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IMpassion 130

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

Stratification factors:

Double blind; no crossover 1. Prior taxane use

l 2. Liver metastases

o
1)/

3. PD-L1o0nIC*
Atezo + nab-P arm¢ Plac + nab-P arm¢

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

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

PD-L1 IC+ patients: n = 185 (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
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Questions

* Would the benefit of adding 10 to chemotherapy be
greater in an earlier disease setting?

* Will the addition of 10 to chemotherapy T pCR rates?

* And if T pCR rates, will this lead to improved survival?

* Is it safe to give 10 before surgery?
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Primary Tumors have more TlLs and Higher PD-L1
Expression

PD-L1 status by
FS T™MA Fs TMA primary vs metastatic tissue?

p=0.026 =0.089 p=0.0004 p=0.033
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TILs are Predictive of Response to Pembrolizumab

KEYNOTE-119 KEYNOTE-086
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Benefit of Pembrolizumab T with Greater PD-L1
Expression
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05 in the ITT, CPS 21 and CPS 210 populations were primary endpoints; OS in the CPS 220 population was an exploratory endpoint. Data cutoffdate: April 11, 2018
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Neoadjuvant Trials

* [-SPY2

* Geparnuevo

* NeoTRIP

* KEYNOTE 522
* IMpassion 031
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I-SPY2: Neoadjuvant Pembrolizumab

| _
Paclitaxel > s
/ 4 Doxorubicin U
Adaptive : 60 mg/m2 R
Randomization Paclitaxel + Pembro Cyclophosphamide G
- 600 mg/m?2 E
Other HER2- Arms > X 4 R
Y
12 weeks 8-12 weeks
Control Experimental

Paclitaxel 80 mg/m2 every wk x 12 | | Paclitaxel 80 mg/m2 every wk x 12
Pembro 200 mg every 3 wks x 4
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PCR Rates

Estimated pCR Rate o
(95% probability interval) Probability, %

Probability FIEEEE
Pembro (n=69) | Control (n=181) Superior PQObab'“ty. 2
Conrol uccess |n_
Phase 3 Trall
HER2- 44 (33-55) 17 (11-23) >09.9 98.5
HR+/HER2- 30 (17-43) 13 (7-19) >99.9 99.6
TNBC 60 (44-75) 22 (13-30) 99.6 83.4
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irAEs

Pembrolizumab (n=69) Control (n=180)
% (n) % (n)
All grades Grade 3-5 All grades Grade 3-5

Hypothyroidism 8.7 (6) 1.4 (1) 0.6 (1) 0 (0)

Hyperthyroidism 4.3 (3) 0 (0) 0 (0) 0 (0)
@enal Insufficiency 8.7 (6) 7.2 (5) > 0 (0) 0 (0)

Hepatts 292 292 0 (0) 0 (0)

Pneumonitis 2.9 (2) 0 (0) 1.1 (2)

Colitis 1.4 (1) 1.4 (1) 0.6 (1)

Pruritis 24.6 (17) 0 (0) 11.1 (20)

¥

b 1955 35" ANNIVERSARY 5090 4
& Ly

35™ Anniversary Annual Meeting & Pre-Conference Programs @ #SITC2020 ‘\?/

Nanda R, et al. JAMA Oncol 2020;6:1-9




KEYNOTE 522: Preoperative Pembro

44— Neoadjuvant Phase >4 Adjuvant Phase =——————p
Neoadjuvant Treatment1 Neoadjuvant Treatment 2 Adjuvant Treatment
(cycles 1-4; 12 weeks) (cycles 5-8; 12 weeks) (cycles 1-9; 27 weeks)

Key Eligibility Criteria
* Age 218 years
* Newly diagnosed TNBC of
either T1c N1-2 or T2-4 NO-2
+ ECOG PS0-1

+ Tissue sample for PD-L1
assessment®

Pembrolizumab 200 mg Q3W

Pembrolizumab 200 mg Q3W

Primary Endpoints:
pCR
EFS

Placebo

Placebo

N=1 1 7 4 Stratification Factors:
* Nodal status (+ vs -)

+ Tumor size (T1/T2 vs T3/T4)

+ Carboplatin schedule (QW vs Q3W)

