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Triple-Negative Breast Cancer: Overview

TNBC accounts for ~15% of all breast cancers
A heterogeneous disease which is still not fully understood

Associated with younger age, more aggressive disease, higher risk
of distant recurrence and shorter survival compared with other
breast cancer subtypes

Visceral disease is more common in TNBC, with CNS involvement
up to 46%



TNBC: Classifications

Mesenchymallike (ML)
TNBC

Immune-associated
(IM) TNBC

Basallike (BL)
TNBC

Luminal/apocrine (LA)
TNBC
HER2-enriched (HER2e)

© Lehmann’s classification TNBC

©® PAMS5O0/claudin-low classification

Le Du F. Oncotarget. 2015



Heterogeneity of TNBC: It is not one disease

Many Approaches Under Evaluation for TNBC
in Clinical Trials

Pathway/Drug type Drugs in development

DNA repair PARP inhibitors (olaparib, rucaparib, veliparib), platinum
agents (cisplatin, carboplatin)
Ba S a[-[,‘ke PI3K/Akt/mTOR P13K inhibitors (buparlisib, taselisib, GDC0941,
W AZD8186, many others); Akt inhibitors (GDCO068,
others), mTOR inhibitors (everolimus, others)
Androgen (testosterone) Anti-androgens (bicalutamide, enzalutamide)
signaling
Immune CTLA4 blockade (ipilumumab), PD1/PD-L1 blockade
(nivolumab, pembrolizumab, atezolizumab),
Antibody-drug conjugates IMMU-132, SGN-LIV1A, PFO6647263, CDX-011
N — . Cell cycle Dinaciclib, seleciclib
Immune Chk1 GDCO575
lnﬁ”r ate ‘ dcias Bromodomain TEN-101, GSK525762
y Heat shock (stress) Ganetespib, others

Angiogenesis Ramucirumab, cedirinib
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What is new....??

....neoadjuvant setting



Sali di platino nei tumori triple negative

" S S N

GEICAM EC-D Basal-like 30%
EC-D+Cb 30%

GeparSixto 165 PM/bev TNBC (subset) 38%
PMCb/bev 59%

CALGB 40603 455 T-AC(bev) TNBC 46%
T/Cb-AC (bev) 60%

ADAPT-TN 336 Nab-P/weekly Gem TNBC 29%
Nab-P/weekly Cb 46%

Carboplatin augments pCR in TNBC

AC, doxorubicin and oyclophosphamide; Ch, carboplatin; EC-D, epirubicin and cyclophosphamide followed by docetaxel; PM, paclitaxel and methotrexate; PST, primary systemic therapy; T, trastuzumb; TNBC,
triple-negative breast cancer

Alba E, et al. Breast Cancer Res Treat. 2012;136(2):487-493. von Minckwitz G, et al. Lancet Oncol. 2014;15(7):747-756. Sikov WM, et al. J Clin Oncol. 2015;33(1):13-21. Gluz O, et al.
J Natl Cancer Inst. 2017 Dec 8. [Epub ahead of print].




Sali di platino nei tumori triple negative

Segment 1 Segment 2
12-16 weeks 8-12 weeks
_ﬁ_er_A Veliparib 50 mg BID
+ carboplatin + paclitaxel 8

Arm B H .
. Placebo BID 3 Doxorubicin + stUd Ob ectives
Screening | =|- + carboplatin + paclitaxel ] cyclophosphamide - Surgery" v J
1 <Day-28 ; ; : .
Arm C ——— l Primary objectives:
Informed Bl P'acebo+ paclitaxel Pre-Op * Pathologic complete response (pCR) in breast
Consent Randomization Visit®

2:1:1 and ipsilateral axillary lymph nodes

Secondary objectives:

M -First day of treatment with veliparib/placebo + carboplatin/placebo + paclitaxal ¢ EFS_, OS_, d nd rate 'Df E‘Iigil:”llt‘!f‘Y fDl" breast
@ = Last dose of veliparib/placebo + carboplatin/placebo + paclitaxel Cﬂnfrervaﬁﬂn aﬁ:er thera pv

2 Performed at least 2 weeks after last chemotherapy treatment.
“ Surgery (+/- radiotherapy)was recommended approximately 2—8 weeks after last chemotherapy treatment.

