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Prevalenza della mutazione gBRCA nel tumore della mammella

Tumore della mammella femminile
A ~3%i 6% di tutte le pz con tumore della

mammella?

A

Tumore della mammella
maschile
0-16% di tutti i tumori della
mammella maschili4

A 9.3%i 15.4% fra le pz con tumore della

mammella triplo negativo (TNBC)?!

0O

Tumore della mamme

A 2.9% di tutte le pz
tumore della mamm

A ~14.3% fra le pz con
tumore della mammella
triplo negative (TNBC)3

4 )
® Piu giovane eta alla diagnosi
Gli individui con mutazione gBRCA ricevono generalmente una diagnosi in
eta piu precoce rispetto agli individui senza mutazione®’8
Le donne con mutazione gBRCA hanno maggiore probabilita di sviluppare
un secondo tumore della mammella®
\_ J

1. Armstrong N, et al. Clin Epidemiol. 2019:11;543-561. 2. Meynard G, et al. Oncol Rep. 2017;37:1573-1578. 3. Palomba G, et al., 2014 Oncol Lett 2014 . 4. Giordano SH. N Engl J Med.

2018 Jun 14;378(24):2311-2320.

5. Wong-Brown MW, et al., 2015 6. Godet I, et al. Integr Cancer Sci Ther. 2017 Feb;4(1). doi:10.15761/ICST.1000228. 7. Seong MW, et al., 2014 8.




La mutazione gBRCA é risultata correlata ad un maggiore rischio di sviluppare un tumore della mammellat e ad un
maggiore rischio di sviluppare un tumore della mammella controlaterale?

Mutazione gBRCA e rischio di tumore della mammella

Absolute Risk (%)

= BRCA1

~ BRCA2
PALB2

w— CHEK2

- = BARDI
ATM

- = RAD51C

- = RADS51D

= Population

Age (yr)

Table 3. Contralateral Breast Cancer Incidence Rates Per 1000 Person-Years and Kaplan-Meier Estimates of the Cumulative Risks of Contralateral
Breast Cancer by Time Since First Breast Cancer, Overall and Stratified by Age at First Breast Cancer

No. of Women Incidence Rate per

Contributing No. of No. of 1000 Person-Years Cumulative Risk, %
Years Since First Breast Cancer Diagnosis in Category Person-Years Events (95%C1) (95%C1)
BRCAL
<5 827 2107 60 28.5 (22.1-36.7) 13 (10-16)
>5-10 618 2071 53 25.6 (19.6-33.5) 23 (20-27)
>10-15 435 1438 33 22.9(16.3-32.3) 32 (28-36)
>15-20 236 675 17 25.2 (15.7-40.5) 40 (35-45)
52045 132 661 10 15.1 (8.1-28.1)
BRCA2
<5 565 1468 21 18.4 (12.6-26.8) 8(6-12)
»5:10 476 1543 26 169 (11.5-24.8) 16 (12-21)
»10-15 285 880 11 12.5(69-22.6) 21 (17-26)
»15:20 138 355 5 14.1(59-33.8) 26 (20-33)
2043 68 290 3 103(33-32.1) | 65 (25-98) |

1. Breast Cancer Association Consortium, N Engl J Med 2021
. 2. Kuchenbaecker KB et al. JAMA 2017
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Synthetic Lethality

Cell
survives
Cell
survives
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Lord CJ & Asworth A, Science 2017
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OlympiAD: Phase Ill study of olaparib vs. TPC in gBRCAmM
HER2- mBCl

Study design

FSI May 2014:3

Global Study in Primary endpoint
19 countries and PFS (RECIST 1.1,
ARproximately-141 sites! Independent Review)

Olaparib

300mg*po bid

Secondary endpoints
oS

Randomise 2:1

< n=302*
y PFS2
ORR
Stratification by:?2 PFS, PFS2 and OS based
A Prior chemotherapy on Myriad gBRCAm status
regimens for metastatic HRQoL (EORTC-QLQ-C30)

breast cancer

A Hormonal receptor (HR)
status

A Prior platinum therapy

Safety and tolerability

* Tablet formulation (2 tablets twice daily)

1. https://clinicaltrials.gov/ct2/show/NCT02000622 [Accessed February 2019]; 2. Robson et al. Poster OT1-1-04, presented at SABCS 2014, 3. AZ data on file (2017); 4. Robson et al. N Engl J
Med. 2017; 377:523-533



Primary endpoint: Olaparib treatment significantly improved
PFS assessed by BICR compared to TPC

— 10 - Olaparip =

g - —— Olaparib 300 mg bid (n=205)

z 0.9 - —— TPC (n=97) n 205 .

§ 0.8 - Events (%) 163 (79.5%) 7

)a 0.7 1 Median (m) 7.0

2 0.6 -

4 HR=0.58

S 0.5 1 95 % CI (0.43, 0.80)

© 04 - p=0.0009

o

o 0.3 - PFS free at 6m (%) 54.1 32.9

= 0.2

re) PFS free at 12m (%) 25.9 15.0

S 0.1 -

O . -

o L - ®

a 0.0 - a4 )

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 Median PFS was improved by 42% with
Time from randomisation (months) olaparib treatment compared to

Number of patients at risk standard of care chemotherapy
Olaparib 205 201 177 159 154 129 107 100 94 73 69 61 40 36 23 21 21 11 11 11 4 3 3 2 2 1 1 1 O \ )
TPC 97 88 83 46 44 29 25 24 21 13 11 11 8 7 4 4 4 1 1 1 1 1 1 1 1 O O O O




Risk of progression was reduced in olaparib-treated patients
with HR+ disease and TNBC compared to TPC!

Patients with HR+ mBC?

