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PARP inhibitors

* [ntroduction

* Predictors of Benefit

— gBRCAm or tumor BRCAm
— Platinum sensitivity

» Mechanisms of Resistance
— Reversion BRCA mutations
e Combinations

— Combinations with cytotoxic chemotherapy limited by
myelotoxicity
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PARPI “synthetic lethality”

« PARP inhibitors inhibit base excision repair, leading to induction of
double-stranded breaks after stalling of DNA replication forks

* Double strand DNA breaks are repaired primarily by the high fidelity
Homologous Recombination (HR) repair pathway

« Cells with BRCA deficiency lack HR repair and have increased
sensitivity to PARP inhibitors
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PARP inhibitor in Patients with Advanced Cancer
and a Germline BRCA1/2 mutation

« Multicenter open-label phase Il study
« Germline BRCA1/2 mutation

— Ovarian Cancer resistant to prior platinum

— Breast cancer with at least 3 chemotherapy regimens for metastatic disease
— Pancreatic cancer with prior gemcitabine treatment
— Prostate cancer with progression on hormonal and one systemic therapy

« Olaparib 400 mg bid*
* Primary endpoint = response rate

*recommended dosage with current tablet formulation for most indications is 300
mg bid
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Olaparib Monotherapy in Patients with gBRCA1/2 mutation

70% « Overall response rate 26.2%
- Stable Disease >=8 weeks in an additional 42%
60% * Median duration of response 208 days

50%

40%

30%

20%

10%

0%
CR +PR SD >=8weeks

W Ovarian (n=193) MW Breast (h=62) MW Pancreatic (h=23) M Prostate (n=8) m Other(n=12)
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Current FDA-approved PARP Inhibitors

_

Olaparib Ovarian Cancer
-8BRCA; 23 prior regimens
-g/tBRCA front-line maintenance
-recurrent disease with PR or CR to platinum therapy
(regardless of BRCA status)
Breast Cancer
-gBRCA HER2(-) metastatic with prior chemo
Pancreatic Cancer
-gBRCAm nonprogressed on platinum therapy

Rucaparib Ovarian Cancer
-8BRCAm OR somatic BRCAm; 22 prior regimens
-recurrent disease with PR or CR to platinum therapy
(regardless of BRCA status)



Current FDA-approved PARP Inhibitors

_

Niraparib Ovarian Cancer
-t/gBRCAm with >= 2 prior regimens
-recurrent disease with PR or CR to platinum therapy
(regardless of BRCA status)

Talazoparib Breast Cancer
gBRCAm HER2(-) metastatic disease



PARP inhibitors

* |ntroduction

* Predictors of Benefit

— gBRCAm or tumor BRCAm
— ?Pother HRR genes?

— In OC: Platinum sensitivity
— HRD assay?

» Mechanisms of Resistance
— Reversion BRCA mutations
* Combinations

— Combinations with cytotoxic chemotherapy limited by
myelotoxicity
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Rucaparib monotherapy Ovarian g/tBRCA1/2m

Study 10 + ARIEL2 Trials: Role of platinum-sensitivity

Overall (n = 106)

Germline BRCA1/2 mutation (n = 88)
Somatic BRCA1/2 mutation (n = 18)
BRCA1 mutation (n = 67)
BRCA2 mutation (n = 39)

2 prior chemotherapies (n = 41)
23 prior chemotherapies (n = 65)
2 prior platinums (n = 60)

PFl >12 months (n = 23)

PFl 6-12 months (n = 56)

PFI <6 months (n = 27)
Platinum-sensitive (n = 79)
Platinum-resistant (n = 20)
Platinum-refractory (n = 7)

<65 years old (n = 68)

265 years old (n = 38)

White (n = 83)

Non-white (n = 13)

Race unknown (n = 10)

ECOG PS =0 (n =65)
ECOGPS=1(n=41)

US site (n = 26)

Non-US site (n = 80)

