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Outline

* Review the development of immunotherapy (10) in early-stage TNBC
* Review and summarize the most impactful 10 studies in early-stage TNBC

* Discuss the evolving relationship between pCR and EFS in the context of IO
in early-stage TNBC

 Discuss some of the updates from SABCS 2023 related to 10 in early-stage
TNBC

* Review anticipated studies that will further enhance our understanding of
|0 in early-stage TNBC

* Review updates in practice algorithm for patients with early-stage TNBC
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Road to KN522
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RR 0-97 (95% C1 0-89-1.07)
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Adding carboplatin and pembrolizumab to AC/T

No. at Risk

Pembrolizumab-chemotherapy 784 780 765 666 519 376 242 73 2 0

Placebo-chemotherapy

100
904 .

— Pembrolizumab-chemotherapy
— Placebo-chematherapy

Hazard ratio for an event or death, 0.63 (95% CI, 0.43-0.93)

Patients without an Event or Death (%)

3 6 9 12 15 18 2
Months

%27

390 386 380 337 264 18 116 35 1 0
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Adding pembrolizumab to chemo g

Estimated pCR rate

* iSPY2 study showed higher pCR rates : il 13%inER+
with adding pembro to AC/T cRallig o A 20% in TNBC
« KEYNOTE-173 designed to :
determine safety and RP2D of Paclitaxel > AC 34% in ER+

chemo/pembro combos

- 60% in TNBC
* pCR rate same with or without

platinum (60%)

Cycle 1 Cydes Cyde @
|

*

Cohort A w PCR 60%
ool / e PCR 80%
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TNBC; ECOG PS
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organ function Doses used for
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Coor pcR 5% 1S used o
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*acceptable as RP2D

[N = 60}

AN

Nanda et al ASCO 2017
Schmid et al SABCS 2018, Ann Oncol 2020
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Revisiting KEYNOTE-522: Challenges and
controversies in design

* AC given g3 weeks (not dose
dense) =2 dd known EFS/0OS

. Pembro 200 mg q3w X 4 cycles+
be n eflt Carbo (AUC 5 q3w x4 cycles) +
Paclitaxel 80 mg/m? qw 4 cycles
1,174 patients ¥ Surgery et 201G
(Pembro 200 mg 3w + doxorubicin 60 g3w x 9 cycles Dual Primary
* * + Locally advan_ced_. mg/m? or epirubicin 90 mg/m2 + Endpoints
° Ca rbo p atin use ve ry Ittle centrally confirmed cyclophosphamide 600 mgme) 3w x4 " ook
TNBC Cices: 5
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° b I 0 b allowed Placebo g3w x 4 cycles + * PCR
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I n p e I I ] rO I Z U l | I a a r l | I ) « Inflammatory BC is i s e Surgery qsvff;e:;,es
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L] + Safely and
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mg/m?) +
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° Adjuva nt ca pecita bine not CincalTrals gov NCTO3036488
allowed = known EFS/0S
benefit
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EFS at IA4 and |1A6

HR - HR
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Pembrolizumab adds EFS benefit irrespective of pCR:
road to pCR matters?

IA4 . IA6 .
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Patients with residual disease have high rates of
recurrence, mostly RCB-2/3, pembro benefit most
evident in RCB-2

EFS by RCB 0 EFS by RCB 1
60 | 94.7% 100~
90_% 907M
Stage lll by pCR Status 80 REs 80 83.8%
1007 ‘ £ 0 g o
2 oy : 9 c % ] N
R 90+ : A3571Ju.k____ ?‘esR & 50-| @ 50
14 - === £ 0 £ 40|
80 : y 2 H
% 1 . : 81.4% 5 5] E 30
T 70- ! 20 20
g 60 10 10
= : O—7—7T—7T T T T T T T 1 T+t 7TTT1 O F—T T T T T T T T T T T T T T T 1
- 50_ - DCR 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
[} Time, months Time, months
o - R No
g o F—
> 30 z EFS by RCB 2 _ EFSbyRCB3
) 100
n 207 : 90 90
L 10{ Responder HR: 0.80 (95% Cl, 0.34-1.87) _ o o
Non-Responder HR: 0.86 (95% CI, 0.55-1.34) g 704 s |
0 T T T T T T T T T T 7T g o0 £ 60
£ e 5
0 6 12 18 24 30 36 42 48 54 60 66 72 s g ] -
. £ 404 & 40| -6%

