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Ovarian Cancer: Clinical Impact

Age-adjusted SEER ovarian cancer incidence and prevalence from 2001-2017
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SEER=Surveillance, Epidemiology and End Results.
National Cancer Institute Surveillance, Epidemiology and End Results Program (SEER). SEER Cancer Statistics Review (CSR) 1975-
2016 - Ovary. 2016; https://seer.cancer.gov/csr/1975 2016/sections.html. Accessed Apr 14, 2020.
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12 (Plus Two Pembrolizumab approvals MSI| and TMB)
Approvals in the Last 6+ Years
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What Is the Standard Systemic Treatment
for Newly Diagnosed Advanced EOC 20217

Supporting NEJM

Phase 3 trial
BRCA mut +
HRD: SOLO-1
.. Add PARPi PRIMA
Decision #1 (preferred)
NACT vs No bevacizumab
Primary debulking HRP:
Add PARPi PRIMA
or
Testing IV q 3 week Observation
- Germ line panel testing » carboplatin'
(all EOC) paclitaxel BRCA mut
- Tumor HRD testing HRD:
(if germ line BRCAwt) . Add PARPiI PAOLA-1
. Bevacizumab during (preferred)
Decision #2 chemotherapy and in
Bevacizumab Y/N maintenance
HRP:
Continue GOG 218
bevacizumab GOG 262

1. NACT = Neoadjuvant chemotherapy Decision #3
2. EOC=Epithelial ovarian cancer Add PARPI?
3. HRD = Homologous recombination deficient
4. HRP = Homologous recombination proficient

5. PARPI = Poly ADP Ribose inhibitor . . . L .

_ . Selecting new upfront regimens for advanced ovarian cancer with biomarker guidance.
6.NEJM = New England Journal of Medicine Chan JK, Liang SY, Kapp DS, Chan JE, Herzog TJ, Coleman RL, Monk BJ, Richardson MT.
Gynecol Oncol. 2020 Dec;159(3):604-606.
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Quality-Adjusted Time Without Symptoms or Toxicity (QA-TWiST) and
Quality-Adjusted Progression-Free Survival (QA-PFS) of First-line
Maintenance Niraparib in Patients With Advanced Ovarian Cancer —
Results from the PRIMA Trial

Table 2. Mean duration of PFS and QA-PFS per study population at last PFS

of the treatment group

Duration, restricted mean (95% Cl), months

Overall ITT at 27.8 months?, n=487 n=246

15.5 (14.3, 16.5)  11.9(10.2, 13.3) 3.6 (1.8, 5.7)
14.0 (12.6,15.0) 9.9 (8.6, 11.0) 4.1(2.2, 5.8)

HRd at 27.8 months n=247 n=126
PFS 19.3 (17.6,20.7)  13.4 (11.0, 15.1) 5.9 (3.5, 8.7)
QA-PFS 17.7 (156, 19.1)  11.2 (9.1, 12.6) 6.5 (3.9, 8.9)

Figure 3. QA-TWIST gain for the overall ITT population and HRd population

at last PFS of the treatment group

Mean (95% CI) Qh-m gain with niraparib vs. placebo
|
Overall ITT (n=733) : & 3.5 (1.7, 5.6)
|
|
I
HRd (n=373) : Y 5.8 (3.5 8.6)
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Quality-Adjusted Time Without Symptoms or Toxicity (QA-TWIiST) and
Quality-Adjusted Progression-Free Survival (QA-PFS) of First-line
Maintenance Niraparib in Patients With Advanced Ovarian Cancer —
Results from the PRIMA Trial

4 QA-TWIST analyses A

e The QA-TWIST analysis for the overall ITT and HRd populations was conducted at the
last PFS of patients randomised to niraparib (27.8 months) (Figure 2).

the HRd population (B)
 Maintenance treatment was

associated with a significant
gain in QA-PFS compared

with placebo, indicating a
TWST stae and frme spantn e TOX siat, TOX Wckuand arade s2 AE8 o iarse (e or sshonis, p atl en t- re | evan t I m p rovemen t

nausea, vomiting, abdominal pain and abdominal bloating). []
# There was a significantly longer restricted mean time spent in the TWIST, but not TOX, I n P F S
state with niraparib compared with placebo (Table 3). L]

e Patients treated with niraparib had significantly greater mean QA-TWiST compared
with placebo in the ITT and HRd populations (Figure 3).

