocytopenia and decheased platel et count.
aThe categery of neutiapenia inclies repors of nelropenia. decressed reutronkil count, and lebrile ReUlopenia

TEAEs, treatment emergent adversa events., FT, FIBfEI'I’EId tarm
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EEMD Conclusions

*  NORA is the first fully powered phase Ill RCT evaluating a PARP inhibitor in Chinese
patients with ovarian cancer.

»  NORA met its primary endpoint, demonstrating that niraparib administered with an ISD
regimen significantly improves the outcome in the patients with recurrent epithelial
ovarian, fallopian tube, or primary peritoneal cancer who are in a complete or partial
response to platinum-based chemotherapy.

#  PFS overall population: HR 0.32 (p<0.0001)
. PFS in gBRCA mutation subgroup: HR 0.22 (p<0.0001)
+  PFS in non-gBRCA mutation subgroup: HR 0.40 (p<0.0001)
Prospective evaluation of ISD in NORA validated the NOVA retrospective analysis.

ISD of niraparib demonstrated consistent PFS benefit compared to NOVA with
improved safety profile, especially the hematological toxicities.

8 ISD of niraparib is effective and safe and should be considered the standard clinical
practice for the maintenance therapy of patients with ovarian cancer.

gBRCA, germline BRCA; PFS, prograssion-free survival; RCT, Randomized Clinical Trial
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Efficacy of subsequent chemotherapy for
patients with BRCA1/2 mutated platinum-
sensitive recurrent epithelial ovarian cancer

progressing on olaparib vs placebo
Post-hoc analyses of the SOLO2/ENGOT Ov-21 trial.

JS Frenel, J-W Kim, D Berton, R Asher, L Vidal, P Pautier, J-A. Ledermann, R T.
Penson, A M. Oza, J Korach, T Huzarski, S Pignata, N Colombo. T-W Park-Simon,
K Tamura, G S. Sonke, AE. Freimund, C K Lee, E Pujade-Lauraine

Jean-Sebastien Frenel jean-sebastien_frenel@ico.unicancer.fr

Institut de Canceérologie de L'Ouest/ GINECO group
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E AN 1] Background and objectives

«  SOLO 2 trial if the first Phase 3 trial of maintenance therapy with PARP inhibitor showing a
clinically meaningful prolongation of:

v' PFS1 by 13.6 months over placebo
v" PFS2 (median not reached for patients in the olaparib arm)
v" and of OS by 12.9 months

*  Optimal management of patients after progression is still to be determined

/We conducted a post-hoc analysis of patients in the SOLO2 trial who had a RECIST )
progression and explored the
v" Type of treatment that the patients received after first disease progression
v" Time to second progression defined as the time between RECIST first progression to

\ second progression or death )

ATION: 16-18 OCTOBER 2020




M Time to second progression in patients treated
with chemotherapy

Overall population (n=147)

o 1.00
£
1]
@
5 0751
o
o
° 0.50 1
=
&
Olaparib vs Placebo T 0251
Median: 6.9 vs 12.6m §
HR=2.17; 95%CI [ 1.47, 3.19] a 0100 ~+
0 6 12 18 24
Months
Number at risk
glaceb_o 69 54 31 9 1
lapanb 78 45 2 1

Teme lo secord progression defined as the fime between RECIST first progression o second progression or death
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EREM " ““ Time to second progression in patients treated
with platinum-based chemotherapy (n=96)

2020

18/42 pts received PARPI maintenance after platinum in the placebo arm

[s)] 1.00 4
=
o
(7]
S 0751
o
[=H
© 0.504
=
Olaparib vs Placebo 5
median 7.0 vs 14.3 months E 0.251
HR=2.89; 95%CI [1.73, 4.82] E -
1 ﬂnﬂ_‘ T T L4 L T
0 6 12 18 24
Months
Number at risk
glacebo 42 a7 25 8 1
lapanb 54 33 I 2 1

Time o second progression defines as the fime between RECIST firsd progression to second progression or death
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Conclusions

In this post-hoc non-randomised analysis of the SOLO2/ENGOT Ov-21 trial, efficacy of
subsequent chemotherapy (particularly platinum-based chemotherapy) assessed by time to
second progression, appears to be less in patients having received maintenance olaparib
compared to placebo

- The exact reason remains to be explored in detail: induction of chemoresistance, selection of
poorly chemosensitive relapsing patients by olaparib maintenance or both?

« The best management of patients relapsing after olaparib maintenance should be studied in a
prospective manner

« Olaparib maintenance versus placebo increased overall survival in the SOLO2/ENGOT Ov-21
population and remains the best option for these patients.

TION: 16-18 OCTOBER 2020




Expected versus observed response to platinum-based
chemotherapy after poly (ADP-ribose) polymerase inhibitor

treatment for relapsed ovarian cancer

T Baert’, B. Ataseven’, M. Bommert’, N. Concin’, ). Frindte’, 5. Schneider’,
P Harter’, A. du Bois', F. Heitz'

'Gynoecology Oncology Department, Klinilken Essen Mitte Evang. Huyssens-Stiftung,
Essen, Germany; ‘Deportment of Gynoecological Oncology, Medical University of
Innsbruck, Innsbruck, Austria

Background: Poly(ADP-ribose) polymerase inhibitors (PARPI) have become standard
of care after response to platinum-based chemotherapy (CTX) for relapsed ovarian
cancer (OC). Recently, PARPI have been approved as maintenance after first-line
treatment as well. Response to platinum is the key predictor for response to PARPI
treatment. Sensitivity and resistance to platinum and PARPI treatment partially
overlaps. It remains undear how prior progression on PARPI treatment might influ-
ence response to subseguent platinum-based CTX.

Methods: Patients undergoing platinum-based CTX for ™ relapse of epithelial OC
treated between 2011 and 2020 at the department of gynecologic oncology at Kli-
niken Essen-Mitte were included in this retrospective study. All patients provided
written consent for retrospective analyses. Stratification parameter were defined as
follows: Response to 2™ line CTX, PARPI maintenance, cytoreductive surgery for
relapsed OC, BRCA status, PFS and treatment-free interval for platinum (TFIp) after
2" line CTX. Primary outcome parameter was response to 3™-line platinum-based
CTX in patient with and without prier PARPI treatment.

Results: After response to 2" line CTX, 57 patients received no PARPI [control) and
35 patients received a PARPI (n=16 olaparib, n=19 niraparib) as maintenance ther-
apy. Baseline characteristics were well balanced between treatment groups. After
PARPI maintenance 408 (14/35) of patients progressed on subsequent platinum-
based CTX vs 9% [5/57) in the control group. Response to 3™ line platinum-based CTX,
evaluated as complete response, partial response, stable disease and progressive
disease, was significantly altered by prior PARPI maintenance therapy :f 14.19 — df
3 — p=0.003).

Conclusions: Response to platinum-based 3™ line chemotherapy is lower than ex-
pected in patients treated with PARPI maintenance after response to 2™ line plat-
inum-based chemotherapy, compared to patients who achieved a similar PFS and TFip
who did not receive a PARPI. Our data provide clinical evidence for altered sensitivity
towards platinum-based CTX after prior PARPI treatment.



