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Pembrolizumab or Placebo + Chemotherapy
Followed by Pembrolizumab or Placebo for
Early-Stage Triple-Negative Breast Cancer:
Updated Event-Free Survival Results from the
Phase 3 KEYNOTE-522 Study
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KEYNOTE-544 Distant Recurrence-Free Survival
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Datopotamab Deruxtecan (Dato-DXd) +
Durvalumab (D) as First-Line (1L)
Treatment for Unresectable Locally
Advanced/Metastatic Triple-Negative
Breast Cancer (a/mTNBC)

Updated Results From BEGONIA, a Phase 1b/2 Study
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PD-L1
expression

BEGONIA Arm 7; Dato-DXd + Durvalumab

Antitumour Responses in 1L a/mTNBC
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B Frogressive disease

Confirmed ORR was /9% (49/62; 95% Cl, 66.8-88.3) with 6 CR and 43 PR

assessed by 2 separate PD-L1 assays and scoring methods

4 Antitumour responses were observed regardless of PD-L1 expression level as

#
U H H
| i

B stable disease B not evaluable Il Pariial response B Complete response

Datted lines indicate fhresholds for pariial responss (-30%) and progressive disease (20%). PD-L1 expression was assessed by 1) immunohisiochemisTy using the VENTAMA PO-L1 (SP26:3) Assay with expression defined as the percentage of the fumour area populated by fumaour or immune cells with
memibranous staining (TAP], or 2) immunehisiochemistry wsing the 2303 antibedy with expression defined as the number of PD-L 1-staining fumour cells, lymphocyies, and macrophages, divided by e total number of viable tumour cells, mufiplied by 100 (CPS). ¥ the best percentage change from
Iba=aline of tanget lesions cannot be calculsied dus fo progression, withdrawal, or death, e velus i imputed &t +20%. %" Patierts with PD a5 best overall response. ®Uncondimmed response.

1L, first line; alm THBC, advancedimetosiafic nple—negaive breast cancer; CL, confidence intenral, CP'S, combined pasifive score; CR, complete response; Dado-DXd, datopatamab deruxtecan; ORR, objecive response rat; PO-L1, progrummed cell deain ligand-1; PR, m[;ia.i FESpD
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BEGONIA Arm 7: Dato-DXd + Durvalumab

Progression-Free Survival and Duration of Response

Median PFS was 13.8 months (95% CI, 11.0-NC)

Median DoR was 15.5 months (95% Cl, 9.92-NC)

— Durva + Dato-DXd (N=62)

Probability of progression-free survival
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567 8 9111213141516 171819
Time from first dose date (months)

I
2 3 4

Number of patients at risk

Durva +

Dato-DXd G2 61 56 o0 04 G2 40 40 37 32 24 23 18 18 14 13 13 2 2 0

Kaplar-Meier analysis was performed. Circles indica censored obsenmions.
CL, conddence interal; Dato-0Xd, dampoomab deruxtecan; DoR, duration of resporse; NG, not calculable; PFS, progression-free sundval.

Duration and onset of objective response
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Efficacy - TNBC

B HS-20089 showed promising anti-tumor activity in triple-negative breast cancer (TNBC). > L3
B At potential target therapeutic doses of 4.8 and 5.8 mg/kg, the ORR were 33.3% and 27.3%, respectively.

Figure 5. Best Percent Change of Target Lesions in TNBC

Bﬂ —
‘ 0.7 mg/kg ‘ 1.4 mg/kg ‘ 4.8 mglkg ‘ 5.8 mglkg ‘ 7.2 mglkg | Total
60 (N=2) (N=2) (N=12) (N=11) (N=1) (N=28)
ORR’, % (35% CI) 50.0 (1.3,.98.7) 0 333(99651)  27.3*(6.061.0) 0 28.6 (13.2.48.7)
TNBC
40 DCR, % (95% CI) 50.0(13987) 100.0(158,100.0) 667(349901) 818(482977) 1000(251000\ 75.0 (55.1.89.3)

*Assessed according to RECIST 1.1 by investigators.
*Including 1 confirmed PR and 2 PRs awaiting confirmation.
Others were confirmed PRs.

ORR: Objective response rate.

DCR: Disease control rate.

7.2mgfkg PR: Partial responze.

Best Change From Baseline in Target Lesion Size (%)
o

-60

80 -

=
ﬂ[ﬁgﬁlﬂ MUHETESS Clinical cutoff. August 17, 2023
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A Pooled Analysis of Trastuzumab
Deruxtecan in Patients With HER2-
Positive Metastatic Breast Cancer

With Brain Metastases (BMs) from

DESTINY-Breast01, -02, and -03
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#%%s DESTINY-Breast01, -02, and -03

Retrospective Exploratory Pooled Analysis Plan'-?