« TWIST demonstrates treated
: -
patients remained symptom-

Overall ITT at 27.8 months n=487 n=246

= free for longer.

TWIST 14.8(136,16.0) 11.5(9.8,12.9) 3.3(1.5,5.3)

HRd at 27.8 months n=247 n=126

ToxXe 0.7 (0.4, 1.0) 06(0.2, 1.0) 0.1 (~0.4, 0.6)
TWIST 18.6(16.9,20.0) 12.8(106,14.6)  58(3.5,84)

*TOX included grade =2 AEs of interest (fatigue or asthenia, nausea, vomiting, abdominal pain and
abdominal bloating)
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Impact of Disease Progression on Health-related Quality of
Life of Advanced Ovarian Cancer Patients - Pooled Analysis
From the PRIMA Trial
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There was a statistically significant decline in HRQoL from pre-progression to
EOT (post-progression) across FOSI, EORTC-C30, EQ-5D VAS and EORTC-0OV28
measures

Preservation of HRQoL is an important therapy goal in the maintenance setting,
particularly for asymptomatic patients, and can be achieved with PFS prolongation

HRQoL is negatively impacted by disease progression
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Primary endpoint: PFS

BEV15 BEV30
n=464 n=463
* Histologically confirmed =
epithelial ovarian, fallopian tube, il les {15 months) BEV15 PFS events, n (%) 333(72) 340 (73)
or peritoneal cancer (excluding - ; (standard arm) Median PFS, months 24.2 26.0
Sl?r::i;thellal and borderline Paclitaxel 175 mg/m . (95% CI) (22.2-26.5) (23.7-29.7)
Carboplatin AUCS g3 weeks .
+ FIGO stage lIB-IV (any grade/ PFS hazard ratio 0.99 (0.85-1.15)
histologic subtype) 08+ (95% ClI) Log-rank p=0.90
+ Primary debulking surgery %
<8 weeks before treatment start, % 064
=4 weeks before first BEV dose &
= Adequate coagulation % 044
parameters, bone marrow, liver, Paclitaxel 175 mg/m? 2
and renal function e z BEV30 oo
- ECOG PS 02 Carboplatin AUCS g3 weeks (experimental arm)
+ Standard BEV exclusion criteria Stratification factors 004
FIGO IIB-IIIC and no residual tumor b "2 a2y 6 40 @ @ B %
N= 927 Nov 2011 - Aug 2013 Versus Tima{monith)
FIGO 1IB-IIC with residual tumor or FIGO IV | BEVIS — — - BEva0]
BEV1S 6 ETt) 2 " 15 ® % (] 2
BEV30 (=) s s 152 103 = 17 s ]

Subgroup analysis of PFS:
Stratum FIGO IIB-IIIC and no residual tumor

Subgroup analysis of PFS:
Stratum FIGO IIB—IIIC with residual tumor or FIGO Iv  Overall survival

BEV15 BEV30 BEV15 BEV30
n=236 n=230 n=228 n=233 BEV15 BEV3D
PFS events, n (%) 142 (60) 133 (60) PFS events, n (%) 191 (83) 201 (886) n=464 n=463
Median PFS, 38.4 38.8 Median PFS, 19.3 18.2 05 events, n (%) 257 (55) 275(59)
i months (95% Cl)  (28.6-46.6)  (35.2-44.6) 5 months (95% Cl)  (16.4-20.0) (16.7-19.7) Median 0S, 54.3 60.0
PFS hazard ratio 0.93 (0.74-1.18) ‘"'\ PFS hazard ratio 1.06 (0.87-1.29) 184 months (95% Cl)  (51.0-64.6) (54.0-68.6)
084 (95% CI) Log-rank p=0.55 LLE (95% CI) Log-rank p=0.58 0S hazard ratio 1.04 {0.87-1.23)
£ 4 & o84 {95% CI) Log-rank p=0.68
% i £ ® 05 = =
E E :._: % E 05 4
E D4 4 ; g 044 = E
: [ T S g H i g 04 -
02 i 02 ® 5 ——
) h=3 o
& H 02
00 4 e =
u' "2 2:‘ a's P ‘b ?'! B:! Sle ] 12 24 3 48 60 72 84 @6 i
Tims gmon) i S S AV A
Time {monthy
BEVIS " w m - ] - = . EEJ;E :5 '; 5 : i 35 » 'a' f
= " = " e e 3 > ! 2 BEVIS wh n i = E- - - -3 E
BEVE) 5 " £ = m 1] 3 u "
: J Pfist ASCO 2021
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The First-Line Ovarian Cancer Development