EFS, event free survival; P, paclitaxel; OS5, overall survival; V, veliparib
Loibl S, et al. Lancet Oncel. 2018;19(4):497-509.




Sali di platino nei tumori triple negative

Intent to Perform a

Pathologic Complete Response
Breast-Conserving Surgery

ypT0/Tis ypNO

% Patients

% Patients

44.1 44.1

57.5 31.0 61.6
Cbhb+P P Vv+Cbh+P Cbhb+P P
n=160 n=158 n=73 n=34 n=34

Minimal Residual Disease
Residual Cancer Burden Class 0 or |
P<.001
P=74

Clinical Response Rate*
P<.001

I p=96
[ |
I |
[ —
——
— —

% Patients
% Patients

Error bars are 95% confidence intervals based on normal approximation. P values were calculated from Cochran-Mantel-Hasnszel test versus Arm A (V+Chb+P).
Loibl 5, et al. Lancet Oncol. 2018;19(4):497-509.

*Clinical response rate after paclitaxel based treatment on serial MRI assessment




Neoadjuvant talazoparib

Study Design

N=20*

Systemic Therapy of
Physician’s Choice

Talazoparib
1 mg orally daily

A A
I N
Biopsy Ultrasound Ultrasound
Ultrasound

0 2 4
{Cycles*™)

Surgery

Residual Tissue Correlatives

*1 patient took 5 months of talazoparib and then refused biopsy and
surgery and proceeded to chemotherapy

Eligibility ** 1 cycle=28 days
« Tumors > 1 cm Primary Objectives

» Clinical Stage I-1ll * pCR (ypTO0/is ypNO)
*» Germline BRCA mutation « RCB-0 + RCB-I

» No previous therapy for invasive breast cancer

Exclusion Secondary Objective

« HER2 positive » Evaluate toxicity

I #ASCO18
PRESENTED AT 2018 ASCO e O PRESENTED &Y;
ANNUAL MEETIN ”

e

Presented By Jennifer Litton at 2018 ASCO Annual Meeting




Neoadjuvant talazoparib

Pathologic Results
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RCB-0 RCB-| RCB-II RCB 3
pCR (RCB-0): 10/19 = 53%, 95% Cl = 32%, 73%
RCB-O+I: 12/19 = 63%, 95% Cl = 41%, 81%

AS ' #ASCO18
ureoar: 2018 GO neow .
ANNLUA VEETING MATRAGON RATEE (00 TR0

Presented By Jennifer Litton at 2018 ASCO Annual Meeting




PARP inibitori o platino?

| Talazoparib Cisplatin_____________

Number of patients 20 107
BRCA 1 85% 100%
BRCA 2 15% N/A
Neoadjuvant treatment 6 months 75 mg/m2 q21 days, 4 cycles =
duration 3 months
Adjuvant chemotherapy According to physician’s Doxorubicin +
choice Cyclophosphamyde
Toxicities Hematological Emesis, neuropathy,
nephrotoxicity
pCR rates 53% 61%

Estimated costs of the $ 28.000* $ 240™*

neoadjuvant treatment

1. Byrski, T. et al. Breast Cancer Res Treat (2014) 147: 401. hittps://doi.org/10.1007/510549-014-3100-x



Take home messages

Preoperative treatment to be preferred in II/1ll stage

Cisplatin in the neoadjuvant setting only in the BRCA mutated or in all the
TNBC?



What is new....??

..Advanced TNBC

o \

Immune Androgen
checkpoint receptors
inhibitors inhibitors

Parp
inhibitors




EMBRACE Trial of Eribulin vs TPC for Heavily Pretreated
MBC

Randomized 2:1 after stratification by region
(N. America/W. Europe/Australia vs E. Europe
vs Latin America/S. Africa), prior capecitabine,

HER?2 status

metastatic BC, 2-5 prior
chemotherapy regimens Until PD, unacceptable
(including anthracycline and toxicit’y physician
taxane, and = 2 regimens for discreti(;n consent
advanced disease), progression withdrawal ’or serious
< ’ :
= 6 mos of most recent protocol noncompliance
chemotherapy, neuropathy grade
<2,ECOG PS 0-2
(N =762)
*TPC included any single-agent chemotherapy or hormonal/biological therapy approved for
cancer treatment, administered per local practice; radiotherapy; or symptomatic therapy only.

