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Maintenance’s therapy in Ovarian Cancer

NOVA PRIMA®""
Niraparib Niraparib “y ==
=2Lm 1Lm '

d :

2017 2018 2019

S ¢ ® ) 4 4
GOG-0218/ SOLO2 SOLO1 PAOLA-1
ICON7 Olapanb Olapanb Olapanb +
Bevacizumab OCEANS =Z2Lm BRCAm 1Lm BRcAm bevacizumab
Bevacizumab 1Lm
1Lm oL ARIEL3
m Rucaparib
=21 m
GOG-0178 Study19 GOG-0213
Paclitaxel Olaparib Bevacizumab
1Lm =21 m Z2Lm

Dates shown indicate the year of the publication of the pivotal studies. 1Lm, first-line maintenance; 2Lm, second-lime maintenance; BRCAm, breast cancer gene mutant; OC, ovarian cancer.

1. Markman M, &t al. J Clin Oncol 2003;21:2460-5; 2. Burger RA, et al. N Engl J Med 2011;365:2473-83; 3. Permen TJ, et al. M Engl J Med 2011;385:2484-06; 4. Ledermann J, &t al. M Engl J Med
2012;366:1382-82; 5. Aghajamian C, et al. J Clin Oneol 2012;30:2038—45; &, Mirza MR, et al. N Engl J Med 2018;375:2154-84; 7. Coleman R, et al. Lancet Oncol 2017;18:778-91;

8. Pujade-Lauraine E, et al. Lancet Oncol 2017;18:1274-84; 8. Coleman R, et al. Lancet 2017;380:1848—-81; 10. Moore K, et al. M Engl J Mad 2018;378:2485-505;

11. Gonzalez Martin A, et al. N Engl J Med 2019;381:2301—402; 12. Ray-Coquard |, et al. N Engl J Med 2018;381:2418-258.
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PARP Inhibitors in Patients With Recurrent or Relapsed Ovarian Cancer: Maintenance Therapy

Outcome Measure ENGOT-OV16/NOVAL2 SOLO234 ARIEL3>
. Niraparib vs placebo Olaparib vs placebo Rucaparib vs placebo
Study regimen (N = 553*) (N = 295) (N = 564)
Study phase 1] I 1]
Median f/u, mo 16.9' to 672 65.7 vs 64.5 -
gBRCAmM non-gBRCAm gBRCAmM BRCAmM HRD ITT
ORR, % i} B 38% vs 9% 27%vs 7% | 18%vs 8%
CR 18% vs 0% 12% vs 0% 7% Vs 2%
19.1 vs 5.57 16.6 vs5.4 13.6vs 5.4 10.8vs 5.4
Median PFS, mo %lﬁﬁ- ‘65257? 3_';_"3 2'59) (HR: 0.30; (HR: 0.23; (HR:0.32; | (HR:0.36;
e e P <.0001) P <.0001) P <.0001) P <.0001)
. 43.6vs41.6 31.1vs36.5 51.7 vs 38.8%
Median OS, mo (HR: 0.93) (HR: 1.10) (HR: 0.74) -

*Germline BRCAm: niraparib, n = 138; placebo, n = 65. Non-germline BRCAm: niraparib, n = 234; placebo, n = 116. fInvestigator assessed. *Unadjusted OS.

1. Mirza. NEJM. 2016;375:2154. 2. Matulonis. SGO 2021. Abstr 37. 3. Poveda. Lancet Oncol. 2021;22:620.
4. Pujade-Lauraine. Lancet Oncol. 2017;18:1274. 5. Coleman. Lancet. 2017;390:1949.
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SOLO-1 was the first Phase lll trial to investigate maintenance PARP inhibitor
treatment in newly diagnosed advanced ovarian cancer

* Newly diagnosed, FIGO
Stage IlI-1V, high-grade
serous or endometrioid
ovarian, primary peritoneal
or fallopian tube cancer

Olaparib 300 mg BID

(n=260) « Study treatment
continued until
disease progression

S

_ _ 2:1 randomisation » Patients with NED
» Germline or somatic Stratified by response at 2 years stopped
BRCAmM to platinum-based treatment
« ECOG performance chemotherapy Patients with a PR
status 01 at 2 years could

« Cytoreductive surgery*

* Inclinical CR or PR
after platinum-based
chemotherapy

> Placebo
(n=131)

continue treatment

Investigator-assessed PFS
(modified RECIST 1.1)

PFS using BICR

PFS2

OS

TFST

TSST

HRQoL (FACT-O TOI score)

2 years’ treatment if NED

*Upfront or interval attempt at optimal cytoreductive surgery for Stage Il disease and either biopsy and/or upfront or interval cytoreductive surgery for Stage IV disease

BICR=blinded independent central review; BID=twice daily; BRCAM=BRCA mutation; CR=complete res?_onse; ECOG=Eastern Cooperative Oncology Group; . ) . .
FACT-O=Functional Assessment of Cancer Therapy — Ovarian Cancer; FIGO=International Federation of Gynecology and Obstetrics; HRQoL=health-related quality of life; NED=no evidence of disease;
OS=overall survival; PFS=progression-free survival; PFS2=time to second progression or death; PR=partial response; RECIST=Response Evaluation Criteria in Solid Tumours;

TFST=time from randomisation to first subsequent therapy or death; TSST=time from randomisation to second subsequent therapy or death; TOI=Trial Outcome Index