Confirmed Response Rate by Investigator
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ORR (95% Cl)

ORR, % (95% Cl)

53.8 (43.8-63.5)
53.4 (42.5-64.1)
55.6 (30.8-78.5)
53.7 (41.1-66.0)
53.8 (37.2-69.9)
68.3 (51.9-81.9)
44.6 (32.3-57.5)
65.0 (51.6-76.9)
73.9 (51.6-89.8)
62.5 (48.5-75.1)
18.5 (6.3-38.1)
65.8 (54.3-76.1)
25.0 (8.7-49.1)
0 (0.0-41.0)

51.5 (39.0-63.8)
57.9 (40.8-73.7)
55.4 (44.1-66.3)
46.2 (19.2-74.9)
50.0 (18.7-81.3)
56.9 (44.0-69.2)
48.8 (32.9-64.9)
65.4 (44.3-82.8)
50.0 (38.6-61.4)

Oza et al Gynecol Oncol 20



Comparing PARPI to non-platinum therapy-ovary
In gBRCAm carriers

Ovarian Cancer

TRIAL Population Design Results
Kaye et al gBRCA1/2m Open label 1:1:1 PFS 6.5 mos vs 8.8
2011 recurred within 12 mos Olaparib 200 bid vs mos vs 7.1 mos
n=97 of platinum Olaparib 400 bid vs  p=NS

(resistant or “intermediate  PLD 50 mg/m?2

sensitive”)
SOLO 3 gBRCA1/2m Open-label 2:1 ORR 72% vs 51%
2020 Platinum sensitive Olaparib PFS 13 vs 9 mos
n=266 >=2 prior platinum VS OS immature

regimens Non-platinum

chemo

(50% PLD)

2] THE UNIVERSITY OF
<5 CHICAGO MEDICINE & Kaye et al JCO 2011;30:372
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Comparing PARPI to non-platinum therapy
Breast Cancer

Metastatic Breast cancer

TRIAL Population Design Results
OlympiAD gBRCA1/2m HER2 (-) Open label 2:1 RR 60% vs 28%
2017 <=2 prior regimens Olaparib vs PFS 7 vs 4.2 mos
n=302 No PD on platinum Non-platinum chemo OS no difference
HR TNBC 0.43
HR ER+ 0.82
EMBRACA gBRCA1/2m Open label 2/1 RR 63 %vs 27%
2018 <=3 prior regimens Talazoparib vs PFS 8.6 vs 5.6 mos
n=431 no PD on platinum non-platinum chemo

573 THE UNIVERSITY OF Litton et al NEJM 2018 379:753

CHICAGO MEDICINE & . .
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Talazoparib Breast Cancer

B Progression-free Survival, According to Subgroup

Subgroup

All patients

BRCAI mutation type, according to central testing
BRCAI
BRCA2

Hormane.receptor status according to most recent biopsy
Triple-negative breast cancer
Hormone.recepior positive

History of CNS metastasis
Yes
No

Visceral disease assessed by investigator
Yes
No

Previous platinum treatment
Yes
No

Previous regimens of cytotoxic chemotherapy for advanced breast cancer
0
1
»

No. of Patients (%)
431 (100)

183 (425)
25 (522)

190 (44.1)
241 (33.9)

6) (14.6)
368 (85.4)

303 (703)
128 (29.7)

7 (176)
355 (824)

165 (38.3)
161 (374)
108 (24.4)

Hazard Ratio for Disease Progression or Death
(95% CI)

boo- {
R —
} " {

000 025 050 075 100 125 15 175 200

 Talazoparib Better Standard Therapy Setter

0.54 (0.41-0.71)

0.59 (0.39-0.90)
0.47 (0.32-0.70)

0,60 (0.41-087)
047 (032-0.71)

032 (0.15-0.68)
058 (0.43-0.78)

051 (0.37-0.70)
0.59 (0.34-1.02)

076 (0.40-1.45)
052 (0.9-0.71)

