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Predictors of Chemotherapy Use (N=8,601)
Stage | Triple-negative Breast Cancer

Variables significantly associated (all p<0.02) with the use of
chemotherapy at multivariate logistic regression were:

°* Younger age (<50 vs. >64, OR=5.19)

* Married status (vs. Single, OR=1.28)

* Ductal histology (vs. Other, OR=2.05)

* High tumor grade (vs. low grade, OR=4.89)

* Larger tumors (Reference T1mic, T1a OR=2.91, T1b
OR=19.16, T1c OR=31.49)

Systemic treatment for stage | TNBC is limited to chemotherapy, although
its benefit and utilization currently remain unclear.
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BCSS in Patients With T1b & T1c TNBC

@ No BCSS improvement in T1b TNBC (adjusted HR=0.87; p=0.619)

© Significant BCSS improvement in T1c TNBC (adjusted HR=0.64; p=0.002) BESsS I Fatlents ¥xith [im& [ia TNBE

i i 3 2 @ Marginal differences in 5-year BCSS for T1mi and T1a TNBC depending on the use of chemotherapy.
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Conclusions/Key Take-Away:
* In alarge cohort of stage | TNBC, 5-year BCSS was favorable
 Chemotherapy use increased over time for Tlb and Tlc TNBC

 Chemotherapy significantly increased BCSS for T1c TNBC, (p=0.002)

Limitations: retrospective, lack of recurrence data, small #s for T1la/T1mic



KN-522 study:
EFS results after a median follow-up of 63.1 months, including
results in key subgroups and EFS event types

< Neoadjuvant Phase > < Adjuvant Phase =—————p
Stratification Factors
* Nodal status (+ vs —) Neoadjuvant Treatment1 Neoadjuvant Treatment2 Adjuvant Treatment
* Tumor size (T1/T2 vs T3/T4) (cycles 1-4; 12 wk) (cycles 5-8; 12 wk) (cycles 1-9; 27 wk)

» Carboplatin schedule (QW vs Q3W)

—

Key Eligibility Criteria
Age 218y

Newly diagnosed TNBC of
either T1c N1-2 or T2—4 N0-2

ECOG PSOor1

Tissue sample for PD-L1
assessment?

Pembrolizumab 200 mg Q3W

Pembrolizumab 200 mg Q3W

S
U
R
G
=
R
Y

Primary Endpoints

* PCR (ypTO/Tis ypNO)
- EFS

Secondary Endpoints

* PCR (ypTO ypNO and ypTO/Tis) Neoadjuvant phase: starts from the first neoadjuvant treatmentand ends
* PCR, EFS, and OS in PD-L1+ population after definitive surgery (posttreatmentincluded)

Placebo

- Safety

Adjuvant phase: starts from the first adjuvant treatmentand includes
radiation therapy as indicated (posttreatment included)

Schmid P, et al. SABCS 2023



KEYNOTE-522: PD-L1 IHC Did Not Predict Benefit (pCR)
From Neoadjuvant Pembrolizumab

PCR in ITT Population

(ypTO/Tis ypNO)
B Pembro + chemo

1007 A 136 (5.4 to 21.8) M Placebo + chemo
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Dent. ESMO Asia 2020. Abstr 10. Schmid. NEJM. 2020;382:810.
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PCR by PD-L1 Status

A14.2 (5.3 to 23.1)
|
68.9% A 18.3 (-3.3 to 36.8)