Timing of Adverse Events During Maintenance Treatment With Rucaparib
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Androw Doan," At M. Ora,? Domenica Lonssn,? Cand Aghajanian,® Ana Oalenin,® Nicoloita Colomibn* Jobonn | Woborpaks, ™ Andeow FL Clamyp® Giovanni Scambia,* Alocondn Ln.'l'r Riohort W lhbq'hhl-ndﬂ.—‘nn:h," Poior C. Fomg, ™ Jolsoy C. Goh,™ Diavid M. OMalloy™ Torsi Camaron,™ Laa Malonoy ™ Sandra Goblo, ™ Aobert | Coleman, ™ Jonathan A. Lodermann™

- Fruwdaiin Trud sl Urseersdy of Manchesbe;
ancer Care Sorwces;, Ryl Rt and Women's Hosplded, Herskon, S, s sy of Cuseredend, 5 1 ocs, Aucdrske; "The (hio Skl LUrersdy. oy G Corder;

Fororskn, Canach: ¥ oo Vioficinecy s A Gomol FCSS, Rome,
LI *ernbmer Flrery Cancer Corsler INGHMS D95, and Croupe diessimders

ﬂ;lﬁt'{:—

HIGHLIGHTS

* The overall safety profile of rucaparib
maintenance treatment in patients
with recurrent ovarian cancer from
AHIEL!runahsmtsistentuiﬁ

previous reports,'” with no new
saﬂysmdsdenhﬁed

* Prevalence of any-grade nausea
declined progressively over the
24-month evaluation period

* Prevalence of any-grade anaemia/
decreased haemoglobin peaked at
month 4, decreasing to a plateau
after month 8

* The first onset of frequently
reported TEAEs generally occurred

early in treatment (45 days). The
median duration of the first event
of frequently reported TEAEs was
generally <60 days (Figure 3)
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Prevalence of TEAEs by Month and Grade
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Time to Onset and Duration of First TEAE in the Rucaparib Arm
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Paclitaxel with or without pazopanib in
ovarian cancer patients with relapse during
bevacizumab maintenance therapy

The GINECO randomized phase 2 TAPAZ study
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Progression-Free Survival
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Main endpoint

4-months PFS rate :
- 57 % [95%CI 47-69] in PP arm
- 67.6% [54-84.5] in P arm
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TAPAZ : Efficacy results

Overall Survival

Treatment Arm
- PP

Median time : 12 5 mo vs. 12 8 mo

p=077

[} L 12 " 24 30 36 42 48
Time (months)

Median follow-up of 12.8 months

Case & Morgan design :
Z-test statistic -10.9<Rejection limit : HO retained.
Median PFS 4.6 mo [3.9-6.1]
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Phase Il study of olaparib plus durvalumab
and bevacizumab (MEDIOLA): initial results in
patients with non-germline BRCA-mutated
platinum sensitive relapsed ovarian cancer
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EESESMD™“™  MEDIOLA: gBRCAwt cohorts

Study schema

Patient population
*  gBRCAWM » <2 pnor lines of chemotherapy
» PSR ovarian cancer *  PARP inhibitor and |0 agent naive

Olaparib Primary endpoints
300 mg po bid
» DCR at 24 weeks (target 80%)
Durvalumab *  Safety and tolerability

Triplet

159V agiw
Trsatinant Secondary endpoints include:

to diseag»e » DCR at 56 weeks, ORR, DOR,
progression PFS, 08, PK

Bevacizumab
10 mg/kg IV q2w

Olaparib

- 300 mg po bid Exploratory endpoints include:
]
8 Durvalumab »  Tumour genetics and
1.5g IV gdw immunology biomarkers
Sequential enrolment Tumour assessments every 8 weeks

Bid, twice daly. DCR. disease control rate; DOR. duration of response; 10, immuno-oncology. IV, intravencus. ORR, objective response rate; OS. overall sunvival,
PFS. progresson-iree survival, PX. pharmacckinetcs, po, by mouth, PSR, plasnum-sensitive relapsed. q2w, every 2 weeks; géw. avery 4 weeks

CATION: 16-18 OCTOBER 2020
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FEESMD Triplet cohort demonstrates high ORR
Exploratory analysis suggests triplet cohort ORR is not GIS-dependent

100+ Olaparib + durvalumab + bevacizumab " Olaparib + durvalumab
80' -
504 ORR = 87.1% d ORR = 34.4%
£ o 40+ (95% CI 70.2-96 4) i {95% CI1 18.6-53.2)
o 3 Median DOR = 11.1 months Median DOR = 6.9 months
g § 204 (IOR 7 4-16 4) 1 (IQR 5.4-11.1)
5§ 0 :
#5204 E
L2 I -
- -
-804 E
100 Contrmad ORR « T7 4% (%01 5353 %0 4 Confemed ORR ~ 31 3% (%% C1 %6 1-50 0

Olaparib + durvalumab + bevacizumab Olaparib + durvalumab

Genomic instability status* subgroup SR 88 He 8 n/N patients ORR (95% ClI), % n/N patients
GIS-positive (69.‘2_2280'0) 1010 i 8.“;0_31 % 5110
Gi-negutve (34.79-5;)6.8) i (0.2674.1) i
GIS-unknown (54?‘6:381 ; 113 " 1%‘_‘28_7) 5/16

"GIS, as deterrmned by Foundation Medicine fumour analys:s. must have genome-wide LOH 214 a somatic BRCA 1 andior BRCAZ mutabon, or & mutation in ATM. BRIPT,
PALB2 RADSIC, BARDY CDK12, CHEK! CHEK2. FANCL, PPP2R2A. RAD51B RADS1D or RADS4L to be considered positive. At the time of e DCO, the prespecified cut-off
for genome-wide LOH of 14% was usad'; GIS, genomic instabiity status; ICR, interquartée range. LOH, loss of heterozygosty. 'Swisher et af Lancet Oncol 2017:18.75-87
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EEESMD Conclusions

* The triplet combination of olaparib, durvalumab and bevacizumab
showed promising efficacy as treatment in the absence of
chemotherapy for women with germline BRCA wild type platinum-
sensitive relapsed advanced ovarian cancer, with 77% DCR at 24
weeks and median PFS of 15 months

* Exploratory analysis suggests the high ORR in the triplet cohort was
not driven by differences in genomic instability status; ORR was 275%
in the GIS+, GIS- and GIS unknown subgroups

Plain-language
summary

» The safety profile of the combination of olaparib plus durvalumab with
or without bevacizumab was consistent with the known safety profiles
expected for the single agents

* The combination of olaparib, durvalumab and bevacizumab is now
being tested as part of first-line maintenance treatment in the Phase |l|
study, DUO-O (NCT03737643)

TION: 16-18 OCTOBER 2020
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Nivolumab versus gemcitabine or
pegylated liposomal doxorubicin
for patients with platinum-resistant
(advanced or recurrent) ovarian
cancer: open-label, randomized
trial in Japan (NINJA trial)
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Key inclusion criteria

+ Platinum-resistant advanced
or recurrent ovarian cancer

= 220 years of age

* Received <1 regimen after
diagnosis of platinum
resistance

« ECOGPS =1

Key exclusion criteria

* Current or previous severe
hypersensitivity reactions to
antibody products

* Current, recurrent, or chronic
autoimmune disease

= Mulliple primary cancers
and/or CNS metastases

= Pregnant or breastfeeding

STUDY DESIGN

Nivolumab? (N=157)
+ Nivolumab 240 mg IV every 2 weeks

Randomization
(1:1)
Chemotherapy® (N=159)
« GEM 1000 mg/mZ2 IV for 30 minutes on
Days 1, 8, and 15, then every 28 days, OR
* PLD 50 mg/m? IV every 4 weeks

Stratification factors
* CCC vs other
* 0 vs 1 regimen after
platinum resistance
diagnosis
Planned sample size
= 316 patients
(158 per group)

« Tumor was assessed every 8 weeks
through Week 48, then every 12 weeks
thereafter

« Patients were followed up for 28 days
after end of treatment administration

“Treatment continued uniil dsease progressionor unacceptable ioxicity.

binvesgalor assessed.