057 (0.34-0.9¢
051 (0.33-0.8(
0.56 (0.34-0.9¢

Litton et al NEJM 2018 379:753
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Olaparib-Breast Cancer

A Progression-free Survival
100~

904
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50+
Olaparib (N=205)

Progression-free Survival (%)

Standard therapy
(N=97)

Hazard ratio, 0.58 {95% CI, 0.43-0.80)
P<0.001
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Olaparib-Breast Cancer

B Overall Survival
100
S0
80
— Hazard ratio, 0.90 (95% Cl, 0.63-1.29)
R P=0.57
= 60+
2
€ s0-
@ Olaparib (N=205)
T 40
$
O 30
Standard therapy
20 (N=57)
104
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01 2 3 45 6 7 & 910111213 141516 17 18 19 20 21 22 23 24 25 26 27 28 29 30
Months since Randomization
No. at Risk
Olaparib 20520520520119919518918317817015915314613310993 78 59 46 38 30 25 18 1514 12 8 6 4 2 0
Standard therapy 97 93 92 88 85 82 78 77 74 71 69 65 62 57 5039 34 28 24 21 1312 9 & 7 5 4 4 2 0 0
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Moving PARPi earlier: comparing to placebo
Solo 1 Study: g/tBRCAm Ovarian Cancer

Newly diagnosed, FIGO

stage IlI-IV, high-grade serous
or endometrioid ovarian,
primary peritoneal or fallopian
tube cancer

Germline or somatic BRCAm
ECOG performance status 0-1
In clinical complete response
or partial response after
platinum-based chemotherapy

> Olaparib 300 mg bd
(N=260)

* Study treatment
continued until
disease progression

* Patients with no
evidence of disease

2:1 randomization

Stratified by at 2 years stopped
response to platinum- treatment
based chemotherapy « Patients with a partial

response at 2 years
could continue
treatment

Placebo

' (N=131)

2 years' treatment if no evidence of disease

Primary endpoint

* Investigator-assessed PFS

Moore et al NEJM 2018



100-
90 4
80 4
70
60 -
50 1
40 .
304
20
10 -

Investigator-assessed
progression-free survival (%)

No. at risk
Olaparib
Placebo

SOLO 1 PFS by Investigator Assessment

Overall survival @ 3 years;

(o) el
60.4% progression free 21% data m.atur|ty.
a3 years 85% olaparib

80% placebo

26.9% progression free
at 3 years

Placebo

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 6

Months since randomization

260 240 229 221 212 201 194 184 172 149 138 133 111 88 4
131 118 103 82 65 56 53 47 41 39 38 31 28 22
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o O
o O

Moore et al NEJM 2018



Newly diagnosed ovarian cancer: BRCAm

. SOLo1 ~ PRIMA ~ PAOLA1  VEUA
l?‘\‘\\\ _ HRABRCAmu B :
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HR 0.30 HR 0.40 HR 0.31 HR 0.44
95% C10.23-0.41 95% C1 0.27-0.62 95% CI1 0.20-0.47 95% CI1 0.28-0.68
13.8 mos vs NR 10.9vs 22.1 mos 21.7 vs 37.2 mos 22.0vs 34.7 mos

Moore NEJM 2018; Gonzalez-Martin NEJM 2019; Ray-Coquard ESMO 2019; Coleman NEJM 2019




Best change from baseline in size of target lesion (%)

Best change from baseline in size of target lesion (%)

PARP inihibitors in tumors without gBRCAmM

A
120 — B Ovarian BRCA
100 [ Qvarian non-BRCA .
80 - Olaparib
60
40 - ]
o -Single agent therapy
o 400 mg bid
=20 -
-40 -High grade serous
607 ovarian cancer or
-80 . .
oo triple negative breast
o cancer
120 — I Breast BRCA
100 - [ Breast non-BRCA _Medlan 3 pI’IOI'
i chemotherapy
GO -

regimens

100 -~

Gelmon et al Lancet Oncol 2011; 12:852



Case Presentation

60 y/o woman

— T3N1 high grade serous ovarian cancer
— Surgery followed by carboplatin/paclitaxel with CR (and significant neuropathy)