54.9% |
- 45.3%

PRIVERY:! 90/164

PD-L1 Positive PD-L1 Negative



KN-522 study EFS Endpoint

HR b HR
IA42 Events  (95% CI) P value IA6 Events  (95% CI)
Pembro + Chemo/Pembro 15.7% 0.63¢ Pembro + Chemo/Pembro 18.5% 0.63¢
0.48-0.82) ©0-00031¢ 0.49-0.81
Placebo + Chemo/Placebo 23.8% (0.48-0.82) Placebo + Chemo/Placebo 27.7% (0.49-0.81)
100 : 100 = :
i ' 84.5% 90— :
E _ | 76.8% 8 704
Z 10 . . = 1 72.3%
o 60— : o 60- :
[re L
o [ o 1
o 50— I o 50— |
= 1 g 1
£ 40- : + 404 :
8 1 8 30 1
o 504 : A 20+ :
1 1
10- [ 10— 1
Median follow-up®: 39.1 mo ! Median follow-upf: 63.1 mo I
O | | 1 1 1 1 1 1 1 1 1 1 Il 1 1 1 1 1 O 1 1 1 1 1 1 1 1 1 i 1 1
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 0 6 12 18 24 30 36 42 48 54 60 66 72
Time, months Time, months
No. at risk No. at risk
784781769 751 728 718 702 692 681 671 652 551433303165 28 0 O 784 769 728 702 681 665 654 643 631 612 411 162
390 386 382 368 358 342 328 319310 304 297 250195140 83 17 0 O 300 382 358 329 311 299 292 286 284 274 189 79

Most common immune-mediated AEs: IRR 18.0 vs 11.6%; hypothyroidism 15.2 vs 5.7%; hyperthyroidism 52. vs 1.8%; severe skin
rxn 5.7 vs 1.0%; adrenal insufficiency 2.6 vs 0%, chemo + pembro vs chemo + placebo, respectively. Schmid P, et al. SABCS 2023



Adjuvant

Alexandra/IMpassion030 3 open-label study

Atezolizumab:

Invasive Disease-Free Survival

Chemo alone

Atezo + chemo

S
U B Early TNBC
R e Stage lI-llI
(&= e At least 50%
E node-positive
R e N=2300
)
ratifi ion f: rs:

Axillary nodal status

(0O vs. 1-3 vs. = 4 positive lymph nodes)
Surgery

(breast conserving vs. mastectomy)
Tumor PD-L1 status

(ICO vs. IC1/2/3)

Alexandra/IMpassion030 3 open-label study

iDFS in ITT

Atezo + chemo Chemo alone

(n=1101) (n=1098)
iDFS events, n (%) 127 (11.5) 112 (10.2)
iDFS HR 1.12°(0.87-1.45)
p=0.37

0 3 L] 9 12 15 18 21 24 27 30 33 k)

Time (months)
1098 02 70 3 864 82 ™ 663 565 an mn 289 204
101 1042 995 L -3 869 820 8 648 564 48 m 204 202

Arm A: Atezolizumab + Chemotherapy experimental arm

Week 1 3 5 9 13 1921 24 27 33

42

| [Foliow up >

Induction Treatment

Arm B: Chemotherapy only control arm

I * o

Maintenance Treatment

Paclitaxel qw for 12 weeks
ddAC/EC q2w for 4 doses supported with G-CSF/GM-CSF
Atezolizumab

® Induction: 840 mg q2w for up to 10 doses

. Maintenance: 1200 mg q3w to complete 1 year

® Monitoring visit Arm B

vk End of 30-day
safety reporting
period after last
study treatment

iDFS

Ignatiadis M, et al. SABCS 2023

Alexandra/IMpassion030 3 open-label study

in PDL1+ (71%)

0 w
0 i o
80
g 70
Futility declared because the obser ? -
b _hindi s
HR”of 1.12" crossed the non bl'nqll‘ § s Ao Ohomaaiong
futility boundary of HR >1 at this inf 3 (n=785) (n=782)
. 40
analysis £ iDFS events, n (%) 77 (9.8%) 73 (9.3%)
Median follow-up: ~25 months g * iDFS HR 1.03 (0.75-1.42)
(Range 0 — 53 months) e
10
o
39 2 45 P 51 54 o 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time (months)
Chemo alone 782 728 691 660 622 589 534 486 416 350 276 223 154 81 53 14 4 1 0
b s i 5 : 2 Atezo + chemo 785 749 718 680 640 601 536 480 425 366 300 230 156 20 48 17 3 1 o

120 66 2 s 2 0

Ignatiadis M, et al. SABC!