DESTINY-Breast01 (N = 253)20 —
= Phase Il study T-DXd®
+  Patients previously treated with T-DM1 {Total n = 184) ¥ N = ,
= Patients with asymptomatic and previously locally treated (With BM n = 19) bt [

BM eligible - _
+  Prior BM therapy within 60 days prohibited T-DXd BM pool (n = 148)

T-DXde
(Total n = 406) T-DXd non-BM PD’Dl {I"l = TDB}

DESTINY-Breast02 (N = 608)° (With BM n = 83) Endpoints:

Phase lll study
Patients previously treated with T-DM1
Patients with asymptomatic and previously treated/untreated

+ |C-ORR (CR+PR in
TPC per label brain) per BICR per

BM eligible Trastuzumab/Capecitabine RECIST v1.1

= Prior BM therapy within 14 days of randomization prohibited or
o ¥ ? Lapatinib/Capecitabine * IC-DoR per BICR
(Total n = 202) + CNMNS-PFS per BICR
(With BM n = 41) « Safety and tolerability

DESTINY-Breast03 (N = 524)24 T.DXde Comparator pool (N = 465)
*  Phase lll study (Total n = 261)
= Patients previously treated with trastuzumab and a taxane (With BM n = 46) Comparator BM pool (n = 83)

in metastatic or {(neo)adjuvant setfing with recurrence within

6 months of therapy Comparator non-BM pool (n = 382
= Patients with asymptomatic and previously : T-DM1? P P ( )

treated/untreated BM eligible (Total n = 263)

Prior BM therapy within 14 days of randomization prohibited (With BM n = 42)

The BM and non-BM pools were determined by BICR at baseline among all patients based on mandatory brain CT/MRI screening

BICR, blinded independent central response; BM, brain metastazis; CNS, central nervous system; CR, complete response; CT, computed tomography; DB, DESTINY-Breast, DoR, duration of response; HER2, human epidermal growth factor
receptor 2; IC, intracranial; mBC, metastatic breast cancer; MRI, magnetic rescnance imaging, ORR, cbjective response rate; PFS, progression-free survival; PR, partial response; R, randomization; RECIST v1.1, Response Evaluation Criteria in
Selid Tumors version 1.1; T-DM1, frastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice (trastuzumab/capecitabine or lapatinib/capecitabine).

Data for patients in the 5.4 mg/kg T-DXd arms were pooled from the DB-01, DB-02, and DB-03 trials. Comparator data were pooled from the DB-02 and DB-03 trials. All three studies were conducted in unresectable/mBC,; HER2 status was
confirmed cenfrally; and a documented radiographic progressicon after most recent treatment was required.

=The presence of BMs was not a stratification factor. *Data Cutoff: March 26, 2021. <Data Cutoff: June 30, 2022. “Data Cutoff- May 21, 2021. =5.4 mg/kg Q3W. *3.6 mg/kg Q3W.

1. Modi 5 et al. N Engl J Med. 2020; 382:610-621 [article and supplementary appendi]. 2. André F et al. The Lancst. 2023. https:idoi.org/10.1016/50140-6736(2 3007 25-0 [article and supplementary appendix]. 3. Cortes J et al. N Engl J Med.

2022, 368(12):1143-1154 [article and supplementary appendix].

2023 Sara A. Hurvitz, MD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Prior Systemic and Local BM Therapies

(N =851) (N =463) ® Overall, patients with BM were

BM Pool Non-BM Pool BM Pool Non-BM Pool heavily pretreated with a

(n =148) (n=703) (n=83) (n=382)
Prior regimens in the metastatic setting, 3.0 (1.0-14.0) 3.0 (0-27.0) 3.0 (1.0-15.0) 2.0 (0-12.0)
Median, (range), n (%)
0 0 2 (0.3) 0 1(0.3)
1 16 (10.8) 108 (15.4) 14 (16.9) 99 (25.9)
2 A1 (27.7) 192 (27.3) 27 (32.5) 110 (28.8)
3 35 (23.8) 156 (22.2) 22 (26.5) 89 (23.3)
4 18 (12.2) 71(10.1) 9(10.8) 39 (10.2)
=5 38 (25.7) 174 (24.8) 11 (13.3) 44 (11.5)
Prior anti-HER2 therapy, n (%)
Trastuzumab 142 (95.9) 643 (91.9) 83 (100) 381 (99.7)
Pertuzumab 104 (70.3) 497 (70.7) 29 (V1.1) 259 (66.8)
T-DM1 102 (68.9) 487 (69.3) 41 (49.4) 161 (42.1)
HER2 TKI 17 (11.5) 51 (7.3) 14 (16.9) 39 (10.2)
Prior treatment for brain metastasis, n (%)
Mone (untreated/active) 44 (28.7) 642 (91.3) 25 (30.1) 359 (94.0)
Any prior treatment for BMs (treated/stable) 104 (70.3) 61 (8.7 58 (69.9) 23 (6.0)°
RT alone 80 (54.1) 45 (64 44 (53.0) 15 (3.9
Surgery alone 2(3.4) 6 (0.9 5 (6.0} 2 (1.3p
RT and surgery 19 (12.8) 10 (1.4 9(10.8) 3 (0.8