Neoadjuvant phase: starts from the first neoadjuvant treatment and ends after definitive surgery (post treatment included)
Adjuvant phase: starts from the first adjuvant treatment and includes radiation therapy as indicated (post treatment included)

*Must consist of at least 2 separate tumor cores from the primary tumor. “Doxorubicin dose was 60 mg/m? Q3W.
tCarboplatin dose was AUC 5 Q3W or AUC 1.5 QW. Epirubicin dose was 90 mg/m? Q3W.
*Paclitaxel dose was 80 mg/m? QW. Cyclophosphamide dose was 600 mg/m? Q3W.
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pCR

Primary Endpoint: ypT0/Tis ypNO By PD-L1 Status®: ypTO0/Tis ypNO
100 - 100 -
| A 13.6 (5.4-21.8)2 | A 14.2(5.3-23.1)
W P=0.00055 = |
80 | 801  68.9% A 18.3 (-3.3-36.8)?
70/  64.8% |

45.3%

PCR, % (95% Cl)
PCR, % (95% Cl)

Pembro + Chemo
260/401 103/201 Placebo + Chemo | 230/334 90/164

PD-L1-Positive (83.7%) PD-L1-Negative
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pCR by Stage
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133/182
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54/87

A 7.8(-7.4t0 22.8)

56.2%
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48.4%

30/62
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A 24.6 (4.3 to 43.1)
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66.7%

40/60 16/38
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Pembro + Chemo

Placebo + Chemo

A 25.6 (-6.1 to 48.9)

48.6%

23.1%

18/37 3/13
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EFS — Interim Analysis

91.3%
100+ L m 85.3%
o M
80+
70- * First interim analysis of EFS based on 1174
2 604 patients: pre-calculated P value boundary for
» 50+ significance of 0.000051 (HR <0.4)
L -
40 - Median follow-up, 15.5 months
307 Events HR
204 (95% Cl)
Pembro + Chemo/Pembro 71.4% 0.632
10- : Placebo + Chemo/Placebo  11.8%  (0:43-0-93)
0 —rr 1 r 1 rrr 11 : r - r 1 r 11
0 3 6 9 12 15 18 21 24 27
No. at Risk Months
784 780 765 666 519 376 242 73 2 0
390 386 380 337 264 186 116 35 1 0
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Treatment-Related AEs

e Generally similar rates of grade 3-5 tox during neoadjuvant phase

* Discontinuation rates

* Neoadjuvant: 23.3% pembro vs 12.3% placebo
* Adjuvant: 3.3% pembro vs 1.3% placebo

* Immune related: 10-15% can be permanent

* Hypothyroidism 14.9%; hyperthyroidism 5.1%
* Adrenal insufficiency 2.7%

* Pneumonitis 1.9%

* Colitis 1.8%

* Hypophysitis 1.8%

* Hepatitis 1.4%
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IMpassion031: Preoperative Atezolizumab

. Atezolizumab
N = 333 Atezolizumab 840 mg IV q2w -
_ _ 840 mg IV q2w + Atezolizumab
* TNBC, with primary tumour > 2 cm + Doxorubicin S 1200 mg IV q3w
b-paclitaxel 60 mg/m?2 IV q2w
» cT2-cT4, cNO-cN3, cMO LELen L Cvclobhosphamide U x 11 doses
’ ’ I UIEHTE 1 g 600 mgimi IV a2w B
* Known PD-L1 status (IHC) G Survival
* No prior therapy for treatment Placebo E follow-up?
or prevention of BC Flacebo o R
+ Doxorubicin Y L.
* ECOGPSOor1 nab-paclitaxel 60 mg/m2 IV q2w Monitoring
125 mg/m2 IV qw Cyclophosphamide
600 mg/m? IV q2w
Stratification Factors: 12 weeks 8 weeks PCR <1 year
- Stage Il vs Stage Il from start

* PD-L11IC<1%vsIC21%

Primary Endpoints: pCRin ITT andPD-L1+ populations
Secondary Endpoints: EFS/DFS/OS in ITT and PD-L1+ populations, safety, PROs