Primary efficacy endpoint:
+ 0§

Secondary efficacy
endpoints®:

* PFS

* ORR

* BOR

+ DoR (RECIST v1.1), etc.

Safety
» TEAEs
+ Treatment-related AEs, etc.

AE_ adverse event, BOR, bast overall response; CCC, chear cell carcinoma; CNS, central nervous system; DoR, duration of response; ECOG PS5, Eastern Cooperafive Oncology Group performance status: GEM, gemcitabine; IV, intravenous;
ORR, overall response rate; O3, overal survival, PFS, progression-free survival, FLD, pegylated liposomal doxonubicing RECIST v1.1, Response Evaluation Criteria in Solid Tumors wersion 1.1; TEAE, treaiment-emengent adverse event.



FEESMD© OVERALL SURVIVAL

*N ""Dlumﬁ_lb _ShDWEd 100 Nivolumab (median 10.1 [95% CI: 8.3-14.1] months)
no superiority over 90 GEMPLD (median 12.1 [35% CI: 9.3-15.3] months)
GEM/PLD in OS 80 - HR 1.0 (95% CI: 0.8-1.3); P=0.808
£ 704
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0 6 12 18 24 30 36 42 48
Time (months)
Mumber at risk
Nivolumab 157 108 7 52 30 15 12 6 0
GEMPLD 159 115 79 57 28 B B 5 0

i, confidence interval, GEM, gemciabing; AR, hazard rawd, OF, overall survival, PLD, pegylated Bposomal doxorubicn,



FEEESMD° PROGRESSION-FREE SURVIVAL

‘ N'anum‘?b _ShDWE'd 100 4 Nivolumab (median 2.0 [95% CL: 1.9-2.2] months)
no superiority over 90 - GEMIPLD (median 3.8 [35% CI: 3.6-4.2] months)
GEM/PLD in PFS £ 80 = HR 1.5 (85% CI: 1.2-1.9); P=0.002
m
= -
£ 70
@ 60 =
B
o 50
S 40 4
2
% 30 =
o 20 =
104
D-
| | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | |
0 2 4 6 & 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
Time (months)
MNumber &t risk
Niwolumab 157 83 37 28 19 ¥4 9 9 9 8 7 6 4 4 3 3 3 3 3 3 1 1 1 0 0
GEMPLD 159 118 69 41 28 18 12 7 5 2 2 2 2 1 0 00 0 O O 0 0 0 0 0

(I, confidence interval: GEM, pemcatabing; HR, hazard ratio; FFS, prooression-free sunvival; FLD. peoyiated ipogomal doonabicin.



TESMD© CONCLUSIONS

* Nivolumab did not improve OS compared with GEM/PLD in patients with platinum-resistant (advanced or recurrent)
ovarian cancer

* Nivolumab may show prolonged response compared with GEM/PLD in those who were responsive
— Further subgroup analyses are currently being conducted

* In this study, there was a lower incidence of treatment-related AEs and Grade 3-4 treatment-related AEs with
nivolumab than with GEM/PLD

AE_ adverse event; GEM, gemcitabine; OS5, overall survival, PLD, pegylated liposomal doxorubicin.



MOONSTONE/GOG-3032: A Phase 2, Open-Label, Single-Arm Study to Evaluate the Efficacy
and Safety of Niraparib + Dostarlimab in Patients with Platinum-Resistant Ovarian Cancer

Poster number: 883TiP | Presenting author: Leslie M. Randall Leslie.Randall@vcuhealth.org

Background

Therapeutic area
Owvarian cancer has one of the highest

moctaity rates of all gynascoioge cancers!
While inial response 1o surgery

and firstline platinum-based

cf apy might be fan |

up to 70% of patients refapse and

the majority of tumours become
platinum resistant™

The anti-VEGF monocional antibody,
bavaczumab, is approved for treatment
of recurrent platinum-resistant

ovarian cancer in combination with
single-agent chemotherapy”

However, there is still 8 strong clinical
need for new treatment options®

Niraparib

Niraparib is 3 PARPi approved for:

* First-ine maintenance treatment of adult patients with platinum-sensitive
advanced epitheial ovarian, fallopian tube or primary perfoneal cancer (USA)

* Maintenance treatment of adult patients with platinum-sensitive recument
epithelial ovarian, fallopian tube or primary peritoneal cancer (USA and EUS*

* Treatment of adult patients with advanced ovarian, fallopian fube or primary
peritoneal cancer who have recsived 23 prior chemotherapy regimens whose
cancer is associated with HRD-positive status defined by a a&mmus o
suspected deletenous BRCA mutation of o
>6 months after response 1o kst platinum.! bused ch:mhefapy (U.SA.\‘

Niraparib apy has shown ar st activity in patients with

platinum-refractory ovarian cancer, in a8 Phase | study of lase-ine

“* This efficacy in path with BRCA wild-type tumours
who, in advanced ovarian cancer, have worse survival outcomes than those
with BRCA mutations*’

Niraparib in
combination regimens

Dostarlimab i an anti-PD-1
humanisad monodonal antibody
that binds with high affinity to the
PD-1 receploe, effectively blocks
interaction with the PD-1 ligands
(PD-L1 and PD-L2), and has
shown activity in solid fumours,
induding in pasents who have
progressad after a platinum
based regimen**
PARPS + anti-PD-1

rial objective

>
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The objective of this study is to
ovmm.dnymdoﬂ\ucyd

p rlimab In p
wllhadvmud, nlmud,hlwq‘do.
BRCA wild-type platinum-resistant

have shown synergistic antitumour
effect, regardiess of BRCA
mutation stafus’™ "

who have progressed
and have recelved prior bevacizumab
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@ Key inclusion criteria

« Fermale, 218 yeurs of agu

Study population

+ Racument high-grace serous. endtrmetriond of Culr cull owrian. liopun Libe of prisry periionual cancer
+ Hive receved 1-3 boet of pror Merapy wifh platnom. Maing and bevactuss

* Hive had dosbic
progression per RECIST v.1.19)

o Midioratsie diais (Rooesing 1o RECIST weeson v1.19)

+ ECOG performance stats of 0 of 1

+ Adeguite organ kncson

@ Key exclusion criteria

o Prise restinest with & PARPS o art-PO-(L)1 or an8-PO-L2 agent
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RECIST v 1.1%) of est-ine pltinum thatagy

The MOONSTONE study (NCT03955471) Is:

i |

Study objectives and endpoints

Primary endpoint* Exploratory endpoints
+ ORR assessed by Invesigator « EfMicacy in patients weh confemed
- In the overall poputation BRCA wild-type tumours™
- Inthe subset of paterts with PD-L 1+ fumours e

Treatment period

Duration of disease control In pasents

. SEaASA DIOGIess accent: o toxicit 3 years)*
i'i"""ii : Day 1 to disease progression or unacceptable toxicity (up to 3 years) Duratin. it putnt
Phase |l H HH i e Cycles 1-4 Cycle 5+ Key secondary endpoints* e CR
o ' ' \ Week Safety Survival « DoRt . ;RD:L as measured by FOSI
—_— i . | . sease-related ang treaament-related
E Screening 1 2 8 4 § § 7 8 9 10 11 12 13 19I 25 d iy | | ek s Blomarkers of resporse, inchacing
E 1 T 1 ! Tt 7 ~ Measures of
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Tisotumab Vedotin in Previously
Treated Recurrent or Metastatic
Cervical Cancer: Results From the
Phase 2 innovaTV 204/
GOG-3023/ENGOT-cx6 Study