No. at risk Time, mo £ 5 "
Pembro + Chemo/Pembro Responder 109 109 102 99 9% 97 96’ 93 91 88 59 30 0 @ 30 I 304 T
Pho + ChemolPbo Responder 4345 42 40 3 3T 3 % M4 M g 204 20 26.2%

10 104
ST T T T T T T T T T Tt T T S e
0 3 6 9 12 1518 21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Schmid et al SABCS 2023 Time, months Time, months

Pusztai et al ASCO 2022

© National Comprehensive Cancer Network, Inc. 2024, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or by
any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.




Are there any patients who can avoid

pembrolizumab?

Subgroup

* Benefit irrespective
of nodal status
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ALEXANDRA/IMpassion030: initial experience
with adjuvant-only 10

Arm A: Atezolizumab + Chemotherapy experimental arm

Early TNBC

e Stage II-llI
e Atleast 50% ®
Week 1 3 5 9 13 1921 24 27 33 42 51

node-positive
e N=2300

<AMOAC®

Induction Treatment Maintenance Treatment

Arm B: Chemotherapy only control arm
' " Y o . . . .
Stratification factors:

Axlllary nodal'status Paclitaxel qw for 12 weeks
(0s. 1-9've. 244 positive lymph hodes) ddAC/EC q2w for 4 doses supported with G-CSF/GM-CSF

Y¢ End of 30-day

Surgery iy safety reporting
(breast conserving vs. mastectomy) ) period after last
Tumor PD-L1 status e  Induction: 840 mg g2w for up to 10 doses

. Maintenance: 1200 mg q3w to complete 1 year study treatment

{C0ws. ICAIS) ® Monitoring visit Arm B

Ignatiadis et al SABCS 2023
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IMpassion030 Results

Primary efficacy endpoint: iDFS? (ITT population)

San Antonio Breast Cancer Symposium®
December 5-9, 2023 | San Antonio, TX
@SABCSSanAntonio

* No difference

100
by PDL1 ”
status or o
other 3
a Futility declared because the observed
su bg rou p % : Atezo + chemo  Chemo alone HR of 1.12° crossed the non-binding
. g (n=1101) (n=1098) futility boundary of HR >1 at this interim
° 8
NO OS beneflt ?2, 40 iDFS events, n (%) 127 (11.5) 112 (10.2) analysis
° g iDFS HR 1.12b (0.87-1.45) Median follow-up: ~25 months
Grade 3+ 0 20 p=0.37 (Range 0 — 53 months)
TRAEs 53.7% o
(77% in o
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
K N 5 2 2 ) Time (months)
Chemo alone 1098 1022 970 923 864 812 RED 663 565 471 372 289 204 109 74 17 5 1 0
Atezo + chemo 1101 1042 995 932 869 820 735 648 564 481 391 294 202 120 66 22 5 2 0

aDefined as the interval from randomization until date of first occurrence of an iDFS event, bstratified by PD-L1 status, Surgery, and Axillary Nodal Status

Ignatiadis et al SABCS 2023
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80+ p=0-0044

Contrast with IMpassion031
* Improvement in pCR

* G3+ TRAE 59% in atezo arm (no carbo) O- &

= 77% in KN522 Em feas

Pathological complete response (%}

chemotherapy
* No statistically significant EFS benefit 100
90 1
Randomised international phase 3 trial 80 4
Atezolizumab® + Atezolizumab?® + s Atezolizumab g 707
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[T
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. Stage Il vs Il 12 weeks 8 weeks patients without w30 HR (95% CI) 0.76 (0.47-1.21)
+ PD-L11C <1% vs 21% by SP142 PCR In both anms 20 - Rates, % (95% Cl)
~ 1-year 95 (92-98) 91 (86-95)
) 107 2-year 85 (79-90) 80 (74-86)
Secondary endpoints: EFS, DFS and OS in ITT and PD-L1+ populations (no formal statistical comparison), safety, PROs ) 0