Three years later, rising CA125

— Mediastinal biopsy shows recurrent disease
— Carboplatin/paclitaxel with CR

Six months later rising CA125

— Radiation to mediastinum complicated by significant pneumonitis

One year later rising CA125

— New right paratracheal lymph node and new liver lesion

fod THE UNIVERSITY OF

CHICAGO MEDICINE &
BIOLOGICAL SCIENCES



Case Presentation

« Enrolled on clinical trial of carboplatin/gemcitabine+veliparib followed
by veliparib
— PR; had resection of liver lesion (showed high grade carcinoma)
— Required daily antiemetics with veliparib
— Remained NED for seven years and then elected to stop veliparib

« Germline genetic testing negative

== THE UNIVERSITY OF
<y CHICAGO MEDICINE &
BIOLOGICAL SCIENCES




TCGA

BRCA1

Germline BRCA2 BRCA1
8% Germline  gomatic

NF1 Deletion
0,
KRAS 3% Other BRCA2
I 21% Somatic
Amplification 3%
3% °

BRCA1

P“.G.)CA. Methylation
Amplification 11%
4%
RB1 deletion A EII'\:'SYt'
mplification
3% MMR 5%
Germline . PTEN Loss
2% HENEL OtherHRD  °%
Amplification 7%
15%

Mutually exclusive potential driver events in HGS-Ovarian Cancer

Data provided by Douglas Levine, MD, MSKCC on behalf of tcga.cancer.gov




"BRCA-ness”: HRD testing

« Commercially approved companion assays for response to PARPI
therapy

 Reflect "genomic scarring”

* Foundation Focus CDxBRCA LOH (approved companion for Rucaparib)

« Tumor BRCA1/2
* % of genomic loss of LOH

« Myriad MyChoice HRD (approved companion for niraparib)

e Tumor BRCA1/2

* High genomic instability score using three biomarkers associated with
homologous recombination deficiency (HRD)
* LOH (loss of heterozygosity)
* LST (large-scale state transitions)
* TAI (telomeric allelic imbalance).

= THE UNIVERSITY OF
&y CHICAGO MEDICINE & 23
BIOLOGICAL SCIENCES




ARIEL 3: platinum-sensitive recurrence

Figure 5. Investigator-Assessed PFS (LOH 216% vs LOH <16%) in Patients with a

BRCA Wild-Type Carcinoma in the (A) Rucaparib and (B) Placebo Arms

A. Rucaparib arm B. Placebo arm
Median Median
(months) 95% CI (months) 95% CI
9 1.0 —LOH 216% (n=106) 9.7 7.9-13.1 9 1.0 —LOH 216% (n=52) 54 4.1-57
o --LOH <16% (n=107) 6.7 5.4-9.1 o -=LOH <16% (n=54) 54 5.3-74

s 0.8 HR. 0.70: 95% Cl, 0.50—0.97 s 08 HR. 0.86: 95% CI, 0.57—1.33

0 6 12 m‘.&m 24 30 36 0 6 12 1% 24 30 36
Months
ALk jwvents) A ek pevents)
WHLOM 1M a3 13 |54 15 184) 6 ¥ 24m Ty MohLOM 200 %29 S 4Gy 3 a
LewiOe 0N LI 255 am AT oM} lowice  S00% oy P Ll 51 515 215

Visit cutcff date: April 18, 2017. Cl, confidence imerval; HR, hazard ratio; LOM, loss of heterczygosity; PFS, progression-free survval.