JAVELIN100 (avelumab) - NEG
ImaGyn50/GOG-3015 (bevacizumab/atezolizumab) — NEG

FIRST
(niraparib/dostarlimab * bevacizumab)

GOG-3036/ENGOT-ov43 ATHENA/GOG-3020 (rucaparib, nivolumab)
(olaparib/pembrolizumab + bevacizumab)

GOG-3025/ENGOT-ov46
(olaparib/durvalumab + bevacizumab)

FLORA-5/GOG-3035
(Oregovomab)

AAi: Angiogenesis inhibitor

10i: PD-1/PD-L1 inhibitor

PARPi: PARP inhibitor

The James
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Platinum Sensitive
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Maintenance olaparib rechallenge in patients with ovarian carcinoma previously
treated with a PARP inhibitor: Phase lllb OReO/ENGOT Ov-38 trial

Rechallenge with maintenance olaparib
following response to platinum-based
chemotherapy provided a statistically

Study design

Maintenance therapy

BREAmM cohort

Primary endpoint

Olaparib 300 mg bid

Patients

* Relapsed non-mucinaus
epithelial ovarian cancer
maintenance thera ww

= CR/PR to most recent
platinum regimenor NED =
after surgery™ with no rising
CA-125

+ Documented BRGAM status
by lucal testing

+  Nolimit to number of prior
lines of therapy

+ gBRCAm or sBRCAm by
local testing

+ Prior PARPi exposure for
218 months after first-line
chemotherapy or 212
months after secondHine or
later chemotherapy

Non- cohort

= gBRCAm negative by local
testing; may indude patients
with undetected sBRCAmM

= Prior PARPi exposu
212 months after first-line
chemotherapy or
26 months after second-line
or later chemotherapy

or 250 mg bid if 300 mg
niok previously tolersted
(N=74)

2:1 randomisation siratified by:
* Prior bevacizumab

+ =3 ys 24 prior lines of platinum-based
chematherapy

Olaparib 300 mg bid

or 250 mg bid if 300 mg

Nt previously tolerated
(N=72)

Placebo

{N=36)

Unfil disaase pragrassicn

»  Investigator-assessed PFS
{madified RECIST 1.1)

BRCAmM status

= Time to RECIST/CA-125

= Time to first subsequent
= Time to second subsequent

= Time to treatment

progression or death
therogy or desth of responders?
therapy or death

discortinuation or death

= Overall survival
= HRQeL
- Safety

significant improvement in PFS
compared with placebo, regardless of

Being Driven by the tails? Small number

Platinum sensitivity a clinical predictor?

A statistically significant PFS benefit was observed with A statistically significant PFS benefit was observed with