Ignatiadis M, et al. SABCS 2023



BCT1902/IBCSG 61-20 Neo-N study (hon-anthracycline chemo + nivo)

Enrolment: N=108 evaluable at 14 centers from July ‘20 — Apr ’22; Median follow-up 12 months

PATIENT POPULATION

Primary Triple Negative
Breast Cancer

Stage | cT1c cNO
Stage IIAcT1cN1; cT2 ¢NO
Stage lIB cT2 cN1; cT3cNO

Stratification according to
age: < 40years, 2 40 years

Z0--»w-2002>»>
l l

ARMA N=53

Cycles 1-4

Nivolumab 240 mg Nivolumab 360 mg D1 Q3W x 4 cycles
2 weeks Lead-in |Carboplatin AUCS D1 Q3W x4 cycles
Paclitaxel 80 mg/m* x D1, 8, 15 Q3W x 4 cycles

ARM B N=55

* 14-28 days after last
dose of pachtaxel

Cycles 14
Nivolumab 360 mg D1 Q3W x 4 cycles

" | carboplatin AUCS D1 Q3W x4 cycles

Paclitaxel 80 mg/m® x D1, 8, 15 Q3W x 4 cycles

Nivolumab 240 mg

s<2O2$MAOXICWD

End of Treatment
visit 30 days after

surgery.

Safety follow-up
100 days after last
dose of study
treatment

6 monthly follow-

* 14-28 days after last
dose of Nivolumab

» up to 3 years post-
randomisation

Hypothesis: pCR=ypTO/is ypNO (lower 90% Cl, primary endpoint) greater than 40%

Loi S, et al. SABCS 2023

80
. pCR h
60 f i
50 | |
X 40 ;---- | ‘
i | |
20 - |
* LI || |
Overall Stage| Stage High PD-L1 RCB WHO
in/m TILs positive 0+1 CR
M Lead-in M Concurrent Total

Multivariable logistic regression model (age,
study cohort, stage, TILs): High TILs was only
predictor of pCR (67 vs 46%; OR 2.47)

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

«  Total

-«  Lead-in

53% (90%Cl| 44-61%)
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;

Loi S, et al. SABCS 2023



Select Ongoing Phase Ill Trials with O in TNBC

§2212: Shorter Anthracycline-free Chemoimmunotherapy Adapted to pathological
Response in Early TNBC (SCARLET)

Randomized non-inferiority trial
Hypothesis: In patients with early stage TNBC, carboplatin-taxane chemoimmunotherapy is non-inferior to
taxane-platinum-anthracycline-based chemoimmunotherapy

I Neoadjuvant therapy I I Adjuvant therapy I
HIE Primary Endpolnts
Carboplatin? plus Doxorubicin plus ' > EFS
paclitaxel® cyclophosphamide g
12 weeks (AC)¢ e Pembrolizumab » Secondary Endpoint
r RDf e » EFS in TIL enriched
o Capecitabine per
Eligibility: TNBC y MD discretion subgroup
T2-4/NO, T1-T3/N1-2* » PCR and RCB 0/1 rate
N=2400 o » DMFS, OS
Carboplatin® plus Docetaxel® u groups
or ' > PROs, QOL
Stratification factors: i " 9 ’
r RD' Adjuvant AC per MD discretion central vs automatedbTILs
" Boodmor s, Contal T v Adjuvant Capecitabine per MD
Gt g discretion

“T4/N+, any N3 and inflammatory breast cancer excluded

2Carboplatin QW or Q 3W

b Paclitaxel QW.

¢ Carboplatin Q3W, Docetaxel Q 3W

9 AC every 3 weeks

© Total duration of neo plus adjuvant pembrolizumab = 51 weeks (17 q 3 week doses)

PI: Priyanka Sharma, Zahi Mitri

CANCER
fCo-enrollment in adjuvant NCTN escalation trials will be allowed after discussion with CTEP/study teams \ RESEARCH
€ No Further Adjuvant chemotherapy. Co-enrollment in adjuvant NCTN de-escalation trials will be allowed after discussion with CTEP/study teams \ NETWORK

OptimICE-pCR

Pembrolizumab x 27 wks

Key Eligibility:
pCR after preop chemo x min 6
cycles with pembrolizumab

Stratification Factors:
» Baseline nodal status
» Receint of anthracvcline chemotherapv: ves vs. no

Pl: Tolaney
Alliance Trial

Neoadjuvant TIL-and U e e "
i High sTILs (230%) < H
Response-Adapted A o :
H —»>
RD