Oaknin et al ASCO 2018 abstr #5545




HRD testing for Ovarian Cancer upfront Maintenance

TRIAL Eligibility HRD assay m

Velia Enrolled prior to Myriad MyChoice PFS for Veliparib use
n=532 start of therapy, Cutoff >=33 for Within BRCAwt
(veliparib regardless of BRCA HRD+ HRD+ HR 0.77
throughout and status non HRD HR 0.76

control arms)
results unchanged
with different cutoff

PRIMA Enrolled after Myriad MyChoice PFS for niraparib use

n=733 response to initial HRD= cutoff >=44 HRD = 0.43

(2:1 niraparib vs platinum-based OR BRCAm BRCAm =0.40

placebo) chemotherapy BRCAwt = 0.50
regardless of BRCA non HRD =0.68
status

524 THE UNIVERSITY OF
&y CHICAGO MEDICINE & Swisher et al SGO abstr LBA 6 2020 online
BIOLOGICAL SCIENCES Monk et al SGO abstr #31 2020 online




PARP inhibitors

* |ntroduction

* Predictors of Benefit

— gBRCAm or tumor BRCAm
— Platinum sensitivity
— HRR assay?

» Mechanisms of Resistance
— Reversion BRCA mutations
* Combinations

— Combinations with cytotoxic chemotherapy limited by
myelotoxicity
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PARPI Resistance: BRCA Reversion Mutations

 Somatic base substitutions or insertions/deletions that restore the
open reading frame (ORF) of gene and functional protein

« Have been reported in multiple Homologous Recombination Repair
pathway genes, including BRCA1, BRCA2, RAD51C, RAD51D,
PALB2

« Reported in ovarian, prostate, and breast carcinomas as a mechanism
of acquired resistance to both platinum-based chemotherapies and
PARP inhibitors

Somatic reversion Mutant protein Functional protein

or restoration of ] —» [ |
ORF

fod THE UNIVERSITY OF

¥ CHICAGO MEDICINE & Lin et al Cancer Discovery Feb 2019
BIOLOGICAL SCIENCES



BRCA Reversion Mutations:
ARIEL2 (Rucaparib monotherapy ovarian cancer)

« Cell-free DNA collected pre and post-single agent rucaparib therapy
from 112 patients with tumor or germline BRCA mutant OC

* As TP53 is ubiquitously mutated in HGS OC, presence of TP53 used
as indicator of neoplastic DNA

 107/112 had TP53 cfDNA detected; 97/107 had a primary deleterious
BRCA mutation detected

« 8 patients had baseline reversion mutation

7 THE UNIVERSITY OF
&Y CHICAGO MEDICINE & Lin et al Cancer Discovery Feb 2019 13
BIOLOGICAL SCIENCES



Baseline BRCA Reversion Mutations: ARIEL2

* Only platinum resistance status was associated with baseline reversion
mutation

n(%) with

reversion

mutation
Platinum-refractory 11 2(18%)
Platinum-resistant 38 5(13%)
Platinum-sensitive 48 1(2%)
BRCA1 4
BRCA2 4
Original gBRCAm 5
Original tBRCAm 3

523 THE UNIVERSITY OF
J CHICAGO MEDICINE & Lin et al Cancer Discovery Feb 2019 29
BIOLOGICAL SCIENCES




Rucaparib monotherapy Ovarian g/tBRCA1/2m

Study 10 + ARIEL2 Trials

Overall (n = 106)

Germline BRCA1/2 mutation (n = 88)
Somatic BRCA1/2 mutation (n = 18)
BRCA1 mutation (n = 67)
BRCA2 mutation (n = 39)

2 prior chemotherapies (n = 41)
23 prior chemotherapies (n = 65)
2 prior platinums (n = 60)

PFl >12 months (n = 23)

PFl 6-12 months (n = 56)

PFI <6 months (n = 27)
Platinum-sensitive (n = 79)
Platinum-resistant (n = 20)
Platinum-refractory (n = 7)

<65 years old (n = 68)

265 years old (n = 38)

White (n = 83)

Non-white (n = 13)

Race unknown (n = 10)