7SitC™
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PCR

pCR (95% CI), ypT0/is ypNO

100 1 A 16.5% (5.9, 27.1)
%0 - P =0.00442

80 1 |

70 57.6%

PCR (95% ClI), %

95/165 69/168

Atezolizumab-chemo Placebo-chemo

a0ne-sided significance boundary P = 0.0184 (accounting for the adaptive enrichment design). P = 0.0085 for the intersection hypothesis of pCR in the ITT and PD-L1-positive population.
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pCR by PD-L1 Status

PCR (95% CI), ypTO0/is ypNO (PD-L1—-positive) PCR (95% CI), ypTO0/is ypNO (PD-L1-
100 - A19.5% (4.2, 34.8) 100 - negative)
P =0.021b
90 - Did not cross significance 90 -
o/bounda/y of 0.0184 A13.3%
< 80 - 68.8% 2 801 — (-0.9, 27.5)
8 70 - o 70 A o
N3 49 30/ X 477 /o
o " 70 S 60 -
e 60 A &
% S 34.4%
2 50 - 2 50 A
40 - 40 |
30 A 30 -
20 20 |
10 A 10 A
. 42/88 32/93
0- Atezolizumab- Placebo- Atezolizumab- Placebo-
chemo chemo chemo
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Adverse Events of Special Interest

Summary, n (%) Atezolizumab-Chemo (n = 164) Placebo-Chemo (n = 167)
All AESIs 115 (70.1) 101 (60.5)

Grade 3-4 AESI 24 (14.6) 20 (12.0)

Serious AESI 11 (

AESI requiring systemlc corticosteroids KN522
Hypothyroidism 14.9% M
Hepatitis 2(1.2)
Hypothyroidism 11 (6.7) Hyperthyr0|d|sm 5.1%
Hyperthyroidism 5(3.0) Adrenal insufficiency 2.7%
Adrenal insufficiency 0 o ooy o
Pneumonitis 2(1.2) 1(0.6) 2(1.2) 0
Colitis 1 (0.6) 1(0.6) 1(0.6) 0
Guillain-Barré syndrome 0 0 2(1.2) 1 (0.6)
Diabetes 1(0.6) 0 1(0.6) 0
Encephalitis® 1 (0.6) 1 (0.6) 0 0
Myositis 1(0.6) 1(0.6) 0 0
Rash 80 (48.8) 6 (3.7) 82 (49.1) 6 (3.6)
Infusion-related reactions 17 (10.4) 1 (0.6) 11 (6.6) 1 (0.6)
Ocular inflammatory toxicity 2(1.2) 0 0
Severe cutaneous reactions 0 0 1(0.6)
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NeoTRIP — Preoperative Atezolizumab

/*HER-Z )
negative, ER
and PgR Carboplatin (AUC2) + nab-paclitaxel | | S | AC/EC/IFEC | |F
negative <] (125 mg/m2) weekly for 2 wks every 3; 8 cy for 4 cycles o)
early high-risk L
(T1eN1; T2N1; | R (|3
T3NO) or .| carboplatin (AUC2) + nab-paclitaxel W
locally “ | (125 mg/m?) weekly for 2 wks every 3;8cy |, S N AC/EC/FEC N
advanced + Atezolizumab day 1 every 3 wks for 8 for 4 cycles U
unilateral cycles P
breast cancer

A8 4

Tumour & Blood
banked for
correlative studies

“Estrogen receptor, progesterone receptor, HER2 and
PD-L1 were centrally assessed before randomization
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pPCR rates

60 | Withatezo [ | No atezo
50- "' = I
40- J | l T i
304 i
204 = ]
10- 43.5% | | 40.8% 51.9%| | 48.0% 32.2%| |32.3%
0
Overall PD-L1 positive
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GeparNuevo

Window of opportunity

until amendment
| ] |

N= 174 Durvalumab Nab-Pac 2] ECx4
TNBC o +Durvalumab § e e
) 8 2
@ =L
Strata: R = 3 <‘3D
— m
-TILs o o <
(low/med/high) &2 Nab-Pac 3 ECx4
+Placebo o +Placebo
2 weeks I 12 weeks I 8 weeks