Determine pathologic complete response (pCR) rate in high,
i i and I t I tumor infil d

o

Chemoimmunotherapy N I > (Reiwvantmmerse ) |
for TNBC (NeoTRACT) i p ‘ ¢
Primary Objective qgg —» \'?P O:j —> @ —»> [ Surgery ]—> [ Adjuvant Therapy® ]‘

: % ) ¢ ¢

(sTILs) categories

Secondary Objectives
RCB, radiographic response in TIL categories
Immune biomarkers, ctDNA and other circulati

Treatment per MD Discretion / Multidisciplinary Consensus

STIL i Intermediate sTILs (5-29%)

Assessment on
Core Needle Biopsy

: &Q.q- CO —> @ —V[ Surgery ] —> [ Adjuvant Therapy3 ]A

: Nl é ¢
a113‘§ﬁ1'.uz ’O , QOO -
H ~

cT1c-T3 NO-N2 MRI & US
N=130 N

Ineligible: Tumor Tissue

Any T4, Any N3
Any M1

Treatment per MD Discretion / Multidisciplinary Consensus

8 Car i + Pembr
Doxorubicin/Cy hamide + Pembrolizumab | & Low/Absent sTILs (<5%)

o Oim—b US2: MRI' | — | Surgery |— | Adjuvant Th Y
@gq(;o/ [ ] L ugeyl [ juvan erapy ]

[esi=—= ¢

rCR Radiographic complete response
rPR Radiographic partial response
rSD Radiographic Stable disease
rPD Progressive disease

pCR Pathologic complete response
RD Residual disease

® Blood collection Treatment per MD Discretion / Multidisciplinary Consensus

PI: Shane Stecklein and Priyanka Sharma
University of Kansas Medical Center
Mid-treatment MRI preferred, but can consider delaying to end-of-treatment if it will impact surgical approach; 2imaing will include axillary US cN+ at diagnosis; Adjuvant radiotherapy per standard-of-care, adjuvant systemic therapy per MD discretion

Phase Ill Trial: Optimice-RD/ASCENT-05

Residual disease in TNBC

Surgery should occur 4-8 weeks after the last cycle of sy: apy

Residual invasive TNBC
disease in breast or positive
node(s) after anthracycline,

A: Sacituzumab Govitecan x 8 cycles +

Pembrolizumab x 8 cycles

taxane, and checkpoint
inhibitor-based neoadjuvant
therapy

B: Pembrolizumab x 8 cycles

N = 1514 (add-on capecitabine per physician’s choice)

Pl: Sara Tolaney
Alliance Foundation Trial

dn-mojj04



Olympia: Updated Endpoints et

TNBC: 2 pT2 or 2 pN1

. N d * Hormone receptor—positive: * Hormone receptor—positive:
I\/l e d I a n F U 3 . 5 ye a rS, 2 |A non-pCR and CPS+EG score > 3 > 4 positive lymph nodes
100 94.4
= 90.6
100 - 93.4 2 88.0 86.5
q 89.7 86.1 5 ] 90.3
E : 82.7 Z 80 84.0 81.0 79.1
2 80+ 88.4 5 '
c 814 o 604 Difference: 3 Yr. DDFS rate Difference: 4 Yr. DDFS rate
2 , _ 773 75.4 2 7.0% (95% Cl: 3.5%, 10.6%)  7.4% (95% Cl: 3.6%, 11.3%)
8 60 - Difference: 3 Yr. IDFS rate Difference: 4 Yr. IDFS rate ®
E 8.8% (95% ClI: 5.0%, 12.6%)  7.3% (95% ClI: 3.0%, 11.5%) & 404
@ S Olaparib (107 events)
S 40 - s . .- _
é Olaparib (134 events) E 204 Placebo (172 events) Prior DDFS stratified HR = 0.57,
% 20 4 Placebo (207 events) 15t analysis stratified HR=0.58; B o Stratified hazard ratio 0.61 (95% Cl: 0.48, 0.77) P<0.001
S Stratified hazard ratio 0.63 (95% Cl: 0.50, 0.78) P<0.0001 0 6 12 18 2 30 36 42 48 54
-0 . . . . . . . . — No. atrisk Time since randomisation (months)
0 6 12 18 24 30 36 42 48 54 Olaparib 921 828 784 746 698 609 501 391 302 209
No. at risk Time since randomisation (months) Placebo 915 818 777 728 670 582 471 379 300 193
Olaparib 921 825 777 738 694 603 495 382 293 204
Placebo 915 807 765 715 656 571 459 370 293 187
0 (o) (o) 9.9 92.8 .
* 72% BRCA1, 82% TNBC, 50% post NACT _ 80- - 89.1 86.4
S Difference: 3 Yr. OS rate Difference: 4 Yr. OS rate
= 5 3.8% (95% Cl: 0.9%, 6.6%)  3.4% (95% CI: -0.1%, 6.8%)
S i
. . S
([ ] >
NO INcrease in MDS/AML Compared tO placebo 2 40 - Olaparib (75 deaths, 70 due to breast cancer)
. . @©
* Most toxicity grade 1/2; nausea most common s Placebo (109 deaths, 103 due to breast cancer)
o)
° G ra d e 3 201 stratified hazard ratio 0.68 (98.5% CI: 0.47, 0.97); P = 0.009 crossing the significance boundary of 0.015
 Anemia 9%, fatigue 2%, neutropenia 5% 0 , , , , , , , , ,
0 6 12 18 24 30 36 42 48 54
No. at risk Time since randomisation (months)
Tutt et al. N Engl J Med. 2021;384(25):2394-2405; Olaparib 921 862 844 809 773 672 560 437 335 228
TUtt et a|_ ESMO P|enary 2022 Placebo 915 868 843 808 752 647 530 423 333 218