1. Moore K, et al. N Engl J Med. 2018;379:Clinical Study Protocol; 2. Moore K, et al. N Engl J Med. 2018;379:2495-2505
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After 5 years’ follow-up, the PFS benefit derived from maintenance

olaparib was sustained substantially beyond the end of treatment

nella diagnostica oncologica ed ematologica

Olaparib
100 + 2-year (n=240)
treatment
90 4 Events, n (%) 118 (45) 100 (76)
cap
g 80 1 : Median PFS . -
) O/ progression- (months) ‘ ’
L 70 - | 48%
o free at 5 years
- : HR 0.33
@ 60 - I 95% Cl 0.25-0.43
L
ST R it ST TTTTorommsesossesosooooooeooooo R
I:IE I
S 40 A ! (
© |
g 30 - : ) Median follow-up
g | '. Olaparib: 4.8 years
= 20 : Placebo: 5.0 years
10 7 '
1
1
0 | | | | | | | | | | | | | | | | | | | | | | | | | 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78
Months since randomisation
No. at risk
Olaparib 260 229 212 194 173 140 129 115 101 9N 58 30 2 0
Placebo 13 103 65 53 41 38 30 24 23 22 16 3 0

Banerjee S, et al. Presented at ESMO Virtual Congress 2020. 19-21 September. Abstract #11MO
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After 5 years’ follow-up, patients continued to derive benefit from
olaparib in a range of efficacy endpoints at long-term follow-up

HR 0.46
95% Cl0.34-0.63

HR 0.46
PFS211
95% CI1 0.33-0.65

QS8*1.2 Data

(@]
o

20 30 40 50 40 70

Median, months

B Olaparib (n=260) Placebo (n=131)
*TFST data from the primary DCO of May 2018. Median follow-up: olaparib 40.7 months, placebo 41.2 months

*Data are from the 5-year follow-up DCO of March 2020. Median follow-up: olaparib 4.8 years, placebo 5.0 years

1. Banerjee S, et al. Presented at ESMO Virtual Congress 2020. 19-21 September. Abstract #811MO; 2. Moore K, et al. N Engl ) Med. 2018;379:2495-2505
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PRIMA Trial

Patients with newly-diagnosed OC at
Stage Ill with residual disease or stage Stratification Factors
IV after response to 1L platinum- » Neoadjuvant chemotherapy administered: Yes or no
based chemotherapy

Best response to first platinum therapy: CR or PR

Tissue homologous recombination test status: deficient or
2:1 Randomization proficient/not-determined

Body weight 277 kg and platelets =150,000/piL started with 300 mg QD
Body weight <77 kg andlor platelets <150,000/L started with 200 mg QD

Endpoint assesament Hierarchical PFS Testing

Primary Endpoint: Progression-free survival by BICR - Patients with homologous recombination deficient tumors,

Key Secondary Endpoint: Overall Survival followed by the overall population.

Secondary Endpoints: PFS2, TFST PRO, Safety ) St“""*h“%'_;‘ff‘;;ﬂg;ﬂ;ﬂﬁﬁﬁ;ﬂ:&;;ﬁeﬂs

0.65 in the overall population

Niraparib 3years pumesas  Placebo — gambiethes )

Patients were treated with niraparib or placebo once daily for 36 months or
until disease progression « >50% statistical power and one-sided type | error of 0.025
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The PFS benefit derived from maintenance niraparib was confirmed in
the ITT population, irrespective of HRD status

A Progression-free Survival in Population with Homologous-Recombination Deficiency

100+ Hazard ratio for disease progression or death, 0.43 (95% Cl, 0.31-0.59)

P<0.0:01

00—
B0
T
60—

Miraparib
T 0 ..., S pupupapue WO

40

30—

Progression-free Survival (%)

204 Placebo

14

0 T T T T T T T T T T T T T 1
0 2 4 & B 10 12 14 15 13 20 22 24 26 18

Months since Randomization

Mo. at Risk

Miraparib 247 231 215 189 184 168 111 TG 1 42 23 19 13 4 1]
Placebo 126 117 49 79 T 57 34 21 21 11 5 5 4 1 i)



Patients free from disease

» °
PFS benefit derived from maintenance PARPi in BRCA mutated, higher risk
population (NON-PRESPICIFIED SUBGROUP ANALYSIS)

progression and death (%)

Higher risk

Stage Il patients with PDS and
residual disease, patients who
received NACT, inoperable
patients, Stage IV patients

Olaparib

n=1446

Median PFS, months

HR 0.34
?5% C10.24-0.48

100 ;
90 |
80
70
60 |
50 |
40
301
20
10 -

0 i

—— Olaparib
Placebo

t &

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

No. atrisk:

Olaparib
Flacebo

146 135 127 122 116 106 101 97 90 77 68 &7 54 40 20 18 1 0 0 0
73 65 53 39 29 23 21 18 18 17 16 12 10 9 2 2 0 0 0 0

Lower risk

Stage Il patents with PDS and
no residual disease

100 ;
90 |
80
70
60 |
50
40
30|
20
10 -

Nuove frontiere del Next Generation Sequencing
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Olaparib
n=114

Median PFS, months

HR0.33
?5% C10.20-0.52

—— Olaparib

81% Placebo

No. atrisk:

Olaparib 114 105 102 99 96 95
Placebo 58 53 50 43 36

0 3 6 O 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months since randomisation