Christine Gennigens,® Antonio Gonzalez-Martin,*

Leslie Randall,® David Cibula,5 Bente Lund,” Linn Woelber?
Sandro Pignata,® Frederic Forget,'® Andrés Redondo, !
Reshma Rangwala, ' Signe Diness Vindelav,'3

Menghui Chen, '? Jeffrey R. Harris,'? Leonardo Viana Nicacio,
Melinda S. L. Teng,'* Margaret Smith,' Bradley J. Monk, '®
Ignace Vergote




BRESMD ™" Proposed MOA of Tisotumab Vedotin

+ Tisotumab vedotin is an investigational
antibody-drug conjugate directed to tissue
factor (TF) and covalently linked to the
microtubule-disrupting agent MMAE via a
protease-cleavable linker?2

« TF is highly prevalent in cervical cancer and
other solid tumors and is associated with
cancer pathophysiology and poor
prognosis3-5

— TF is co-opted by tumor cells to promote
tumor growth, angiogenesis, and metastasis®

— In normal physiology, TF's primary role is to
initiate the coagulation cascade after
vascular injury®

» Tisotumab vedotin has multiple anti-tumor

127 Tisotumab vedotin Is an investigational agent, and its safety and efficacy have not been established.
effects’ % £ 2020 Sealtle Genetics, Inc., Bothell WA 98021, All rights reserved. USM/TVM/2020/00241)
© 2020 Genmab A'S

1. Breij EC et al. Cancer Res. 2014,74{4):1214-1226. 2. De Goeij BE et al. Mol Cancer Ther. 2015;14(5):1130-1140.3. Pan L et al. Mol Med Rep. 2019;19:2077-2088. 4. Cocco E et al. BMC Cancer. 2011;11:263. 5. Zhao X et al.
Exp Ther Med. 2018;16:40754081.6. Forster Y et al. Clin Chim Acta. 2006;364:12-21 7. Alley SC et al. American Assoclation for Cancer Research Annual Meeting; March 29 — April 3, 2019; Atlanta, GA, USA; Abslract #221.
ADCC, antibody-dependent cellular eytotoxicity; ADCP, antibody-dependent cellular phagocytosis; MMAE, monomethyl auristatin E; MOA, mechanism of action; TF, tissue factor.
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/K&y Eligibility l:rltarla\

* Recurrent or extrapelvic
metastatic cervical
cancer

* Progressed during or
after doublet
chemotherapy? with
bevacizumab (if eligible)

systemic regimens®

* Received =2 prior
« ECOGPS0-1 /

innovaTV 204 Study Design

innovaTV 204 (NCT03438396) is a pivotal phase 2 single-arm, multicenter (United States and Europe) study
evaluating tisotumab vedotin in patients with previously treated recurrent and/or metastatic cervical cancer

Enrolled: 102¢
Treated: 101*

Tisotumab

vedotin
2.0 mg/kg IV Q3W

—>

Until PD or
unacceptable
toxicity

\

Tumor responses assessed using CT or MRI at

baseline, every 6 weeks for the first 30 weeks, and

every 12 weeks thereafter

J

*Study sample size calculated assuming a confirmed
ORR of 21% to 25% with tisotumab vedotin and to
provide zB80% power to exclude an ORR of £11%#®

Paclitaxe] plus platinum (cisplatin or carboplatin}or paclitaxel plus topolecan. "Adjuvant or necadjuvant chemotherapy or if administered with radia
al imaging performed =4 weaks after initial response assessment. *“Using one-sided exact binomial tesl al 0.025 significance lave
RC, indepandant review commiltes; IV, intravenous; MRI, magpafic

Juna 2018 to April 2019, "Responses wara confirmed by subsaquant re
CT, computed tomography; ECOG PS5, Eastern Cooperative Oncology Group performance stalus; HROoL, health-related quality of life
resonance imaging; 05, overall survival, PD, progressive disease; Q3W

avary 3 weaks, RECIST v1.1, Responsa Evaluation Criteria In Solid Tumors version 1.1

/

N

Primary Endpoint

+  ORR® per RECIST v1.1, by
independent imaging review
committee (IRC)

Secondary Endpoints

+  ORR® per RECIST v1.1, by
investigator

* DOR, TTR, and PFS by IRC
and investigator

« 0S8

« Safety

Exploratory Endpoints

« Biomarkers

\- HRQoL

/

tion therapy, was nol countad as a prior syslemic regimen

TTR, time lo response.



EEMESMD " Antitumor Activity by IRC Assessment

DOR
% 1[][} +H—t +
N=101 =
_- 2 0.801
wm
Confirmed ORR (95% Cl),2 % 24 (15.9-33.3) &
- 0607 Median DOR
R, n (%) 1 @ (401 (95% Cl)
PR, n (%) 17 (17) =
T 0.20- 8.3 months
SD, n (%) 49 (49) uE: ' (4.2-NR)
PD, n (%) 24 (24) 9 ; ; . . ; .
0 2 4 6 8 10 12
Not evaluable, n (%) 4 (4) Time (months)
No. at risk 24 22 16 11 8 3 0

Clinically meaningful and durable responses were observed

Dala cutoll. February 06, 2020, Median duration of Tollow-ug: 10.0 months.
‘Based on the Clopper-Pearson mathod. -
Cl, confidence interval, CR, complete response, DOR, duration of response; IRC, independeant review committee; MR, nol reached; ORR, objective response rale; PD, disease progression; PR, partial response; 50, stable dissass -



EERESMD°~  Maximum Change in Target Lesion Size
by IRC Assessment

+
1007
@
™
@ 75-
s Targot lesions reduced in 79% of patients with 21 post-baseline scan
o 50 -
]
B
Po 5 MM
:
28 ¢
s§& T
E 50
E
8 s
Confirmed Best Overall Response  [lick  [JJrr [iso [ro
-100 L}

Data cutall: February 08, 2020. Median duralion of follow-up: 10.0 months. + indicates a change greater than 100%. Horizontal dashed lines indicate 20% increase and 30% decreass in target lesion diameders from
basaline for RECIST v1.1 assessmeant. Colored bars represent the best overall confirmed responsa. CH, PR, S0, and PD were based on RECIST v1.1 as avaluated by IRC.
CR. complate response; |RC, independant review committee; FD, disease progression; FR, partial response; RECIST v1.1, Responsa Evaluation Criteria In Solid Tumors varsion 1.1, SD, slable diseate.



EESMD ™ Prespecified AEs of Interest of Tisotumab Vedotin

Ocular,? bleeding,® and peripheral neuropathy: TRAEs

N=101

90 - 9 Neuropath

80 - Time to onset
. TO 4 204 (median, months)
= 60 - }
o 50 A — 2% Events resclved, % 86 a0 21
E 40 A —lul!‘l—
T 30 - 7% | Time to resolution?
o 20 - (median, months) 0.7 0.5 0.6

10 ~

{] =

Ocular TRAEs Bleeding TRAEs Peripheral Neuropathy
TRAEs

* Ocular AEs were mostly mild to moderate, resolved, and were manageable with an eye care plan
+ Most bleeding events were grade 1 epistaxis (28%) of which majority resolved

+ Most peripheral neuropathy events (known MMAE-related toxicity) were grade 1 and manageable with dose
modifications; resolution was limited by follow-up period

Data cutofl: February 06, 2020. Median duration of follow-up: 10.0 months.

