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Learning objectives

1.

|dentify the potential role of ICI (pembrolizumab) and parp inhibition in
BRCA wild-type and any PD-L1 score within advanced TNBC

|dentify considerations in the sequenced use of ADC’s within (HER2-low)
advanced TNBC

Recognize that adjuvant ICI (atezolizumab) did not improve outcomes
when added to CT in early-stage TNBC

Recognize that neoadjuvant ICI (nivolumab) given as a lead-in followed
by CT vs concurrent with CT did not improve pCR in early-stage TNBC

Recognize older patients > 65 years have improved total mortality with
adjuvant systemic treatments vs no treatments in early-stage TNBC



Agenda

Advanced TNBC
1. Abstract GS01-05: Keylynk-009
2. Abstract PS08-02: ADC after ADC

Early—Stage TNBC

I

N
. Impassion-030
. IBCSG61-20 NeoN
3 PS13-07



I / | A

National
Comprehensive
WOI@®NN Cancer

Network®

Comprehensive
Cancer Center

NCI

A Cancer Center Designated by the
National Cancer Institute

Carbone Cancer Center
UNIVERSITY OF WISCONSIN
SCHOOL OF MEDICINE AND PUBLIC HEALTH



Y / | A

Keylynk-009

Carbone Cancer Center
UNIVERSITY OF WISCONSIN
SCHOOL OF MEDICINE AND PUBLIC HEALTH



San Antonio Breast Cancer Symposium®, December 5-9, 2023
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Background

e Pembrolizumab plus chemotherapy showed statistically significant improvements in PFS and OS
vs placebo plus chemotherapy for previously untreated, locally recurrent inoperable or metastatic
TNBC and PD-L1 CPS 210 in the phase 3 KEYNOTE-355 study?:2

* There is a need for tolerable and effective regimens in this setting that maintain the clinical
benefit achieved after induction therapy

e Evidence suggests that combination maintenance therapy with an anti-PD-(L)1 antibody and
PARP inhibitor may provide therapeutic benefit

e In preclinical tumor models, PARP inhibitors activated the STING pathway, upregulated PD-L1
expression, and had synergistic antitumor activity when combined with anti-PD-(L)1 antibodies
regardless of BRCA status3#

1. Cortes J, et al. Lancet. 2020;396:1817-28.2.Cortes J, et al. N Engl J Med. 2022;387:217-26.3.JiaoS, et al. Clin Cancer Res. 2017;23:3711-3720.4.WangZ, et al. Sci Rep. 2019;9:1853.
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Background (cont'd)

e Phase 1 trials with anti-PD-(L)1 antibodies plus PARP inhibitors demonstrated tolerable safety
and promising antitumor activity in patients with advanced TNBC?:2

 The PARP inhibitor olaparib is an established maintenance therapy for platinum-sensitive ovarian
cancer, regardless of BRCA status34

e |n the phase 2 KEYLYNK-009 study (NCT04191135), we evaluated the efficacy and safety of
maintenance pembrolizumab plus olaparib vs pembrolizumab plus chemotherapy for patients with
locally recurrent inoperable or metastatic TNBC who had clinical benefit from induction with 1L
pembrolizumab plus platinum-based chemotherapy

1. Domchek SM, et al.Lancet Oncol. 2020;21:1155-64.2.Vinayaks§, et al. JAMA Oncol. 2019;5:1132—40. 3. Olaparib Prescribing Information2023.4. Olaparib Summary of Product Characteristics 2023.
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KEYLYNK-009 (NCT04191135): Study Design

ITT Population

Induction Post-induction

Key Eligibility Criteria
* Locally recurrentinoperable
or metastatic TNBC not
previously treated in the
metastatic setting

Measurable disease per

Olaparib 300 mg twice dailyap
+
Pembro 200 mg Q3W up to 35 cycles

Carboplatin AUC 2 on days 1 and
including induction®

8 of each 21-day cycle and
gemcitabine 1000 mg/m2on days
1 and 8 of each 21-day cycle
+

Pembro 200 mg Q3W

RECIST v1.1 by local
radiology review

Interval between treatment
with curative intent and
recurrence 26 months

e Confirmed PD-L1 status

Carboplatin AUC 2 on days 1 and 8 of each
21-day cycle and gemcitabine 1000 mg/m?2
on days 1 and 8 of each 21-day cycleb
+

(4 to 6 cycles)

O~ "A>PN—"Z200Z22>»T

- Pembro 200 mg Q3W for up to 35 cycles
Median of 4.2 months pembro including induction®

+ carbo/ gem received, who
had induction response and
went on for randomization

Randomization was stratified by

* Induction response (CR or PR vs SD)

*  Tumor PD-L1 status (CPS 21 vs <1)

*  Genomic tumor status (BRCAmM vs BRCAwt)

a0laparib was administered postinduction and given concurrently with pembrolizumab. bUntil disease progression or unacceptable toxicity. <ITT population was determined from randomization (notfrom the time of enrollment).
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Study Endpoints

e Primary Endpointsa
— PFS per RECIST v1.1 by BICR in ITT
population Multiplicity:
— OS In ITT population
e Secondary Endpointsa H1: PFS

: Initial alpha: B [Nitial alpha:
- PFS in PD-L1 CPS 210 tumors and 0=0.025 o=0
tBRCAmM populations®

— OS in PD-L1 CPS 210 tumors and

H2: OS

IBRCAM populationsb All 0=2.5% will be allocated to PFS first, and if
superiority is demonstrated, the full alpha 2.5% from
o Safety the superiority test for PFS will be passed to the

superiority test for OS

aAssessed fromthe time of randomization.PPD-L1 and BRCA status were centrally confirmed; PD-L1 was assessed using PD-L1 IHC 22C3 pharmDx and measured using the combined positive score (CPS; number of PD-L1-positive
tumor cells, lymphocytes, and macrophages divided by total number of tumor cells x 100).
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Baseline Characteristics: ITT Population

Characteristic, n (%) Pembrcg)lgparib Pembéﬁ;mo -
n =135 =136

Age, median (range), y 54 (25-82) 52 (30-80)
ECOGPS 1 48 (35.6) 45 (33.1)
Postmenopausal 96 (71.1) 94 (69.1)
PD-L1 statusa

PD-L1 CPS 21 106 (78.5) 105 (77.2)

PD-L1CPS<1 29 (21.5) 31 (22.8)

PD-L1CPS 210 65 (48.1) 65 (47.8)

PD-L1CPS <10 69 (51.1) 71 (52.2)
BRCA mutation® 29 (21.5) 30 (22.1)
HRD =33¢ 83 (61.5) 77 (56.6)
Disease status

Metastatic, de novo 47 (34.8) 37 (27.2)

Metastatic, recurrence 87 (64.4) 96 (70.6)

Locally recurrent inoperable 1(0.7) 3(2.2)
Response at randomization

CR/PR 95 (70.4) 96 (70.6)

SD 39 (28.9) 40 (29.4)

aPD-L1 assessed ata central laboratory using PD-L1 IHC 22C3 pharmDx and measured usingthe combined positive score (CPS; number of PD-L1 positive tumor cells, lymphocytes, and macrophages divided by the total number of tumor cells x100).
bBRCA status was determined in tumor for the purpose of this analysis; blood testing will be conducted ata later time. cMyriad MyChoice CDx® Plus was used to determine HRD; 233 is used as a cutoff for HRD based on Merck

internal validation.
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PFES per RECIST v1.1 by BICR: ITT Population

Events, Median, mo HRa
n (%) (95% CI) (95% ClI) P-valueb
1004 6-mo (95% Cl) Pembro + Olaparib 80 (59.3) 5.5 (4.2-8.3) 0.98
90- 47.8% (38.5%—56.5%) : 0.4556
45.8% (36.8%—54.4%) Pembro + Chemo 90 (66.2) | 5.6 (43-6.9) | (©72-133)
80-
20- 12-mo (95% CI)
33.3% (24.5%—-42.3%)
2 607 29.3% (21.2%—37.8%)
E 50- :
401
304 Il 1l ]
20+ 1 U
101 : :
0 1 i | i 1 1 | 1 ] 1
0 3 6 9 12 15 18 21 24 27 30
No. at risk Time from randomization, mo
135 76 50 38 23 14 8 6 2 0 0
136 86 52 32 22 15 6 3 0 0 0

aHR (pembro + olaparib vs pembro + chemo) based on Cox regression model with Efron’s method of tie handling with treatment as a covariate stratified by responsetoinduction therapy, tumor PD-L1 status,and BRCA status.POne-
sided and based onlog-ranktest stratified by responsetoinduction therapy, tumor PD-L1 status,and BRCA status.
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Estimates of OS: ITT Population