Women with locally recurrent or l

* Primary endpoint: OS
* Secondary endpoints: PFS, ORR, safety

Cortes J, et al. Lancet. 2011;377:914-923



PFES (%)

EMBRACE: PFS and OS

100 -

80 -

)]
&)

N
o

N
o

Median PFS, Mos
Eribulin (n = 508) 3.7
TPC (n = 254) 2.2

HR: 0.87 (95% CI: 0.71-1.05; P = 0.137)

4 8 12 16 20
Mos

Median OS, Mos

Eribulin (n = 508) 13.1
TPC (n = 254) 10.6

HR: 0.81 (95% Cl: 0.66-0.99; P = 0.041)

4 12 16 20 24
Mos
Cortes J, et al. Lancet. 2011;377:914-923.



EMBRACE: Subset Analysis of OS by Disease
Characteristics (ITT)*

HR (95% CI)
Overall results (n = 762)
Receptor status ER/PgR+ (n = 528)
ER/PgR- (n = 187)
HER2+ (n = 123)
HER2- (n = 565)
ER/PgR/HER2- (n = 144)

No. of organs <2 (n=537)
involved >2(n=217)

Sites of disease Visceral (n = 624)
Nonvisceral (n = 130)

I ] i ] 1
Original analysis based on 55% events in the ITT population. 0.2 0.5 1.0 2.0 5.0
Favors Eribulin < > Favors TPC

Twelves C, et al. SABCS 2010. Abstract P6-14-18.



EMBRACE: Grade 3/4 AEs

*Grade 3 only.

The incidence of fatal AEs related to treatment was 1% in both arms

Cortes J, et al. Lancet. 2011;377:914-923.



Why is TNBC a good target for immunotherapy?

eHigh mutation rate, which can produce neoantigens that induce an immune
response

e|Increased number of tumor-infiltrating lymphocytes, which can facilitate an
Immune response

eHigher PD-L1 expression levels, which can inhibit T-cell antitumor responses, as
compared with other breast cancer subtypes



Atezolizumab and chemotherapy

_______
- ~.
- N

Atezolizumab: —éia8 ‘Lﬂgﬁ 3
Promotes T-cell NG
activation? o Activated
T
T cells \
o 4
SRGE DC
' Tumour ¢
cells @ o

Tumour

Chemotherapy:
Promotes DC
recruitment to the
site of cell death?3

Atezolizumab: Restores anti-cancer immunity,* with
activity further enhanced by chemotherapy-induced antigen
exposure

* Atezolizumab (anti—PD-L1) monotherapy is
approved in the United States, Europe and
elsewhere for certain types of metastatic urothelial
carcinoma and lung cancer*

* In a Phase | study, atezolizumab monotherapy
was active in multiple cancers, including TNBC,>®
with greater activity in patients whose tumours
had PD-L1 IC > 1%°

* The addition of chemotherapy can enhance
atezolizumab’s anti-tumour activity’-8

* In a Phase |b study in mTNBC,
concurrent administration of nab-
paclitaxel did not inhibit
atezolizumab-mediated
immunodynamic effects®

1. Chen Immunity 2013. 2. Zitvogel Immunity 2013. 3. Emens CIR 2015. 4. TECENTRIQ US PI/SmPC 2018. 5. Herbst Nature 2014.