93 87 82 72 70O 66 57 48 25 18 3 3 0 0

33 32 29 23 22 22 1% 18 13 4 3 1 o} o 0
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PFS benefit derived from maintenance PARPi in BRCA mutated, higher risk
population (NON-PRESPICIFIED SUBGROUP ANALYSIS)
SOLO-1 PRIMA

Higher risk p— =

n=146 w0
Stage Il patients with PDS and recombination 90
residual disease, patients who Median PFS, months 39.0 1.1
rec_ewed NACT, mope_rable TRy deficient, BRCAmut 80
patients, Stage IV patients 95% C10.24-0.48 70

Niraparib Placebo Niraparib

Progression-free Survival (%)
8

100 PFS (n=152)  (n=T1) S R
90 1 —— Olaparib
g 85% Placebo Median 221 109 0
© = 80 - : . Placebo
% § 70 - ' : (95% Cl) —mo (19.3-NE) (B.0-19.4) 20
1 1
© | 1 10
§- ©94 | i HR (95% CI)  0.40 (0.27-0.62) | Hazard ratio: 0.40 (85% CI, 0.265-0.618)
tm 50_ : ll‘l4"'| ''''' 1|"l.4'1l lllll l‘l“r'r
o = ! ! P value <0.001 02 6 8 10 12 14 16 18 20 22 24 26 28
g o 40 - . | : |
| —
n | _
2] 8 30 4 | I : Cl, confidence interval; HR, hazard ratio; mut, mutated; NE, not estimable; PFS, progression-free
S = ' - .
% g 20 1 i ! h ) survival; wt, wild type.
o8 10 | | |
0 - | | :

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months since randomisation
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Maintenance olaparib provided a clinically meaningful

0S benefit First Line Maintenance Therapy

Olaparib Placebo
(N=260) (N=131)

Events, n (%) 84(323) 65 (49.6)

il MIO PARP]

ik ! ™
g 80 5-year OS rate Events, n (%) 93(36.9) 69(523) Phcsc 28 I W me @ M @ T 7 m T m m @ 41 & a0 4 W W wm W o w7 v o1 oz 1
E 70 65.5% Median OS, months  75.2 (unstable)* 573 PR e g e PP Pt st
£ o
3 5-year OS rate, % 65.5 484
(=] ]
E 7 ! HR 0.62 (95% CI 0.45-0.85)
48 4%:! ] 4504
£ 40 "
-,d:’ 30 ] | 38% reduction in risk of death for olaparib +
6_“ | bevacizumab vs bevacizumab alone
20
Patients receiving a PARP inhibitor
10 during any subsequent treatment
0 : : : : ‘ : , Olaparib + bevacizumab: 17.3% (44/255)
0 12 24 16 48 80 72 80 Placebo + bevacizumab: 50.8% (67/132)
No. at risk Time from randomization (months)

Olaparib + bevacizumab 255 253 253 252 252 244 238 231 225 215 205 200 195 189 183 176 174 170 164 142 116 83 62 32 17 4 0O
Placebo + bevacizumab 132 130 129 128 126 121 117 114 109 105100 96 91 89 86 82 79 77 70 59 4 29 21 98 2 1 0O
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PAOLA-1: Olaparib maintenance in newly diagnosed advanced ovarian cancer
patients treated with chemotherapy and bevacizumab

Primary endpoint

* Investigator-assessed PFS
(RECIST 1.1)

*+ FIGO stage llI-IV Olaparib (300 mg BID) x 2 years Sensitivity analysis by BICR
high-grade ovarian
cancer (serous or NED/ S q dooi
endometrioid)*ornon  CRIPR
mucinous BRCAm 2:1 randomisation; N=806 « TFST

+ Surgery Stratification by tBRCA status®and .« PFS2
(upfront or interval) 1L treatment outcome . TSST

* Platinum + OS
taxane-based » Safety
chemotherapy * PRO/HRQoL

* =3 cycles of

. U
bevacizumab
Pre-specified exploratory endpoints

: > * PFS in pre-defined subgroups
2 years’ maintenance treatment including tBRCAm and Myriad
myChoice® CDx
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L'associazione bevacizumab + olaparib si e’ dimostrata efficace solo nelle
pazienti HRD positive

The clinically meaningful improvement in mPFS (20 months) may increase with longer follow up

C Patients with HRD Tumors, Including Those with a BRCA Mutation
100~
90+

80+
704  Placebo plus
c0- bevacizumab

Sl e B e e m s e - ————
40
30
204 . : "
Hazard ratio for disease progression or death,

104 0.33 (95% CI, 0.25-0.45)

c T T T T T I T T 1 T T I I T 1
0 3 €6 9 12 15 18 21 24 27 30 33 36 39 42 45

Months since Randomization

Olaparib plus
bevacizumab

and Death (%)

Patients Free from Disease Progression

No. at Risk

Olaparib plus 255 252 242 236 223 213 169 155103 85 46 29 11 3 0
bevacizumab

Placebo plus
bevacizumab

132 128 117 103 91 79 54 44 28 18 8 5 1 1 0

D Patients with HRD Tumors without a BRCA Mutation

Months since Randomization

No. at Risk

Olaparib plus 97 9 90 B8 79 75 54 48 30 29

bevacizumab
Placebo plus 55 54 48 41 37 32 19 15
bevacizumab

Months since Randomization

Olaparid plus bevacizumab 282 261 219 197 180 161 110 8 38 n 9
Placebo plus bevaczumab 137 124 109 102 81 72 55 3 2 7 7