Events, Median, mo HRa
n (%) (95% CI) (95% CI)
12-mo (95% Cl) Pembro + Olaparib 50 (37.0) 25.1 (18.3-NR) (832
100 76.4% (68.2%-82.8%) Pembro + Chemo 54 (39.7) | 23.4 (15.8-NR) 1.40)
72.6% (64.0%—79.4%)
907 : 18-mo (95% ClI)
807 62.0% (51.9%-70.6%)
70- 55.7% (45.5%—64.7%)
s 607
u)" -
8 50
407
307
207
107 : :
0 T T T ; T ; T T T 1
0 3 6 9 12 15 18 21 24 27 30
No. at risk Time from randomization, mo
135 131 122 107 87 59 36 20 9 2 0
136 135 127 114 79 54 32 21 9 3 0

NR, not reached. @HR (pembro + olaparib vs pembro + chemo) based on Cox regression model with Efron’s method of tie handling with treatment as a covariate stratified by responseto induction therapy, tumor PD-L1 status, and

BRCA status.
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PD-L1 CPS 210 and tBRCAmM

Tumor PD-L1 CPS 210 Population

Events, Median, mo HRa
n (%) (95% ClI) (95% ClI)
Pembro + Olaparib 36 (55.4) 5.7 (2.9-13.9) (0.92
0.59-
Pembro + Chemo 45 (69.2) 5.7 (3.8-7.6) 1.43)
100+
6-mo (95% CI)
90+ 49.1% (35.7%—61.2%)
80- 46.9% (33.9%-58.8%)
70- : 12-mo (95% CI)
40.7% (27.7%-53.3%)
2 601 30.9% (19.5%—42.9%)
¢£ 50+ :
40-
| 11 1 1 ]
304 1
20+
10+ : :
0 T i L] : T | L) 1 | | 1
0 3 6 9 12 15 18 21 24 27 30
No. at risk Time from randomization, mo
65 35 25 21 13 7 5 3 1 0 0
65 39 27 18 1" 6 0 0 0 0 0

tBRCAmM Population

Events, Median, mo HRb
n (%) (95% CI) (95% ClI)
Pembro + Olaparib 12 (41.4) 12.4 (8.3-NR) (0.70
0.33-
Pembro + Chemo 17 (56.7) 8.4 (5.4-NR) 1.48)
100+
90+
12-mo (95% ClI)
801 52.2% (30.0%—70.4%)
704 45.1% (25.9%-62.6%)
2 601 :
7 i
L 80 : : I I J
491 6-mo (95% cl) :
301 84.4% (63.6%-93.9%) : I J
20- 61.1% (40.8%-76.2%) :
10- :
0 I i I i 1 1 I 1 ] 1
0 3 6 9 12 15 18 21 24 27 30
No. at risk Time from randomization, mo
29 24 20 16 7 5 4 2 1 0 0
30 23 16 12 7 7 2 1 0 0 0

NR, not reached; tBRCAm, tumor BRCA mutation (includes germlineand somatic mutations).2HR (pembro + olaparib vs pembro + chemo) based on Cox regression model with Efron’s method of tie handling with treatment as a
covariatestratified by responsetoinduction therapy and BRCA status.HR (pembro + olaparib vs pembro + chemo) based on Cox regression model with Efron’s method of tie handling with treatment as a covariate stratified by

responseto induction therapy and tumor PD-L1 status.
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Estimates of OS: PD-L1 CPS =210 and tBRCAmM

Tumor PD-L1 CPS =10 Population tBRCAmM Population
Events, Median, mo HRa Events, Median, mo HR®b
n (%) (95% CI) (95% CI) n (%) (95% CI) (95% CI)
Pembro + Olaparib 22 (33.8) | NR(17.0-NR) (0.97 Pembro + Olaparib 6 (20.7) NR (17.1-NR) (0.81
0.53- 0.28-
Pembro + Chemo 22 (33.8) NR (15.5-NR) 1.76) Pembro + Chemo 8 (26.7) 23.4 (17.3-NR) 2.37)
100+ 18-mo (95% Cl) 100-
901 62.4% (47.4%—-74.3%) 901
80- 59.1% (43.1%—-72.1%) 80-
70- 70- L
1l | | | -
o 60 I T o 60-
R T B : :
v 501 v 501 : :
S 5 z 3 z 5 —
40+ ; : 40- : :
304 12-mo (95% CI) 304 12-mo (95% CI) :18-mo (95% Cl)
| 747% (61.9%-83.7%) : : | 96.6% (77.9%-99.5%) : 173.3% (45.9%-88.4%)
201 77.6% (65.1%-86.2%) : : 201 82.9% (63.7%-92.5%) : :70.4% (45.5%—85.5%)
104 : : 10+ : :
0 I 1 1 i L] i ] | 1 1 0 1 L) I : | ; ] L) n 1
0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30
No. at risk Time from randomization, mo No. at risk Time from randomization, mo
65 62 57 51 41 29 17 12 5 1 0 29 28 28 27 21 13 8 6 3 2 0
65 65 62 55 37 25 15 10 6 2 0 30 30 28 27 19 16 9 6 2 0 0

NR, not reached. @HR (pembro + olaparib vs pembro + chemo) based on Cox regression model with Efron’s method of tie handling with treatment as a covariate stratified by responseto induction therapy and BRCA status.PHR
(pembro +olaparib vs pembro + chemo) based on Cox regression model with Efron’s method of tie handling with treatment as a covariate stratified by response to induction therapy and tumor PD-L1 status.
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PFS and OS in Key Patient Subgroups: ITT Population

PFS OS

No. of Events/No. of Patients

No. of Events/No. of Patients
|

HR (95% CI)

HR (95% ClI)

Overall 170/271 4 0.98 (0.72-1.33) Overall 104/271 —— 0.95 (0.64-1.40)
Response at randomization Response at randomization

CR/PR 118/191 = 0.82 (0.57-1.18) CR/PR 71/191 — 0.85 (0.53-1.35)

SD 51/79 —1 1.30 (0.75-2.25) SD 33/79 —— 1.12 (0.56-2.21)
PD-L1 status CPS 1 cutoff PD-L1 status CPS 1 cutoff

CPS >1 130/211 0.91 (0.64-1.28) CPS >1 79/211 —m— 1.07 (0.69-1.66)

CPS <1 40/60 l 1.06 (0.57-1.98) CPS <1 25/60 = 0.55 (0.24-1.26)
PD-L1 status CPS 10 cutoff PD-L1 status CPS 10 cutoff

CPS >10 81/130 e 0.82 (0.53-1.27) CPS >10 44/130 —— 0.98 (0.54-1.77)

CPS <10 89/140 —— 1.08 (0.72-1.64) CPS <10 60/140 — . 0.87 (0.53-1.45)
Genomic tumor BRCA status Genomic tumor BRCA status

BRCAm 29/59 = 0.66 (0.31-1.38) BRCAm 14/59 = 0.78 (0.27-2.25)

BRCAwt 141/212 1.04 (0.75-1.45) BRCAwt 90/212 0.93 (0.62-1.41)

[ I I T
& 0.1 1 10 - o 0.1 1 10 -

Favors Pembro + Olaparib Favors Pembro + Chemo

Favors Pembro + Olaparib Favors Pembro + Chemo
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Adverse Events Summary (As-Treated Population)

, 2023

Treatment-related AEs
Any grade treatment-related AEs
Grade 3-5 treatment-related AEs

Treatment-related AEs leading to discontinuation of any
treatment

Immune-Mediated AEs and Infusion Reactionsc
Any grade
Grade 3/4d

Led to discontinuation of any treatment

Data are n (%) of patients.
aThere were no grade 5 events inthe pembro +olaparib group.