Olaparib TPC

10 n 103 49
Tg 09 4 Events (%) 82 (79.6) 3163) 3
% 0.8 Median (m) 8.3 5.1
V)
L 0.7 1 HR=0.82
S 06 - 95% CI (0.55, 1.26)
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© 0.5 -
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0.0 -

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
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Patients with TNBC?2

Olaparib

n

Events (%) 81 (79.4)

Median (m) 5.6

HR= 0.43
95% CI (0.29, 0.63)

— Olaparib 300 mg bid (N=102)
——— Chemotherapy (N=48)

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28

Time from randomisation (months)

Number of patientds at risk
Olaparib 102 99 86 73 69 54 41 37 36 27 26 22 17 16 10 9 9 5 5 5 2 1 1 1 1 1 1 1 O
TPC 48 43 26 1918 9 8 7 6 2 1 1 0 0 O O O O O OO OO OUOUOTU OOUWO



PFS at 18 months of median fullow-up

(A) Overall population (full analysis set) — Claparb

= 100

Olaparib TPC
(n=205)  (n=07)

o
[=]

Median PFS, months: B0 38
1 {B5% CI) (5.8-84) (28-432)
Hazard ratio (85% CI) 0.51 (0.38-0.68)
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(=]
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Progression-free survival (%)
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0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36

s ek Time from randomization (months)

~—— 205181162112 98 75 52 41 39 35 30 21 14 0 6 5 2 2 0
oF 68 40 25 21 18 W 7 6 & 1 1 1 1 1 1 1 @ 0

100 HR-positive
Dilaparib TPC
&0 {m = 103) (= 43)
1 Median PFS, months: 00 42
1 {B5% CI) (TB=T1.1) (2.B-T4)

Hazard ratio (85% CI) 0,52 (0.36-0.75)

o

0 2 4 6 B 101214 16 18 20 22 24 26 28 30 32 34 36
Murmiber s risk Time from randomization (months)

— 103 o2 B8 68 59 50 31 23 22 19 16 12 &4 5 4 3 1 1 0
—— 48 3 23 6 14 11 T & 4 3 1 1 1 1 1 1 1 @ 0

& 100 BRCAT
= Dilaparib TPC
Z 80 n=114) (=50
= Median FFS, months 5.7 29
2 80 {9I5% CT) (4.3-T4) (26-432)
,E | Hazard ratia (85% Cl) 0.49 (035071}
$ 40 1

% 20
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— TPC
100 THNBC
Dilaparib TRC
80 | [n=102) (n=48)
by Median PFS, manths 58 29
B0 ||I {25% CI) |42-7.2) (20-T.4)
Hazand rasio (85% CI) 04T (0.52-0.69)

Progression-free survival (%)
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E 80 (n=84) (n=45)
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ﬁ 40
§ 20
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Overall Survival

A Olaparib  TPC
Deaths, n (%) 130 (63) 62 (64) B No prior chemotherapy for mBC (1L)
1.0 - '
Median OS, mo 19.3 T Olaparib TPC
0.9 - "
HR 0.90 (95% CI 0.66, 1.23; P=0.513) Deaths, n (%) 30(50.8) 21 (75.0)
[ 0.8 - Median OS, mo 22.6 14.7
= 1.0
> W " HR 0.51 (95% CI1 0.29, 0.90); P=0.02
c=£ 0.6 4 '
% o | g 0.8
5 E o7
> 0.4 - »n
= = 06
2 0.3 - )
'8 5 05
= 0.2 4 ks
- S 04
0.1 4 =
a5 0.8
00 1 1 1 1 I 1 1 1 I 1 g 0 2 _
0 4 8 12 16 20 24 28 32 36 40 o '
Time from randomization (months) 0.1 1
No. at risk 0.0 T T T T T T T T T 1
Olaparib 205 199 178 146 124 92 55 23 11 6 0 0 4 8 12 16 20 24 28 32 36 40
TPC 97 8 74 62 48 40 30 15 5 2 0 Time from randomization (months)

Robson ME, Ann Oncol. 2019; 30(4): 5581 566.



INDICAZIONE APPROVATA:

Lymparzae indicato come monoterapia per il trattamento di pazienti adulti con mutazioni germinali
BRCA1/2, affetti da carcinoma mammario HBRBgativo a recettori negativi metastatico. | pazienti devon
essere stati precedentemente trattati con una antraciclina éaxanonel contesto (neo)adiuvante,
localmente avanzato o metastatico, ad eccezione dei pazienti non idonei per tali trattamenti

| pazienti con carcinoma mammario positivo ai recettori ormonali (HR) devono essere stati
precedentemente trattati con terapia endocrina o ritenuti non idonei alla terapia endocrina.

INDICAZIONE RIMBORSATA:

Lymparzae indicato come monoterapia per il trattamento di pazienti adulti con mutazioni germinali
BRCA1/2, affetti da carcinoma mammario HBRBgativo, recettori ormonali negativi, localmente avanzato
0 metastatico. | pazienti devono essere stati precedentemente trattati con una antraciclintaganoe
devono aver ricevuto una chemioterapia a base di platino nel contesto (neo)adiuvante, localmente
avanzato o metastatico, ad eccezione dei pazienti non idonei per tali trattamenti

Scheda di monitoraggio AIFA




EMBRACA: Phase Ill study of talazoparib vs. TPC in
patients with locally advanced or metastatic breast cancer

Study design

Talazoparib
(n=287)
1 mg/day 21 day
cycles po

Primary endpoint:
PFS (BICR)

0y Rand?mise Ly Seécl;rl;dary endpoints include:
2:1 oS
Safety and tolerability
B

Exploratory endpoint:
A HRQoL

Patients stratified according to:

A Number of prior chemotherapy regimens (0 vs. 1,2,3)
A Triple negative status (HR+ vs. TNBC)

A History of CNS metastasis (y/n)

Litton J et al. N Engl J Med 2018; 379:753i 763

14



EMBRACA: Endpoint Primario PFS valutata dal BICR

100

= 90 medianfollow- up

2 80 11.2 months

g — 8.6 months

» X 707 mPFS with talazoparib (n=287)

© S 604 (95% CI: 7.2-9.3)

o = PFS events: 186 (65%)

W= 50

Cm -

QS a9 40 - 37% HR=0.54

7] E ------------------------- (95% CI 041_071}’

S 30 ;

— P<0.0001

g’ 20 { 5.6 months

= mPFS with chemotherapy (n=144)

o 10 { (95% ClI: 4.2-6.7) - +—tb

0 PFS events: 83 (58%) :
0 3 6 9 12 15 18 21 24 27 30 33 36 39

Number of patients at risk Time (months)
287 229 148 91 55 42 29 23 16 12 5 3 1
144 68 34 22 9 8 4 2 2 1

Data cutoff: September 15, 2017.