S

% 9 m HRD + = HRD -

HRD+,
non-
tBRCAmM
19%

£
§ 1007 §
g 90 H
§° 80 Olaparib plus H
& - bevacizumab g
% £ 604 Placebo plus E
a5 bevacizumab s
Og o e L e . j
T [
® 304 E—
Hazard ratio for di death,
E 204 .! 2  omEMOL0T2IAN Fioabo ps bivecizinat
a Hazard ratio for disease progression or death, I’
§ 104 0.43 (95% CI, 0.28-0.66) i " Olaparb plus bevacizumab
g c T I 1 ! T T T T T I I 1 1 1 £ v T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 39 42 45 °© 3 6 9 12 15 18 2 4 27 N B/ B/ N 42 6
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OS subgroup analysis by BRCAm and HRD status

BRCAm*

Patients who survived (%)

b-year OS rate
73.2%

0 T T
0 12 24

36 48 60 72

Time from randomization (months)

No. at risk

80

Claparb + bevacizumab 157 136156155 155152150144 143138134131 130127123 1811711511282 80 35 42 21 11 2 0
0

Placebo + bevacizumab 80 79 78 77 78 T4 72 71 6B 66 &4 61 59 58 53 54 54 53 5040 33 2 1T 10 3 1

Events, n (%)

Median OS, months

5-year OS rate, %

PARPi as subsequent treatment, n (%)

Olaparib + Placebo +
bevacizumab bevacizumab
(N=15T7) (N=80)

48 (30.6) 37 (46.3)

75.2 (unstable)t 66.9
73.2 53.8
38(24.2) 44 (55.0)

HR 0.60 (95% CI1 0.39-0.93)

HRD positive* excluding BRCAm

b-year OS rate
54.7%

[
|
I
|
I
|
1
1
]
1
1
t

12 24 36 48 60 72
Time from randomization (months)

9 9% 9 96 9 BT 86 B1 TE VI TO G665 63 61 59 HB LD 52 45 T/ 22 12 5 2
M MMM BEMODINPITEIIRDEMHNIEI E 20
Olaparib + Placebo +
bevacizumab bevacizumab
(N=97) {N=55)
44 (45 4) 32 (58.2)
NR 520
54.7 442
9(9.3) 23(41.8)

HR 0.71 (95% C1 0.45-1.13)

HRD negativef

60

5-year OS rate
32.3%

20- 25.7%

I
1
10+ i
1
i

U T T T T
0 12 24 36 48 60 72
Time from randomization (months)

192187186179169157 146135126 119109100 97 8% 77 72 66 62 57 43 301611 5 1 0
BS BS BA B3I TE T4 TI G560 56 5148 4643 41 3B/ I M AT E 5 2 1
Olaparib + Placebo +
bevacizumab bevacizumab
(N=192) (N=85)
140 (72.9) 58 (68.2)
368 404
25.7 323
46 (24 .0) 34 (40.0)

HR 1.19 {95% C1 0.88-1.63)

“By central labs; TUnstable median; <50% data matunty; *By Myriad myChoice HRD Plus. NR, not reported.
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Incidence of PARPi-related MDS/AML

Clinical trials

Overall: 0.2-8%

First-line setting

SOLO1 PRIMA ATHENA-MONO PAOLA1
(OLA vs PBO) (NIRA vs PBO) (RUCA vs PBO) (OLA+BEVA vs PBO+BEVA)

1% vs 0% 1.1% vs 0.4%
0.2% vs 0% 0.5% vs 0%
7-yr FU: 1.5% vs 0.8% 5-yr FU: 1.7% vs 2.2%
Moore, 2018 Gonzélez-Martin, 2019 Monk, 2022 Ray-Coquard, 2019
Banerjee, 2022 Ray-Cogquard, 2022

Recurrent setting

SOLO2 NOVA ARIEL3 OReO ftrial
(OLA vs PBO) (NIRA vs PBO) (RUCA vs PBO) (OLA rechallenge vs PBO)

21%\!54% 1.4%\!81 1% 1%\!30%
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Breast Cancer
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gBRCAm prevalence in unselected breast cancer is ~3%, witha
higher prevalence found 1n patients with TNBC

~17% ~6%
atients have BRCA mutati iti atients have BRCA

mutationsl?

430000800000 000008989844

IEAEREE R R R R RN R R KRR R
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gBRCA testing ofters the opportunity to personalise care for the

patients and their family

Germline BRCAm breast cancer

| | |

L/ \E/ —

Many patients do not meet
gBRCA status can alter surgical common gBRCA testing criteria®
decisions and therapeutic options* and may miss the opportunity to
benefit from targeted treatment®

Patients with gBRCA mutations are
often younger and present with
aggressive disease'?
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OlympiA: phase III study of olaparib versus placebo as adjuvant treatment
for high risk gBRCA-mutated, HER2-negative BC

Meoadjuvant group
Eligibility * TNEC: non-pCR Olaparib 200 mg Primary endpoints
—s * HR-positive: non-pCR and CPS+EG score 23° - BID

* Germline pathogenic
BRCAI or BRCA2 mutation

* Stage -1l breast cancer

* HER2-negative : . . . Randomization
(HR-positive or TNBC) m 4 high-risk patient populations 11

ecadj [n=521)
hemotherap ] | ' - IDFSF
chematherapy Surgery H RT as required J
md Key secondary endpoints