Pembro + Olaparib

Pembro + Chemo

n =135 n =133

114 (84.4) 128 (96.2)

44 (32.6)a 91 (68.4)b

12 (8.9) 26 (19.5)

26 (19.3) 31 (23.3)
6 (4.4) 6 (4.5)
0 4 (3.0)

b2 patients had grade 5 events inthe pembro + chemo group (gastrointestinal hemorrhage and thrombotic thrombocytopenic purpura,n=1 each).
¢Immune-mediated AEs and infusion reactions were based on a list of preferred terms intended to capture known risks of pembrolizumab and were considered regardless of attribution to study treatment by the

investigator.
dThere were no grade 5 events in either group.



Discussion: Keylynk-009

* Inresponders after pembro + CT induction for metastatic TNBC, maintenance of pembro + olaparib vs pembro + CT did not
improve outcomes

* Non-chemotherapy approach as maintenance strategy led to same PFS and OS outcomesinthe ITT group

* More favorable safety profile with pembro + olaparib = Much lower incidence of TRAE in pembro + olaparib arm

Key Questions:
1. Is the benefitto pembro + olaparib as maintenance in any BRCA status, similar to platinum sensitive ovarian cancer?
2. In tumor BRCA mutated: Numeric benefitin survival outcomes with pembro + olaparib over pembro+ CT

» Consistentwith TBCRC 048! analysis: benefitwith parp inhibitor in mBC with gPALB2 and somatic BRCA1/2 carriers
* Small subgroup-only 58 with tumor BRCA mutation
* May be a less toxic maintenance treatment strategy for this population
3. CPS score did not lead to difference in response between maintenance treatment arms; same median survivals with pembro
+ CT or pembro + olaparib
* CPSis a surrogate for ICI response
* Isthe pembro the reason for response?
» Keynote- 355 subgroup analysis update from ESMO 20232:

. . . arbone Cancer Center
1. Tung et al, TBCRC-048: olaparib in MBC and mutations in HRD genes, JCO 2020. @ S\,,VERS,TYOFS,SCONS,N c

2. Rugo et al, Keynote0-355: outcomes in patients who discontinued CT before pembro and in patients with IMAE. Abstract 191MO. ESMO 2023. SCHOOL OF MEDICINE AND PUBLIC HEALTH
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ADC after ADC
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Trastuzumab deruxtecan (T-DXd)
HER2-directed ADC

8:1 drug-to-
antibody ratio

Highly potent
topoisomerase |
inhibitor payload

Cleavable linker |

Unresectable or metastatic HER2-low breast
cancer (IHC 1+ or IHC 2+/ISH-) after a prior
chemotherapy in the metastatic setting or

disease recurrence during or within 6 months of
completing adjuvant chemotherapy

Bardia A et al. ESMO 2020.
Modi S et al. ASCO 2022.

Current ADC’s for HER2-negative MBC

Sacituzumab govitecan (SG)
TROP2-directed ADC

* Hydrolyzable linker
* 7.6:1 drug-to-
antibody ratio

SN38 payload:
more potent than
parent compound,
irinotecan

Unresectable locally advanced or  Unresectable locally advanced

metastatic HR+/HER2- breast or metastatic TNBC after
cancer after endocrine therapy 22 prior systemic therapies,
and 22 additional systemic at least one of them for
therapies for metastatic disease metastatic disease

Carbone Cancer Center
UNIVERSITY OF WISCONSIN
SCHOOL OF MEDICINE AND PUBLIC HEALTH



HR+/HER2- BC TNBC
ADCtrialsin MBC DESTINY-Breast0O4 TROPION-Breast01 TROPiCS-02 DESTINY-Breast04 ASCENT
Treatment arms T-DXd (HER2) vs TPC Dato-DXd (TROP2) vs TPC SG (TROP2) vs TPC  T-DXd (HER2) vs. TPC  SG (TROP2) vs. TPC
HER2 status 1+, 2+/ISH- 0, 1+, 2+/ISH- 0, 1+, 2+/ISH- 1+, 2+/ISH- 0, 1+, 2+/ISH-
— Prior 12 12 2.4 1-2 >1
chemotherapy for
MBC
Median PFS 9.6 vs 4.2 mo. 6.9 vs 4.9 mo. 5.5 vs 4.0 mo. 6.3 vs 2.9 mo. 5.6 vs 1.7 mo.
HR (95% Cl) HR 0.37 (0.30-0.56) HR0.63 (0.52-0.76) HR 0.65 (0.53-0.81) HR0.29(0.15-0.57)  HR:0.41 (0.32-0.52)
Median OS 23.9vs 17.6 mo. N/A 14.5vs 11.2 mo. 17.1vs 8.3 mo. 12.1vs 6.7 mo.
HR (95% Cl) HR 0.69 (0.55-0.87) HR0.84 (0.62-1.14) HR 0.79 (0.65-0.95) HR0.58 (0.31-1.08)  0.48(0.38-0.59)
ORR 52.6% vs 16.3% 36.4% vs 22.9% 21% vs 14% 50.0% vs 16.7% 35% vs 5%
@ Carbone Cancer Center
Modi S et al. ESMO 2023; Bardia A et al. ESMO 2023; Tolaney S et al. ASCO 2023; Bardia A et al. NEJM 2021. ;’?%nggzﬁg.vf.ﬁ?ﬁﬂg DUBLIC HEALTH
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Potential ADC Mechanism of Resistance

G

WT

Sacituzumab
govitecan

ln!raoellulw

OP1 inhibition Failed SN38/TOP 1 Altered TROP2
dsDNA breaks binding localization and binding

Carbone Cancer Center
UNIVERSITY OF WISCONSIN
SCHOOL OF MEDICINE AND PUBLIC HEALTH
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Efficacy of Sacituzumab Govitecan (SG) post Trastuzumab Deruxtecan
(T-DXd) and vice versa for HER2-low advanced or metastatic breast cancer

(MBC): a French multicentre retrospective study.
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Objectives and Methods

/l ADC Low is a French, multicentric and retrospective study including 179 \
pts. It was designed to evaluate the efficacy and safety of one ADC after
another.

(" ADC1 was a median of 37 line (1:10) of CT )
B  Primary endpoint: ADC2 PFS2 in the whole population.

: : ADC1 =5G ADC1 = T-DXd
B  Secondary endpoints: PF52 by subgroups, ADC1 PFI1 and OS in whole (N=115) (N=64)
population and subgroups. -
L S N J
Table 2: ADC treatment Intermediary lines Intermediary lines
Characteristics ADC1 ADC2 n="57 (49.6%) n=18 (28.1%)
Previous CT regimens in metastatic setting, median 2(0-9) 4(1-11) 1 (n=36), 2 (n=1) 1 (n=16), 2 (n=2)
(range) =3 (n=7)
Dose reduction after C1, n (%) 43 (24.3) 33 (19.2)
Ongoing treatment, n (%) ' ~\
Yes 0 (0) 57 (31.8)
Cause of interruption, n (%) (N=115) (N=64)
Progressive disease 175 (957.8) 103 (85.8)
Toxicity 3 (1.7) 5 (4.2)
Death not related to ADC 0 (0) 9 (7.5) ADC2 was a median of 5% line (2:12) of CT
ECOG 0-1, n (%) 166 (93.8) 137 (77.0) . J/
Metastatic sites, n (%)
visceral u1(62)  127(709) *32% still receiving ADC2
Cerebral and/or meningeal 27 (15.1) 34 (15.8) a.t t|me Of an aIyS|S

This presentation is the intellectual property of the authors. Contact them at poumeaud.francois@iuct-oncopole.fr for permission to reprint and/or distribute.