*Hazard ratio is estimated from a Cox proportional hazards model stratified by prior use of chemotherapy for metastatic disease (0 vs 1, 2, or 3), by triple-negative disease status (TNBC vs non-TNBC), and by history of central nervous system
metastases (yes vs no).

AP values from stratified log-rank test (2-sided).

HR for disease progression or death determined by investigator assessment was identical to the HR determined by independent review (0.54 [95% ClI, 0.42 to 0.69]

BICR=blinded independent central review; HER2=human epidermal factor receptor 2; mPFS=median PFS; PFS=progression-free survival; TNBC=triple-negative breast cancer.

Litton JK, et al. N Engl J Med. 2018



EMBRACA: PFS I n base all 0espress
ormonali

Chemotherapy (N = 144) ,
(capecitabine [44%], eribulin [40%)], \
gemcitabine [10%],
and vinorelbine [7%])

Characteristic Talazoparib (N = 287)

Triple-negative BC, n (%) 130 (45.3) 60 (41.7)
Hormone receptor—positive BC, n (%) 157 (54.7) 84 (58.3)
PFS nel sottogruppo TNBC PFS nel sottogruppo HR+/HER2-
TALA Overall PCT TALA Overall P
(n=130) (n=60) (n=157) (n=84)
100 Events, n (%) 100(76.9) 40(66.7) 100 Events, n (%) 86 (54.8) 43(51.2)
a0 Median, months . 90 4 Median, months
50 - (95% Cl) 5.8(5.3-7.7) 29(1.7-4.65) o (95%Cl) 04(8.8-130) 6.7(5.6-8.7)
__ 70 HR (95% Cl) 0.60(0.41-0.87) 70 HR (95% CI) 0.47 (0.32-0.71)
X g 60 1 P value 0.0002
4 L R R
= o 40 -
30 A
20 -
10 A P P
0 T T T T T T T T T T T 1 0 T T T T T T T T T T T T T 1
0o 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Duration of PFS (months) Duration of PFS (months)
Number at risk (events/cumulative events) Number at risk (events/cumulative events)
- TALA 130 94 bb 38 26 18 12 " 8 7 1 0 0 - TALA 157 135 93 53 28 b | 17 12 8 5 4 3 1 0 0
(M0}  (34/34) (2%63) (1978}  (7/85) (6/91)  (4/95) (OV95) (20T} (1/98) (2M100)  (OV200) (OV100) (00} (16/16) (24/40) (1%/89) (1V6%) (3T2) (BTT) (279) (3/82) (3/85) (O85) (IvBS) (OvB5) (1/86) (O/BE)
60 21 10 10 [ 6 4 2 2 1 0 0 0 a4 47 24 12 3 2 0 0 0 0 0 0 0 0 0
=PCT ooy (26/26) (7/33) (033) (235) (035) (1/36) (2038) (0/38) (1/39) (140)  (0K4D)  (0/40) = PCT iy (15/15) (13/28) (8/36) (5M41) (0/41) (243) (0M43) (0M3) (0M3) (0M43) (0/43) (0143) (0M3) (0143)

Rugo HS, et al. INCI Cancer Spectr. 2020
I



EMBRACA: PFS in base alla presenza di metastasi del SNC

Chemotherapy (N = 144)
(capecitabine [44%], eribulin [40%)],

Characteristic Talazoparib (N = 287) gemcitabine [10%]
and vinorelbine [7%])
History of CNS metastases — no. (%) 43 (15.0) 20(13.9)
PFS Talazoparib Overall PCT Treatment comparison
{I"I = 237) {n = 144} [talaznparib vs overall PCT)
PFS by subgroups No. Median(95%Cl) No. Median (95% ClI) Hazard ratio (95% Cl) P
All randomized patients (ITT) 287 86(721093) 144 56(4.2106.7) —e— 0.54 (0.41100.71) <0001
History of CNS metastases ‘ '
Yes 43 5.7 (41108.1) 20 16(1.2t104.3) = 1 0.32(0.15t0 0.68) 0016
No 244 89(76t0103) 124 2.9 (5410 88) ——t 0.58 (0.431t0 0.78) 0003

Rugo HS, et al. INCI Cancer Spectr. 2020



EMBRACA: Durata della risposta (valutata dallo sperimentatore?)

Talazopanb Standard Therapy
(N=137) (N=31)

Events — No. (%) 99 (72) 25 (81)
Median — mo (95% CI) 54(42106.3) 3.1(281056)
Hazard ratio, 0.43; 95% CI, 0.27 to 0.70

1001 —+—Talazoparib —+— Standard Therapy

Response (%)
3

201

o
%
©

-
-
-
-
-
S
-
-
-
-
-
-
-

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

Months
No. at Risk (events/cumulative events)
Talazoparib 137 (0/0) 88 (38/38) 52 (30/68) 31 (13/81) 17(9/90) 13(4/94) 6(3/97) 4(1/98) 3(1/99) 3(0/99) 2(0/MQ9) 1(0/09) 0(0/99) 0(0/99) 0(099)

Standard  31(0/0) 17(11111) 7(8/19) 1(524) O0(1/25) O0(0R5) 0025 0025 0025 025 0(V25) 0(25) 0(0/25) 0(0R25) 0(0125)
Therapy

Data cutoff: September 15, 2017.

*a Since the widths of the confidence intervals have not been adjusted for multiplicity, the confidence intervals should not be used to infer definitive treatment effects on
secondary/exploratory endpoints..