Keynote-355: Chemotherapy* +/- Pembrolizumab for
Unresectable or Metastatic TNBC in the First-line Setting

 For CPS = 10%, mOS 23.0 months with
chemo + pembro vs 16.1 months with

chemo alone.

Percentage of Patients
Who Were Alive

No. at Risk
Pembrolizumab—chemotherapy
Placebo—chemotherapy

A Overall Survival in the CPS-10 Subgroup

Subgroup No. of Patients Median Overall Survival Hazard Ratio for Death (95% Cl)
Pembrolizumab—  Placebo-
chemotherapy chemotherapy
mo
PD-L1 CPS cutoff of 10
CPS =10 323 23.0 16.1 —— 0.71 (0.54-0.93)
100+
CPS <10 524 14.7 1532 1.04 (0.85-1.26)
90—H‘H1-"‘-~ T T T | 1 ’ ’
0.25 0.50 1.00 2.00 4.00
80 = =
704 Pembrolizumab—-Chemotherapy Better Placebo—Chemotherapy Better
60—
50+
40 ; .
0 Pembrolizumab-chemotherapy ° NO OS beneﬂt for CPS <1 O%
20- | om0 « Grade 3-5 immune-related
Hazard ratio for death, 0.73 (95% Cl, 0.55-0.95) Blecabo=cheraoth 0
— acebo—cnemotnera H T4 H H
o i toxicities observed in 5.3% with
0 T I I I T I T T T I T T I T T I I 1 0 .
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 pembro vs 0% of those given
Month
omhs placebo.
220 214 193 171 154 139 127 116 105 91 84 78 73 59 43 31 17 2 0 . Thyroid-re|ated (19_0%)
103 98 91 77 66 55 46 39 35 30 25 22 22 17 12 & 6 2 O .. 0
- Pneumonitis (2.5%)

*Chemotherapy of physician choice
Nab-paclitaxel (~1/3)
Paclitaxel (~10-15%)

Gem/carbo (~50%)

Combined PD-L1 positive cells, including tumor cells, lymphocytes, and macrophages.
Cortes J, et al. Lancet 2020;396:1817-1828.




KEYLYNK-009 study

ITT Population

|
Induction 271 pts Post-induction

Key Eligibility Criteria

* Locally recurrent inoperable
or metastatic TNBC not
previously treated in the
metastatic setting

Measurable disease per

Olaparib 300 mg twice daily®®
+
Pembro 200 mg Q3W up to 35 cycles
including induction®

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

* Confirmed PD-L1 status

Carboplatin AUC 2 on days 1 and 8 of each
21-day cycle and gemcitabine 1000 mg/m?
on days 1 and 8 of each 21-day cycle®
+
Pembro 200 mg Q3W for up to 35 cycles
including induction®

(4 to 6 cycles)

Z0--A>»N-2002>»2

e Primary Endpoints?