Results

inati All patients o .
By HR/ADC combination P Table 3: Multivariate analysis
&1 3 | HR [95%CT] p-value
” _ mPFS2:2.7mo ECOG at initiation of ADC2
g e . ER (95% Cl:2.4-3.3) ) 100
g o io S~ 0 s LTI >1 1.45 [0.93; 2.26] 0.099
= mPFI1:4.9 mo @ °
- 5 3] " (95%Cl:3.9-5.5) ~ 8 HR status
T ° “ ‘I.{.) 5 5] m PFS2 : 3.1 mo HR + 1.00
a £ oo O % | (es%a2636 HR - 0.87 [0.50; 1.53]  0.631
oe. S " D N Consecutive ADCs
mPFI1: 2.7 mo —— f ° | mPFS2:2.2mo No 1.00
g1 (95%Cl:2.3-3.5) o | (95%C1:1.9-2.7) Yes 0.76 [0.51; 1.14]  0.188
o T T T T T T T T T T T T T o 4 : :
i3 = 8 ¢ 2%€ @ N0 R ° % ] é 3 i : 6 Therapeutic sequence
Month T-DXd = SG 1.00
Patients at risk Month 5
HR-/SG 100 98 91 73 60 48 37 28 23 17 14 11 9 | Patients at risk I SG = T-DXd 0.57 [0.32; 1.03] 0.063 |
HR+/T-DXd 56 54 43 27 19 18 13 7 4 3 3 2 1 All patients 179 147 a8 63 37 25 13
T-DxD 115 101 72 52 33 23 13
- HR-/SG (N=100) HR+/T-DXd (N=56) SG 64 46 26 11 4 2 0
’ All patients (N=179) T-DxD (N=115) SG (N=64)‘

m PFS2 is short (2.7 mo), ADC post ADC including the same payload seems to be debatable in
these population of heavily pre-treated patients.




Conclusions

* Exposition to after ADC1 is associated with increased primary resistant pts (40.4% and respectively for ADC1 and
), including 50% of pts with secondary resistance to ADC1.

- These pts may have acquired payload cross-resistance at ADC1 progression.
. was effective for a short time for 39% of pts with primary resistance to ADC1 .

- Switch of antibody target may be relevant for some pts.

* Additional studies to understand resistance mechanisms are needed. Prospective studies must be planned.

/ Primary resistance * \

Primary resistance: having Prim:;"cieﬁs_t:z"ce . ADC2 (N=80)
progressive disease as the ADC1 (N=72) Acquired payload

best response 40.4% resistance 54.4% (+15pt)

Target switch can
offer benefit

Secondary resistance:
Secondary resistance **

&

stable disease or objective , L= 3
Secondary resistance : o g ADC2 (N=67)

8

response onthe ADC ADC1 (N=106)

B = i m DoT: 4.1 mo (0.7-7.7)
ADC1 AD-(‘}
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Discussion:; PS-082

a k~ 0 DN PE

ADC1 was given at median 3' line and most commonly SG
ADC2 was given at median 5™ line and was T-DXd

In HR- who received SG as ADC1, mPFIl was 4.9 mo
ADC2 with T-DXd, mPFS2 3.1 mo

Acquired payload resistance observed in 50% where secondary resistance to ADCL1 is followed
by primary resistance to ADC2

Population of benefitin 40% where primary resistance to ADCL1 is followed by secondary
resistance to ADC2, suggesting target switch is beneficial

Carbone Cancer Center
UNIVERSITY OF WISCONSIN
SCHOOL OF MEDICINE AND PUBLIC HEALTH
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Sequencing Antibody-Drug Conjugate after Antibody-Drug
Conjugate in Metastatic Breast Cancer (A3 study): Multi-
Institution Experience and Biomarker Analysis

Rachel O. Abelman, MD
Massachusetts General Hospital, Boston, MA
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Results

Time To Progression ADCL vs. ADC2 Cross-Resistance to Later ADC Based on ADC-

to-ADC Characteristics

100%
90% P=0.53
PFS1:161 days (95%
Cl: 131-224) 80% 213
, PFS2:77days (95% 70% 8/14 (66.7%)
_ Cl:51-112) (57.1%)
~ P<0.01 60% 23/47 :
50% (48.9%)
kel
[ ] S 0% 310
' 30.0
-5 30% ( ")
: = = 20%
: el 10%
[ - - =
0%
Change in Ab Change in Ab Same Ab target, Same Ab target,
_ target, change in target, same change in payload same payload
800 600 400 200 0 200 400 600 800 payload payload

FProgression-Free Time
(days)

Carbone Cancer Center
UNIVERSITY OF WISCONSIN
SCHOOL OF MEDICINE AND PUBLIC HEALTH




Conclusion/Future Directions

Clinical Course of Patients with TOP Variants
TOP1 var. |

 TOP2A/3A var. | + Multi-institution update with biomarkers

o
' l

+ Cross-resistance to ADC2 driven by Ab
target and payload

RETYE

Pre-tx: no TOP var. | TOP1/2A/3A var. |

' TOP1/2A/3A var. |

« TOP variants may drive resistance to
topoisomerase-I inhibitor payloads

l

&-l;

Is
'
<
8

- Heterogeneity reflects ADC structure

TOP2A/3A var. | « Tissue sequencing impactfulin
17 ADC2 determining resistance mechanisms

100 200 300 400
Time on treatment (days)

—
—

g —
| E

Carbone Cancer Center
UNIVERSITY OF WISCONSIN
SCHOOL OF MEDICINE AND PUBLIC HEALTH
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Discussion PS-08-03

 ADC1 time to progression, longer than ADC2 TTP
 PFS1 161 days
« PFS2 77 days

 Cross resistance to ADC2 most common when antibody target
was the same

 Tissue sequencing demonstrated acquired Top 1 variant in one
resistant sample, though also with existing Top1 variations and
long duration of benefit on ADC1
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Multicenter retrospective cohort study of the sequential use of the antibody-
drug conjugates (ADCs) trastuzumab deruxtecan (T-DXd) and sacituzumab
govitecan (SG) in patients with HER2-low metastatic breast cancer (MBC)

Laura A, Huppert!” Reshma Mahtani2* Samantha Fischl, Naomi Dempsey?, Sarah Premji3, Angelina Raimonde4, Saya
Jacobl, Laura Quintall, Michelle Meliskol, Jo Chienl, Ana Sandoval?, Lauren Carcas?, Manmeet Ahluwalia2, Natasha
Harpalani2, Jenna Hoppenworth3, Kelly Blum!, Mi-Ok Kim!, Dame ldossa®, Ruta Rao#, Karthik V. Giridhar3, Hope S. Rugo!

1. University of California, San Francisco (UCSF)

2. Miami Cancer Institute, Baptist Health South Florida
3. Mayo Clinic, Rochester
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5. University of Minnesota
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Background

Two antibody drug conjugates (ADCs) are
approved for patients with metastatic
HR+/HER2- and triple negative breast cancer
(TNBCO):
— Sacituzumab govitecan (SG)
for HR+/HER2-1 MBC and mTNBC?

— Trastuzumab deruxtecan (T-DXd)
for HER2-low MBC:3

Qutstanding question: What is the safety and

efficacy of these agents in a real-world setting,
including in sequence?

Study design: Retrospective multi-institutional
cohort study at 5 academic centers. We
identified patients with HER2-low MBC who
had received both SG and T-DXd, in either
order, per standard of care or on a clinical trial
with ADC monotherapy.