“Any ocular SMO (conjunclival disarders SMOQ, comeal disarders SMOQ, scleral disordars SMO, relinal disorders SMOQ, periorbilal and eyelid disorders SMQ, ocular infections SO, oplic nerde disorders SMO), glaucoma
SMIQ, lacrimal disorders SMO, and eye disorders SMQ). "Hemorrhage SMO. “Peripharal neuropathy SMO. Assassment limiled by the prolocaol-defined follow-up pericd for AE of only 30 days after thelas] dose,

AE, adverse evenl; MMAE, monomethyl auristatin E; SMQ, slandardized MedDRA queries; TRAE, trealiment-related adversa events.




ONEress )
A SN 1] Conclusions

» Tisotumab vedotin demonstrated compelling (ORR: 24%; CR: 7%) and durable (median DOR: 8.3
months) antitumor activity in recurrent and/or metastatic cervical cancer previously treated with doublet
chemotherapy with bevacizumab (if eligible)

— Most responses were rapid (median TTR: 1.4 months), with activity observed within the first 2 treatment cycles
— Median PFS (4.2 months) and OS (12.1 months) are encouraging
— Clinically meaningful responses were observed regardless of TF expression, histology subtype, or prior therapy

» Tisotumab vedotin had a manageable and tolerable safety profile with no new safety signals

— Oocular, bleeding, and peripheral neuropathy adverse events were generally mild and effectively managed with
an eye care plan and dose modifications

« Tisotumab vedotin is a potential novel treatment for women with previously treated recurrent and/or
metastatic cervical cancer

Evaliatian is engaing in 37 (37%) patienls

AE, adverse event, CR, complete response, DOR, duration of response; ORR, objective response rate; OS5, overall survival, PFS, progression-free survival; TF, lissue factor; TTR, time to response
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Balstilimab (anti-PD-1) Alone and

in Combination with Zalifrelimab (anti-CTLA-4)
for Recurrent/Metastatic (R/M) Cervical Cancer (CC)

Preliminary Results of Two Independent Ph2 Trials
(NCT03104699 and NCT03495882)

O'Malley DM'; Oaknin AZ; Monk B?; Leary A%; Selle F°; Alexandre J?; Randall L%, Rojas C’;
Neffa M8; Kryzhanivska A%; Gladieff L'%; Berton D''; Meniawy T'?; Lugowska 1'3; Bondarenko
I'4: Moore K'3; Ortuzar Feliu W'®; Ancukiewicz M'®; Shapiro 1'5; Ray-Coquard |7

'The Ohio State University Comprehensive Cancer Center, Columbus, OH, USA,; 2 Vall d'Hebron University Hospital, Vall d'Hebron Institute of Oncology,
Barcelona, Spain; ‘University of Arizona College of Medicine, Creighton University School of Medicine at St. Joseph's Hospital Phoenix, AZ, USA: ‘Institut de
Cancerologie Gustave Roussy, Villejuif, France; SAPHP Centre - Université de Paris, Hopital Cochin, Paris, France; ‘Massey Cancer Center, Virginia
Commonwealth University, Richmond, VA, USA,; 'Centro de Investigaciones Clinicas, Bradford Hill, Chile; *Cl of Healthcare Regional Clinical Specialized ’
Dispensary of the Radiation Protection, Department of Surgery, Kharkiv, Ukraine; “Cl Transcarpathian C! Onc Center Dep of Surgery#1 SHEI lvano-FrarM
NMU, Ivano-Frankivsk, Ukraine; '“Le Centre René Gauducheau, Saint-Herblain, France; ''Institut Claudius Regaud, IUCT Oncopole Tou OUS
“Linear Clinical Research, Perth, Australia; '"Centrum Onkologil-Instytut im.M.Sklodowskiej Curie, Warsaw, Poland; *CI Dnl
Dnipropetrovsk RC Dept of Chemotherapy S| Dnipropetrovsk MA of MOHU, Dniepro, Ukraine; '*Stephenson Cancer Center 2

CI
Oklahoma City, OK, USA ; "®Agenus Inc., Lexington, MA, USA; "'Centre Léon Bérard, Lyon, France w




Study Design

Two Parallel, Single-arm Trials Testing Balstilimab Alone and
with Zalifrelimab in Recurrent/Metastatic Cervical Cancer

Population Treatment Follow-up
(for up to 24 months)

Bal (n =161)
« Histologically confirmed 3 mg/kg g2w
SCC, ASC, AC of the (NCT03104699)

. Imaging
cervix relapsed after every 6 wks

platinum-based treatment Bal + Zal (n = 155) through 2 yrs

: yggggg Ig_(ilsease Bal 3 mg/kg g2w+ Zal 1 mg/kg qbw
(NCT03495882)

* Primary endpoint: Independent Review Committee (IRC) ORR by RECIST 1.1
+ Secondary endpoints: DOR,PFS, OS,

SCC - Squamous-cell cancer; ASC — Adenosquamous cancer; AC — Adenocarcinoma

BV

3
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Primary Endpoint: Tumor Response

Balstilimab Only Balstilimab + Zalifrelimab
Responses in all patients : :
: : miTy chezrr:oﬁ)t::)r;py ity cheZn:oFtDrr\g)rrapy

(n=160) (n=138) (N=143) (n=119)
Best Overall Response %, 23 (14%) 18 (13%) 31 (22%) 24 (20%)
(95% CI) [10, 21] [8, 20] [16, 29] [14, 28]
Complete Response 3 (2%) 3 (2%) 8 (6%) 6 (5%)
Partial Response 20 (12%) 15 (11%) 23 (16%) 18 (15%)
Duration (mon) of Response, median 154 154 NR NR
[range obs] [1.1+,15.4] [1.3+,15.4] [1.3+,16.6+] [1.3+,15.4+]
ORR by tumor histology
SCC # responders/# treated (%)  18/100 (18%) 13/83 (16%) 29/106 (27%) 22/82 (27%)
AdenoCa/AdnoSq # responders/# treated (%) 5/59 (8%) 5/55 (9%) 2/37 (5%) 2137 (5%)

Data cut-off: 7/31/2020

B nongress
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SUMMARY

» Largest reported study of checkpoint inhibitors in recurrent/metastatic cervical cancer

* Results demonstrate both single-agent Bal and Bal/Zal combination are effective and well
tolerated in second-line treatment for advanced/metastatic cervical cancer.

» Bal and Bal/Zal demonstrated responses in all biological (PDL1+ or PDL1 — patients) and
histological (SCC and AdenoCa patients) subgroups

* Response rates are similar regardless of prior therapy

« With a median follow up ~12 months, median DOR was >15mos in Bal and is not yet
reached in the Bal/Zal combination

« Bal monotherapy and the Combination of Bal + Zal improves clinical benefit with tolerable
safety profile

......

» Given the limited treatments for patients with recurrent/metastatic cervical cancel,; both Bal
and Bal/Zal represent an important treatment option i

14
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European Metwork of
Gynaecological Oncological Trial groups #

Radical hysterectomy in cervical cancer patients
with intraoperatively detected positive lymph node:

ABRAX multicentric retrospective cohort study
(ENGOT-Cx3/CEEGOG CX2)

Cibula D (VFN Prague; CEEGOG, Czech R.), Dostalek L (CEEGOG, Czech R.), Hillemanns P (MHH, Germany),

Scambia G (MITO, Italy), Persson J (SUL, Sweden), Raspagliesi F (MITO, Italy), Novak Z (CEEGOG, Hungary),
Jaeger A (AGO, Germany), Capilna ME(CEEGOG, Romania), Weinberger V (CEEGOG, Czech R.),

Klat J (CEEGOG, Czech R.), Schmidt RL (BCH, Brazil), Lopez A (INEN, Peru), Scibilia G MITO, Italy),

Pareja R (IACR, Colombia), Kucukmetin A (QE Gateshead, UK), Kreitner L (AGO, Germany),

El-Balat A (AGO, Germany), Laufhutte S (AGO, Germany), Runnenbaum | (AGO, Germany)

NCT04037124

PRESENTED AT:  WVI[>RRE/i\ B Ungress PRESENTED BY:  David Cibula
2020 First Faculty of Medicine, Charles University in Prague; and General University Hospial in. Prague, Czech Republic
Central and Eastern European Gynecologic Oncology Group (CEEGOG)
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Results: recurrence-free survival
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Summary

* Disease free survival of the whole cohort reached 74% (381/515) with a
median follow-up of 58 months.

