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Keynote 522: Phase 3 Study of Neoadjuvant Pembrolizumab + Chemotherapy
versus Placebo + Chemotherapy, Followed by Adjuvant Pembrolizumab versus
Placebo for Early Triple-Negative Breast Cancer: Pathologic Complete Response in
Key Subgroups and by Treatment Exposure and Residual Cancer Burden
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Background

Patients with TNBC who achieve pathological complete response (pCR)
after neoadjuvant chemotherapy have sustained clinical benefit'2

Taxane- and anthracycline-based neoadjuvant regimens produce pCR
rates of ~40%?2; addition of platinum increases pCR rates to ~50-55%*7

Meta-analysis of individual patient data showed a strong association of
PCR after neoadjuvant chemotherapy with improved long-term EFS
(HR 0.24) and OS (HR 0.16) benefit®

Neoadjuvant pembrolizumab + chemotherapy showed manageable safety
and antitumor activity in early TNBC?.10
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KEYNOTE-522 Study Design (NCT03036488)
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Neoadjuvant pha s from the first necadjuvant 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)
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Study Endpoints

+ Primary Endpoints
~ pCR (ypTO/Tis ypNO) assessed by local pathologist in ITT*

- Event-free survival (EFS) assessed by investigator in ITT In this analysis of

KEYNOTE-522, we

* Secondary Endpoints present the rates of
PCR in key patient

PCR as per alternative definitions (ypTO ypNO and ypTO/Tis)
Overall survival (OS)*

- pCR, EFS® and OS® In the PD-L1-positive population® subgroups and by

- Safety In all treated patients treatment exposure,
« Exploratory Endpoints RCB and immune-

- Residual cancer burden (RCB) mediated AEs

- PCR by patient subgroups

- EFS by pCR®

- pCR and EFS by TiLs®
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Baseline Characteristics, ITT Population

"All Subjects, N = 602

Characteristic, n (%) Rembro ¥ Shemo Flaouo & Sheomo
Age, median (range), yrs 49 (22-80) 48 (24-79)
ECOGPS 1 73(18.2) 28(13.9)
PO-L1-positive* 334 (83.3) 164 (81.6)
Carboplatin schedule

amw 167 (41.6) 83(41.3)

Q3w 234 (58.4) 118 (58.7)
Tumor size

T2 296 (73.8) 148 (73.6)

TTA 105 (26.2) 53 (26.4)
Nodal involvement

Positive 208 (51.9) 104 (51.7)

Negative 193 (48.1) 97 (48.3)
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Definitive pCR Analysis
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First Pre-planned Interim Analysis for EFS

91.3%
100+ 85.3%
o M
80 s
70 « First interim analysis of EFS based on 1174
* 6o patients: pre-calculated P value boundary for
g 50 significance of 0.000051 (HR <0.4)
4 it 1ll’:¢l) + Median follow-up, 15.5 months.
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PCR by Disease Stage pembro + Chemo

Placebo + Chemo
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PCR by Lymph Node Involvement .. cremo
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PCR by PD-L1 Expression Level  rwuo:cene
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PCR by Exposure to Chemotherapy

Pembro + Chemo
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= Full Chemo®  Full Chemo*

*Full chemotherapy exposure = (Pacitaxel Weekly 10-12 doses) and
(Carbopkatin Weekly 10-12 coses or Carboplatin GIW 4 doses) and
(Doxorubicin Q3W 4 doses or Epirubicin QIW 4 doses) and Full exposure® < Full exposure
(Cyclophosphamide QAW 4 doses) fegardiess of axposure o pembrolizumab.
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Residual Cancer Burden
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Immune-Mediated AEs in Combined Phases

Pembro Arm  Placebo Arm Grade
(N=781) (N = 389) 12 38
Any grade 32.1% 10.8% pemorcam ) B
Grade 3-5 120% 1.0% Pucesosm @ W
Grade 5 0.1%" 0
Led to discontinuation 6.5% 08%

of any drug
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Summary

Neoadjuvant pembro + chemo provided a larger magnitude of pCR benefit versus
chemo alone in patients with stage Il and/or node positive early TNBC

The benefit of neoadjuvant pembro + chemo on pCR was also observed in
patients who received less than the planned chemo (although absolute pCR rates
were lower), and regardless of CPS threshold

+ Neoadjuvant pembro + chemo was associated with a higher rate of RCB 0-1

+ Immune-mediated adverse event rates were consistent with the known profiles of
each regimen and represent no new safety concern

Further follow-up needed to confirm EFS benefit and the long-term safety profile
* Additi biomarker y p including TILs and BRCA
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