6. Emens JAMA Oncol 2018. 7. Jotte ASCO 2018. 8. Pohlmann AACR 2018.

Schmid P, et al. IMpassion130



Phase Ill study IMpassion1302

Previously untreated metastatic
or inoperable locally advanced TNBCP
N = 902 patients randomized

Stratification factors:

Double blind; no crossover R 1. Prior taxane use

l w l 2. Liver metastases

3. PD-L1 on IC*¢
Atezo + nab-P arm¢ Plac + nab-P arm¢

ITT population: n = 451 ITT population: n = 451

PD-L1 IC+ patients: n = 185 (41%) PD-L1 IC+ patients: n = 184 (41%)

Key study endpoints
» Co-primary: PFS (ITT and PD-L1 IC+)
OS (ITT and PD-L1 IC+)
« Secondary: ORR and DOR
« Safety and tolerability




Primary PFS analysis
Interim OS analysis

ITT population

100
3 | ITT PFS
T 80 Stratified HR, 0.80
2 : (95% CI: 0.69, 0.92)
E P = 0.0025
5
g 2
a I Y 8, —

0O 3 6 9 12 15 18 21 24 27 30 33

Months

] Stratified HR, 0.84
_ 801 (95% CI: 0.69, 1.02)
- P = 0.0840°
£ 601
b ]
T 40
g ]

29 17.6 mo | ' 21.3mo
o (15.9, 20.0) | 1(17.3, 23.4)
0 3 6 9 12 15 18 21 24 27 30 33 36
Months

NE, not estimable.

Median follow-up (ITT): 12.9 months.
A PD-L1+: PD-L1in 2 1% of IC. ¥ Not significant. ¢ Not formally tested per hierarchical study design.
1. Schmid N Engl J Med 2018. 2. Schmid ESMO 2018 [LBA1_PR].

Progression-free survival

Overall survival

PD-L1+ population?®

100
| PD-L1+ PFS
80- Stratified HR, 0.62
1 (95% CI: 0.49, 0.78)
60 P < 0.0001
40
215.0m
0/(3.8,5.6), (6.7, 9.2)
0 3 6 9 12 15 18 21 24 27 30 33
Months
100 PD'L1+ OS
] Stratified HR, 0.62
801 (95% CI: 0.45, 0.86)¢
60-
40
2(}_ 15.5 mo 25.0 mo
ol (13.1, 19.4) (22.6, NE)

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

Months

Emens LA, et al. IMpassion130 biomarkers.
SABCS 2018 (program #GS1-04)



PES subgroup analysis: ITT population

Characteristic Patients Hazard Ratio (95% ClI)2
All 902 e 0.81 (0.70, 0.93)
Baseline liver metastases Yes 244 G 0.80 (0.62, 1.04)
No 658 e 0.79 (0.66, 0.94)
Prior taxane use Yes 461 — O 0.80 (0.65, 0.97)
No 441 ] 0.81 (0.66, 1.00)
PD-L1 status PD-L1+ (IC1/2/3) 369 e 0.64 (0.51, 0.80)
PD-L1- (IC0) 533 T 0.95(0.79, 1.15)
Age group 18-40y 114 ¢ 0.79 (0.53, 1.16)
41-64y 569 ‘ﬁ‘_ 0.84 (0.70, 1.01)
265y 219 § 0.69 (0.51, 0.94)
ECOG PSP 0 526 & 0.78 (0.64, 0.94)
1 372 N 0.82 (0.66, 1.03)
Baseline disease status  Locally advanced 88 *— 0.66 (0.40, 1.09)
Metastatice 812 — 0.82 (0.71, 0.96)
No. of metastatic sites 0-3¢ 673 —— 0.76 (0.64, 0.91)
> 3¢ 226 ] 0.89 (0.67, 1.17)
Brain metastases Yes 61 g ' 0.86 (0.50, 1.49)
No 841 e 0.80 (0.69, 0.93)
Lung metastases Yes 468 %0— 0.87 (0.72, 1.07)
No 434 *“* 0.74 (0.60, 0.91)
Prior (neo)adjuvant chemo Yes 570 %0— 0.85 (0.71, 1.03)
No 332 SRR 0.72 (0.57, 0.92)
A + nab-P better +—, 1 -, —> P+

Data cutoff: 17 April 2018.

a Unstratified HRs are shown; 95% Cls are
plotted as error bars. Dashed vertical line
represents value in ITT population.

b Patients with ECOG PS 2 not plotted.

¢ Excludes patients with unknown/other values.

nab-P better Schmid P, et al. IMpassion130



Secondary efficacy endpoints

70 A

60 -

50 -

ORR (%)

30 -
20 -

10 -

| 2%

PR:
CR: II 0

40 -

ITT?