N=1836
* Completed local treatment . . boEs
and 2 six cycles of Adjuvant group
neoadjuvant or adjuvant : TNBC: 2pT2 T =t Placebo® *0s
e e .. HR-pasitive: 24 positive lymph nodes - {n=315) *  BRCA1/2 assodiated
Twice d3i|'|l' ancers

= Health related Qol
> = Safety and tolerability

anthracyclines and/or Surzery adjvant RT/surgery
taxanes chemotherapy as requirad

Stratification factors

* HR-positive vs. TNBC

* Meoadjuvant vs. adjuvant

* Prior platinum-based chemotherapy (yes vs. no)

1 years' treatment

S CPSHEE soore frm'_pﬂ'ns pretrestrent clinizl stame, DEStrOEan Mecepbor S, nuCear s ardpaﬂ'mbgiml stme sfter namqmnt oty
"Dt o support adjusent cypecitabing was not =vailabis when the OlmEA study was inftisted in 2014
15y STEEP system’ ~ o
1. NEIM Dtympia: 2 Husiis C4_ ) Qin Oncol 2007:23:2177-32 For Medical Affairs use only
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IDFS benefit associated with olaparib was maintained with c Longer follow-up confirms DDFS benefit of adjuvant olaparib vs placebo
1-year additional follow-up' with over 7% more patients free of distant recurrence at 4 years

Exploratory Analvsis Exploratory Analysis
Lxploratory Angiysis s DDFS at DCO2*
93.4% IDFS at DCO2 100
100 '
86.1% 82.7% £ 0 HRO0.61
= i = [ .
R ! HRO.63 3 . 1.0% 751% 95% Cl, 0.48-0.77
= 1 . |
3 . p— 95% Cl 0.50-0.78 i e
T 50 treatment cap
. | 75.4% !
H 1-year -g |
E 60 treatment cap : g |
£ 1 3 a0 ] 4-year DDFS rate
| b1
] | - ] .
H 204 4-year IDFS rate £ Olaparib 86.5%
]
2 ] g 20 | (n=921) «270
% Olaparib [ mmm  Olaparib (107 events)
2 204 =931 8207% ! wmm Placebo (172 events)
£ ! (n ) ! Placebo
= I e Olaparib (134 events) 0 | (n=915) 79' 1%
I T T T T T T T T T T n=
b —— Placebo (207events) pPlacebo 0 6 12 18 24 30 36 42 48 54
o I ': 915} 7 5.4% . Months since randomization Difference 7.4%
T T T T T T T T T T n= No. atrisk 5
o [ 12 18 24 30 36 42 48 54 Orparin s21 sz8 784 746 598 503 501 EER a0z 208 95% Cl, 3.6-11.3
. Months since randomization Difference 7.3% — s1s 818 777 728 &m0 saz a7 37 300 193
. Bt ris
Otaparin 521 825 777 738 654 503 435 EEH 233 204 95% C13.0-11.5
Placebo 515 507 765 715 655 571 as3 7o 253 187 HD0FS anlysis i desaiptive at second 05 inferim anafysiz; $DC02 12 July 2021 fot . 3% maturity]
2B Tutts, Garber ), Geiber R, t al. Fre-specified svert orf eis of Cvesal Survivel i P Fhiase 1 trial of adjisent oiaparit in germine BRCAL2 matetion associsted oresst cancer. [Frasentation]. Frasented st ESMO0 _ .
Virtual Plenary; March 16-18, 2022 For Medical Affairs use only
HDFS analysis is descriptive: Bt 05 1A2; 3DC02 12 uly 2021 [at 330 IDFS events, 2% dsta maturity]
25 Tutt), Garner), Geiber A, et 8l Pra-coacified sent driven anaiysis of Overall Surdval in the O i4 Prase 1 trisl of acjuvant olaperis in jine ERCAL/Z mutation amocisted bresst cancer. [Fresentation]. Presentad st ESMO o . .
Vit iy, iy L A b germ For Medical Affairs use only Subgroup Olaparib placebo Str?tlfled hazard raltlo for distant P value folr
Subgrou Olaparib Placebo Stratified hazard ratio for invasive P value for disease-free survival (95% CI} heterogeneity
group P disease-free survival (95% Cl} heterogeneity No. of patients with an distant-
No. of patients with an invasive- disease event/total no.
disease event/total no.
All patients 107 /921 172 (315 —‘— 0.607 (0.476, 0.771) NA
Al patients 134 /921 207 /915 —".— 0.628 (0504, 0.773) NA
Prior chemo
Prior chemo Adjuvant 33 /461 59 /455 [ 0.562 {0.363, 0.855) 0.698
Adjuvant 46 /461 75 /455 o — 0.618 (0.425, 0.888) 0.977 Neoadjuvant 74 / 460 113 /460 — 0.623 (0.463, 0.832)
Neoadjuvant 88 /460 132 / 460 —. 0.622 (0.473, 0.813)
. . Prior platinum
D::: FEET i sz S L i 0157 Yes 36 /247 43 /238 0.812 (0519, 1.263) 0.132
No 92 /674 156 / 677 —— 0.575 (0.443, 0.742) — L T ST I D B TE DT
HR status HR status .
HR-postive/HER 2-negstive 25185 347157 0.680 (0.402, 1.134] 0754 HR-positive/HER2-negative 23 /168 31157 0.692 (0.399, 1.182) 0.608
TNBC 109 /751 173 /758 — . 0.620 (0.487, 0.787) TNBC 84 /751 141 /758 —— 0551 (0.450, 0.772)
BRCA BRCA
BRCA1 a3 /579 143 /588 —a— 0.533 (0.406, 0.695) 0Eis BRCAIL 66 /579 118 /588 —a—— 0.544 (0.400, 0.732) 0.927
BRCAZ 34 /235 a4 /216 0,693 {0.440, 1.082) : BRCAZ 28 235 41 /216 . 0.609 {0373, 0.979)
BRCA1 and BRCA2 of2 0f3 NC BRCAI and BRCAZ of2 0/3 NC
T T T T T T T T
0.25 0.50 075 1.00 125 0.25 050 .75 1.00 125
Favoursolaparit Favours placeso