BM, brain metastasis; HER2, human epidermal growth factor receptor 2; RT, radiation therapy; T-DM1, trastuzumab emtansing; T-DXd, frastuzumab deruxtecan; TKI, tyrozine kinase inhibitor.

median of 3 prior systemic
regimens in the metastatic
setting

In both T-DXd and comparator
pools, of the patients with
BMs at baseline, ~70% had
treated/stable BMs and ~30%
had untreated/active BMs

O This was balanced
between T-DXd and
comparator

RT includes whole-brain BT, brain-directed stereotactic RT, and brain-directed radicsurgery. Surgery includes any brain-directed surgery (craniotomy, metastasectomy in brain, resection, or removal of brain lesion).

*Patients with a reported history of BMs who did not have EMs at baseline.

EEESVD ™™
2023

Sara A. Hurvitz, MD

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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fEproratory Best IC Response, ORR, and DoR per BICR

Intracranial ORR?

T-DXd BEM Pool Comparator EM Pool
. Complete response 50 45.2 45.5 ,
- I
Partial response E 40 E
& : [3.4(n=2)
S 20 :
s 28.8 29.5 ! e 12
= (n=30) (n=13) ' 4.
: (n=3)
Treated/stable BMs Untreated/active BMs Treated/stable BMs Untreated/active BMs
(n = 104) (n = 44) {n = 58) (n = 25)
Best overall IC response, n (%)
Stable disease 48 (46.2) 15 (34.1) 28 (48.3) 15 (60.0)
Progressive disease 3(2.9) 1(2.3) 7 (12.1) 5(20.0)
Not evaluable/Missing 6 (5.8) 8(18.2) 7 (12.1) 2 (8.0)
IC-DoR, median, months (95% CI) 12.3 (9.1-17.9) 17.5 (13.6-31.6) 11.0 (5.6-16.0) NA®

T-DXd consistently demonstrated superior rates of IC responses over comparator in patients with treated/stable and untreated/active BMs

* A trend in prolonged median IC-DoR was most pronounced in the untreated/active EMs subgroup

BM, brain metastasis; BICR, blinded independent central review, DoR, duration of response; IC, intracranial; MA, not available; ORR, objective response rate; T-DXd, trastuzumab deruxtecan.
This table considers both target and non-target lesions at baseline. Lesions in previously irradiated areas were not considered measurable target lesions unless there was demenstrated progression in the lesion.
:C-ORR was assessed per RESIST vi 1. BIC-DoR MA due to small number of responders (n < 10).

2023 Sara A. Hurvitz, MD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Exploratory CNS-PFS per BICR

Treated/Stable BMs Untreated/Active BMs

Ny
v & DESTINY-Breast01, -02, and -03

;2 100 Median, months (95% CI) 8 1007 Median, months (95% Cl)
2 90 T-Dxd: 12.3 (11.1-13.8) _-E“ 50— T-Dxd: 18.5 (13.6-23.3)
- Comparator: 8.7 (6.3-11.8) % 80 Comparator: 4.0 (2.7-5.7)
% | Hazard Ratio (95% CI): 0.5905 (0.3921-0.8895) ‘E 70 Hazard Ratio (95% Cl): 0.1919 (0.1060-0.3473)
a @ & 1
T &0 § 60
E 50 — E 50—
(7] L]
- 0=
E 40 ﬁ 4
w . n
E 30 '“gr 30
S 20 + Cafanned = 20
Hd = 10 (] + Carmicred
- -1 [ e = g £ 10 T-D0kd Treabed {n = 44)
E} 10 —————  Comp Treated [n = 58) El e Tremted n o 251
a 0 T T T T T T T T T T T 1 T T T T ] = o T T T T T T T T T T T T T T T T ]
o 2 4 5] a 10 12 14 16 18 20 22 24 26 28 30 a2 34 0 2 4 5] B 10 12 14 16 18 20 22 24 26 28 a0 3z 34
Time, months Time, months
Patients stll at risk Patients still at risk
T-D¥d Treated (n=104) 104 100 B89 B3 T2 58 46 a2 28 21 18 12 4 4 2 0 ] o T-DOXd Treated (n=44) 44 41 a7 36 32 30 30 24 22 20 13 11 i1 5 4 4 2 i}
Comparator Treated (n = 58) 58 44 3 29 22 14 0 5] g ] 3 1 o ] Q V] 0 ] Comparalor Trealed (n=25) 25 18 11 B 3 2 2 1 1 1 1 1 1 1 1 1 0 Q