Rugo et. al. JCO 2022
Bardia et. al. NEJM 2021
Modi et. al. NEMJ 2022

Demographic Data

HR+/HERZ-low
MBC (n=56)

HR-/THERZ-IOw
MBC (n=28)

pemograpnic Data

[Viedian age at ume of ADT #1, YIS (range)

60.4(23.0-81.7)

540(37.7-79.1)

Sex, N (%)
Female 55 (98.2%) Z8(100.0%)
Viale T{T.8%) 0 (0%)

EThnicity, 1 (%0)

Non-Hispanic

A7 (83.9%)

TI(67.9%)

Hispanic B (14.3%) 9(32Z.1%)
UnKNown T(T.8%) 0 (0%)
Race, N (%)
White A4 78.6%) T8 (64.3%)
Black 315.4%) 5(17.9%)
ASian Z(7.1%) 3(10.7%)
Other/unknown 5(8.9%) Z(7-1%)
HiStology, 1 (%)
Ductal AT (73.2%) Z3(82.1%)
Coburar 7(IZ5%) Z(7.1I%)
Vixed ductaliobular 5(8.9%) T(3.6%)
Other/unknown 315.4%) Z(7-1%)
De novo metastalic disease, N (%) T2 (2T.3%) 7(25.0%)

Sltes of metastatic disease prior to ADC #1

Bone AT (732%) 20 (7T.2%)
Civer 34 (60.7%) TT(39-3%)
rung 20(35.7%) T2 (50.0%)
CNS 8 (14.3%) 6 (2T.2%)

Visceral disease prior to ADC #1

Z7(83.9%)

T8 (64.3%)

I reatment HiStory

Median time from MBCT diagnosis to ADC 1, months (range)

2Z.0(0.7-199.3)

T0.Z (0.5-59.6)

Vedian lines of MBCT therapy prior to ADC1 by type:

Medan Tines endocrine therapy, NUmber (range) Z(0-6) U(0-1I)

Median Tines chemotherapy, NUMbDer (range) Z(0-7) T(0-4)

Median total ines of therapy, number (range) 4(0-10) Z(0-5)
Prior CDK476 Inhibitor use 45 (80.4%)
Viedian time on ET 1or MBT, monins (range) 30.6 (0-145.0) n/a




HR-/HER2-Low Efficacy Data (n=28)

SG - T-DXd * Medianlines of therapy for MBC prior to SG: 2.0 (range 0-5) rwPFS rwOS
(n:25, 89_3%) * Intervening therapies between ADCs: 40.0% 00 -
ADC1 (SG) ADC2 (T-DXd) g
ADCl ADC2 gg : Still on Therapy i s
(SG) (T-DXd) 21 - X Toxicity =
7 - 2
ORR (CR+PR) by investigator | 68.0% | 35.0% £ 370 g
assessment, % S 15+ i w o™ % 4w
:E 13 - 00 Time {monfhsjifrom ADC 1 start
CBR (CR + PR + SD) by 80.0% 45.0% S 11 = o anca oD
investigator assessment, % * ?( 7 E
Median rwPFS, months 7.8 2.8 5 - 3 ®]
34 2
Median rwOS from time of 16.5 6.5 11 | | | 2
each ADC start, months 20 10 10 20 0 I
Time on treatment (months) Time {moats)from ADC2 start
T-DXd = SG « Median lines of therapy for MBC prior to T-DXd: 3.0 (range 1-5) rwPFS rwOS
(n=3, 10.7%) * Intervening therapies between ADCs: 66.7% o -
2 ADCA (T-DXd)  ADC2 (SG) E |
ADC1 ADC?2 E 3:I # > Still on Therapy i
(T-DXd) (SG) g 1 . . . : gx"
ORR (CR+PR) by investigator | 33.3% 0.0% g 20 10 10 20 E
assessment, % > Time on treatment (months) o A A S
CBR (CR + PR + SD) by 66.7% | 50.0% mmem———

investigator assessment, %

Median rwPFS, months

undetermined

Median rwOS from time of
each ADC start, months

undetermined

Probability of Survival

200 -

50

a

T T T
m Fal 33

T
0

Time imon$sjifronm ADC 2 stard

1
50
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Discussion PS-084

* This study represents the largest multicenter series to date of patients treated with
sequential ADCs for HR+/HER2-low or HR-/HER2-low MBC.

 ORR was higher and rwPFS was longer for ADC #1 than ADC #2 in all subgroups,
regardless of HR+ status and ADC sequence order. However, there was a subset of
patients with more durable responsesto ADC2 compared to ADC1.

* Rates of ADC discontinuation and dose reduction in this real-world cohort show relatively
low rates of discontinuation but higher rates of dose reduction. Most patients on SG
needed growth factor; 16.7% of patients on T-DXd were diagnosed with any grade ILD.

* Future prospective studies are needed to further clarify the safety and efficacy of
sequential ADC use and to identify biomarkers of response and mechanisms of
resistance.

Carbone Cancer Center
UNIVERSITY OF WISCONSIN
SCHOOL OF MEDICINE AND PUBLIC HEALTH
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Cancer Center
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Adding atezolizumab to adjuvant chemotherapyfor stagell and lll triple-negative
breastcancer is unlikely to improve efficacy: interim analysis of the
ALEXANDRA/IMpassion030 phase 3 trial

Michail lgnatiadis?, MD, PhD, Andrew Bailey2, Heather McArthur3, MD, PhD Sarra EI-Abed4, Evandro De Azambujal, Otto Metzger®, Stephen Y. Chui ¢, Max Dieterich’, Thomas
Perretti’, Guenther Steger8, Jacek Jassem?, Soo Chin Leel0, Michaela Higginsl, Jose Zarbal?, Marcus Schmidtl3, Henry Gomez!4, Angel Guerrero Zotanol®, Luca Moscettil6,
Joanne Chiul?, Carter DuFrane®, Vanessa Honvaultl, Rosa Altarcheh-Xifro4, Luciana Molinero8, Andrew Ellingson?, Elisabetta Munzonel8, Noa Efrat Ben-Baruch!®, Emilio Bajetta29,
Shinji Ohno?t, Seock-AhIm22, Gustavo Werutsky23, Einav Nili Gal-Yam?24, Xavier Gonzalez Farre2>, Ling-Ming Tseng 26, William Jacot??, Oleg Gluz28, Zhimin Shao?2?, Yaroslav
Shparyk30, lvan Sinielnikov3l, Anastasia Zimina32, VasilievAleksander33, Esther Shearer-Kang®, Eric Winer®, Diogo Martins Branco?!, Shona Fielding?, David Cameron34, Giuseppe
Vialel8, Shigehira Saji35, Richard Gelberz>, Martine Piccart?.

linstitut Bordet, Brussels, Belgium, 2Frontier Science, 3Simmons Cancer Center at UT Southwestern Medical Center, Dallas USA. 4Breast International Group, Brussels,Belgium, SDana-Farber Cancer Institute, Boston , USA ,
6Genentech Inc., South San Francisco, CA, USA, 7F. Hoffmann-La Roche Ltd, Basel, Switzerland, 8Medical University of Vienna, Austria, °Medical University of Gdansk, Poland, °National University Hospital Singapore,
11Cancer Trials Ireland, 2National University of Tucaman, Argentina, 133Comprehensive Cancer Center University Medical Center Mainz, Germany, “National Institute of Neoplatic diseases, Lima, Peru, ¥50Oncology Institute,
Valencia, Spain, 6Azienda University Hospital, Modena, Italy, 17Queen Mary Hospital & Gleneagles Hospital Hong Kong, 8BIEO, European Institute of Oncology IRCCS, Milan, ltaly, °Kaplan Medical Center, Israel, 2Instituto
Nationale Tumori, Milan, Italy, 2'The Cancer Institute Hospital of the Japanese Foundation for Cancer Research, Tokyo, Japan, 22Seoul National University college of Medicine, Korea, 2Hospital Sdo Lucas PUCRS, Porto Alegre,

Brasil, 2Breast Oncology Institute, Sheba MC, Israel, ZInternational University of Catalonia, Barcelona, Spain, %Taipei Veterans General Hospital, Taiwan , ZInstitut Regional du Cancer, Montpellier, France, 28Breast Center
Niederrhein, Monchengladbach, Germany, 2Fudan University Cancer Institute, Shanghai, China, Lviv National Medical University, Ukraine, 3'The Municipal Enterprise Volyn Regional Medical Oncology Centre of the Volyn
Regional Council, Lutsk, Ukraine, 320msk Clinical Oncological Dispensary, Omsk, Russian Federation, 3Moscow State University of Medicine and Dentistry, Russian Federation, 34The University of Edinburgh, UK, 35Fukushima
Medical University, Fukushima, Japan.
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= Triple-negative breast cancer (TNBC) is an aggressive and immunogenic breast cancer
subtypel.2.s,

= The anti-PD-L1 inhibitor atezolizumab plus nab-paclitaxel has been approved by Health
Authorities for PD-L1-positive, metastatic TNBC4>.

= Pivotal studies of adjuvant immunotherapy for early-stage disease have improved outcomes in
other solid tumorss.