Litton JK, et al. N Engl J Med. 2018



EMBRACA: OS 1 analisi finale

— Talazoparib Survival probability Talazoparib Chemotherapy
Events, 216 (75%)

100 - Median OS, 19.3 months At Month 12 (95% CI) 0.71(0.66-0.76) 0.74 (0.66-0.81)
95% CI, 16.6-22.5
90 - — Chemotherapy At Month 24 (95% CI)  0.42(0.36-0.47) 0.38(0.30-0.47)
80 - Events, 108 (75%) At Month 36 (95% CI) 0.27 (0.22-0.33) 0.21(0.14-0.29)
Median OS, 19.5 months
70 - 05% Cl, 17.4-22.4 At Month 48 (95% CI) 0.19(0.14-0.25) 0.07 (0.02-0.15)

0S probability (%)
(9]

Hazard ratio, 0.848
10 1 95%Cl, 0.670-1.073

0 P=0.17
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Number of patients at risk Time (months)
Talazoparib 287 280 264 232 199 163 143 128 113 101 85 68 54 41 35 27 20 15 9 6 2
Chemotherapy 144 125 116 105 96 86 71 58 48 44 34 25 18 8 7 4 2 2 2 1 0

Data cutoff: September 30, 2019.
*ITT population.
ITT=intent-to-treat; OS=overall survival.

Litton JK, et al. Ann Oncol. 2020



EMBRACA: OS
di PARPI e/o platino

100
90
80
70
60
50
40 -

OS probability (%)

30 A
20 A
10 A

0 T T T T T

aggl ust at a-studio

= Talazoparib
Median OS, 19.3 months
95% Cl, 16.6 22.5

Chemotherapy
=== Median OS, 17.4 months
95% ClI, 15.2 20.5

Hazard ratio,! 0.756
95% bootstrap?! ClI, 0.503 1.029

0 3 6

Number of patients at risk
Talazoparib 287 271 219 163
Chemotherapy 144 116 97 78

9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60

Time (months)

133 110 85 59 41 27 17 8
55 35 19 8 3 2 1 1 0

*Rank-preserving structural failure time model.

AITT population.

ITT=intent-to-treat; OS=overall survival; PARP=poly (ADP-ribose) polymerase.

Litton JK, et al. Ann Oncol. 2020
Robins JM, et al. Commun Stat-Theor M. 1991
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EMBRACA: Eventi avversi ematologici - severita

>

Patients, %

NWWwsh&
o o oom

- = PN
o oo OO

- Grade 1

ANEMIA 25 NEUTROPENIA
38.5 '
19.8
, 20 17.8
2
¢ 15-
=
= 10-
©
o
5
0
Grade 2 Grade 3 Grade 4 Grade1 Grade?2 Grade3 Grade4
THROMBOCYTOPENIA
12 h 11.2 1 0 N
’ T 1 — 1:ANEMIA %
0; 0.9 1 _ 2. NEUTROPENIA A
X 3. 73 0.8 1 — 3: THROMBOCYTOPENIAY
%) . m Talazoparib % 07
b~ a4
-5 6. 49 m PCT v gg_
® 4. 3.5 a2 U2
o 2.4 3.2 3 04
| 1.6 E 034
0- 0 3 0.2 4
Grade1 Grade?2 Grade3 Grade4 0.1
001 . . .
0 25 50
1: ANEMIA 286 89 38
2: NEUTROPENIA 286 134 47
3: THROMBOCYTOPENIA 286 138 52

Hurvitz SA

et al, Oncologist 2019




EMBRACA: tollerabilita - aggiornamento

Talazoparib Chemotherapy
(N = 286) (N = 126)
Number of patients (%)

Any AE 282 (98.6) 123 (97.6)
Serious AE 101 (35.3) 39 (31.0)
Serious and drug-related AE 30 (10.5) 11 (8.7)
Grade 3 or 4 serious AE 81 (28.3) 34 (27.0)
Median Study-drug exposure, months (range) 6.9 (0.03 61.43.9 (0.2 3
Studydrug exposure > 12 months 74 (25.9%) 9 (7.1%)
AE resulting in permanent drug discontinuation 17 (5.9) 11 (8.7)
At least one dose reduction due to AEs, n (%) 152 (53.1) 28 (50.9)
Time to first dose reduction due to AEs, weeks, mediar . .
(95% CI) 19.3 (17.17 30.9) 9.3 (6.4175.1)
Safety population.

AE grades were evaluated based on the National Cancer Institute Common Terminology Criteria for Adverse Events, version 4.03.
SHematologic AEs leading to permanent discontinuation of talazoparib were: 3 patients (1%) discontinued due to anemia, 1 patient (0.3%) due to neutropenia or thrombocytopenia.

Litton JK, et al. Ann Oncol. 2020



EMBRACA: Patient-reported outcome (PRO)

Stato di salute globale-Qualita della vita

Delay in the Time to Clinically Meaningful Deterioration* in GHS/QoL Favoring Talazoparib

TALA 1 mg PO

Once Daily PCT
100 (n=262) (n=114)
90 - Events, no. (%) 76 (29) 48 (42)
80 - Median, mo (95% CI)t 243 (13.8-NR)  6.3(4.9-12.2)
R Hazard ratio (95% CI) 0.38 (0.26, 0.55)
s P value <0.0001
@
& 60 -
o
% 50 - - - —
I
o
40 -
30 -+
20 -~
10 A
0 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 36 39 42
Number at risk (event/cumulative events) Time to deterioration, mo

— TALA 262(0/0) 212(26/26)139 (18/44)78(17/61) 44(7/68) 28(371) 26(172) 20(0/72) 14(1/73) 7(376) 4(0/76) 2(076) 0(076) 0(076) 0 (0/76)
— PCT  114(0/0) 64(22/22) 30(17/39) 17(3/42) 6(2144) 1(347) 0(148) 0(0/48) 0(0/48) 0(0M48) 0(048) 0(0/48) 0(0/48) 0(0i48) 0(0/48)

Litton JK, et al. N Engl J Med. 2018; Ettl J, et al. Ann Oncol. 2018



VITAL: Phase IV study evaluating effectiveness and safety of talazoparib in
patients with locally advanced or metastatic HER2 negative breast cancer and a
BRCA1 or BRCA2 mutation

Objectives: multi center longitudinal, phase IV study that aims to ensure the effectiveness and
safety of TALA in the real-world setting among patients with locally advanced or metastatic HER2-
BC, with BRCAmu

INCLUSION CRITERIA

ONLY COHORT 2
Cohort 2
Cohort 2 «Patient for who a talazoparib
Patients freated according to treatment must be initiated or has
the European Marketing been initiated according to the
TAL Approval granted 21/09/2021 Summary Product Characteristic
84 patients enrolled +ECOGPS=0to 2

 Patient’s consent before any specific
procedures of the study including the e 1
assessments requested for inclusion

« Patient affiliated to a French social
security

Primary endpoint: Time to Treatment Discontinuation (TTD) for TALA defined as time between the date of first
dose of TALA and the date of last dose or death

Modificato da: Loirat D, et al. SABCS 2021




Talazoparib in locally advanced or metastatic breast cancer
patients: Experience from an early access program in Turkey

Objectives to determine the real-life efficacy and safety profile of Talazoparib in BRCA-
mutant breast cancer patients in Turkey.