ECOG PS =0 (n =65)
ECOGPS=1(n=41)

US site (n = 26)

Non-US site (n = 80)

Confirmed Response Rate by Investigator
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ORR (95% Cl)

ORR, % (95% Cl)

53.8 (43.8-63.5)
53.4 (42.5-64.1)
55.6 (30.8-78.5)
53.7 (41.1-66.0)
53.8 (37.2-69.9)
68.3 (51.9-81.9)
44.6 (32.3-57.5)
65.0 (51.6-76.9)
73.9 (51.6-89.8)
62.5 (48.5-75.1)
18.5 (6.3-38.1)
65.8 (54.3-76.1)
25.0 (8.7-49.1)
0 (0.0-41.0)

51.5 (39.0-63.8)
57.9 (40.8-73.7)
55.4 (44.1-66.3)
46.2 (19.2-74.9)
50.0 (18.7-81.3)
56.9 (44.0-69.2)
48.8 (32.9-64.9)
65.4 (44.3-82.8)
50.0 (38.6-61.4)

Oza et al Gynecol Oncol 20



ARIEL?2 Effect of baseline BRCA reversion mutation

All cases Platinum resistant/refractory cases
A Medan B
Median
1.04 months 10+
' No rovorsion ( 89)( 20 ):6;904' ’ (moaths) 95% CI
- everson (N = : . ! .
: = Noreversion (n=42) 73 53-90
- = Reversion (n = 8) 18 1654 08- - Reversion (n = 7) 1.7 16-32
MR, 0.12 ' HR. 0.16
& 9% (1, 0.05-0.28 @ 95% CI, 0.07-0.42
— S 064 P < 0.0001
o o
£ g H---t--rrrmmrm e
2 p
é % 044
o a
024
o | L] L} 1] L] 1 ] L] ] ] o 1 ] L] 1 ] 1 ] Ll L) | 1
0 4 8 12 18 20 24 28 0 4 8 12 168 20 24 28 3
Months Months
Al risk (events) AL rsk (everts)
No reversion 89 68 45 = 9 s 3 2 0 No reverson 42 28 15 5 1 0
© (7 (38) ®) @ 6 N 8 T8 o (12 (25 (35 ©8 (39
Reversion 8 2 0 Reverson 7 1 0
© ©® ® o ©® O

Lin et al Cancer Discovery Feb 2019



ARIELZ2 post-progression reversion mutations

« 63/78 post-progression cfDNA samples had both TP53 and BRCA
mutations detected

« Eight patients with no baseline BRCA reversion mutation developed
one (all in germline mutation carriers)

« All eight patients had actual or imminent (median 3.4 months) disease
progression at the time reversion mutation noted

« Patients with baseline reversion mutations could develop additional
mutations:

— e.g. a patient with platinum resistant cancer and a primary somatic BRCA1
mutation (c.2679delG;p.K894fs) the reversion mutation (c.2740_2750del11)
increased from a relative (to TP53) mutation allele frequency of 7.2% to 25.9%,
and seven additional BRCA reversion mutations were detected.

jood THE UNIVERSITY OF

&5 CHICAGO MEDICINE & . . >
BIOLOGICAL SCIENCES Lin et al Cancer Discovery Feb 2019 =



BRCA Reversion Mutations

« Multiple other mechanisms of resistance to platinum and PARPI exist

— Cancers with BRCA1 mutation in exon 11 can increase expression of a naturally
occurring alternative splice isoform that lacks exon 11 but still has residual
BRCA1 activity

Hypomorphic allele
(BRCA 1€61G)

Hypomorphic Mutant protein I“ —
BRCA1 or BRCAZ allele ¥ | —>  Exon splicing
— (BRCAT1A1Y)
—

* Response rate to platinum-based chemotherapy in patients with
gBRCA1/2m after progression on PARPiI reported at 40%

* Nucleotide Excision Repair (NER) defects are found in 8% of OC

— Enhanced sensitivity to platinum therapy
— Do not confer sensitivity to PARPi therapy