56%
46%

49%
44%

PD-L 1+
59%
43%
49%
42%

m 1%

Atezo + Plac +
nab-P nab-P

Atezo + Plac +
nab-P nab-P

DOR, median
(95% CI), mo

7.4 5.6
(6.9, 9.0) (5.5, 6.9)

8.5 5.5
(7.3,9.7) (3.7, 7.1)

No. of ongoing
responses, n (%)°

78 (31%) 52 (25%)

39 (36%) 19 (24%)

* Numerically higher and more durable
responses were seen in the Atezo
+ nab-P arm

e Differences were not
significant based on a level =
0.1% (ITT:

P =0.0021; PD-L1+: P =
0.0016)

* The CR rate was higher in the Atezo
+ nab-P arm vs the Plac + nab-P arm

* ITT population: 7% vs 2%
 PD-L1+ patients: 10% vs 1%

Schmid P, et al. IMpassion130



In either arm, n (%)
Alopecia

Fatigue

Nausea?

Diarrhoea

Anaemia

Constipation

Cough?

Headache

Neuropathy peripheral

Neutropaenia?

Decreased appetite

Neutrophil count decreased

Hypertension

Atezo + nab-P
(n = 452)

255 (56%)
211 (47%)
208 (46%)
147 (33%)
125 (28%)
113 (25%)
112 (25%)
105 (23%)
98 (22%)
94 (21%)
91 (20%)
57 (13%)
22 (5%)

3 (1%)
18 (4%)
5 (1%)
6 (1%)
13 (3%)
3 (1%)
0
2 (< 1%)
25 (6%)
37 (8%)
3 (1%)
21 (5%)
4 (1%)

Plac + nab-P
(n = 438)

Grade 3-4 | Any Grade

252 (58%)
196 (45%)
167 (38%)
150 (34%)
115 (26%)
108 (25%)
83 (19%)
96 (22%)
97 (22%)
67 (15%)
79 (18%)
48 (11%)
24 (5%)

Grade 3-4

1 (< 1%)
15 (3%)
8 (2%)
9 (2%)
13 (3%)
1 (< 1%)
0

4 (1%)
12 (3%)
36 (8%)
3 (1%)
15 (3%)
11 (3%)

Most common AEs regardless of attribution

AEs in 2 20% (all grade) or
2 3% (grade 3-4) of patients

* The most common AEs were
generally similar between arms

* Most common Grade 3-4 AEs:
neutropaenia, decreased
neutrophil count, peripheral
neuropathy, fatigue, anaemia

* Grade 3-4 AEs > 2%
higher in the Atezo
+ nab-P arm included
peripheral
neuropathy (6% vs
3%)

Schmid P, et al. IMpassion130



Biomarkers

The majority of patients with expression
of PD-L1 on TC are included within the
PD-L1 IC+ population

PD-L11IC+
41%

PD-L1 TC+
9%

PO-LYICs
LR

coa+

—

CDB—/PD-L1 IC+ (n = 37) CD8+/PD-L11C~ (n = 220)

HR (95% Cl) P Value
PFS 033(0.13,087) 003
0S  025(0.06,1.02) 005

HA(95% CI) P Value
PFS 0.89(0.66,120) 045
0S  077(050.1.17) 021

CD84+/PD-L1 IC+ (n = 280)
HR(95% Cl) P Value

PFS 0.61(0.46,0.80) <0.005

0S  055(0.38,0.80) <0005

* PD-L1 IC+ are enriched in CD8+ (P < 0.0001) and CD8+ are enriched in PD-L1 IC+ (P < 0.0001)%
= Patients with CD8+ tumors derived clinical benefit (PFS/OS) only if their tumors were also PD-L1IC+

TIL-/PD-L1 IC+ (n = 176)
HR (95% CI) P Value

PFS 0.74 (054, 1.03) 0.07

OS 0.65(0.41,1.02) 0.06

L+/PD-L1 IC- (n = 94)

HR (95% CI) P Value
PFS 099(062,157) 097
os 1.53(0.76,3.08) 024

TIL+/PD-L1 IC+ (n = 190)