 Favours olaparib Favours placebo
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Olymp1AD 1s a Phase III study investigating olaparib vs. TPC O
in gtBRCAm HER2-negative metastatic breast cancer

*gBRCAm mBC FSI April 20143
= TMBC or HER2-, HR+ Global Study in
. 5 - 19 countries and . .
=2 prior chemotherapy lines for mBC approximately 172 sitest Primary endpoint
= Previous treatment with anthracycline and taxane in = PFS (BICR)
either the adjuvant or metastatic setting m;"“ﬂmihb,d
- ﬁ:“u disease progressed on 21 endocnne therapy, or Ra ise 21 mg- poii Secondary endpoints
: ) : N=3023 -0S
- If pﬂhﬂ'ﬁ_fﬂve received platinum therapy there -PFS2
should be: TPC -0ORR
* Mo evidence of disease progression dun
e e T Stratification by~ “based “Eﬁf ;Brggi
. . . * Prior chemoth
= At least 123"drmnﬂ15 smge;m (renadmant or adjuvant :;;;;T;u . nf;agf status .
treatment randomisation » Hormonal receptor status g;m Eﬂcuu}mﬂ}
=ECOG P35 0-1 * Prior platinum therapy =y RO
= At least one lesion that can be assessed by
RECIST v1.1

* Tablet formulation |2 mbiets twice: daily]

ECI0G F5= Efstem Cooperstive Oncology Group Ferformende: Stetus; EDRTC-OLO-S0=Europesn OrFanisation for Research and Theatment of Cancer Quality of Lite Questionnasir=-Core 30; FSI=first subjedt in; gERCAM=germine BACA mutation;
HERZ=human epidermal prowth factor receptor 2; HRt=hommeone receptor posithve; HROpL=heaith relted quelity of life; mBC=metstotic oreast mnces ORR=objective responss rete; O5=overall sunval; FRS=progression free sunal; PR32=Sme to
SaCond progression; po—orsl RECIST-Tesponss evalustion aiterisin solid tumours: THEC=tripie nagstive brasct cancer; TPC=ireatment of physidan’s choios

L. Study NCTOZD00E22. l:Iru:ul‘neL:.sw webste: L Rooson M et al. Poster OT-1-1-0<4 presented st SABLE: Denember 5-13, 2014; 5an Anbonee, Texes, 3. Robson M et al M Engl) Med 20077377 113-333 For Medical Affairs use only
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Primary endpoint: Olaparib treatment significantly improved QO
PES assessed by BICR compared to TPC

0 — Olaparib 300 mg bid (N=205) Olaparib TPC

0.9 4 — TPC (N=97) N 205 97
08
w 07 | Events, n (%) 163 (79.5) T1(73.2)
L
o 06 mPFS, months 7.0 4.2
T 05 ]
£ HR = 0.58
T 04 95% C1 {0.43-0.80)
:§ 03 ] P<0.001
a 02 PFS free at 6m,% 54.1 329
0.1 7
0.0 - | ‘ PFS free at 12m, % 259 15.0

| 1 1 1 1 1 | | Irf'- _\'\\I
02 d b s H, 1_5 e Median PFS was improved by 69%
mper f paents s rish Time from randomisation (months) with olaparib treatment compared to

e FITERSCWATEALTIIINVII1928000 8 | standard of care chemotherapy?

Eﬂﬁhﬂmgmmm&ﬁu:brpmb&mwmnﬂcfpﬂmﬂHmm.m
Fﬁs;hh.l'_ritlrrm: F34/300 =77 5% two-sded p'.ruue;'l‘i_:.l.r:u:h:teﬂ n"rﬂ'npurrn'.';:-i:m"
Cwvin -0 3 Deo=miber 2046
EaCR=biindad independent central review; HR+=hormone receptor posithes; FRE=progression free sunael; TRC=treatrent of physidan’s dhoios
55
1. Roeon M st sl ¥ Engi /A0, 20173 77:323-333; 2. Tung KM =t Bl Poster 1002 presented ot: ASCO; June 2, 204E; Chicaza, IL For Medical Affairs use only



Nuove frontiere del Next Generation Sequencing

nella diagnostica oncologica ed ematologica

PARP Inhibitors in BRCAm BC

The future of PARPI is likely combination strategies

MEDIOLA Trial TOPACIO Trial
Olaparib + Durvalumab Niraparib + Pembrolizumab
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Alterations in Homologous Recombination Repair (HRR) genes

(PROFOUND = 2800 samples)

Co-occurm nes
Low-prevalence genes -

PPFPIRZA only
CHEKZ only

ATM
BRCAT
BRCAZ
BARDT
BRIFT

o, COKT2
28% AR iy CHEKT
CHEKZ
RADSTE
RADSTC
RADSTD
FANCL
PALBZ
PPP2R2A
RADS4L

CDK12 only

Presented by Dr de Bono af ESMO 2019; De Bono NEJM, 2020
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PROfound Stuy design