= When Alexandra/IMpassion030 was designed, the optimal timing of PD-(L)1 inhibitor
administration in combination with chemotherapy in early TNBC was unknown.

= This study investigates the value of adding atezolizumab to standard anthracycline- and taxane-
based adjuvant chemotherapy in TNBC.

1Bianchini G et al Nat Rev Clin Oncol 2016, 2Loi S etal J Clin Oncol 2013; 31:860-7. 3ignatiadis M et al J Clin Oncol 2012; 30:1996-2004. 4P Schmid et al, NEJM 2018; 379:2108-2121, 5Tecentrig® SmPC,
Japanese- PI, South Korean Product Information, Brazilian Healthcare Professional Leaflet 8Weber J et al NEJM 2017;377:1824-1835,
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Open'label StUdy deSign @SABCSSanAntonio

Arm A: Atezolizumab + Chemotherapy experimental arm

HUUHHL *
Early TNBC

e Stage II-lll
e Atleast 50% ® Follow up

node-positive Week 1 3 5 9 13 1921 24 27 33 42 51

e N=2300

Induction Treatment Maintenance Treatment

Arm B: Chemotherapy only control arm

I ) SR R :

ification f _
Axillary nodal status Paclitaxel qw for 12 weeks
(0 vs. 1=3 vs. 24 positive lymph nodes) ddAC/EC g2w for 4 doses supported with G-CSF/GM-CSF * End of 30-da_y
Surgery : safety reporting
_ Atezolizumab .

(breast conserving vs. mastectomy) St f g period after last
Tumor PD-L1 status ° Induction: 840 mg g2w for up to 10 doses

° Maintenance: 1200 mg q3w to complete 1 year study treatment
(ICO vs. IC1/2/3) L

® Monitoring visit Arm B
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Endpoints S e T

Primary efficacy endpoint

Invasive Disease-Free Survival (iDFS) in the intent to treat (ITT) population

Secondary efficacy endpoints
IDFS in the PD-L1-positive subpopulation

IDFS In the node-positive subpopulation

IDFS including second primary non-breast invasive cancer
Overall Survival (OS)

Relapse-Free Interval (RFI)

Distant Relapse-Free Interval (DRFI)

Disease-free survival (DFS)



ALEXANDRA/IMpassion030 interim analysis consort San Anonio reast Cancer Symposiur
d |ag ram @SABCSSanA:ntonio ’

2199
randomized

Atezo + chemo Chemo alone
n=1101 n=1098

8 not treated 14 not treated

1093 treated 1084 treated

269 discontinued atezolizumab (12.2%)a
Discontinued chemo  Fmmsmmsssssomssoq
25 doxorubicin (2.3%)
83 paclitaxel (7.5%)
77 cyclophosphamide (7.0%)
53 epirubicin (4.8%)

Discontinued chemo
29 doxorubicin (2.6%)
78 paclitaxel (7.1%)
55 cyclophosphamide (5.0%)
26 epirubicin (2.4%)

118 discontinued from study¢ 121 discontinued from study®

975 still on treatment 963 still on treatment

or in follow-up or in follow-up

a5 death, 44 diseaserelapse, 144 adverse events, 1 lostto follow-up, 3 non-compliance, 7 physician decision, 56 patient withdrawal, 9 other
b49 death, 5 lostto follow-up, 4 physician decision, 63 patient withdrawal
¢60 death, 5 lost to follow-up, 3 physician decision, 50 patient withdrawal
Analyses based on all randomized patients per intention-to-treat principle
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Baseline characteristics, ITT population (1) @sAECSSanttonio

Atezo + chemo Chemo alone Total

CnErasEREie, i o, (n=1101) (n=1098) (N=2199)
Age (years), median (range) 53 (24-86) 53 (23-79) 53 (23-86)
Age Group (years)
o 916 283.23 904 282.33 1820 (82.8)
= 185 (16.8 194 (17.7 379 (17.2)
Race
White Asian _ 554 (50.3) 564 (51.4) 1118 (50.8)
American Indian or Alaska Native 423 (38.4) 401 (36.5) 824 (37.5)
Black or African American 28 (2.5) 27 (2.5) 55 (2.5)
Other* Unknown 8 (0.7%) 2 (0.2) 10 (0.5)
2 (0'262 6 (0.53 8 (0.4)
86 (7.8) 98 (8.9) 184 (8.4)
ECOCls Score at baseline O
887 280.6; 895 281.5; 1782 (81.0)
214 (19.4 203 (18.5 417 (19.0)

1 Race category 'Other' includes 'Native Hawaiian or other pacific islander' and 'Multiple'
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Baseline characteristics, ITT population (2) @sAECSSanttonio
Characteristic, n (% Chemo alone Total
(n=1098) (N=2199)
Histology
Ductal, NOS 823 (74.9) 793 (72.2) 1616 (73.6)
Lobular 39 ( 3.5) 54 ( 4.9) 93 (4.2)
Metaplastic 50 (4.5) 46 (4.2) 96 (4.4)
Other? 211 (19.2) 241 (21.9) 452 (20.6)
Histological Grade at Screening
Well Differentiated 60 ( 5.5) 75 (6.8) 135 (6.1)
Moderately Differentiated 205 (18.6) 233 (21.2) 438 (19.9)
Poorly Differentiated 686 (62.4) 653 (59.5) 1339 (60.9)
Anaplastic 3(0.3) 3(0.3) 6 (0.3)
Unknown 146 (13.3) 134 (12.2) 280 (12.7)

1 Histological Subtype category 'Other' includes "Tubular’, 'Mucinous', 'Ductal with medullary features' and 'Other’
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Baseline characteristics, ITT population (3) @sAECSSanttonio

Characteristic, n (% Chemo alone Total
(n=1098) (N=2199)

Primary Tumor Stage

pT1-pT2 1024 (93.0) 1045 (95.2) 2069 (94.1)

pT3 71(6.4) 51 (4.6) 122 ( 5.5)

Other? 6 (0.5 2(0.2) 8 (0.4)
Axillary Nodal Status (IXRS)

0 577 (52.4) 573 (52.2) 1150 (52.3)

1-3 390 (35.4) 390 (35.5) 780 (35.5)

24 134 (12.2) 135 (12.3) 269 (12.2)
AJCC Stage at Surgery

Stage |l 935 (84.9) 940 (85.6) 1875 (85.3)

Stage Il 161 (14.6) 157 (14.3) 318 (14.5)

Other2 5(0.9) _1(<0.3) 6 ( 0.3)

2AJCC étage categ(;ry 'Other’ includes ‘Stage I and miésing '
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Baseline characteristics, ITT population (4) @sABCSsannono

_y 0
Characteristic, n (%) Atezo + Chemo alone Total

chemo (n=1098) (N=2199)
(n=1101)

PD-L1 Status (IXRS)

IC O 316 (28.7) 316 (28.8) 632 (28.7)

IC 1/2/3 785 (71.3) 782 (71.2) 1567 (71.3)
Surgery (IXRS)

Breast conserving 524 (47.6) 523 (47.6) 1047 (47.6)

Mastectomy 577 (52.4) 575 (52.4) 1152 (52.4)




Primary efficacy endpoint: IDFS2 (ITT population)

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

g 70-
5 . Futility declared because the observed
L]
g .
& | Atezo +chemo  Chemo alone HR of 1.12b crossed the non-binding
.§ (n=1101) (n=1098) futility boundary of HR >1 at this interim
@ 40 iDFS events, n (%) 127 (11.5) 112(10.2) analysis
E 86~ iDFS HR 1.125(0.87-1.45) Median follow-up: ~25 months
20 - p=0.37 (Range 0 — 53 months)
10 -
0 : 1 1 | 1 ¥ 1 ! 1 ] | ] 1 | ! | 1 1 )
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time (months)
Chemo alone 1098 1022 970 923 864 812 731 663 565 471 372 289 204 109 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, Pstratified by PD-L1 status, Surgery, and Axillary Nodal Status
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iDFS in the PD-L1+ subgroup (71%) @eApEssanfnione