olaparib in the BRCAm cohort

A proportion of patients derived clinically relevant long-term benefit

olaparib in the non-BRCAm cohort

A proportion of patients derived clinically relevant long-term benefit

Non-BRCAm cohort

100 % 100 4
— Olaparib — Placebo
§ a0 4 (N=74) (N=38) ‘E a0 4 {N=38)
g 1 Median follow-up for PFS, months 4.1 28 g 701 Median follow-up for PFS, months 29 28
o =3
gE 01 Events, n {%) 85 (88} 35 (100) ;g 60 1 Events, n (%) 48(87) 30(83)
= 4
g5 07 Median PFS, months 43 28 2% 50 Median PFS, months 53 28
= ] 40 4
g E :E HR 0.57 (95% C1 0.37-0.87); P=0.022 g E o HR 0.43 (95% CI 0.26-0.71); P=0.0023
2 1 @ £
2 - .IJ_ 2 09
E 104 Olaparis EI_; o Olaparb
0 2 4 6 B 10 12 14 16 18 20 22 4 26 2B 3N 2 U K bz 4 6 8 W 12 M E B A = 24 X 28 N 2 M A
Ma. at risk Time from randomisation {months) No. at risk Time from randamisation (months)
Oaparb 74 66 3B 25 2B 16 13 T 7 6 4 4 3 2 2 1 1 1 f Olaparib 72 6 31 12 0 7 5 5 5 4 2 1 1 1 1 1 1 0
Placehs 38 3% 15 & 4 1 0 Placabo ¥ x 7 2 21
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Combination of PARP & ATR inhibition (olaparib & ceralasertib) shows clinical
activity in acquired PARP inhibitor resistant recurrent ovarian cancer

Recurrent high
grade serous
ovarian cancer

Aim

« Determine the efficacy and
tolerability of the combination of
olaparib (PARPI) and ceralasertib
(ATRi) in patients who have

Platinum sensitive

progressed with prior PARPiI
(Cohort C)

Progressed with
prior PAREI,

Did not progress
with prior PARPIL

laparib 300mg PO BID days 1-28

b.160mg PO QD days 1-7
Platinum sensitive recurrent HGSOC

HR Deficient

Clinical benefit from prior PARPI
No intervening chemotherapy since last PARPI,

13 subjects
BRCA/HRD

+ Germline BRCAMUT63% (n=9)
+ Somatic BRCAMYT 23% (n=3)
+ Positive HRD score 8% (n=1)

Prior PARPi
« 1stline maintenance 8% (n=1)
« 2" line maintenance 38% (n=£
+ Treatment 54% (n=7)

Qlaparib 300mg PO BID days 1-28
Ceralasertib 160mg PO QD days 1-7

GOG FOUNDATION®
Transfarming the standard of care
13

h

Wethington & Simpkins ASCO 2021

Core inclusion criteria

Platinum sensitive recurrent HGSOC
Homologous recombination deficiency
Germline/somatic BRCAMUT
Other HRD mutation
HRD positive (242 on Myriad My Choice)

Derived clinical benefit from prior PARPI therapy and then
progressed with measurable disease on imaging

No intervening chemotherapy since PARPI

Clinical benefit from prior PARPI
Maintenance =212 months in the front line setting
Maintenance =6 months in platinum sensitive recurrence
Treatment with a decline in CA125 or response on imaging

Best % change in sum of tumor diameter

Indication for

prior PARP}
mmm  Mainienance
N Treatment
m

37m

Duration an
treatment in
months

Remains on
treatment

Partial Response

HRD status
=0 ORR 46% (n=6) a88m A g:'"::le
6 4+  HRD assay
N PFS 7.5 months (95% CI 4.7-NR) LA
The James
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Clinical and Molecular Characteristics of ARIEL3 Patients Who Derived
Exceptional Benefit From Rucaparib Maintenance Treatment for High-
Grade Ovarian Cancer

Table 2. Genetic and Epigenetic Alterations in the Rucaparib Exceptional Benefit and ST Subgroups

Exceptional benefit ST subgroup Odds ratio
Alteration (n=79) (n=64) P value (95% ClI)
BRCAmut 46 (58.2) 12 (18.8) <0.001 6.0 (2.8-13.3)
BRCAwt + RAD51C/D 6 (7.6) 0 0.033 NA
BRCAwt + other HRR gene 1(1.3) 5(7.8) 0.090 0.2 (0.0-1.2)
BRCAwt + LOH-high 18 (22.8) 19 (29.7) 0.443 0.7 (0.3-1.5)
BRCAwt + LOH-low 8(10.1) 28 (43.8) <0.001 0.14 (0.1-0.4)
BRCAwt + high BRCA1 methylation 6/25 (24.0) 7147 (14.9) 0.353 1.8 (0.5-6.0)
Bold denotes significant result (P<0.05). Data are n (%) or n/N (%).
BRCA, BRCA1 or BRCAZ; HRR, homologous recombination repair; LOH, loss of heterozygosity; mut, mutated; NA, not applicable; ST, short-term; wt, wild-type.
Data for the placebo arm are available in Supplementary Table 1.