- 4
Primary endpoint
BN Olaparib300mgbid i S by ng”ﬂ‘;“”“” A
Cohort A n=162 . (alpha=0.05) )
BRCA1, BRCA2 or ATM - = = -
Key eligibility criteria N=245 Control* Confirmed ORR by BICR in ]
A n=83
= mCRPC with disease (aﬁi:i:[r g&j
progression on prior Upon BICR progression, control patients - —--— J -
NHA eg abiraterone or 2-4 randomization were allowed to cross over to olaparib - -, =
: i o
enzalutamide Open-label fPES by BICR in Cohorts A+B g
= Alterations in 21 of any (alpha=0.05) _ 2
qualifying gene with a \. J <
direct or indirect role in Cohort B - Olaparib 300 mg bid » . !_ | \ 3
HRR BARD1,BRIP1, CDK12,CHEK1 n=04 Time to pain progression =
CHEK2, FANCL, PALB2, in Cohort A aar
PPP2R2A, RAD51B, RAD51C, Control* (alpha=0.05)
RADS1D, RADS54L . \ J
Stratification factors ESEe e
. Pravious taxane . . . 0S5 in Eq hort A 0% in l?-nhnrt A
« Measurable disease Patients randomized between April 2017 and November 2018 Interim Final

(alpha=0.01) (alpha=0.047)
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PROfound study

- Olaparib Control
Cohort A Olaparib Control Cohort B n
(N=162) (N=83) (N=54) (N=48)
Events,n (%) 91 (56) 57 (69) Events,n (%)  69(73) 31 (65)
T - %7 Median 035 141
N Median 05 191 rsnurﬂh 14.7 months " edian ronths 11:5 months
80 0.69 # L 0.96
HR {95% CI) N _
0 (0.50-0.97); P=0.0175 z ] 3 (0.63—1.49)
50 | ; 0 \_"‘1&\_»
50 E 0
47 E 40 .
e D 7w | ' :
i 0 -
T T T T T T T T T T T T T T T T T . ! ! ! ! I I ! ! | | ! I I I T T 1
o 2 4 [ 8 10 12 14 16 w o 4 ¥ W W @ M a 2 4 B B 10 12 14 16 1 20 22 24 26 28 30 I M
Time since randomization (months) Ma. atrisk Time since randomizztion monkhs)

162 135 130 142 135

83

24 107 11 ¥ 7T 36 44 W 18 &
g2 & S 0 43 ¥ O IF W\ 15 N 5 &

6
w

™M 58 3 45 35 - T I 5 2 1 o o o
27 xm XN 20 18 10 ] T 4 2 0

Hussain et al, NEJM, 2020
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" ™1 BRcar andior BREAZ (n=53)
% a0 _. = [OAGA
- A
I
- |
g -1od) =
1541
£ | in=31)
o 50
- k|
§ l] I
& -
g . ST
100 o = gad

EMA

- OLAPARIB is indicated as monotherapy for the treatment of adult patients with mCRPC and ERCA1/BRCAZ2
mutations (germline and/or somatic) who have progressed following prior therapy that included an androgen
receptor-directed therapy

FDA

| ATM (n=45) |

. Change from baesolbree (25
Hekdtbids s uuERRIREE

+ = Confimed PS5 response
0 = DOhrapoinig

- OLAPARIB is a treatment option for patients with mCRPC and a pathogenic mutation {(germline and/or somatic)
ina HRR gene (BRCA1, BRCA2, ATM, BARD1, BRIP1, CDK12, CHEK1, CHEK2, FANCL, PALE2, RADS51C,
RADS51D or RADS4L) who have been treated previously with androgen receptor-directed therapy.

- RUCAFARIB is a treatment option of patients with mCRPC and a pathogenic BRCA1/BRCA2 mutation
(germline and/or somatic) who have been treated with androgen receptor-directed therapy and a taxane
based chemotherapy. If the patients is not fit for chemotherapy, rucaparib can be considered even if taxane-
based therapy has not been given.




Nuove frontiere del Next Generation Sequencing

nella diagnostica oncologica ed ematologica

PROfound’ TRITON2Z |IPATential150°
N = 4047 samples N = 875 samples N = 1104 samples

% 9 n{%) % n (%)
2732{{5}9%} cog Eéﬁx )\ 281 (32%) = EE?'}%} 361(33%)

B Successful B Successful B Evaluable
B Failed B Failed B Not evaluable

Sample selection and optimisation of tissue collection is critical,

since 30-50% of prostate cancer samples fail NGS13
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Age of sempls

B

- If multiple samples available,
conzider using the younger
samples if the tumor content is

Sy B Ay 1 I
o e e similar.

o tats o T o D el [ h
p53%53Ba358
Fropima of e w0 a0 PG B el e [ n

Frpaioy o mroies v SO0 el el [
BB & &8 880
o 5 HE BEZ8 28 8E

-For samples >5 years: use the
ones with higher tumor content
and high DNA yield {i.e. Lymph