* Radical hysterectomy completion did not improve oncological outcome of
lymph-node positive cervical cancer patients.

* No subgroup of patients benefited from completion of radical hysterectomy
irrespective of tumour size, tumour type, or other traditional risk factors

If lymph node involvement is found intraoperatively, abandoning further
radical surgery should be considered and the patient should be referred
for definitive (chemo)radiation.

PRESENTED AT:  RET=NRNF\N on grESS PRESENTED BY:  David Cibula
2020 : '
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A randomised double-blind placebo-controlled
phase |l trial of palbociclib combined with letrozole
in patients with oestrogen receptor-positive
advanced/recurrent endometrial cancer

ENGOT-EN3 / NSGO-PALEO

MR Mirza', L Bjorge?, F Marmé® R DePont Chnistensen®, M Gil-Martin®, A Auranen®, B Alaseven’,
MJ Rubio®, V Salutar?, B Lund™, | Runnebaum", A Redondo'?, K Lindemann', F Trillsch™,
MP Baretina Ginesta', H Roed™, J Loehndorf", G-8 Nyvang'®, J Sehouli®

Rogshospéaiet, Coperhagen University Hospital, Copenhagen, Denmarnk; “Haukeland University Hospdal and Center of
Bomarkers CCBIO, Universgy of Bergen, Narway, “UMM - Uinversisetskinitum Manrheim, Mammheim, Germany, ‘nstiute of
Public Health, Unneraitty of Socthern Denmark, Odense, Denmark, “Instiut Calsla d'Oncologia-IDISELL. L'Hospstsiet Barceicna
Spain; “Tampene Universty Hospyisl (Tays), Tampere, Frviand, "Kinden Essen Mite Evang. Huyssens Stiung, Essen,
Germany, *Unwersity Hospitsl Reima Sofa. Cordobe, Span; *Poldinico Universitanio A. Gemeldi, Rame, iy, “Aalborg
University Hospetal, Aaibom, Cenmark, "'Kind, & Fravenhasbunde uné Forpllanzungsmedion, Munich, Germany, “Hospia
Unvetsitanio La Paz, Madid, Spain; “Osio Unreersity Hospdal -~ The Norwegian Radum Hospital, Oslo, Norway: “Kinkum der
Uneversitit Minchen, Munich, Germany; 'SCO - Insthst Calsla d'Oncologa Grona (Hosoial Universtan Josen Truets Hosprid
Unverstn Josap Truets). Grora, Span; “Rigshosirtaled Copenhagen, Decmark: 7 Rigshospitalet, Copenbagen, Denmark
‘Odense Unversily Mospatal. Odense, Denmark, "Urniverstatskink Chardé Campus Virchow Kinkum, Berfin, Germany
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Background ENGOT
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» Targeting cell-cycle checkpoints is an increasingly used treatment modality
— Cyclin A (a CDK) is involved in the transition from G1to Sand G2to M

— Its activity can be inhibited by palbociclib, a selective inhibitor of the CDKs 4 and 6
= |In ER+ breast cancer, the combination of palbociclib and letrozole is superior to letrozole alone®

» Endometrial endometrioid adenocarcinomas are hormone-dependent; endocrine treatment with an Al is well
established

» This is the first global randomised trial to evaluate the efficacy of a CDK4/6 inhibitor in combination with an Al
in patients with advanced or recurrent ER+ endometrial cancer.

Al = ammatasa inhibitor; COK = cyclin-dependent kinasa: ER+ = castropen receplor-positiva
*Finn RS at al., MEJM 1216; 375:1925-1335 ENGOT-EN3 / NSGO-PALEO
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ENGOT-EN3 / NSGO-PALEO trial design

ENGOT model A, sponsor NSGO-CTU, NCT02730429

* Measurable/evaluable endometrial cancer

* Primary stage 4 or relapsed disease

« 21 prior systemic therapy

« ER+ (210%) endometrioid adenocarcinoma
- ECOGPS 0N

+ No prior endocrine therapy except MPA and
megestrol acetate

N

\ No prior CDK inhibitor J

Stratification:

= No. of prior lines (primary advanced disease vs
1st relapse vs =2 relapses)

* Measurable vs evaluable disease per RECIST

« Prior use of MPA/megestrol acetate

1:1
randomisation

DNSSECTU

Placebo 125 mg days 1-21

Letrozole 2.5 mg days 1-28

Repeated every 28 days until progression

Palbociclib 125 mg days 1-21

Letrozole 2.9 mg days 1-28

power, 15% 1-sided a)
Secondary endpoints:
« PFS in subgroups

+ PROs
« Safety and folerability

Primary endpoint: Investigator-assessed PFS (target HR 0.625, 80%

= (Objective response rate, disease control rate, PF52, overall survival

HR = hazard ratio; MPA = madraygrogestenne acetate, PROs = patient-reported outoomes

ENGOT-EN3 / NSGO-PALEO
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Primary endpoint: PFS

Patients (%)

90 HR=0.56
(95% CI 0.32-0.98)
p=0.0376
757 Median: 3.0 vs. 8.3 mo
£
o 304
&
25
“ ) ) L
0 5 10 15
Murnber af risk Time (months)
Palbociclib + lefrozole g H 14
Placaba + letrozola 37 17 10

Cl = confidence interval: HR = hazard ratio

Efficacy (ITT population)

100 -

* = at 24 waaks

{J'ﬂ-h [T —————

ENGOT

Secondary endpoint: Disease control rate’

M Palbociclib + letrozole (n=33)
m Placebo + letrozole (n=37)

Disease control rate

ENGOT-EN3 / NSGO-PALEO



EREMD

Meutropenia
Pain
Hypertension
Anaemia
MNausea
Fatigue
Leucopenia
Constipation
Diarrhoea
Arthralgia
Pneumonia
Pulmonary embolism

Summary of adverse events ENGOT
Any grade in 220% of patients and/or >1 patient with grade =3 in either arm
Palbociclib + letrozole Placebo + letrozole
mGrade =3 m Grade 1/2 m Grade 23 m Grade 1/2
100 80 60 40 20 0 20 40 60 80 100
Patients (%)

ENGOT-EN3 / NSGO-PALEO
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Conclusions ENGOT

[T Y

« ENGOT-EN3 / NSGO-PALEO is the first randomized trial to evaluate the efficacy of a
CDK4/6 inhibitor in combination with an aromatase inhibitor in patients with advanced
or recurrent ER+ endometrial cancer

« Compared with placebo + letrozole, the combination of palbociclib + letrozole
demonstrated clinically meaningful improvement in PFS

+ The toxicity of palbociclib + letrozole combination therapy was manageable; most
patients remained on treatment until disease progression

 No detrimental effect on quality of life was observed with combination therapy

« These results merit phase 3 validation trial

ENGOT-EN3 / NSGO-PALEO



A Phase | Study of Mirvetuximab Soravtansine (MIRV) and Gemcitabine (G) in Patients (Pts)

with selected FRa -positive solid tumors: Results in the Endometrial Cancer (EC) Cohort
Mihaela C. Cristea!, Paul Frankel?, Christopher Ruel®, Timothy Synold?!, Daphne Stewart?, Edward Wang?!, Alexander Jung?,
Sharon Wilczynski!, Michael Tran, Gottfried E. Konecny?, Melissa Eng?, Lindsay Kilpatrick?, Yi-Jen Chen?, Scott Glaser?,

Ernest Han?, Thanh Dellinger!, Amy Hakim?, Stephen Lee?, Robert J. Morgan?, Lorna Rodriguez?, Mark Wakabayashi?
1City of Hope National Medical Center, Duarte, CA
’David Geffen School of Medicine, University of California, Los Angeles, Los Angeles

Cityof
Hope.