Samples* Samples* Samples® Samples*

*Tissue: FFPE, fresh frozen;
Liquid biopsies: full blood; plasma, serum
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Primary Endpoint: pCR, ypTONO

i P=0.287*
70% —
o 53.4%
° Adjusted** OR 44.2%,
50% 1.53 I
0 [95%CI 0.82-
40 2.84]
30% -~ p=0.182
20%
10%
0%
Durvalumab Placebo
«+ For sirattcation factor (TIL N=88 N=86
groups)
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Primary Endpoint: pCR, ypTONO

Subgroup N Odds Ratio P-Value Test for
° f f . patients (95% CI) Interaction
Durva effect seen only in .
Overall 174 __’_ 1.45 (.797, 2.63) 224
L]
— sTiLs | 012
WI n d OW CO h O rt ( n - 1 1 7) 0-10% 66 154 (559, 4.24) 403
11-59% 83 — 1.40 (591, 3.32) 444
>=60% 25 1 2.22(.325, 15.2) 415
PD-L1 Status | 363
0 (o) negative 20 3.60 (.478, 27.1) 214
o p C R 6 1 0 VS . (0] positive 138 — - 1.34 (.684. 2.62) 393
Window | .048
window 117 _|_-_ 2.22 (1.06, 4.64) 035
( p —_ O 3 5 ) no window 57 - 2] 611 (.213, 1.75) .360
L]
— BC Stage 1 165
Stage 0 or | 61 b .813 (.297, 2.23) .686
Stage>=IIA 113 -—:—-— 1.97 (932, 4.17) 076
Grading .903
G1-2 29 - 1.60 (.288, 8.90) 591
a3 145 —4+7 1.43 (.741,2.75) 288
Age (years) 151
<40 47 7 3.00 (.903, 9.96) 073
>=40 127 I 1.09 (.542, 2.19) .807
02 03 05 1 15 2 3 456
OR
more pCR (ypTO/ypNO) with Placebo more pCR (ypTO/ypNO) with Durvalumab
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Summary Neoadjuvant 10 Studies

I-SPY2 KEYNOTE-522 NEOTRIP IMpassion 031 GEPARNUEVO
Pembrolizumab Pembrolizumab Atezolizumab Atezolizumab Durvalumab

Total patients 69/181
Target PD-1
Stage /1
Anthracycline Yes
Carboplatin No

pCR rate ?;?d\;saiz;

35" Anniversary Annual Meeting & Pre-Conference Programs

602/1174
PD-1 PD-L1 PD-L1
/1 [-111 /1
Yes No Yes
Yes Yes No
65% vs 51% 44% vs 41% 57.6% vs 41.1%
(p=0.00055) (p=0.66) (p=0.0044)
Csitc > #SITC2020
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Take Home Messages

« KEYNOTE-522 and IMpassion 031 are complementary and generally
supportive studies

* I pCR with addition of immunotherapy

Benefit seen regardless of PD-L1 status

EFS data in KEYNOTE-522 encouraging but need longer f/u; IMpassion 031
underpowered

* Unclear how pCR with IO will translate to survival advantage

Role of adjuvant therapy unclear at this time (blinded in KN522, unblinded in
IMpassion 031)

e Duration of 10 is important clinical question

Critical differences in chemotherapy backbone
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Questions that Remain

* What is the optimal chemotherapy backbone?

* Can we de-escalate the chemotherapy?

* How should chemotherapy and checkpoint blockade be sequenced?
* Do patients need adjuvant checkpoint blockade?

* Can we expand the benefit to other breast cancer subtypes?

* Do all early stage TNBC patients require 10?
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Do All Early Stage TNBC Patients Need Neoadjuvant

Immunotherapy?
1.0 e ]
..l m- F: ..24 - EEEEE— =
@ E.E'_ % -E..*"“"-h
é ~ ¥ EB’D-'G- .--....i
=
= s \I i L e
m Il-
0 07- ) T %
E 68% *‘_I ."'"n..
S 064 T -
= pCR/non-TNBC Tk
B 0.5 ==== RDjnon-TNBC I__
0.4 . ! ' ' ' '
1 2 3 4 5 6 !
Time After Surgery (years)
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* Early stage TNBC is curable

 TNBC patients that have good
response to anthracycline/taxane-
based chemotherapy have good
prognosis
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Thank You
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