. T-DXd demonstrated a trend towards prolonged CNS-PFS over comparator, with a noticeably greater advantage
for patients with untreated/active BMs

BICR, blinded independent central review; BM, brain metastasis; CN5, central-nervous system; PFS, progression-free survival; T-DXd, trastuzumab denndecan.
CMN5-PFS was defined by BICR as only radiclogical progression.

EESM ™™
2023 Sara A. Hurvitz, MD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Adjuvant abemaciclib plus endocrine therapy for HR+,
HER2-, high-risk early breast cancer: results from a
preplanned monarchE overall survival interim
analysis, including 5-year efficacy outcomes

Nadia Harbeck, Priya Rastogi, Joyce O'Shaughnessy, Frances Boyle, Javier
Cortes, Hope S. Rugo, Matthew P. Goetz, Erka Hamilton, Chiun-Sheng
Huang, Elzbieta Senkus, Alexey Tryakin, Patrick Neven, Jens Huober, Ran
Wei, Valérie André, Maria Munoz, Belen San Antonio, Ashwin Shahir, Miguel
Martin, Stephen Johnston

Nadia Harbeck, MD
Breast Center, LMU University Hospital, Munich Germany

Madrid, Spain. 20 October 2023



Sustained DRFS Benefit in ITT

94.0 (A=2.5) 00.0 (A=4.1)
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= | . | 79.2
S 704 | : :
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e Median follow-up time is 4.5 years (54 months)

e All patients are off abemaciclib Number of DRFS events

* More than 80% of patients have been followed for at least 2 years since completing abemaciclib Abemaciclib + ET ET Alone
345 501

[
(=]

HR (95% Cl): 0.675 (0.588, 0.774)

Nominal p <0.001

Distant Rel
S

=k
o

2-year abemaciclib treatment
period

O 6 12 18 24 30 36 42 48 54 60 66 72
Time (months)

Number at risk

Abemaciclib + ET 2808 2630 2567 2500 2434 2375 2313 2258 2141 1202 S00 75
ET alone 2829 2660 2580 2499 2410 2327 2243 2176 2032 1161 488 72

32.5% reduction in the risk of developing a DRFS event.
The KM curves continue to separate and the absolute difference in DRFS rates between arms was 6.7% at 5 years

EREMD ™
2023 Nadia Harbeck, MD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.




Fewer Patients with Metastatic Disease in the Abemaciclib Arm

Additional Follow-up 1 (ITT) ! 0S 1A2 (ITT) 2
Data cutoff 01 April, 2021 Data cutoff 01 July, 2022

500

400
[72]
c
2
g 3004 Survival Status
ko) | Alive with metastatic disease
é 555 I Deaths due to BC
3 " Deaths not related to BC

100+

0 -

abemaciclib+ET abemaciclib+ET ET abemaciclib+ET

The imbalance of incurable metastatic recurrence continues to be substantial at OS I1A3

"Harbeck” N, Rastogi* P, et al. Ann Oncol. 2021:32(12):1571-1581 *co-first authors
ZJohnston SRD, et al. Lancet Oncol. 2023:24:77-90

- ongress
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NATALEE study design

+ Adult patients with HR+/HER2- EBC Ribociclib

i 400 mg/day Primary end point
* Prior ET allowed up to 12 months
3 weeks on/1 week off - : o
- Anatomic stage l1A® — IDFS using STEEP criteria

- NO with: for 3 years Secondary end points
. : L —  Recurrence-free survival
« Grade 2 and evidence of high risk: NSAI _ Distant disease—free survival
* Ki-67 220% Letrozole or —  0S