Methods: Advanced breast cancer patients with BRCA1 or BRCA2 mutation who received
Talazoparib treatment via early access program were retrospectively analyzed. Data
collected from 24 oncology centers in Turkey.

Patient characteristics:
47 advanced breast cancer patients (46 female and one male)
Median age = 41.5 years
63.8% for HR+ and 36.2% for TNBC

76.6% of the patients had visceral
12.8% of the patients had CNS metastasis.
Previous exposure to platinum compounds was 53.2%

Sendur MAN, et al. ESMO Breast Cancer 2021




Talazoparib in locally advanced or metastatic breast cancer
patients: Experience from an early access program in Turkey

48.9% of the pts (n=23) 51.1% of the pts (n=24)
e EIDICIDEN > )
therapy
Efficacy:

The objective response rate (ORR) = 31.9% (n=15

J P ( ) o ) » Complete Response (CR) = 10.6%
Disease-Control Rate = 61.7% (n=29)
median PFS (29 event) = 6.5 months (95% ClI, 5.0 - 8.1 months)

TALA as 15t-3 line A mPFS = 9.9 months (95% Cl, 4.4 1 15.5 months)
BRCAL (n=18) and BRCA2 (n=21) A mPFS =12.6 and 5.1 months
no PFS differences in HR+ vs TNBC median follow-up

The estimated 12-month OS rate was 73.6% _ 13.6 months
(min-max. 6.5 - 21.5)

Safety:

At least one side effect reported in 61.7% of the patients
Grade 3-4 toxicity was seen in 14 patients (29.8%)
The most common side effect was hematologic cytotoxicity

Sendur MAN, et al. ESMO Breast Cancer 2021




Possible treatment pathways for gBRCAmutated, HERZ2 -negative
advanced breast cancer and proposed positions of gBRCAmutation
testing

L1 L2 L3 L4 L5

TNBC eI CT + |0 PAN PARPi
gBRCAM test"+
cr MCEEEENG)ppind cT
HR+ ET +
. CDK4/6i° —» Alt. Um

CT for high-risk //. i
(luminal B) only, ! ! . ET -
I(':Ot I?w-lrE;( ! i PI3K CDK4-:'6i PARPI¢ AIt.U»m

ummnalA) = tm—m—m—————-

28
L. Cortesi, H.S. Rugo, C.Jackisch, Targeted Oncology ZUZ1




INDICAZIONE APPROVATA:

Talzennae indicato come monoterapia per il trattamento di pazienti adulti con mutazioni germinali BRCA1/2,
affetti da carcinoma mammario HERR2gativo localmente avanzato o metastatico. | pazienti devono esse
stati precedentemente trattati con una antraciclina e/o taxanonel contesto (neo)adiuvante, localmente
avanzato o metastatico, ad eccezione dei pazienti non idonei per tali trattamenti (vedere paragrafo 5.1

| pazienti con carcinoma mammario positivo ai recettori ormonali (HR) devono essere stati precedenteme
trattati con terapia endocrina o ritenuti non idonei alla terapia endocrina.

INDICAZIONE RIMBORSATA:

Talzennae indicato come monoterapia per il trattamento di pazienti adulti con mutazioni germinali BRCA1/2,
affetti da carcinoma mammario HEfR2gativo localmente avanzato o metastatico. | pazienti devono essere
stati precedentemente trattati con una antraciclina e/o taxanonel contesto (neo)adiuvante, localmente
avanzato o metastatico, ad eccezione dei pazienti non idonei per tali trattamenti (vedere paragrafo 5.1).

| pazienti con carcinoma mammario positivo ai recettori ormonali (HR) devono essere stati precedentemente
trattati con terapia endocrina o ritenuti non idonei alla terapia endocrina e devono aver ricevuto una linea di
trattamento con inibitori delle chinasi ciclirdipendenti (CDKA4/6).

| pazienti con carcinoma mammario negativo ai recettori ormonali (HR) devono essere stati precedentr "~

trattati con chemloterapla a base di platino, ad eccezione dei pazienti non idonei per tale trattamento.
Scheda di monitoraggio AIFA




Veliparib with carboplatin and paclitaxel in BRCA  -mutated advanced breast cancer

(BROCADED3) \‘
, A
| Patient Population |
Veliparib + Treat to progression:
+ Advanced HER2-negative Carboplatin/paclitaxel If caz?tupi'a;ﬁn and
paclitaxel were
. g:ran?:i::?;:mf or BRCA2 2:1 discontinued prior to
mutation Randomization — progression, dosing of
» <2 prior lines cytotoxic therapy N=513 ‘ veﬂ]uzn?fgfacebnﬂm
for metastatic disease increased to 300mg Optional o
oo ) ' pen-
» <1 prior lines of platinum; no I Plla"'i'::“ +Iitax | ;ﬂ‘g:””gg}f atgim:d label crossover
progression 12 months of arboplatin/paclitaxe g A to veliparib
completing

e ax Primary Endpoint:
Stratification Factors A P

Investigator-assessed PFS per RECIST 1.1
* Hormone Receptor Expression 21-Day Cycles:
» Prior Platinum » Carboplatin (C): AUC 6 on Day 1
* CNS Metastasis + Paclitaxel (P): 80 mg/m? on Days 1, 8, 15

» Veliparib or Placebo: 120mg BID on Days -2t0 5

Vieras D et al., Lancet Oncol 2020




Veliparib with carboplatin and paclitaxel in BRCA -mutated advanced
breast cancer (BROCADES3)

