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adapted from Sonnenblick A, et al. Nat Rev Clin Oncol, 2015
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BRCA=Dbreast cancer susceptibility gene; DSB=double-strand break; PARP=poly (ADP-ribose) polymerase; SSB=single-strand break. TALZENNA

1. Sonnenblick A, et al. Nat Rev Clin Oncol. 2015;12:27-41. 2. Livraghi L, Garber JE. BMC Med. 2015;13:188. 3. Lee JM, et al. Ann Oncol.
2014;25:32-40. talazoparib o
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Cells rely on alternative
mechanisms of DNA repair
that could result in cancer

cell formation.
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BRCA=breast cancer susceptibility gene; DSB=double-strand break; g BRCA=germline BRCA; PARP=poly (ADP-ribose)
polymerase; SSB=single-strand break.

1. Sonnenblick A, et al. Nat Rev Clin Oncol. 2015;12:27-41. 2. Lee JM, et al. Ann Oncol. 2014;25:32-40. 3. Lupo B, Trusolino L.
Biochim Biophys Acta. 2014:1846:201-215. 4. Livraghi L, Garber JE. BMC Med. 2015:13:188.



Major BRCA mutation in TNBC

&

Approximately 5~7% of all breast cancer patients carry a germline BRCA gene mutation!~3

TNBC 7 d M
12% of BC patients Fd
* TNBC: ~1in 6 are gBRCAm | While BRCAm are widely associated
. (30% of BC gBRCAm population)? ; with TNBC, the clinical community are
o, P - - ! i i i
‘ ~17% — the majority with BRCA1 mutations® ; less likely to associate BRCAm with HR+
 a /  disease
! . , ! :
E'l:{"(litAe(;ndL!t“a:mn prevalence in breast cancer subtypes: ’, However, eVldence SuggeSt that HR+
/ /‘: patients account for at least half all
R e ! BRCAm carriers:
in=301) {n=37) (n63)
BRCAIM 126% 1.7% 54% 0% :
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: o . ARCADT
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* HR+: ~1in 17 are gBRCAm | |
(~65% of BC gBRCAm population)? l| |
— the majority with BRCA2 mutations* |
TNBC=1ane negative breas_t“ca_neer HE'anwnan emaemal gngmh factor, nBC=metastatic breast cancer \; 8 }g ?L E E ;—%5 @

DP et a. J Clin (ht_u 2008; 26 l.‘:_»h‘:':'.':i ¥inter C, et al. Ann On u|
ers Prev 2012 134-147; 5. ch FJ et al J Vllvx Oncol 33:304-3
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BRCA=breast cancer susceptibility gene; DSB=double-strand break; PARP=poly (ADP-ribose) polymerase; talazoparib <2
SSB=single-strand break.

1. TALZENNA® 932 {HEE ( k7 : USPI202003-2 ) . 2. Livraghi L, Garber JE. BMC Med. 2015;13:188. 3. Murai J, et
al. Mol Cancer Ther. 2014;13:433-443. 4. Gavande NS, et al. Pharmacol Ther. 2016;160:65-83.
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DNA=deoxyribonucleic acid; |ICsy=concentration for 50% inhibition in PARP1 enzyme assay; HR=homologous recombination; n.i.=no
inhibition; PARP=poly (ADP-ribose) polymerase; PARPi=poly (ADP-ribose) polymerase inhibitor; SSBs=single-strand breaks.

1. Thorsell AG, et al. / Med Chem. 2017,60:1262-1271. 2. Shen Y, et al. Clin Cancer Res. 2013;19:5003-5015. 3. Murai J, Pommier Y. Ann
Rev Cancer Biol. 2019;3:131-150.
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2017;355:1152-1158.
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Clinical Trails

PARP Inhibitors in Metastatic Breast Cancer
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BICR=blinded independent central review, ChNS=central nervous system; g BACA=germline breast cancer susceptibility gene; HER2=human epidermal growth factor receptor 2; ORR=ohjective TALZENNA

response rate; OS=overall survival; PARP=poly (ADP-ribose) polymerase; PFS=progression-free survival; RECIST=Response Evaluation Criteria in Solid Tumors; TNBC=triple-negative breast cancer. : i g
talazoparib asdk

1. TALZENNA® =3{5E ( if# - USPI202003-2) .2, Litton JK, et al. V EnglJ Med. 2018;379753-763.
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EERIREE(PFS)