* Oncotype DX Breast Recurrence Score 226 or

d
« High risk via genomic risk profiling anastrozole* for HRQoL

> are
- Grade 3 25 years —  Safety and tolerability
. N1 + goserelin in men and _  PK
i remenopausal women -
- Anatomic stage IIB? R 1:1¢ P P E:»:pI«::Wﬂtuu::rj,a_r end points
« NOor N1 - anpre-lg ional recurrence—free
« Anatomic stage lll NSAI S(;I;T':;aexpression and
« NO, N1, N2, or N3 Letrozole or - o
A N = 5101 anastrozole? for alterations in tumor
= ctDNA/ctRNA samples
______________________________________ 25 years P
I Randomization stratification I‘I + gnserelin in men and
I Anatomic stage: Il vs IlI I |
I Menopausal status: men and premenopausal women vs postmenopausal women | premenopausal women
: Prior (neo)adjuvant chemotherapy: yes vs no |
| Geographic location: Morth America/Western Europe/Oceania vs rest of world |

ciDMNAMRMNA, circulating tumor DNA/RMA; EBC, early breast cancer; HERZ2, human epidermal growth factor receptor 2; HR, hormone receptor; HREQol, health-related quality of life; iDFS, invasive disease-free
survival; NSAl, nonstercidal aromatase inhibitor; OS, overall survival, PK, pharmacokinetics; R, randomized; STEEP, Standardized Definitions for Efficacy End Points in adjuvant breast cancer trials.

3 Enroliment of patients with stage Il disease was capped at 40%. 5101 patients were randomized from January 10, 2019, to April 20, 2021. © Open-label design. ? Per investigator choice.

1. Slamon D, et al. ASCO 2023. Oral; abstract LBAS00. 2. Slamon DJ, et al. J Clin Oncol. 2019.37(15 suppl). Abstract TPS597.

2023 Aditya Bardia, MD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Consistent iDFS benefit across clinically relevant subgroups

] RIB + NSAI 189/2549 90.4
ITT population et i === 0.748 (0.618-0 906)
Menopausal status

RIB + NSAI 71/1126 91
Premenopausal women NSAI alone 93/1132 89 2 0.72 (0.53-0.38)
RIB + NSAI 118/1423 90
Postmenopausal women NSAI alone 144/1420 86 4 0.78 (0.61-1.00)
mialﬂmlc SEHE
RIB + NSAI 4911011 94
. NSAI alone 65/1034 91 s St b
RIB + NSAI 14011528 87
- LISAL alone 172/1512 a4 3 0.74 (0.59-0.93)
-NogarstaTs
RIB + NSAI 16/285 94
NO NSAI alone 28/328 89 Z LTl s LT
RIB + NSAI 17312261 90
N1-N3 NSAI alone 208/2219 87 3 0.77 (0.63-0.94)
Age
RIB + NSAI 155/2142 90
<63y NSAI alone 195/2186 87 3 LEOT Tkt g
RIB + NSAI 34/407 90
it NSAI alone 42/366 86 4 0.72 (0.46-1.14)
Ki-67
RIB + NSAI 76/1199 92
{ -
s20% NSAI alone 95/1236 90 2 S
RIB + NSAI 82/920 89
>20% NSAI alone 105/938 84 S LEOET k2 2o L L
iDFS, invasive disease-free survival; ITT, inteni-to-treat; NSAI, nonstercidal aromatase inhibitor; RIB, ribociclib. Med | an FU: 27.7 mo nth S

2023 Aditya Bardia, MD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use



KEYNOTE-756: Phase 3 Study of Neoadjuvant
Pembrolizumab or Placebo + Chemotherapy
Followed by Adjuvant Pembrolizumab or Placebo
+ Endocrine Therapy for Early-Stage High-Risk
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KEYNOTE-756 Study Design (NCT03725059)

_ Hﬂﬂﬂdjl.l'lfﬂl'lt Phase —b Ih A.djl.l'lﬂil'lt Phase *

-~

Pembro 200 mg Q3IW x 4 cycles
Pembro 200 mg

Paclitaxel® x 12 ke
+ Paclitaxel® x 12 weeks Q3W x 6 months

Doy énﬂ Surgery *
embro L0U0 mg + Endocrine Thera
Doxo®Epirubicin® + up‘tc- 10 yeamﬂf’

Eligibility (N = 1240) Cyclophosphamide® x 4 cycles
« Locally confirmed invasive
ductal breast carcinoma
= T1c-T2 |::-l ? cm :| chH1-2 or : RT if indicated"
T3-4 cMO-2
« Centrally confirmed
ER+/HERZ2- grade 3
- Treatment-naive Placebo Q3W x 4 cycles +
Paclitaxel® x 12 weeks

Dual Primary Endpoints
« pCR (ypTO/Tis ypNOD)