E G owAyiee nodes)
o Tuimor ol 2 K- - G539
;— - ; i1 749 Ea -For newly collected samples:
? . rh § optimize formalin fixation and
E [ | - .
i ey ma 2 g " preservation and avoid
§% as 3% decalfcification
f sy i
i 40 4
™ i xf
i 0. 0]
é- 0 10+
0- & o4
0 Wity ES e A o EFAtey A0 AE-GSpm O%Adeg ridag
[LEE - 1] OEh ] [EERRE ] [LERT- 21 i = T (LR ] o dda = = 5TE frm d G g 18
= -

Hussain ef al, Clin Cancer Res, 2022
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Current scenario of iPARP by HRR alterations in mCRPC

= 2% Unfrequent HRR alterations
Further evidence needed

=12% ATM, CDK12
No PARPi in monotherapy
Several combination studies ongoin

Co-
ow-prevalence genes ST S——

PPPZR2A only
CHEK2 only

COK12 only.— =

= 9% BRCA1/2
iPARP | B8RCAZanly

= 0% No HRR detected
No PARPI in monotherapy
Several combination studies ongoing
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PROpel: rPFS by blinded independent central review*

39% risk reduction of progression or death with olaparib + abiraterone
Highly consistent with the primary analysis

12-month rate

107 i ———" Placebo +
09 A Beay, poion 24-month rate abiraterone
0.8 _ Seag, +3. 7% (n=397)
4.1%
E 0.7 i S ' _ Events, n (%) 167 (38.3) 218 (54.9)
— 0.5 :
= P Median rPF3 278 16.4
> 057 . - L {months)
E 047 _ y . 0.81 (0.49—0.74)
- ! ey - HR (95% Cl) P<0.0001
o 0.3 C
B g2- E
0.17 : Median rPFS improvement of 11.2 months
0.0 . . . T b 1 i . T - - - favors olaparib + abiraterone?®
] 2 4 & 8 10 12 14 16 18 20 22 24 26 28 20
Time from randomization (months)
'H'-"!W ir N EFHIETI N VAR B TS ST IIITIE EEIEN 1R E 5 81 25 B3 ¥ 3 = 5 4 4 0
-'.":.r.ﬂ-r.:.-:'.-.':ru--f 'i-. :'-"l' .'.':'|.'|;: '_'u..".'|'-ll.-='|'|:.'.'rL :-'.'l: - ;:.—.."‘-i-'.'ll;'u] 1771 ':':l:'l 113124 T3 ™ &2 3 = 2 ;I. i3 2 2 1 |-.

"Prededned sensitivity analysis. fhlominal. #in combination with prednisons or prednisclane

AS'CD ':'-"E"Nl:":'L I"il"l-:]l"‘;,.-' peiseuin o Prafessor Fred Saad ASCD g ey
Cancers 5‘;,-‘1‘1" posontent H%&nmmm oftha.author; icensed by-ASCO. Permission required for reuse. CROWLEDGE CORGUERS CARCER
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TAKE HOME MESSAGE

- A significant proportion of mCRPC patients (=30%) have DDR alterations
- Some predict response to targeted therapies (i.e. PARPI)

- Some may impact prognosis and response fo other therapies
- 50% of altrations in BRCA1/2 found in tumor are germline

- Tumor profiling will be reguired to select the most appropriate therapy for patients with advanced PC
- Optimization of tissue collection

- Metastatic biopsy is the preferred method for testing, but some early events could be detected in the primary tumors.

- Liquid biopsy may help overcome some limitations of tissue testing

- Investigate germline origin of alterations in cancer-predisposition genes found in tumor

- Although germline testing is recommended in all patients with metastatic disease

- Potential sinergy of ARSI and PARPi in mCRFC regardless HRR status
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Pancreatic Cancer
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i In conclusion, the POLO trial showed that maintenance
i g omow olaparib provided a significant progression-free survival
T P benefit to patients with a germline BRCA mutation and
: metastatic pancreatic cancer that had not progressed
ol sz s during platinum-based chemotherapy.

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50
Months since Randomization

No. at Risk
Olaparib 92 69 50 41 34 24 18 17 14 10 10 8 8 7 5 3 3 3 3 2 1 1 1 O
Placebo 62 39 23 10 6 6 4 4 4 2 2 2 2 1 1 O

B Overall Survival
1.0

0.9+

No dell’Aifa alla rimborsabilita

Median, 18.9 mo vs. 18.1 mo

T 07 Hazard ratio, 0.91 (95% Cl, 0.56-1.46)
£ " P=0.68
=3
T del £armaco per cancro al
©
g
O 0.5+
‘s
N .
;- ancreas
2
£ 034 Lo—o-l
0.2 Placebo (N=62; 30 events)
0.1+
0Ot T T T T T T T T T T T T T T T T T

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50

Months since Randomization

No. at Risk
Olaparib 92 87 80 71 61 51 46 39 31 28 2016 14 12 9 6 5 4 4 4 2 1 1 0
Placebo 62 60 56 50 44 32 29 27 20 18 1410 8 8 6 6 4 1 1 1 1 1 1 O
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Take Home Message

* | PARPi sono una classe di farmaci che ha dimostrato un’efficacia in
diversi tumori solidi, con una sorta di effetto di classe sia per attivita
sia per profilo di tollerabilita

* Ad oggi 'unico fattore predittivo di risposta e «off-target»

* Pur potendo determinare l'insorgenza di MSD/AML, tale evento
rimane raro anche nel lungo termine

* Si stanno studiando associazioni per valutare un aumento dell’attivita
e dell’efficacia dei PARPI
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Questions?

Our job is improving the quality of
life, not just delaying death.

— Rebin (I)dlliams —
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