HR (95% Cl) P Value
PFS 0.53(0.38,0.74) =0.005
0S8 057(035,092 002

= TIL+ were enriched for PD-L1 IC+ (P < 0.0001) but PD-L1 IC+ were not enriched for TIL+ (P = ns)*
* Patients with TIL+ tumors derived clinical benefit (PFS/OS) only if their tumors were also PD-L1 IC+

PD-L11C+ BRACA12
K mutant
15%

BRCA1/2 non-mut/PD-L1 IC+ (n = 257)

HR (85% CI) PValus
PFS 0.63(0.48, 0.83} £ 0.008
0S 062(043,091) 0.01

BRCA1/2mut/PD-L1 IC~ (n = 44)
HR (85% Cl) P Value
PFS 077(0.37,161) 049
0S 085(0.29,243) 076

BRCA1/2mut/PD-L1 IC+ [n = 45)
HR{95% Cl)  PValue

PFS 045(0.21,096) 004

OS 087(0.26,285 082

* BRCA1/2 mutants and PD-L1 IC+ are independent from each other (P = ns)?

* Patients with BRCA1/2-mutant tumors derived clinical benefit (PFS/0S) only if their tumors were also
PD-L1ICs+

Emens, 2018 SABCS GS-104



IMpassion130 conclusions

* IMpassion130 is the first Phase Il study to demonstrate a benefit with first-line immunotherapy in Mtnbc

* Atezolizumab + nab-paclitaxel resulted in statistically significant PFS benefit in the ITT and PD-L1+
populations (ITT HR = 0.80 [95% CI: 0.69, 0.92] and PD-L1+ HR = 0.62 [95% CI: 0.49, 0.78]),
which was clinically meaningful in the PD-L1+ population

* At this first interim OS analysis, clinically meaningful improvement in OS with atezolizumab
+ nab-paclitaxel (vs placebo + nab-paclitaxel) was observed in the PD-L1+ population,
with a HR of 0.62 and a median OS improvement from 15.5 months to 25.0 months
(formal OS testing in PD-L1+ patients not performed per hierarchical study design)

* No detriment observed for the PD-L1- subgroup

* Atezolizumab + nab-paclitaxel was well tolerated, with a safety profile consistent
with each agent

* For patients with PD-L1+ tumours, these data establish atezolizumab + nab-paclitaxel
as a new standard of care

Schmid P, et al. IMpassion130



OlympiAD: Olaparib vs SOC for gBRCA1/2+, HER2-
MBC

Randomized, open-label phase Il study

Stratified by prior CT for metastatic disease
(yes vs no), HR status (HR+ vs TNBC), prior
platinum tx (yes vs no)

Pts with HER2-negative MBC with l
suspected or confirmed deleterious gBRCA Until PD or
mutation; TNBC or HR+ disease; < 2 prior — unacceptable

lines of CT* for MBC:; if HR+, not suitable for ..
' ' toxicit
ET or progressedon =1 ET \ y
(N =302)

*Either (neo)adjuvant treatment or treatment for metastatic disease with an anthracycline (unless contraindicated) and taxane. If received
platinum-based tx, pt either could not have progressed on tx in metastatic setting or must be = 12 mos since (neo)adjuvant tx.
TPhysician’s choice of: capecitabine 2500 mg/m?2 PO Days 1-14; eribulin mesylate 1.4 mg/m? IV Days 1, 8; vinorelbine 30 mg IV Days 1, 8.

Primary endpoint: PFS per mRECIST v1.1 (BICR)
Secondary endpoints: time to second progression/death, OS, ORR, safety, HRQoL

Robson ME, et al. N Engl J Med. 2017;377:523-533.



OlympiAD: PFS by BICR (Primary Endpoint)

100 -
90 -
80 - Progression/deaths, n (%) 163 (79.5) 71 (73.2)
70 - Median PFS, mos 7.0 4.2

60 - HR: 0.58 (95% CI: 0.43-0.80:
50 - P < 0.001)

PFS (%)
N
o

30 -
20 -
10 -
O
O 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Pts at Risk, n Mos

205 177 154 107 94 69 40 23 21 11 4 3 2 1 0
97 63 44 25 21 11 8 4 4 1 1 1 1 0 O

Robson ME, et al. N Engl J Med. 2017;377:523-533. Robson ME, et al. ASCO 2017. Abstract LBA4.