INTRODUCTION

Treatment Related AEs Time to Response

FMirvetuximab soraviansine (MIRV] is an ADC comprising & FRa-
binding antibody linked ta the tbulin-disrupting maytansinoid
D4

Treammsmt Reled Advarss Events
Gorade 2amd Abore (& AN Grade

#MIRV has praemising simgle agent activity in FRA-positive epithelial - fo— Cowmall
ovarian cancer [EOC) in both platinum sensitived and resistant Subset Analysis Grudes | Grade | Guade [ Grate | Grates | Grate [ Grae | Grase
2 M M & ——
seitings2. The recommended phase 2 dose (RPZD) was ,...L..‘::“:..E\i'.'.u L T ..F‘.. .||-1'1.| 1 ;,_'ﬂh.. F«.. k] E
establiched st 6 mpfkg, based an adjusted ideal bady weight _— — — i
T i a
((MIBW) IV ewery fq) 21 days . ) #The expansion cohort of 12 pis with FRa-pesitive EC treated at v Fara T T Ee 7
- . Ty Py t
r_FRu pn_r..:my i ael.ern-!um by immunahistechermistry (IHC) and the RP2D, pre-specilied that 2 respanders are reguired 1o P : HTF5L7 B i
Inclaayified in 3 categries: declare the combination prarmising = . - e ST BT &
= low (25% to 49% of tumor cells with P52+ staining intersity) = Total population: sll posled EC patients from the escalation and T = L
= medium [50% to 74% of cells with P52+ staining intensity) or expansion cohort wha received the combination at full desing
= high [z 75% of cells with P52+ staining intensity) #Here we repart the results in the first & pts with FRa-positive EC e
e conducted a study evaluating MIRY and G in recurrent FRa

REAEI

positive EOC, EC and triple negative breast cancer {TNBC) - . .
= FRa eligibility was revised for EDC and EC patients after results of A Repsast Han
FORWARD | study were reporiedd ORR and PFS 0 ] L] ] 12
F ALASCD 2019 we reported the results from the phase | study®. m Total (n=6] Manths from Treaomert Siart
The MTD and RP2D for this regimen was reached at MIRV & PFS (manths) A S EAln s B phca I i
g/ kg AIBW IV, day 1 and G EOO mg/m2 IV, d1, B every 21 days - - b 5,
) ) ) ) Baseline Demographics Mesdian (95% C1} 5.5 (0.2, 7.4)
# The regimen was well tolerated with expected hematologic
raxicities that related primarily to gemeitabine e e il B ORR (35% CI) 33% [4, TE) CONCLUSION
» Promising results were seen in FRo-positive EOC patients infrr=dmd P
# Here we repart the preliminary results in the FRa-positive EC ] s " » =Y
cohort treated at the recormmended phase 2 dose (RP2D) CEr i Maximum Tumm Change {"'J in Target # The combination of MIRV with G has promising clinical activity
E b= Lesions from Baseline in FRa-positive EC.
Ferrkigs Pk
||¢m|m|-:-u - y e " = In this pre-treated EC population, MIRY with G is an active
Patient Population, Methods and Objectives Aieasencrceun W Bl @ regimen with an ORR of 33% and a median time on treatment
T w for the responders ~ 6.5 months
= Primary Objective of the EC expansion tohort: Evaluate the safety and mn-*hql i o ] ] » . PD. .
activity of MIRV and G S — HY = The regimen is tolerakle with the expected treatment related
* Treatment schedule: MIRV & mg,fkg AIBW [V, day 1 and G 200 mg/ma Iv, ’TI,‘ idid 1oy : AEs of these agents.
d1, & every 21 days. - l 5 ! .
% Eligibiliry for £ epansion cobart: e P R = Further development of MIRV Is warranted in EC
* Recurrent FRa-positive EC patients with <2 lines of chemotheragy {CT) ™ o =
= Efln Pmmwn:c:q:m; indtially defined as =25% of cells with PS2+ ""”"‘:"‘"‘m — g ) ’I_r ™ ’,,v # - ’,r References: 1. K hoone ef af, Gynecol Onool 3018 Oct; 151 465 2. K Moore ef of, 1 Cin
staining intersity (kaw ta high FRa levels) and was subsequently revised ™ 3 Py 0 & & o - - o Orecal !l:l:li:llul 1; 35(200; 1112-1118: 3, K Moore & ol ESMO 2009, abstract 4003; 4. M
208 of ol L3+ g P b, gk i i n itz oG ASCL 2009 sbroct 10073
as 2 75% of cells PEE+]. =
« Measurable diszase [per SECIST L1} m Cancee Wétwork (NCCN) Dncolaf Racqarch Program rom eeeca r4aarch Sungort proviied
Fabe| etastase: mplrlh ¥ | Ll |
- it with bexin m s, sgeadhe 1 peripheral na . comaal = by ImmunoGen, Inc and thé-CanteriCenter Suppart Grant FI0CR03IETE
disonders, history of interstitial pneumonits or drrhatc liver disease 5~ e Lmicns # - Femcing Pival Asswserer| Dai Deraral] Phrapcnes:
were exchuted. Previous treatment with gemicitshine was not allawed CLEEE T R e e
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Phase 2 study of PARP inhibitor Talazoparib
and PD-L1 inhibitor Avelumab in patients

(pts) with Recurrent Microsatellite Stable ‘
(MSS) Endometrial Cancer

Panagiotis Konstantinopoulos MD, PhD

Director of Translational Research
Gynecologic Oncology Program
Dana-Farber Cancer Institute
Associate Professor of Medicine
Harvard Medical School
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TEaESMD Background

. PD-1/PD-L1 inhibitors (PD-1/PD-L1i) exhibit only modest activity as monotherapy against
microsatellite stable (MSS) and non POLE-mutated endometrial cancers
(ORR: Pembrolizumab = 5.6%', Avelumab = 6.3%?2, Durvalumab = 2.8%?2)

. Preclinical studies have demonstrated synergistic antitumor activity for combinations of PARP
inhibitors (PARPi) with PD-1/PD-L1i which is at least partly mediated by activation of the Stimulator of
Interferon Genes (STING) pathway*”’

. Specifically, synergism has been observed:

s Regardless of homologous recombination repair (HRR) deficiency status
i.e. in both HRR deficient! and HRR proficient models®
* In a disease-agnostic manner

i.e. in ovarian®?, breast® and small cell lung cancer” models

'Ott et al. JCO 2017, ZKonstantinopoulos et al. JCO 2019, 3Antill et al. ESMO 2019,
“Ding et al. Cell Reports 2018, *Shen et al. Cancer Res 2018, "Pantelidou et al. Cancer Discov 2018, "Sen et al. Cancer Discov 2019

TION: 16-18 OCTOBER 2020
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EEEESMD Conclusions

»  Avelumab and talazoparib met the predetermined PFS6 response criterion (8 patients) to

be considered worthy of further evaluation in this population of recurrent MSS EC (median