EE?(&E%’%}%?&%E N Wang et at Cancer Res 2016 76:2778
BIOLOGICAL SCIENCES Patch AM et al Nature 2015 521:489

Ceccaldi et al Cancer Res 2015
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PARP inhibitors

Introduction

Predictors of Benefit

— Germline or tumor BRCAm

— Platinum sensitivity

Mechanisms of Resistance

— Reversion BRCA mutations

Combinations

— Combinations with cytotoxic chemotherapy limited by myelotoxicity

b=-d THE UNIVERSITY OF
<y CHICAGO MEDICINE & Hematology/Oncology FY16 Update 34
BIOLOGICAL SCIENCES




BrightNess: Addition of veliparib/carboplatin vs
carboplatin alone to neoadjuvant chemotherapy in TNBC

2:1:1 randomization, placebo controlled

— Stratified for gBRCAm
— All arms followed by AC

Paclitaxel 80 mg/m2 weekly+carbo AUC6 q 3 wk{ veliparib 50 mg bid
— pCR53%

Paclitaxel 80 mg/m2 weekly+carbo AUC6 q 3 wk
— pCR 58%

Paclitaxel 80 mg/m2 weekly
— pCR31%

=2 THE UNIVERSITY OF
@ CHICAGO MEDICINE &

i 35
BIOLOGICAL SCIENCES Loibl et al Lancet Oncology 2018



Ovarian Cancer: platinum + PARPI

Study Design: VELIA/GOG-3005 (NCT02470585)

Patient Population Combination: Maintenance:
Cycles 1-6 Cycles 7-36
* High-Grade Serous Cancer }
« FIGO Stage Ill or IV Carboplatin (Q3W) +
+ No Prior Systemic Therapy Paclitaxel (QW or Q3W) +
+ ECOG0to2
* No CNS Metastases - -
T Veliparib- Veliparib Veliparib
Stratification Factors throughout 150mg BID 400mg BID
y, J
» Stage of Disease
* Region 1:1:1 -
* Primary vs Interval Randomization N .
Cytoreduction | com\ll)?:gt?:r?-only 1;/(()3!'!'1?;?0 Placebo
» Residual Disease N=1140 ) )
» Chemotherapy Regimen*
* gBRCA Status ** -
* Carboplatin AUC 6 Q3W + Placebo > Placebo
Paclitaxel 80 mg/m2QW or 175 mg/m2 Q3W
** Added as stratification factor ~14 months / /

after tnal initiation due to noted imbalance

Primary Endpoint: PFS for Veliparib-throughout vs. Control

mongr €ss PFS includes combination and maintenance phase

36




VELIA

Objective Response Rates at End of Combination Phase

ORR at End of Combination Phase in ITT Patients with

Primary Surgery and Measurable Disease

100
90

80 %, [95% CI]

70 Veliparib- Veliparib-

gg throughout combo-only SranT
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For both veliparib-containing arms, numerically higher response rates were

observed at the end of chemotherapy
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PFS for Veliparib-combo-only vs. Control

\
Veliparib-
vs. m
ITT PFS

HR 1.07
95% CI [0.90-1.29], P=0.450
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Months since Randomization

No. at Risk
Control 375 356 340 328 297 260 236 202 172 153 143 119 84 70 55 36 21 16 10 3 0
Vel-combo- 383 359 348 341 316 266 241 193 164 145 131 115 89 70 50 34 24 13 9 6 1 1 0

only

Across BRCAm, HRD, and ITT, the veliparib-combo-only arm and the control arm

demonstrated similar PFS
BARGELONA Mongr ess
2019




PARP inhibitors

 Future Directions

« Overcoming mechanisms of resistance (Wee1 inhibitors?)
« Better patient selection (new HRD assays?)

« Combinations that are effective in HRD proficient cancers (AKT
inhibitors? Antiangiogenics?)
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