A
100 —— Valiparib plus carboplatin-paclitaxsl
— Placebo plus carboplatin—pachitase|
HE 0-71 (95% €1 0-57-0-88); p=0-0016&
i
£
E o
&
S
£ 2-year progression-free
& survival {95% C1)
=
2 o] 33-6% (28-2-35.0) 3-year progression-free
% survival (95% 1)
ol 25-7% (20-3-31-4)
20
19-8% (136-26.8) .
10-7% (5-8-17-3) I_L
o ! r I L] ) ! L L] ! I L] 1 ! Li L] ! I ] ) ! L L ! !
u:4ﬂ:limu141613zn:z241513303134363343414446435135:
Number at risk
(number censored)
Veliparib plus carboplatin-paclitaxel 337 316 301 282 250 207 181 154 137 126 1W0f 92 81 7 B0 51 45 3 32 2 0 16 B 4 1 1 0
() (13) (16) (21) (24) (28) (32) (43) (37 (40) (44) (51) (56) (BO) (62) (75) (Bo) (B7) (90) (97) (101) (105) (113) (117) (119) (119) (120)
Placebo plus carboplatin-paclitaxel 172 160 153 140 123 9% B2 64 47 39 35 27 23 18 15 15 12 & B g 6 5 5 4 3 o -
(@ (8 () (15) (7) (21) (22) (22) (23) (25) (25) (29) (30) (31) (32) (32) (34) (36) (36) (3B) (36) (37N (37 (38) (38) (400

Vieras D et al., Lancet Oncol 2020




Veliparib with carboplatin and paclitaxel in BRCA -mutated advanced
breast cancer (BROCADES3)

B
100~ HE 0-95 (95% Cl 0-73-1-23); p=0-67
g0
2-year overall
survival (953 C1)
61-3% (55-6-66-6)
E_ 0 J-year overall
= £5-B% (51-5-67-2) survinval [95% Cl)
.EE 46-4% (40-2-52-4)
= H
» !
& 40
39-3% (30-5-47-9) 9t
Lo
E 1] 1 ] 1 ] 1 ] 1 ] 1 ] 1 ] 1 ] 1 T 1 n 1 T 1 L] 1 1 1 L] 1
(4] y. 4 6 g 1w 12 14 16 18 o 22 24 26 28 30 32 34 I6 3IE 40 47 44 46 48 o 5F 54 gE
Time since mndomisation (months)
Mumber at risk
(number censored)
Veliparib plus carboplatin-paditaxel 337 332 326 318 307 294 281 265 247 273 203 185 161 145 132 117 106 90 7 62 S0 41 30 18 11 B 3 1 o
(0) (4) (7 (0) (20) (12) (14) (17) (22) (34) (39) (44) (57) (64) (F2) (B2) (89) (99) (109) (119) (129) (137) (145]{15,1}(150]{152}{16?}{169}{1:-‘::}
Flacebo plus carboplatin-paditaxel 172 166 162 158 157 149 141 134 129 111 102 90 75 68 SF &7 44 &40 32 29 29 19 18 15 9 7 2 0
(W) () (5} 0 ) 8 (9 (9 (1) (19) (2Z) (25) (35) (38) (43) 40 (49) (51 (96) (59) (&) (B (B8 (7)) (6 B (83) (85)

Vieras D et al., Lancet Oncol 2020



ssociation of BRCA1- and BRCA2-deficiency with mutation burden,

xpression of PD-L1/PD-1, immune infiltrates, and T cell-inflamed
Ignature in breast cancer

A WSI B TCGA
BRCA1-deficient vs. BRCA-proficient breast cancers BRCA1-deficient vs. BRCA-proficient breast cancers
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Atezolizumab and naf?aclitaxel in Advanced Triple
Negative Breast Cancer: Biomarker Evaluation of the
IMpassion130 Study

PD-L1IC+

49.3%
o o

BRCA1/2 mutant
14.5%

PDL1  BRCA1/2 Events/ Median an
status  status Am patients PFS, mo : | pausins  wa, 00 HR (95% CI)
Ic+ A+nP | 124158 7.5 062 791158 25.0 07
An P+nP | 1271144 47 —— (04910 0.80) | 851143 182 —— (0.520 0.97)
c Y A+nP | 141165 58 0.84 %64 202 0.98
- P+nP | 134145 55 —e— (06610 1.06) | 89144 200 —4—  (07410131)
A+nP | 27130 74 0.69 18139 289 0.71
Mutant B3 p | 4350 55 —— (042101.12) | 27148  20.1 ———T— (03910 1.29)
@ Widtvoe AZDP | 238284 72 0.72 160/283 208 0.85
WPe punp | 218238 54 —4 (06010 0.86) | 147/239  19.2 —e (0.68to 1.07)
A+nP | 1119 ai 0.44 M9 NE . 0.55
\ . \
@ PenP | 2226 38 ¢ 021100.93) | 1325  20.1 (0.2110 1.41)
A+nP | 113138 74 0.65 72139 234 0.72
Widtpee By p | 1051118 47 —— (05010085) | 721118  17.9 —— (0.52 10 0.99)
A+nP | 1620 63 1.04 M0 211 R 0.78
. P+nP | 2124 63 : $—" (05210206) | 1423 201 ¢ (0.3410 1.77)
A+nP | 125145 56 . 0.80 88144 197 1.01
WidTyee oo np | 113121 55 ' (062t0104) | 75121  20.0 T o7st01a)
A+nP | 265323 7.2 072 178322 211 1 0.84
<-BRC" BEP ) P+nP | 261289 54 ¢ (06110085) | 1741287 19.4 —¢ (0.68 10 1.03)
0.2 10 2 0.2 1.0 2
A+ nP better P + nP better A+ nP better P + nP better

Emend.A et al , INCI 2021




BRCA-deficient tumor

-~ control
-=- 20 by 150 mg/kg

PARP-1 K 0.084 uM PARP-1 Ky 0.009 uM
PARP-2 Ky 0.125 uM PARP-2 Ky 1.389 uM

Recent literature reports suggest that only inhibition of PARA is required for anti-
proliferative effects and that PARR plays a key role in the survival of haematopoietic stem
progenitor cells in animal models (Farreset al, 2013; Farreset al, 2015). These observations
suggest that the inhibition and trapping of PARR2, a feature shared by all the current clinical
PARPj] is not needed for the anti-cancer effect, and may be the major driver of
haematological toxicity observed in patients.