- : Randomization was stratified by
PFS per RECIST v1.1 by BICR in ITT * Induction response (CR or PR vs SD)
populat|on e S «  Tumor PD-L1 status (CPS 21 vs <1)
e e *  Genomic tumor status (BRCAm vs BRCAwt)

—OS in ITT populatic

All a=2.5% will be allocated to PFS first, and if
superiority is demonstrated, the full alpha 2.5% from
the superiority test for PFS will be passed to the

superiority test for OS Rugo H, et al. SABCS 2023



KEYLYNK-009 study

KEYLYNK-009 study

Events, Median, mo HR2
n (%) (95% ClI) (95% ClI) P-value®
1 -
o0 6-mo (95% ClI) Pembro + Olaparib 80 (59.3) 5.5 (4.2-8.3)
90- 47.8% (38.5%~56.5%) 0 7%918 33 0.4556
o 45.8% (36.8%~54.4%) Pembro + Chemo 90 (66.2) 5.6 (4.3-6.9) (0-72~1:33)
704 12-mo (95% Cl)
33.3% (24.5%-42.3%)
e 604 29.3% (21.2%~37.8%)
E 50 : :
40- :
304 T T Il i
20- e
101 é z
o T i T i 1 T T T T 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

Rugo H, et al. SABCS 2023

Tumor PD-L1 CPS 210 Population (~48%)

Events, Median, mo HR?
n (%) (95% CI) (95% CI)
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)
Ll 6-mo (95% Cl)
90+ 49.1% (35.7%=61.2%)
80- 46.9% (33.9%-58.8%)
70- : 12-mo (95% Cl)
40.7% (27.7%~53.3%)
* 601 30.9% (19.5%—42.9%)
g 50+ :
40
IL L [ J
30
20
10
0 r ; r : T T : : ; !
0 3 6 9 12 15 18 21 24 27 30
Time from randomization, mo
0
. ~
tBRCAm Population ( 21 A’)
Events, Median, mo HR®
n (%) (95% ClI) (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+
904
12-mo (95% Cl)
801 52.2% (30.0%~70.4%)
70- 45.1% (25.9%-62.6%)
2 601 :
73 o
& 50 . 1 1 J
40 :
6-mo (95% ClI)
301 84.4% (63:6%-93.9%) R
204 611% (40.;8%-76.2%)
10- :
0 L] T L) ; Ll T L) 1

0 3 6 9 12 15 18 21 24 27
Time from randomization, mo

30
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Progression-free survival (%)

15t line TNBC: ATRACTIB StUdy (Atezolizumab + Paclitaxel + Bevacizumab)

Summary of TEAEs, most frequent TEAEs (>25%) and irAEs n(%)

mPFS 11.0 months (95% CI, 9.0 - 13.2)

Events/Total Median (95% C1)

G100 (64 0% M09 0132
1 L Ll L L) Ll Al L] L) Al L \ L) I Ll L) L L Ll Ll Ll Al Al A Al Ll AJ \
01 2 3 4 5 6 7 8 9 101 121314151617 18 19 20 21 22 23 24 25 26 27
Number at risk Time (Months)
10097 90 87 79 78 64 60 55 53 46 44 39 34 29 25 18 11 9 8 4 4 3 3 3 2 2 0

Estimated 18-month O$#69.4% (95% Cl, 58.4% - 78.1%)

100

Best percentage change in sum of target lesions (%)

883888883038 88588388

Tumor response, n (%)
ORR

CR

PR

SD 224w

SD<24w

NE
CBR

BORRECISTv1.1

Complete response 13%
Partial response 50%

Stable disease <24w 10%

0
0
£ Stable disease 224w 16%
jm]
m

Progressive disease 8%
Not evaluable 3%**

Confirmed

55.0% (95% CI, 44.7% - 65.0%)
n

77.0% (95% C1, 67.5% - 84.8%)

Duration of response (median), months

10.0 (95% €I, 7.2 - 13.8)