- EFS

Placebo Q3IW
x & months

+
Endocrine Therapy®

* Surgen
Pembro 200 mg + e

Doxo® Epirubicin® +
Stratification factors Cyclophosphamide? x 4 cycles
1. Eastem Europe = PD-L1 status (CPS 21 or <1)
2. China = Mo further stratification

up to 10 years

> N'f_m%ﬂ“:f;fu:ﬂpﬁ = G <1 Neoadjuvant phase: starts from the first neoadjuvant treatment and ends after definitive surgery
2. Modal status (Positive vs Negative) (posi-treatment included)
3. AC/EC (Q2W vs Q3W
4 ERs :1_{9% u;:m%}} Adjuvant phase: starts from the first adjuvant treatment and includes radiation therapy as

indicated (post-treatment included)

Grade 3, T1c-T2, cN1-2, or T3-4, cNO-2 Cardoso, LBA21 ESMO 2023



KEYNOTE-756- Pathological Complete Response (pCR) Rate

PCR, % (95% CI)

Primary Endpoint

100 -

A 8.5 (4.2-12.8)a
P=0.00005

n
o
1

Pembrolizumab

Arm
Placebo Arm

154/635

100/643

ypTO/Tis ypNO

Subgroup
Cverall
Age category
=85 years
=85 years
ECOG P5
1]

4

PD-L1 status
Positive ([CPS z1)
Megative (CPS <1}

Every 3 weeks
Every 2 weeks
Tumor size
Tim2
T34
Modal status
Positve
Bl o b
ER positivity
=10%
=10%

30 -20 -10
Difference in pCH rate (percentage points)

-

0

AR OUROE

Pembrolizumakb Arm

'
10 20 30 40

e

Favors
Placebo Arm

Favors
Pembrolizumab Arm

50

154/835 (24.3)

135/546 (24.7)
19/89 (21.3)

142/570 (24.9)

4R OC r4A0 ©

143/482 (29.7)
117153 (7.2)

97/415 (23.4)
54/183 (20.5)

1111402 (27.8)
43/233 (16.5)

143/570 (25.1)

14K /1R O%

1350801 (22.5)
18/34 (55.9)

HNo. with pCRINo. of Participants (%)

ITT N=1278
pCR
Rate Difference
Placebo Arm {93% Cl)
1000843 (15.6) 854210 12.8)
BE/SET (15.7) 2.0 (4.3 10 13.8)
1178 (14.5) 6.8 (5.2 to 18.6)

§1/588 (15.5)

NRICC r40 A%

DBM48D (19.8)
41154 (2.8)

551425 (12.8)
44/187 (23.5)

T1/413 (17.2)
20230 (12.8)

82/582 (15.8)

BlRd r49 4%

87/B00 (14.5)
13/43 (30.2)

Cardoso, LBA21 ESMO 2023

9.4 (4.8 to 14.1)

9.8 (4.4 to 15.2)
4.5 (—0.4 to 10.1)

10.4 (5.3 to 15.7)
6.0 (-3.0 to 15.0)

10.4 (4.7 to 16.1)
5.6 (—0.8 to 12.5)

9.3 (4.6 to 13.9)

A0 e 2T

8.0 (3.6t 12.4)
25 8 (3.3 to 45.8)



Immune-Mediated AEs in Neoadjuvant Phase

100
Pembro Arm Placebo Arm
90 All Inémune-Mediated (N = 634) (N = 642) Srade
80 Any grade 32.8% 7.0% 12 35
70 Grade 3-5 7.1% 1.2% Pembro Arm [l
5 60 Serious 6.2% 1.7% PraceboArm [
g 50 Led to death 0 0
S A0 Led to discontinuation 7.7% 1.6%
£ of any drug
30
20 17.5
9.0
10 17 . 05 28 14 5, 22 g5 19 ;5 17 03 13 05 09 08 08 06
: @‘ﬂ{a .\8“9{5\ D*-Zr"? ? &@q‘iﬂ’\ E::;P : o %‘;."ES} Oﬁ : qﬁ ® D{E‘;\& ? 'ﬂﬁ} ®
S & @ @ & * N e
& & N Yo @9 X & Ny
QG‘F Q@{@ e S & ¥ °
'S S &

Immune-Mediated AEs With Incidence 25 Participants in Either Treatment Arm

Considered regardless of attribution to treatment or immune relatedness by the investigator. Related terms included in addition to preferred terms listed.
Data cutoff date: May 25, 2023.
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CheckMate-7FL study design (NCT04109066)