T T T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
No_ at risk Time (months)

Atezolizumab + CT 165 158 157 152 151 146 139 135 132 130 130 127 120 89 78 75 73 66 48 24 3
Mittendorf et al Lancet 2020 Placebo + CT 168 161 153 146 143 139 132 128 125 123 119 116 112 79 69 67 66 5 37 201 3

Barrios et al ESMO 2023
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Summary experience of 10 in early-TNBC

Study Regimens Phase (n) | pCR PCR exp | EFS control | EFS exp
control

KEYNOTE-522 | Tcarbo/AC +/- pembro 3 (n=602) |55.6% |63% 72.3% (5y) | 81.3% (5y)

IMpassion031 | ddAC/nab-pacli +/- atezo | 3 (n=455) |41% 58% *80% (2y) | *85% (2y)

GeparNuevo | nab-pacli/EC +/- durva 2 (n=174) | *44.2% | *53.4% | 77.2% (3yr) | 85.6% (3yr)

IMpassion030 | Adj. ddAC/T +/- atezo 3 (n=2300) | n/a n/a 89.8% (2y) | 88.5% (2y)

NeoPACT Doce/carbo/pembro 2 (n=115) |n/a 58% 86% (3yr)

NeoTRIPaPD1 | Abrax/carbo +/- atezo 3(n=280) | *40.8% | *43.5% | Not reported

ETCTNO13 Tcarbo +/- atezo 2 (n=67) 18.8% |55.6% Not reported

Neo-N N—->Tcarbo/nivo vs 2 (n=108) | *51% *55% Not reported
Tcarbo/nivo=>N

iSPY2 T-/ddAC +/- pembro 2 (n=108) |20% 60% Not reported

* Not statistically significant
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pCR/EFS relationship in chemo IO

Modest pCR benefit
KEYNOTE-522
(T 7.4%)

*powered for EFS
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What we learned/re-enforced at SABCS 2023

* Probably important to give chemo/IO neoadjuvantly

* |IMpassion030 does not support the role of adjuvant atezolizumab = we don’t know
for sure if the same would apply to pembrolizumab (diff drug)

* SWOG-1801 in melanoma supports benefit to neoadjuvant vs adjuvant approach

* Adjuvant pembro will be further studied in $1418 (I0-naive), OPTIMICE-pCR (after
chemo-10 pCR)

* Clinical implication: stage 1 pts who get upstaged at surgery may omit
pembrolizumab

* Pembro adds EFS benefit in pts achieving pCR (diff at 3yrs was 1.9%, at 5
years now 4%) = road to pCR may matter?
* Adds to the importance that 10 needs to be given neoadjuvantly

* Does not mean adjuvant pembro necessarily provides benefit (IMP030 suggests
probably does not)

* Until more data emerges, need to continue adjuvant pembro irrespective of
response as long as no clinically significant irAEs
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What we learned/re-enforced at SABCS 2023

* RD is a very high-risk situation (especially RCB 2/3)
* Trop2 RD studies underway (ASCENT-05, TROPION-Br03, MK2870-012)

» Taxane/platinum IO combos can have high pCR rates (Neo-N,
ETCTN10013)

* Unknown if 10 adds benefit (NeoTRIP) 2 SWOG-2212 (SCARLET) will formally
evaluate (Doce/carbo/pembro x6 vs KN522)
* While patients who achieve pCR have a better EFS, the relationship

between pCR and EFS in a trial is dynamic = important to have
studies powered for EFS
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Guidance in integrating chemo-
immunotherapy in early-stage TNBC

— T1aNO — No chemo
- Clinical stage 1 Surgery HH  T1b/T1cNO | TC or ddAC/T
- Stage 2-3 — ddAC/T
TNBC H
Adjuvant
Eet pembrolizumab
4 Clinical stage 2-3 — Pem(t:)z:?tl:é;:éabﬂ — Surgery Adjuvant
gBRCAmut |+ pembrolizumab
with olaparib
Non-pCR
Adjuvant
No gBRCAmut [ pembrolizumab
+/- capecitabine
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Thank you!
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