Unconfirmed

63.0% (95% Cl, 52.8% - 72.4%)
13
50
16
10
8
3

79.0% (95% CI, 69.7% - 86.5%)
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EventaTotal  Median (95% C1)
- WI0(00N)  NE(29NE)
1 L ] L] L) L] L) ] L L) L] ] ]
0 3 6 9 12 15 18 2 24 2 K1) K<) 35
Nmmber ot risk Time (Months)
100 97 9% ® 74 61 k) 19 2 5 1 1

TEAES, n (%) Overall (N=100) Treatment-related
Any TEAEs 100 (100.0%) 97 (97.0%)
Grade 3/4 TEAEs 61 (61.0%) 47 (47.0%)
Any serious TEAEs 34 (34.0%) 18 (18.0%)
ECls 42 (42.0%) 42 (42.0%)
TEAEs leading to treatment discontinuation of:
Atezolizumab 14 (14%)
Bevacizumab 15(15%)
Paclitaxel 40 (40%) .
TEAEs leading to death 0(0.0%) 0(0.0%)
Dose adjustments
Reduction of Paclitaxel 22 (22.0%) 22 (22.0%)
Most frequent TEAES, n (%) Any grade Grade 3/4
Non-hematologic
Peripheral neuropathy? 68 (68.0%) 13(13.0%)
Fatigue 62 (62.0%) 7(7.0%)
Diarrhea 42 (42.0%) 3(3.0%)
Alopecia 41 (41.0%) 0(0.0%)
Stomatitis 37 (37.0%) 3(3.0%)
Nausea 31(31.0%) 0(0.0%)
Hypertension 30 (30.0%) 9 (9.0%)
Hematologic
Neutropenia 27 (27.0%) 12(12.0%)
irAEs, n (%) Any grade Grade 3/4
Any irAEs 12(12.0%) 5(5.0%)
Thyroid disorders 6 (6.0%) 0(0.0%)
Immune-mediated hepatitis 3(3.0%) 3(3.0%)
Nephritis 2(2.0%) 2(2.0%)
Addison's disease 1(1.0%) 0(0.0%)

*Patients with only non-target lesions. **Three patients discontinued before post-baseline assessment due to Progressive Disease in one patient and to withdrawal of consent in two patients. *
Peripheral neuropathy (SMQ), includes Neuropathy peripheral, Neurotoxicity, Polyneuropathy, and Toxic neuropathy (MedDRA v.25.1).
ATZ, atezolizumab; BVZ, bevacizumab; BOR, best overall response; CBR, Clinical Benefit Rate; Cl, confidence interval; CR, Complete Response; ECI, events of clinical interest; NE, Not Evaluable;
PR, Partial Response; PTX, paclitaxel; SD, Stable Disease; TEAEs, treatment-emergent adverse events.

Gion M, et al. SABCS 2023
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ASCENT: A phase lll Trial of Antibody-Drug Conjugate

Sacituzumab Govitecan vs TPC in Metastatic Triple Negative

Breast Cancer — Level One Evidence for OS Benefit

TROP2 Ab sacituzumab

A Progression-free Survival among Patients without Brain Metastases

Progression-free Survival (%)

No. at Risk
Sacituzumab govitecan
Chemotherapy

Median
No.of No.of Progression-
Patients Events free Survival
mo (95% Cl)
Sacituzumab Govitecan 235 166 5.6 (4.3-6.3)
Chemotherapy 233 150 1.7 (1.5-2.6)
100~ Hazard ratio for disease progression
or death, 0.41 (95% Cl, 0.32-0.52)
4h P<0.001
Sacituzumab govitecan
60 —— Chemotherapy
40-
20
O I | | | | | I |
0 3 6 9 12 15 18 21 24
Months
235 154 91 49 28 15 9 1
233 39 14 5 1 1 0 0

B Overall Survival among Patients without Brain Metastases

Most common AEs (incidence >25%):
cytopenias, N/V/D, fatigue, alopecia,
anorexia, rash and abdominal pain

Median
No.of No. of Overall
Patients Events Survival

mo (95% Cl)

Sacituzumab Govitecan 235

155 12.1 (10.7-14.0)
6.7 (5.8-7.7)

Hazard ratio for death, 0.48
(95% Cl, 0.38-0.59)
P<0.001

Chemotherapy 233 185

Sacituzumab govitecan

—— Chemotherapy

100,

$  80-

S

B 60

@

—] 40—

4

[

3 20

0
0

No. at Risk
Sacituzumab govitecan 235
Chemotherapy 233

214
173

6 9 12 15 18 21 24 27
Months

190 153 107 70 37 13 0
117 74 45 30 11 3 1

Ongoing Phase Il Trials ASCENT 3 and 4 will test SG and SG * pembro in 1L MBC.