In ARIEL3, 21% of patients in the rucaparib-treated arm derived exceptional benefit
(progression-free survival 22 years) versus only 2% of those in the placebo arm

Exceptional benefit in ARIEL3 was more common in, but not exclusive to, patients with
favorable clinical characteristics and known mechanisms of poly(ADP-ribose) polymerase
inhibitor sensitivity, including BRCA1, BRCA2, RAD51C, and RAD51D mutations
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Association of homologous recombination deficiency (HRD) with clinical
outcomes in a phase 3 study of olaparib or cediranib and olaparib compared
to platinum based chemotherapy in recurrent platinum sensitive ovarian
cancer (PSOC): biomarker analyses from NRG GY004

Genel Gene2 # Patients % Patients

M ATM T 0.68 HRR wild type HRR mutant
BRCA1 1 0.68 W g ; W ;
BRCAZ 1 0.68 a7 - -it \H Tdcdian (6% ) g?l:?;'l :’JJ!!ITM-.'.-J] ;::‘."\"&'?J-IE ') 80 - = H 'kLI— Fecdian (0% O gl”dvf.:z):\}:- :’_:r‘l,-:‘.t‘.i-l."ﬂ "ZP?:TJ"
alone 4 2.72 L. \ & i i
[ [ [ A o—
BARD1  BRCA1 1 0.68 2 ol N R 2 il I
alone 2 1.36 P L™y E‘ 60 IIP— :
BRCA1  PALB2 1 0.68 E oo T T s L
alone 77 52.38 E a Olegh, Wy Chermd 2 a Chema Oltg:  Sflapecad
e iy = = Y L
BRCA2  BRCA2 1 0.68 B x L By E w i N,
NBN 1 0.68 E 20 5 olpeces § 20- | )
PALB2 1 0.68 it e 104 i :
alone 49 3323 ol . e ] . 1 L .
PALB2 alone 2 1.36 a & 12 18 2 a0 36 a 3 12 18 1 a0 %
RADS1C alone x 1.36 I\Jlonihsfrwn Randomization ) M arths from Randomization
Mumser d risc (Cumuial Fribes censored) Punber a rigs ( Cumadalive number censored)
RAD51D alone 3 2.04 Chamo 105(0)  6a(1%) 21:32 6(33) 23 1i33) 034 Chemo  47(0) 3z 1419 5013 120} 0(20)
Al 147 100 om WE @@ 20 53 304} 25) 1158 Olap 580 5131 34 185 om LE 20131
Olap+Cedl 11 .>.n] TBOTY 30017) 1417} 16 ilje=l} Olap=Cad 42000 44 2707 2UT) 214y 1¢14)

Lol Lsgmrmmizania v s, =1 okl v i

E Swisher ESMO 2021

Prog ressmn-Fm Survival
by Randomiz ed Treatment

Treatment Group

1: Chemotherapy

-=== 2: Olaparib

3: Olaparib+Cediranib

90% HRD mutations were BRCA § oo

Both olaparib and cediranib/ olaparib
demonstrated activity in patients with HRRmt ,

27 \"‘&—\_“ =
tumors wl T ——
Unclear development plan P B 3 ;

J Liu ASCO 2020 The James
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Summary

Five ongoing phase lll first line trials

* 4 completed — at least 1 will likely change the landscape
of ovarian cancer

Maintenance Therapy
- Keeping cancer away improves Quality of Life
 BUT Sometimes more isn’t better
What is PARPI resistance? How to overcome?
Personalized Medicine.....beyond BRCA

GOG FOUNDATION®
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Creating a cancer-free world. One person, one discovery at a time.
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