Papeo G et al., J. Med. Chem. 2015




Figure 2 Anti-tumour activity of AZD3305 in (A) MDA-MB-436 BRCAIm TNBC F
xenograft Model (B) DLD1 BRCA2 * xenograft model

Relative Tumour Volume
Relatve Tumowr Volume
Geomean : SEM

PO dosing
mean tumour volume 0 1610 O1cm’
N=9-10/group

BRCAIm = BRCAI mutated; BRCA2" = BRCA2 homozygous knock-out; PO = per oral; QD = once daily; SEM
= standard error around mean; TGI = tumour growth inhibition; TNBC = triple negative breast cancer

Figure 3 AZD5305 had sustained anti-cancer effect after treatment withdrawal
in MDA-MB-436 BRCAIm TNBC xenograft Model

5.0
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-51dosing —e- AZDS5305 10mgkg QD
g 4.0- | -e- AZDS305 img/kg QD
> ~=- AZD5305 0.3mg/kg QD
ST 35 - AZDS5305 0.1 mg/kg QD
>3 AZD5305 0 Qo
+ 3.01 AZDS5305 0.01mg/kg QD
s 2.5 =o~ Olapard 100mg/kg
e § 2.0+
= S 1.5 g,
2 1.0 .......
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TBCRC 048: A phase Il study of olaparib monotherapy
in metastatic breast cancer patients with germline or
somatic mutations in homologous recombination
(HR) pathway genes (Olaparib Expanded)

Nadine Tung, Mark E. Robson, Steffen Ventz, Cesar Santa-Maria,

Paul Kelly Marcom, Rita Nanda, Payal D. Shah, Tarah J. Ballinger, Eddy Yang,
Michelle Melisko, Adam Brufsky, Shaveta Vinayak, Michelle DeMeo, Colby Jenkins,
Susan Domchek, Gerburg Wulf, lan E. Krop, Antonio C. Wolff,

Eric P. Winer, Judy E. Garber
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TBCR®@48:Olaparib in sBRCA1/2

Best Overall Responses: Cohort 2 (Somatic)
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SECONDARY OBJECTIVES:

2 _
: 2 B Toevaluate the safety of talazoparib in subjects w
relazopar® g d d PALB2 { ti o ted :
Beyond BRCA 2 3 advance mutation-associated cancer.
cohort B Z g & - E § ®  To evaluate the progression-free survival (PFS) of
% B g = - :.-, talazoparib monotherapy in subjects with advanc
; I £ E £ g % : % g : EFEEE PALB2 mutation-associated cancer.
B ¥ 3 La5hiad
EE‘Et 'D'ﬂ:-rall l:I=:|lll L ﬂ& " o m o o
Resbonses a ° .-_____-D = B Toevaluate the clinical benefit rate (CBR) of
Po 'E, III talazoparib monotherapy in subjects with advanc
& PALB2 mutation-associated cancer.
- B breast
All Patients :® = mm B  To evaluate the ability of ctDNA to identify and
B parotid characterize the nature of PALB2 mutations at
. - Lﬁﬂlw baseline and upon progression in subjects with

'-' advanced PALB2Z mutation-associated cancer trez
Joshua Gruber, MD, PhD with talazoparib monotherapy.




Characteristics of TNBC patients carrying other
than BRCA gene mutations °

PALB2 (16)

MUTYH (2) 46%
6%

35 PVs
(12.8%)

ATM (3)
9%

RADS51C/D (5)
14%

PALE2 mutations were the most frequent PVsin non-BRCAgenes with a median age at onset of
61.4 years, opening the question about the 60-year cut off for genetic testing in TNBC,

regardlessfamily history.

Cortesi L., SABCS 2021




Effect is
manifest in
M phase
G, = Gap/growth phase |
S = DNA replication phase
G, = Gap/growth phase Il
M = Cell division phase
\ = Cell cycle checkpoint

G2/M checkpoint
Allows time to repair any remaining DNA
DSBs before attempting cell division
DDA targets: CHK1, MYT1, WEE1

Maximize
damage
Prevent
repair
S-phase checkpoint G1/S checkpoint

Delays replication process to allow time to deal
with unrepaired DNA damage or DNA damage
resulting from collapsed replication forks

DDH targets: ATR, CHK1, DNA-PK, WEE1

Allows time to repair DNA damage
before starting DNA replication
DDA taroets: ATM, CHK2, p53

Combinations with immunotherapy may achieve
immune-mediated cell death at lower DNA damage thresholds




Antitumor activity of ATMi, ATRi and WEE1]

iIn combination with PARPi in PDX
ATMi ATRI WEE1i
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San Antonio Breast Cancer Symposium®, December 10-14, 2019

PARPi + ATRi or Wee1i Combination Strategies

g @ HRR Tumour Sequencing: ATM,
0
ViOl@ﬁ@% = || BARD1,BRIP1, CDK12, CHEK1,
& || CHEK2, FANCL, PALB2,
- O || PPP2R2A, RAD51B, RAD51C,
= ~ | RADS51D and RADS4L
/" INBC ) e i
ond gp 3rd 53 A: BRCAm (n=50)
line §8 B: HRRm (BRCA wt) (n=50)
% (n=450) )
2 5 B: HRRm (BRCA wt) (n=50)




$Title$

Ceralasertib + olaparib demonstrate clinical activity in patientss
with PARPI resistance

13 subjects
BRCA/HRD

¢ Germline BRCAMUT 69% (n=9)
+ Somatic BRCAMUT 23% (n=3)
» Positive HRD score 8% (n=1)

Prior PARPI

+ 1stline maintenance 8% (n=1)
+ 2"d]ine maintenance 38% (n=%
* Treatment 54% (n=7)

Best % change in sum of tumor diameter

Indication for

pricr PARPI

an Maintenance
= Treatment

20 — o e

m Duratien on

treatment in
maonths

10

Remains on

treatment
-10

-20

-30 Partial Response

A0 HRD status

i Gemiine
A Somatic
HRD assay

-5

ORR 46% (n=6)

b g
)

@ PFS 7.5 months (95% CI 4.7-NR) 194m 7.2m"

-70

Presented By: Stephanie L. Wethington

#ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 AS Co
Permission required for reuse. ANNUAL MEETING

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.