100 - :
n M
: +
80 —
€ 70+
c
@
g °0
-
® 50 Atezo + chemo Chemo alone
o
Q (n=785) (n=782)
8 40~ ,
2 IDFS events, n (%) 77 (9.8%) 73 (9.3%)
]
30 ,
£ iDFS HR 1.03(0.75-1.42)
20 —
10 -
0 -
|| 1 1 ' ] i i | i i ' 1 1 | 1 ! | ! i
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time (months)
Chemoalone 782 728 691 660 622 589 534 486 416 350 276 223 154 81 53 14 4 1 0
Atezo +chemo 785 749 718 680 640 601 536 480 425 366 300 230 156 90 48 17 3 1 0



San Antonio Breast Cancer Symposium®

IDFS subgroup analysis (ITT Population) bttt

Atezolizumab Chemo Atezolizumab
+ Chemo Alone + Chemo
(N=1101) (N=1098) hetter
Total Median Median Hazard 95% Wald
Baszeline Risk Factors n n (Manths) ] (Months) Ratio Cl
All Patients 2198 1101 NE 1058 ME 1.12 (0.87.1.45)
PD-L1 Status (IxRS)
1Ca B3z B3l NE Al ME 132 (07, 2.01)
IC 1723 1567 785 MNE 782 ME 1.03 (0.75.1.43)
Primary Tumor Stage at First Diagnosis (Grouped)
pTi-pT2 2069 1024 NE 1045 NE 1.15 (0,88, 1.51)
%1% 122 T NE 51 NE 0.81 (0.35, 1.86)
r 8 7] 237 2 ME .66 (0,06, 7.54)
Axillary Nodal Status (IxRS)
L] 1150 577 NE 573 ME .81 (0.54, 1.22)
13 T80 340 NE 390 ME 1.69 (1.08, 2.64)
=4 2649 134 HE 135 MNE 112 (068, 1.85)
AJCC Stage at Surgery (Grouped)
Stage I 1875 435 MNE 040 ME 1.5 (0,85, 1.56)
Stage 1l Eak: 161 MNE 157 ME 1.03 (0,64, 1.65)
Other (il 5 NE 1 ME =000 09 (0,00, NE)
Pooled Age Group 1
<§5 1820 916G ME 904 ME 0.495 (071, 1.26)
=5 379 185 ME 194 ME 233 (1.28, 4.24)
Baseline ECOG Assessment Score
] 1782 EAT ME ga5 MNE 1.15 (087, 1.51)
1 417 214 ME 203 MNE 1.06 (0.58, 1.95)

Hazard ratios and the associated Wald confidence intervals were estimated using unstratified Cox regression.
The vertical dashed line indicates the hazard ratio for all patients.
The size of the symbol is proportional to the size of the population in the subgroup.
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L - — — - +
BD —
70
£
B S04 —— - — - ————— - -Atezo- +chemo- — -Chemo-alone - - — - - — — — — - - - - - -~
3 (n=1101) (n=1098)
S 40—
OS events, n (%) 61 (5.5%)p 49 (4.5%)
30 -
OS HR 1.20 (0.82-1.75)
20 -
10 -
D —
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time (months)
Chemo alone 1098 1072 1026 984 939 862 7 709 608 509 399 313 219 120 79 20 6 1 0
Atezo +chemo 1101 1082 1038 980 948 875 786 706 615 521 422 320 225 135 74 23 5 2 0

aDefined as the interval between randomization until death from any cause. "One patient in the atezo arm who died 25 Dec 2022 not taken into account (data issue).



OV e rV I eW Of n u m b e r Of p atl e n tS San Antonio Breast Cancer Symposium®

December 5-9, 2023 | San Antonio, TX |

with at least one AE pHmesne

AEGUEIE, D) ARl emadhe [REE
TEAES! 1090 (99.7) 1073 (99.0) 2163 (99.4)
TRAEs? All Grade 1083 (99.1) 1066 (98.3) 2149 (98.7)
TRAEs Grade 3-4 587 (53.7) 472 (43.5) 1059 (48.6)
TRSAE 198 (18.1) 107 (9.9) 305 (14.0)
Treatment related Deaths 2 (0.2) 1(<0.1) 3(0.1)
AE leading to any treatment discontinuation 185 (16.9) 60 (5.5) 245 (11.3)
AEs leading to discontinuation of:
Atezolizumab 144 (13.2) 0 (0) 144 (6.6)
Epirubicin 30 (2.7) 12 (1.1) 42 (1.9)
Doxorubicin 14 (1.3) 17 (1.6) 31 (1.4)
Cyclophosphamide 43 (3.9) 30 (2.8) 73 (3.4)
Paclitaxel 54 (4.9) 33 (3.0) 87 (4.0)

ITEAE=Treatment Emergent Adverse Event

°TRAE=Treatment Related Adverse Event

*Safety follow-up period collects all AEs until 30 days after last dose of study treatment therefore atezo + chemo arm had longer safety FU due
to the continued atezo dosing during maintenance phase. During the maintenance phase, the chemo arm had %2 the frequency of visits.
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Neo-N Trial

Carbone Cancer Center
UNIVERSITY OF WISCONSIN
SCHOOL OF MEDICINE AND PUBLIC HEALTH
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Randomized Phase Il Study of Neoadjuvant Nivolumab (N) monotherapy 2-week
lead-in followed by 12 weeks of concurrent N+carboplatin plus paclitaxel (CbP) vs
concurrent N+CbP in Triple Negative Breast Cancer (TNBC): (BCT1902/IBCSG 61-

20 Neo-N)
=

Nicholas Zdenkowski, BMed, FRACP, PhD /f'Q\ Eﬁﬁé%;
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Background

Neoadjuvant systemic therapy, including immunotherapy, is
standard care for stage Il/1ll TNBC1?

Not all patients require the full KN522 regimen?

GeparNuevo: higher pCR with immmunotherapy ‘lead-in’vs
concurrent chemo-10 (61% vs 38%)3

mmune enriched tumors may have a greater response

DCR Is associated with good prognosis and may allow de-
escalation of chemotherapy

Carbone Cancer Center
1. Curigliano, Ann Onc 2023; 2. Schmid, NEJM2022; 3. Loibl, Ann Onc 2019 hOO OF e AND PUBLIC HEALTH



Methods

Non-comparative, Simon 2-stage ‘pick-the-winner’ design

m Hypothesis: pCR=ypTO0/is ypNO (lower 90% CI, primary endpoint) greater than 40%
Secondary endpoints: RCB, safety, pCR by PD-L1 (21% SP-142) and TILs (=30%), EFS

m Adjuvant chemotherapy at investigators discretion

e | |

PATIENT POPULATION ARM A
R Cycles 1-4 * 14-28 days after last
A Nivolumab 240 mg| Nivolumab 360 mg D1 Q3W x 4 cycles =
N X . Tl
Primary Triple Negative O 2 weeks Lead-in Carboplatin AUC5 D1 Q3W x4 cycles S End of Treatment
Breast Cancer 0 Paclitaxel 80 mg/m* x D1, 8, 15 Q3W x 4 cycles U visit 30 days after
R
TIL% M ¢ Y. 6 monthly follow-
| » ,
Stage | cT1c cNO < ARM B E Safety follow-up uri;::os;:iasrastz)onst
R 100 days after last
Stage HAcT1¢cN1; cT2 cNO A
. T Cycles 1-4 Y dose of study
Stage lIBcT2 cN1;cT3cNO | Nivolumab 360 mg D1 Q3W x 4 cydles . treatment
o "|carboplatin AUCS D1 Q3W x4 cycl ik
Stratification according to cib g . s * 14-28 days after last
age: < 40years, > 40 years N Paditaxel 80 mg/m” x D1, 8, 15 Q3W x 4 cydes dose of Nivolumab

Carbone Cancer Center
UNIVERSITY OF WISCONSIN
SCHOOL OF MEDICINE AND PUBLIC HEALTH