OlympiAD: OS by Investigator Assessment

100 =

90 A
80 - Deaths, n (%) 94 (45.9) 46 (47.4)
70 - Median OS, mos 19.3 19.6

60 - HR: 0.90 (95% CI: 0.63-1.29:
50 P =0.57)

40 -
30 -
20 -
10 -
o4 0000000000000

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 3

Pts at Risk, n Mos

205 205 199 189 178 159 146 109 78 46 30 18 14 8 4 0
97 92 8 79 74 69 62 50 34 24 13 9 7 4 2 0

Robson ME, et al. N Engl J Med. 2017;377:523-533.

0S (%)




OlympiAD: Adverse Events

Any-Grade AEs in 2 15% of Pts Grade 2 3 AEs in 2 2% of Pts
Nausea 58, i 35 _ :
16 i 4

Anemia 40| i 26 Anemia S:D
Vomiting 30 15 Neutropenia o [ 26
Fatigue 29| \! 23 Decreased white blood cells 3T 10
Neutropenia 27! i 50 _ ]
Diarrhea 21‘ ‘i ‘22 Fatigue SDEH 1
Headache 20 f 15 Leukopenia 23
Cough _ 17 7 Decreased platelet count o[l 1
Decreased white blood cells 16| i 21 :
Decreased appetite 16@?3 12 Increased AST 2 Di 0
Pyrexia 14, \ 18 Dyspnea 103
Increased ALT 11 18 i

: Headache i
Increased AST ol 17 Olaparib 1 HED 2 Olaparib
Hand—foot syndrome 1] 21 CT Hand—foot syndrome 0 {2 CT

1 1 1 | | 1 1 1 1 1 1 1 1 1 1
75 50 25 0 25 50 75 75 50 25 0 25 50 75
AEs (%) AEs (%)

Robson ME, et al. N Engl J Med. 2017;377:523-533. Robson ME, et al. ASCO 2017. Abstract LBA4.



Talazoparib in BRCAmut tumors

Table 2. Secondary and Exploratory Efficacy End Points.

A Progression-Fee Sarvival
1008~ No.of Patiests  No.of Events (%)  Median [35% (1)
30+ ‘.\0« ms
3 PO Talazoparib unr 186 83) 16012-93)
3 - e Standaed Therapy 144 1355 56(42-87)
'! z P A \- Hazand rato for progresson or deaty, 0.54 (55% C1, 041-2.71)
£ P<0.001
S = 2
a3 3
g ! 4= [
37 » - .
-.E. E S = M_
£ w ey, L
N Standass Serspy
H 3 5 3 2 5 ) a 1 7 » B 3 3 2
Months
No. at Risk jeventsjcamulative events|
Teazoguh 257 @/0) 229 [S35T) 341 (53/363) 31 (4/137) 55 (17/1S4) 42 [3163) 25 (D B4 18 [5A) {4183 S5 I @YU 1 @)S) 0186 00085
Sdedthenpy M@ G M) RES) SO ERTH  407H 2285 2P8) 1/ O OREy) omE OmEy 09
B Progression-fee Survival, According to Subgreup
Hazard Ratic for Disaase Progression or Desth
Subgreup No. of Patients 5| g%
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Talazoparib Better

Standard Therapy Better

Variable

Best overall response armong patients with measurable disease
— no. (%) 1

Complete response
Partial response
Stable disease

Could not be evaluated

investigator-assessed overall objective response among patients
with measurable disease — % of patients (95% CI)T

Clinical benefit rate at 24 wk in intention-to-treat population
Patients with clinical benefit — no. /total no.
Percent of patients (95% Cl)

Investigator-assessed response in subgroup of patients with
objective response

No. with response
Median duration of response — mo

Interquartile range

Talazoparib Standard-Therapy
Group Group
(N=219) (N=114)
number (percent)
12 (5.5) 0
125 (57.1) 31(27.2)
46 (21.0) 36 (31.6)
4 (1.8) 19 (16.7)
62.6 (55.8-69.0) 27.2 (19.3-36.3)
197/287 52/144
68.6 (62.9-74.0) 36.1 (28.3-44.5)
137 31
54 31
2.8-112 24-6.7