PRIMARY ENDPOINT: PFS (BICR)

Median PFS
0 a , L/ E

Number (%) of PFS Events Months (90% Cl) HR (90% CI) P-value

. Ceralasertib . Ceralasertib

Olaparib + Olaparib Olaparib + Olaparib

721114

Al 632  TI112(652) 36(29-54) 53(37-55) 0.79(059-1.04)  0.1822
BRCAm 23/43 (53.5)  25/40 (62.5) 7.3(5.5-8.1) 7.4(5.3-7.8) 1.02(0.63-1.66)  0.9403
E"R’;iﬂc‘““‘ 15/20 (75.0)  14/20 (70.0) 1.9 (1.8-3.6) 3.9(1.9-7.4)  0.54(0.28-1.03)  0.1274

Non-HRRm 34/51 (66.7)  34/52 (65.4) 1.9(1.8-29) 3.6(2.7-3.8) 0.76 (0.50-1.14) 0.2959

*Progressive disease according to RECIST v1.1.

Stratum A (BRCAm) and Stratum B (Non-BRCAm HRRm) data were analysed prior to the planned primary analysis due to early closure of the study.

ESMD EqEﬂST B fi "lCF_R Abbreviations: BRCAmM, BRCA1/2-mutated; Cl, confidence interval; HR, hazard ratio; HRRm, homologous recombination repair pathway mutation;
PFS, progression-free survival.



Response to Therapy
Adavosertib and Olaparib

1

50

20% increase

B wineease ' CBR: 89%
PFS: 6.4 months

Screening Acc#

30% reduction

Percentage change from baseline
-50 0
1 1

BRCA (-)
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Unknown
PR Achieved
» Active Treatment
Off-Study for PD

ORR: 29% ——s
DOR 5.5 months Stable disease for 4 cycles

600
Days on study

T
200
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SECONDARY ENDPOINT: SAFETY AND TOLERABILITY BY STRATUM

mQOla = Cer+0la = Ada+0Ola
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Grade 23 AEs Serious AEs
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ERcAm Non-BRCAm Non-HRRm
HRRm

AEs leading to discontinuation

Abbreviations: AE, adverse event, BRCAm, BRCA1/2-mutated; HRRm, homalogous recombination repair pathway mutation.




San Antonio Breast Cancer Symposium®, December 7-10, 2021

Patients with BRCA1/2 alteration, treated with Olaparib and for
which Oncoscan and Cytoscan are available from metastatic
sample (n=31)

Loss-of-heterozygosity for BRCA Homologous recombination Deficiency (HRD score)
(loss of the 2nd allele) (impact of BRCA loss on the genome)
1.00 | 1.004
— Atleast one LOH BRCA1 or BRCA2 — HRD score <42
— Mot LOH BRCA1/2 — HRD score 242
E 0.75 | Median PFS (months): E 0.751 Median PFS (months):
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Niraparib + Pembrolizumab in Pretreated

mINBC

Response Rate, n (%)

HASPONSG Efficacy Evaluable (N=48)
CR 3 (7%)
PR** 10 (22%)
sSD 10 (22%)
PD 23 (50%)
ORR (CR+PR) 13 (28%)
DCR (CR+PR+5D) 23 (50%)
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12/25 (48%) had disease control at 28 weeks

.,

Mediola
Olaparib plus Durvalumab in MBC
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Response rates

RR according to RECIST
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Response rates

RRaccordingo RECIST and HR status
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PRIMARY RESISTANCE: PI3K/AKT ACTIVATION IN BRCA1-/-
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Phase | dose escalation study of the PI3kinase pathway
inhibitor BKM120 and the oral poly (adp ribose)
polymerase (parp) inhibitor olaparib for the treatment of
high grade serous ovarian and breast cancer
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Rad51 inhibition using CYT-0851, shows anti-

cancer activity in cellular models of breast cancer

and acts synergistically wi
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igure 3: Combination of CYT-0851 and olaparib prevents homologous recombination and promotes DNA damage in 4T1
ells (mouse model triple negative breast cancer). (A) Immunofluorescent analysis after ionizing radiation showed
ccumulation of yH2AX foci (red) in the nuclel (blue) of combination treated 411 cells. (B) Sister chromatid exchange (SCE)
ssay was used to examine homologous recombination activity. Images show an example of a metaphase spread with
bservable SCE events (blow up image). A reduction in events was observed with CYT-0851 (0.625uM) alone and in
pmbination with olaparib (2.5uM). (C) Neutral Comet assay performed under non-denaturing conditions resuited in increased
il moment in combination treated cells. Error bars represent SEM * p< 0.05; ** p<0.01; *** p< 0.001; **** p< 0.0001
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Figure 5: CYT-0851 and olaparib act synergistically in an in vitro model of human breast cancer. A matrix study was
CYT-0851 and olaparib in an ER+, BRCA wildtype breast cancer cell line, T47D. (A) Synergy score was calculated with th
biological replicates using the highest single agent (HSA) model. Synergy is represented in blue and antagonism is rep
(B) Dose response curves that correspond with the synergy analysis. Concentration of CYT-0851 is plotted on the
concentration of olaparib is an individual curve, Error bars represent SEM.
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Figure 6: CYT-0851 and olaparib act synergistically in an in vivo model of human breast cancer. A PDX model of triple
cancer (homozygous BRCA mutation/HRD +, RADS1 high expression) was subcutaneously engrafted onto the flanks
mice. The tumors were allowed to reach a volume of about 150 mm? prior to the animals being randomized into
groups (vehicle, olaparib 100 mg/kg QD, CYT-0851 80 mg/kg QD, and olaparib + CYT-0851) of five animals each. (A)
were measured weekly and graphed over time. (8) Percent tumor growth inhibition was calculated using the mean t