Bardia A, et al. N Engl J Med 2021; 384:1529-1541.



Overall Survival Probability, %

Trastuzumab Deruxtecan in HER2-low TNBC:
Updated Efficacy in the HR- Cohort (Exploratory Analyses)

Med 32 mo followup

Overall Survival

100 Median T-DXd TPC Hazard ratio
o (95% Cl) (n = 40) (n=18) (95% Cl)
Primary 18.2 mo 8.3 mo 0.48
80 analysis’ (13.6-NE) (5.6-20.6) (0.24-0.95)
Ly Updated 17.1 mo 8.3 mo 0.58
- analysis (13.6-23.0) (5.6-20.4) (0.31-1.08)
50 24-month Landmark (95% CI)
T-DXd: 32.6% (18.5-47.5%)
40 - TPC: 11.8% (2.0-31.2%)
30 -
20—
= +  Censored
10 T-DXd (n = 40)
TPC (n = 18)
0 =0 % T 0 & & 1 Ft 9 1 T 1 ] ]

0 2 4 6 8

Time, months

10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44

Progression-Free Survival Probability, %
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Progression-Free Survival (by Investigator)

4+  Censored
T-DXd (n = 40)
TPC (n=18)

12-month Landmark (95% Cl)
T-DXd: 25.3% (12.8-39.8%)

Median T-DXd TPC Hazard ratio
(95% ClI) (n = 40) (n=18) (95% Cl)
Primary analysis 8.5 mo 2.9 mo 0.46
(by BICR?)! (4.3-11.7) (1.4-5.1) (0.24-0.89)
Updated analysis 6.3 mo 2.9 mo 0.29
(by investigator) (4.2-8.5) (1.4-4.2) (0.15-0.57)

aPFS by investigator was not analyzed for the
HR- cohort at the time of the primary analysis.

—3— %

T I
1 2 3 4 5

| I

Time, months

| e

i b

| R (! T |
6 7 8 9 10 11 12 13 14 15 16 18 17 19 20 21 22 23 24 25 26 27

* There was a 42% reduction in risk of death and 71% reduction in risk of disease progression or death for HR-

patients receiving T-DXd compared with TPC

* Most common AEs (220%): N/V/D, anorexia, cytopenias, inc LFTs, hypokalemia, MS pain and resp infection

Modi S, et al. ESMO 2023.
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Experience and
Biomarker
Analysis

Abelman RO, et al. SABCS 2023.

% Cross Resistance

Patient

Time To Progression ADC1 vs. ADC2

P<0.01

subtype

TNBC

Therapy

ADC1
ADC2

2221 PFS1: 161 days (95% Cl: 131-224)
PFS2: 77 days (95% Cl: 51-112)

Z: HR+/HER2-
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Clinical Course of Patients with TOP Variants
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o

CONCLUSIONS AND FUTURE DIRECTIONS

* This multi-institution update of patients receiving ADC after ADC
includes biomarker data from tissue sequencing.

+ Cross-resistance to ADC2 appears to be driven by antibody target
in some patients versus payload in others.

* Mechanisms of resistance to ADCs are likely heterogeneous
given the complex structure of ADCs.

* Tumor sequencing identified candidate resistance mutations
including variants in TOP family.

* These data emphasize the ongoing role of tissue samples in
determining resistance mutations to novel agents.
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T Cell InteractPrint predicts response to anti-
PD-1 therapy in I-SPY2

« In this trial, T Cell 1-SPY2 Trial Samples (HR+ and TNBC)
InteractPrint predicted :
response to anti-PD-1 +
neoadjuvant chemo e
with an AUC of 84.0
(p<1x109).

Sensitivity (%

» This was a significant
improvement over PD-

T Cell InteractPrint

L1 (assessed by average
PD-L1 transcript levels;
p <0.05).
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bit 2% Reduces TNBC PDXs in vivo
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Willingham et al., PNAS 109 (42) E2842.