Results

Participants Lead-in | Concurrent
N=108* N=53 N=55

Age <40 26% 16%
Pre/perimenopausal 53% 55%

Stage | 34% 35%
Stage II/111 66% 65%
TILs 230% 34% 33%

PDL1 +ve (>1% SP-142)  43% 51%
Ki67% (median) 70% 70%

*110 enrolled, 2 not included (did not start
treatment)

e | |

70 sonscontcence
60
50 ‘
X 40 e
30
20
w |
o L2 || ||

Overall Stage| Stage High PD-L1 RCB WHO
/11 TILs positive 0+1 CR

M Lead-in Concurrent Total
Multivariable logistic regression model (age,
study cohort, stage, TILs): High TILs was only
predictor of pCR (67 vs 46%; (@2.47)

Carbone Cancer Center
UNIVERSITY OF WISCONSIN
SCHOOL OF MEDICINE AND PUBLIC HEALTH
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Discussion:

PCR rates exceeding 50% support a 12-week neoadjuvant non-
anthracycline chemotherapy regimen with nivolumab for Stage I/1l TNBC,;

- Total 53% (90%CI 44-61%)

- Lead-in 51% (90%CI 39-63%)

* Concurrent 55% (90%Cl 43-66%)

* PD-L1 71% positive vs 33% negative; STILS 67% high vs 47% low
No evidence of pCR advantage was seen with Lead-in N;

Patients with immune enriched tumors, identified by high sTILs or PD-L1
positivity, had high pCR rates with just 12 weeks of treatment;

Well tolerated, with no new safety signals seen,;

EFS results remain immature; Translational research is ongoing
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Adjuvant systemic therapy and outcomes
INn = 65 years with TNBC

PS13-07
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Systemic Therapy in Geriatric Patients with Triple Negative Breast
Cancer: A National Cancer Database Analysis
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Background

Despite the lower incidence of TNBC (12%-15%) the 5-year survival is 8%
to 16% lower than in hormone receptor-positive BC .

*  With the improved life expectancy in the US and the increased incidence
of BC as patients (pts) age, guidance around optimal treatment for
geriatric patients is lacking, given their underrepresentation in clinical
trials.

Objective

To compare the survival of geriatric patients (265yrs old) with early stage (I-1ll)

TNBC treated without chemotherapy or immunotherapy (No CT/IO) vs
chemotherapy (CT) or CT in combination with immunotherapy (CT+IO)
stratified by age.

Methods

Retrospective analysis of data collected from the National Cancer
Database (NCDB) for early stage (I-11l) geriatric (265yrs) TNBC pts treated
between 2004-2019.

. Pts were categorized into two treatment groups — those who were not
treated with any systemic therapy (No-CT/IO) and those who received
treatment with CT or CT in combination with 1O (CT/CT+I0).

. Patients were excluded if treatment administered was unknown, if there
was no follow-up time beyond diagnosis, or vital status.

R The main outcome was all-cause mortality.

. We used Cox regression to adjust for the covariates.

. Using the log rank P value, we identified the age cutoff over which the
survival rates were not significantly different between two treatment
groups.

Based on this age cutoff, we further categorized patients into two
groups- those between 65-80yrs and those 281yrs. We report 1- and 3-
year survival rates.

Howard FM, Olopade Ol; Epidemiology of Triple-Negative Breast Cancer: A Review. Cancer J 2021, 27(1):8-16.

Demographics by treatment type

No-CT/I0 (n=4105,

Characteristics

CT, m (%)
CT/CT+HIO, f{3)
Age, n (%)

Race, n|%)

Ethnieity, n |%)

Insurance, m (%)

Charlson-Deyo score, n{%)

Stage

B5-69yrs
70-7dyrs
T5-70yrs
B0-Bdyrs

2B5yrs

White
Black
(Other

Hispanic
Mon-Hispanlc

Public
Private

None

W k| e |

Regional Lyrmph Nade Surgery, n (%)

Surgery, n [%)
Radiation, n{%)

36.0%)

T31[17.8%)
BA49 (20.7%)
BG4 [21.0%)
806 [19.6%)
B55 [20.8%)

2956 (77%)
743 [19.4%)
140 (3.6%)

151 (3.8%]
3839 (96.2%}

3636 (89.4%]
416 [10.2%)
13 (0.3%)

2904 (70.7%)
643 [15.7%)
298 |7.3%)
260 (6.3%)

2410 {58.7%)
1089 [26.5%)
606 [14.8%)
3245 (79.2%)
3737 (B1.2%]
1848 (45.0%)

CT/CT+I0 (n=7311,

64.0%)
TOR0 [96.8%)
231 |3.2%]

3076 [42.1%)

2348 [32.1%)

1275 (17 4%)
487 [6.7%)
125 [1.7%]

5208 | 75.845%)
1405 [20.4%)
258 [3.5%]

324 [4.5%)
56871 (95.5%)

6314 [87.1%)
905 {12.5%)
34 (0.5%)

5517 [75.5%)
1163 [15.9%)
154 [4.8%)
277 [3.E%)

034 (41.5%)
2549 [34.9%)
1728 [23.6%)
6BO5 [93.2%)
7009 [96.0%)
4803 [B5.7%)

P-value

0,001

0.152

0.070

<0,001

<,001

<0.001

<0.001

0,001
<(.001



RESULTS

1-year and 3-year survival rates by Cox regression survival analysis showing
treatment and age categories factors associated with mortality by age and
stage categories
Histology types 1-year survival (95% Cl) 3-year survival (95% Cl) Variables HR (95% CI) Pvalue
_ No treatment _ _ Model 1 0.52 (0.45-0.60) <0.001
65-80yrs | 93.1% (92.1%-94.1%) 80.1% (78.1%-82.1%) Model 2 0.84 (0.67-1.05) 0.131
- Note: All models were adjusted for covariates
=81yrs  85.0% (83.2%-86.9%) 58.0% (54.7%-61.3%) Reference: No treatment
CT/CT+I0 | Model1: 65-80
L | . Model 2: 281 years
65-80yrs | 96.7% (96.3%-97.1%) 85.8% (84.7%-86.8%) The model is adjusted for race, insurance, income, area, distance to hospital, facility type,
>81yrs | 87.1% (84.1%-90.1%) ' 62.3% (56.8%-67.7%) facility location, Charlson-Deyo score, stage, regional lymph node surgery, surgery, radiation.




Kaplan Meier curves comparing mortality by
treatment among patients aged 65-80yrs

Kaplan Meier curves comparing mortality by
treatment among patients aged 81yrs and

older

Product-Limit Survival Estimates
With Number of Subjects at Risk and 95% Confidence Limits
1.0 + Censored
Logrank p <.0001
0.8 4
=
g 0.6+
o
T
E 0.4 -
0
0.2 -
0.0
I I I I 1 I
0 10 20 30 40 50
Time (months)
ﬁreatment 1: Chemo or Chemo and Immuno — — — - 2: None |
1 Baz7T 8488 5412 Zoz8 773 3
2 2622 2306 1804 831 265 0

Survival Probability

Product-Limit Survival Estimates
With Mumber of Subjects at Risk and 95% Confidence Limits

1.0+

+ Censored
Logrank p=0.0616
0.8+
0.6+
0.4 -
0.2
0.0+
I ] T I | 1
0 10 20 30 40 50
Time (months)
ﬁreatment 1: Chemo of Chemo and Immuno — — — - 2: None |
1 454 418 330 166 38 o
2 1483 1229 Ba4 390 ar 1]




Conclusion

m  Among geriatric pts who were between 65-80 yrs old and received treatment for early stage TNBC, there were significant
Improvements in mortality.

m  Among pts who were 281yrs old there was no survival benefit in those who received CT or CT+IO as compared to those who
received no treatment.

m  This analysis highlights the importance of individualizing treatment recommendations in geriatric patients who may not garner
the same benefit of treatment as younger patients and may experience higher toxicity.

Limitations

m  The small number of pts 281yrs old who received CT/CT+IO that were included in this analysis, which could account for the
lack of a statistically significant benefit of CT/CT+IO.
m  We were not able to assess breast cancer specific mortality.

Future Directions

m  Additional studies are required to clarify contributing factors and to help optimize the management of geriatric patients with
TNBC.

Acknowledgement

The data used in the study are derived from a de-identified NCDB file. The American College of Surgeons and the Commission on Cancer have not verified and are not responsible for the analytic or
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