Odds Ratio
(95% CI)

5.0 (2.9-8.8)

43 (2.7-638)

P Value®

<0.001




Endocrine Therapy
Androgen Receptor in TNBC

* Present in 10-30% (1-10% cut off)
e Better survival

* Expressed in older patients, lower grade tumors (G1-G2),
higher PD-L1 expression

* Rare co-expression in patients with BRCA-mutation

Gasparini P et al, PLOS One 2014; 9:e88525. Loibl S et al, Breast Cancer Res Treat 2011; 130:477-87. Proverbs-Singh T et al,
Endocr Rel Cancer 2015; 22:R87-R106. Tung N et al, ASCO Annual Meeting 2015 (abstract 1005)



Endocrine Therapy
Ongoing studies in breast cancer

Agent

AR antagonist
Bicalutamide
Enzalutamide (MDW3100)

Biosynthesis inhibitor
Abiraterone acetate

Abiraterone acetate
Orteronel (TAK-700)

Orteronel (TAK-700)

Phase

b

Targeting the AR carrier molecule

Ganetespib (STA-9090)

Ganetespib (STA-9090)

Selective AR modulators (SARMSs)

Enobosarm {(GTx-024)

Combination trials

Trastuzumab +enzalutamide

Fulvestrant + enzalutamide

Exemestane +abiraterone

Population

AR+ mTNEC
AR+ mTNBC

ER+ or AR+ mBCa,
post-menopausal

AR+ TNBC,
molecular apocrine

HR 4+ mECa

HR + mBCa

mBCa

mBCa (TNBC, ER+, HER2 +)
mBCa
mBCa, AR+, HER2 +

ER + AR+ mBCa

mBCa, ER +

Motes

Gucalp et al. (2013)

Prostate (Dreicer et al.

(2014))

Small-molecule HSP90
inhibitor

Small-molecule HSP20
inhibitor

O'Shaughnessy et al.
(2014)

References/clinicaltrials.gowv

MCTO0468715 (clased)
MNCT01889238 {active, not
recruiting)

MNCTOD755885 (active, not
recruiting)
MNCTO1842321 (recruiting)

NCTO1808040 (suspended)
NCTO01990209 (recruiting)

MCTO01273896 (completed
results pending)

MNCTO1677455 (active, not
recruiting)

NCTO1616758 (active, not
recruiting)

MNCT02091960 (recruiting)

MNCT01597193 (active, not
recruiting)

NCTO1381874 (active, not
recruiting)

Proverbs-Singh T et al, Endocr Rel Cancer 2015; 22:R87-R106



Take home messages
* After many years... new targeted therapies for treatment TNBC

* The real clinical significance of the results of PARP inhibitors on
prognosis will elaborate strategies for testing BRCA mutations
(selected groups, carpet screening, alternative tests?)

* The combination of chemotherapies and immunotherapy is
effective in tumors PD-L1 +

Single Agent ¢
1% A

d A
Chemotherapy
& 23%

* |t is necessary to define best setting

* Define effective combinations

yyyyyyyyyyyyyyyyyyyy
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Innovation and sustainability

Pipeline by Number of Targeted Agents and Selected Pathways

Phase Il and above

I Breast Cancer B riscic B CRC Il Frostate Cancer I HCcC I L
I Gastic Cancer [l Leukemia [l Pancreatic Cancer Renal Cancer [l Head. Neck (inck Thyroid) Cancer
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E_ 40
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E 30
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2
- 20
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2 2 ’ 1
PISK/mTOR/AKT VEGF BRAF MEK
Inhibitor Inhibstor Inhibitor inhibitor
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Expected Combination Regimen Launches in Oncology
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Sustainability interventions

Unified strategy for the control of cancer from prevention, diagnosis, treatment and rehabilitation
Implementation of regional oncological networks

Appropriateness of performance (diagnostic and therapeutic)

National recommendations for patient selection care

Strategies based on biological and clinical criteria

Implementation and public/industrial cooperation in the
search



Thanks...