Adjuvant

Neoadjuvant phase Surgery ol b Follow-up
Key inclusion criteria
+ Newly diagnosed ER+, HERZ2- PTX cycles 1-4 AC cycles 1—:‘:‘| Adjuvant cycles 1-7)
BC 1 cycle =3 whs icycle=2or 3 1 cycle = 4 whks
« Confirmed ER+ BC
* T1c-T2, cNO-cM2 or T3-T4, cNO- NIVD 360 mg
cM2 Q3IW + AC Q3W NIVO 480 mg
. i _ MIVD 360 mg . Q4w
m&rade J or grade 2 with ER 1 Q3W - FPT},: aw Surgery iﬁ-u-ea:igamr's
JIVO 240 m Saf
* Adequate organ function c ,r,;'.,” ﬂ:ﬂﬁw SHEIEEEE fullau:gp
* Tissue available for biomarker 2 - . 30 days
assessment I 100 days
« ECOGPS 0-1 E Lonate
ng-term
i i -E follow-up
Stratification factors E NIVO PBO QIW {12 months
« PD-L1IC (21% or < 1% + AC Q3w post-surgery)
« Tumor gra[ze (3 0r 2) : gg‘:g fiﬂrx aw o Surgery '"h"r't‘.'“ig;';m
. - C =
. ﬁn:;:iatg;ndal status (positive or NIVO PBO Q2W S
+ AC Q2W
+« AC (Q3W or Q2W)

Loi, LBA20 ESMO 2023



pCR rate, % (95% CI)

90

W
o

M
o

10

CheckMate-7FL Pathological Complete Response (pCR) Rate

Axf 24.1 (10.7-37.5)
Odds ratiosf 3.11 (1.58-6.11)

A3b 10.5 (4.0-16.9) 60 -
Odds ratio® 2.05 (1.29-3.27) 44'- 3%

Pd=0.0021

B Arm A: NIVO + NACT / NIVO + ET

B Arm B: PBO + NACT / ET

20.2%
A 3.6 (-3.6-10.7)

14.2%

10.7%

24/169 18/169

PD-L1IC 2 1% (secondary PD-L1IC < 1%
endpoint)

Loi, LBA20 ESMO 2023



Cancers du sein RH+/HER2 non amplifié

METASTATIQUE
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Background: Dato-DXd

Dato-DXd: Humanised anti-TROP2 IgG1

« Dato-DXd is a TROP2-directed ADC, that selectively monoclonal antibody
delivers a potent Topo-I inhibitor payload directly into \ Y,
tumor cells,! and has several unique properties*: ‘~ “‘oq" ,'
— Optimised drug to antibody ratio = 4 0‘ | '0
— Stable linker-payload I .
— Tumour-selective cleavable linker I I
— Bystander antitumour effect Deruxtecan
|
1 P { o o o !
: DatF)—DXd prew?u.sly demonstrated promising | 3 REVNS RS U N
antitumour activity and a manageable safety profile o 8@@
with a convenient Q3W schedule in pre-treated patients Cleavable " "
i - _ 2 tetrapeptide-based linker Topo-l inhibitor payload
with metastatic HR+/HER2- breast cancer o4
Image is for illustrative purposes only; actual drug postions may vary.
*The clinical relevance of these featurss is under investigation. Based on animal data. 1. Okapma D, et al. Mol Cancer Ther 2021:20:2329-40;
Date-DXd, datopotamab demuxizcan; IgG1, immunoglobulin G1; Q3W, every 3 weeks; Topo, topisomerase L. 2. Menc-Bemnstam F, et al. Poster presentafion at SABCS 2022 abstract PD13-08.

Aditya Bardia Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



I 1 i ~ 80%
TROPION-Breast01 Study Design Prior CDK4/6 - 80%
Randomised, phase 3, open-label, global study (NCT05104866)

Dato-DXd

Key inclusion criteria:

6 mg/kg IV Day 1 Q3W Endpoints:
« Patients with HR+/HER2- breast cancer* (n=363) « Dual primary: PFS by
HER2- defined as IHC 0/1+/2+; ISH negative BICR per RECIST v1.1, and

Previously treated with 1-2 lines of ' . , . 0s
chemotherapy (inoperable/metastatic setting) Investigator’s choice of - Key secondary: ORR

Experienced progression on ET and for whom chemotherapy {|CC) PFS (investigator assessed)

ET was unsuitable as per protocol directions® J safe
ECOG PS 0 or 1 (enbulin mesylate D1,8 Q3W; vinorelbine D1,8 Q3W; and safety

gemcitabine D1,8 Q3W, capecitabine D1-14 Q3W)
(n=367)

Randomisation stratified by:
Lines of chemotherapy in unresectable/metastatic setting (1 vs 2)
Geographic location (US/Canada/Europe vs ROW)
Previous CDK4/6 inhibitor (yes vs no)