EMBRACA &i5% : TALZENNA® #HER{EEE PFS B#st LEAZEIE2

100 - BEE Gt =45 .
FEBUAERISIE : PFSL2
. 90 A+
=
= 80
£ 8.6 months
=2 70 .
0 mPFS with TALZENNA® (n=287)
o 50 4 (95% CI17.2-9.3) (o)
3 PFS events: 186 (65%) A)
il "
e T BEEBRTE
20 HR=0.54*
95% C10.41-0.71),
30 1 <0.0001"
5.6 months P
20 1 mPFS with chemotherapy
(n=144)
10 9 (95% C14.2-6.7) H—
0 PFS events: 83 (58%)
0 2 6 9 12 13 18 21 24 27 20 32 36 39
Mumber of patients at nisk Time (months}
287 229 148 91 55 42 29 23 16 12 5 3 1
Chemotherapy 144 68 34 22 9 8 4 2 2 1 0 0 0
v faay = lr =4 75 B o .
TALZENNA® £ 37% SR EEF —FRALRERTCHTT - MENIFEARAE 20%2
*Hazard ratiois estimated from a Cox proportional hazards model stratified by prior use of chemotherapy for metastaticdisease (0 vs 1, 2, or 3), by hormone receptor status (HR+/HER2-vs v
TMBC), and by history of central nervous system metastases (yes vs no). "Pvalues from stratified log-rank test (2-sided).
CI=confidence interval; HER2=human epidermal growth factor receptor 2; HR=hazard ratio; mPFS=median progression-free survival, PFS=progression-free survival, TNBC =triple-negative »
breast cancer. TALZENN‘A
1. TALZENMA® 375 ( i - USPI202003-2) . 2. Litton JK, et al. V Eng/J Med. 2018,379753-763. talazoparib aad
Q@ Oncology .
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Cl=confidence interval; ITT=intent-to-treat; ORR=o0bjective response rate; OS=overall survival; PFS=progression-free survival. TALZEN NA

1. Litton JK, et al. N EnglJ Med. 2018;379:753-763. 2. TALZENNA® th37 {588 ( Kz : USPI 202003-2) . talazopar
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Cl=confidence interval; ORR=0bjective response rate. TALZENNA

1. Litton JK, et al. N EnglJ Med. 2018;379:753-763. 2. TALZENNA® th3Z{5 5 ( kR : USPI 202003-2) . talazopar
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gggg; Overall Survival

OS is not different in between patients with gBRCA mutated mBC received or not received PARPi
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{A) Overall population
100 12-ma rate Olaparin  TPC
90+ oy Median 0F {months) 18.4 7.

HR [25% 1) 084 {0E3-1.12)

Madian follow-up imonths) 189 155

704
2-men raite
60- 39.0%
A% 36-mo e
27.9% 4g-mo rate

*1.2% 18.5%

Probability of OS (%)
£

=i Ollapark 30 mg bd
gd—= e

0 3 6 8 12 15 18 21 24 27 30 33 36 39 42 45 48 51

ot e Tirme from randomization (months)

Claparic 705 20 189 170 146 120 108 BE: 74 65 54 49 47 L | 1 7 5 1
TR &7 88 T ™ & 50 43 39 M 28 18 T 1 10 3 2 1 0

Robson Robson M et al. SABCS 2019;Abstract PD4-03.
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804 —— harall PCT AlMorh 74 {B5% O | 0420036047) | 0,35 030047
Matian 05=18 5 menfs
g - 1BE% O 17.8-224) At Woth 30 (% ) | 027402203 | 020 14029)
A Morh 4B {BS% Ty | 0.18{014025) | 007 {02015
£ 60 Hazard ritio= 548
H - {858 CE 0.670-1.073)
E 1 P17
£ 4
g
204
104
L] T T T T r T T T T T T T T T T T
D3 6 8 12 15 18 3 M I WM 33 I 3 42 45 43
Time [mariths)
humber of patients at risk
Talscpwh 27 20 284 232 109 83 M3 128 M3 W1 85 B9 54 41 B ¥ W 15 9 B 2
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Litton J et al. AACR 2020
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AML=acute myeloid leukemia; MDS=myelodysplastic syndrome. TALZlE
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Talazoparib & PARP #l5IE - ZE& &35 PARPL 1 PARP2 »

e ! K .. TALZENNA® ANaEREFSIFEEBRIEEESX .
%;‘ﬁﬁﬁfﬁ;ﬁ%ﬁ?ﬁégﬂgﬂmp BIRIEILA (trap ) PARP 6.4 months (95% CI 5.4-9.5)vs 3.9 months (95% CI 3.0-7.6)1
TALZENNA® #HE M {ERTE PFS B st EEESE S EEMTIEEE:
i1 PFS 8.6 months (95% CI 7.2-9.3) vs 5.6 months (95% CI 12 TALZENNA® SAERHE A 28R MDS/AML F12 85105 -
4.2-6.7) (HR=0.54[95% CI 0.41-0.71]: p<0.0001)* TALZENNA® 4 2213205 , TlEmifasam=t
TALZENNA® Z ORR"™ fAE{EEEE 2 S0t : TALZENNA® HER{CEZ&ER (220% ) NEATEREFRR
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AML=acute my elaldleukerma CI=confidence interv sal, g BRCA=germline breast cancer susceptibility gene; HERZ=human epidermal growth factor receptor 2; HR=hazard ratio; TALZENNA
MDS=myelodysplastic sy ndrame ORR=objective response rate; 0OS=overall survival; PARP =poly (ADP- r|b::nseup::|l rmerase; PFS=progression-free survival.

1. TALZENNAS bl i AR USPI202003-2) 2. Litton JK et al. NV EngdJ Med. 2018;379753-763. 3. Murail, et al. Mol Cancer Ther. 2014;13433-443.
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