3 prior lines, 43% had =4 prior lines)

»  Seven (20%) pts had dose reductions of talazoparib (avelumab was not dose reduced);

No pt discontinued protocol therapy due to toxicity

*  Immunogenomic profiling to identify candidate predictors of OR and PFS6 response including

known biomarkers of response to PARPi and PD-1/PD-L1i is ongoing

TION: 16-18 OCTOBER 2020
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Safety and antitumor activity of
dostarlimab in patients with
advanced or recurrent DNA
mismatch repair deficient (IMMR) or ‘ £
proficient (MMRp) endometrial N
cancer: Results from GARNET

Ana Oaknin,' Lucy Gilbert,? Anna V. Tinker,* Renaud
Sabatier,* Valentina Boni,’ David M. O’Malley,® Sharad
Ghamande,” Linda Duska,? Prafull Ghatage,’ Wei Guo,°
Ellie Im,' Bhavana Pothuri'
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EEERESMD ™ The GARNET Study

GARNET (NCT02715284) is a phase 1,

single-arm study of dostarlimab (TSR-042)

monotherapy in multiple tumor types

* In part 2B, dostarlimab was dosed at the RTD
determined from Part 1 and 2A
« 900 mg IV Q3W for 4 cycles, then
1000 mg IV Q6W until disease progression

* MMR status was determined by local
immunohistochemistry

* Primary endpoint: ORR and DOR

DOR, duration of reapanse; IHG, imemurahisiachemistng; MWR, mismalch mutaSon repsr; M5,
mrrsatelile nstablny; BSS, red gensaton sequenang; NSCLE, ron-small cesl hong cancer
ORR, phyccie response rete; FCR, polymenase chaln reaction; FO-[LA. programmed cell ceath
{lgandy 1; PROC. platinum-resistant avaran cancer Q08 every 3 weeks; O6W, every B weeks;
RTD mecommensed Inerapeloc dass,

CATION: 16-18 OCTOBER 2020

Part 1 Key inclusionfexclusion criteria for
Doss fincng cohorts A1 and A2;
= Patients must have progressed on or
Part 2A after platinum doublet therapy

LD ALV AELRY | - Patients must have received <2 prior

lines of treatment for recurrent or
Part 2B advanced disease

Expansion cohorts » Patients must have measurable

A1*: dMMR EC disease at baseline
» Patients must be anti-PD-(L)1 naive
A2': pMMR EC » Patients could be screened based on
local MMR/MSI testing results using

IHC, PCR, or NGS performed in a

E: NSCLC : _
certified local laboratory, but patient
F: Non-endometrial eligibility needs to be confirmed by
dMMR/MSI-H basket MMR THC results
G: PROC

*Cahort esralment includas 3 patients with MMRunkMSI-H disease; FCanan ervoliment includes 18 patients with MUWRUnk 5SS disease




EaESMD Enrollment and Outcomes

Enrolled and dosed = X

et oot dMMR EC N=126 (100%) MMRp EC N=145 (100%)

No measurable disease at baseline M 4m
or insufficient follow-up

Measurable disease at baseline
and 26 months follow-up n=103 m
(efficacy population)

Discontinued treatment 70 of 126 (56%)
Progression, n=49
Adverse event, n=14
Patient request, n=1
Clinical criteria, n=5
Other, n=1 Other, n=3

Remain on treatment n=56 of 126 (44%) n=18 of 145 (12%)

Data cut-off dete March 1, 2020. dMMR, mismalch mutation repair deficient. EC, endomelrial cancer, MMRp, mismatch mutation repair proficient.

127 of 145 (88%)
Progression, n=89
Adverse event, n=14
Clinical criteria, n=16
Patient request, n=5

ATION: 16-18 OCTOBER 2020




Demographics and Baseline Characteristics ‘
dMMR EC, n=103

65 (39-80) 66 (30-86)
%(544) 88 62.0)
47 (456) 53373
70 (68.0) 33(232)
32(311) 109 (76.8)

40 54(38.0)
1(<1) 9(63)
1(<1) 321
4339 321
i i
14(136) 22(155)
4339 749
65(63.1) 65(458)
27262 62(437)
11(10.7) 15(106)
Prior Radiation 73(709) 88 (62.0)

*One patient with MMRp EC had disease status/stage unknown; Tincludes adenccarcinoma, and adenocarcinoma with ambiguous differentiation.
GUNR, mismeich myision repeir defoent, EC, endometra’ cancer, MVIRp, mameich myisbon reper sroficent



EEEMD ™  Duration of Response

Measured from first observed response (PR or CR), this response is not shown on the figure

dMMR EC [ - . MMRp ECJ» - -
- 1 'y
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———5——: 410f46 (89.1%) B - 12 of 19 (63 .2%)
- > . x <
tients remain 4 atients remain
A in response as of in response as of
the data cutoff J
JE Y e
b Response Ongaing b Response Ongong
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e =) 4 GR 4 (R
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FEESMD Primary Endpoint Analysis

ORR was 44.7% in patients with dMMR EC, and 13.4% in patients with MMRp EC

GNHR EC, =10 MRy EC, =142

Median follow-up time, mo 16.3 115
Objective response rate*, n (%, 95% Cl) 46 (44.7%, 34.9-54.8) 19 (13.4%, 8.3-20.1)

Complete response, n (%) 1M {10.7) 321

Partial response, n (%) 35 (34.0) 16 (11.3)

otable disease, n (%) 13{12.6) 31 ({21.8)

Progressive disease, n (%) 39379 7754 2)

Not evaluable, n (%) 3(2.9) 0

Not done, n (%) 2(19) 15(10.6)
Disease control rate, n (%, 95% CI) 59 (57.3%, 47.2-67.0) 50 (35.2%, 27.4-43.7)
Response ongoing, n (%) 41 (89.1) 12 (63.2)
Median duration of response, (range) mo Not reached (2.63-28.09+) Not reached (1.54+-30.36+)
Kaplan-Meier estimated probability of remaining in response

at 6 mo, % o7 & 830

at 12 mo, % 90.6 1.3

at 18 mo, % 792 1.3

*Responses required confirmation at a subsequent scan; 50 had to be ohserved at 212 weeks on study to qualify as SD; Tincludes confirmed CR, PR or S0 af 212
weeks.
CR, complate respanse; dWMMR, mismatch mutation repair deficent, EC, endometra cancer, MAMRp, mismaich mutaticn repair proficiend, CRR, objective respensa rate; PR, partial response; 50, stable disease

ATION: 16-18 OCTOBER 2020 y -
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E:NI]“ Conclusions

« Dostarlimab demonstrated durable antitumor activity in both dMMR and MMRp advanced/recurrent
EC
+ dMMR status by IHC was associated with a higher response rate

« These data support the use of MMR testing as predictive of response to dostarlimab
» Dostarlimab demonstrated a notable disease control rate (35.2%; 2.1% CR, 11.3% PR, 21.8% SD)
in patients with MMRp EC, was comprised of a higher percentage of patients with Type I| EC which is
historically associated with a worse prognosis
= No new safety signals were detected, and only 5.9% of patients discontinued dostarlimab
due to a TRAE

Most adverse events were grade 1 or 2
« Safety was consistent between dMMR and MMRp cohorts

+ These cohorts are the largest prospective evaluation of a PD-(L)1 therapy in EC to date

CR. complete responsz, dMMR, mismatch mutabon repair deficeal, EC, endomednal cancer, IHC, immunohistochemisirg MMRp, mesmatch mufaton repair proficen], PD-L), programmed cell daath
figand) 1; PR, padtial response; S0, stable disease
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