» Treatment continued until PD, unacceptable tolerability, or other discontinuation criteria

Detailed description of the statisfical methods published previously.! *Per Amenican Society of Clinical OncologyiCollzge of American Pathologists (ASCOICAP) guidelines. 1ICC was administered as follows: enbulin mesylate,

14 mgfm? IV on Days 1 and 8, QIW; capecitabine, 1000 or 1250 mgim? crally twice daily on Days 1to 14, Q3W (dose per standard institutional practice); vinorelbine, 25 mafm? [V on Days 1 and 8, Q3W; or gemcitabine,

1000 mgfm2 IV on Days 1 and 8, Q3W. BICR, blinded independent central review; COKAE, cyclin-dependent kinase 4/6; ECOG PS, Eastern Cooperative Oncology Group performance status; ET, endocrine therapy; 1. Bardia A, et al. Future Oncal 2023;
IV, mtravenous; ORR, objective response rate; 05, overall sunival; PD, progressive disease; PFS, progression-free sunvival; RECIST, Response Evaluation Critenia in Solid Tumers; ROW, rest of world. doi: 10221 THon-2023-0188.

2023 Aditya Bardia Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.




Progression-Free Survival ORR: 36% vs 23%

109 PFS by BICR: primary endpoint
0.9-
08 Dato-DXd = ICC
el 074 Median PFS, months 6.9 49
a ° (95% Cl) (5.7-74) (4.2-55)
; 0.6+ HR (95% CI) 0.63 (0.52-0.76)
= 0.5 , P-value <0.0001
§ 0.4- .
& 034 : E 25 5%
0.2 : : :
— Dato-DXd (n=365) : : —
011 — icc (n=367) : : 14.6%
0 T : i i T
0 3 6 9 12 15
Number at risk Time from randomisation (months)
DatoDXd 365 249 158 66 15 4
ICC 367 205 93 26 8 1

PFS by investigator assessment: Median 6.9 vs 4.5 months; HR 0.64 (95% CI 0.53-0.76)

Cl, confidence interval; HR, hazard ratio

2023 Aditya Bardia Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



TRAEs Occurring in 215% of Patients and AESIs

System Organ Class Dato-DXd (n=360) ICC (n=351) « Most TRAEs were grade 1-2 and manageable
Preferred term, n (%) Any Grade Grade 23 | Any Grade Grade 23

Blood and lymphatic system AESIs
Anaemia . 40 (11) 4(1) 69 (20) @) « Oral mucositis/stomatitis:T led to treatment

E;:E”trcpe”'a 9 (1) 4(1) 149442 108(31) discontinuation in one patient in the Dato-DXd
Dry eye 7822 2(1) 27 (8) 0 group

Gastrointestinal « Ocular events:* most were dry eye; one patient
Nausea 184 (51) 3(1) 83 (24) 2(1) discontinued treatment in the Dato-DXd group
Stomatiti 180 (50 23 (6 46 (13 9(3
v;,.;?;’r:; 71 ((20)) 4 ((1 )) 2?((8]) 5 Ed . Adjydicated drug-related ILD:S rate was low;
Constipation 65 (18) 0 32 (9) 0 mainly grade 1/2

General
Fatigue 85 (24} 6 (2) 64 {13} 7 (2) Adilldi(:ﬁt&d drug-related ILD Dato-DXd ICC

Skin and subcutaneous All grades, n (%) 9(3) 0
Alopecia 131 (36) 0 72 (21) 0 Grade 23, n (%) 2 (1)1 0

*Neutropenia includes the FTs neutropenia and neutrophil count decreased. t0ral mucositis/stomatitis events included FTs of aphthous ulecer, dysphagia, glossifis, mouth ulcerafion, odynophagia, oral mucosal blistering, oral pain, oropharyngeal pain, pharyngeal inflammation,
stomatitis, fongue ulceration; all grade: 59% with Dato-DXd, 17% with ICC; grade 3- T% with Dato-DXd, 3% with ICC. tOphthalmeologic assessments were required at screening, and then every 3 cycles from G101 and at end of therapy; ocular events induded selected PTs from
Comeal Disorder SMQ and select relevant PTs from Eye Disorder SOC; all grade: 49% with Dato-DXd, 23% with ICC; grade 3: 1% with Dato-D¥d (one patient with dry eye, one patient with punciate keratitis, and cne patient with dry eve and ulcerative keratitis), 0% with ICC.
SILD includes events that were adjudicated as ILD and related fo use of Dato-DXd or ICC (inchudes cases of potential ILD{pneumonitis, based on MedDRA v23.0 for the namow ILD SMQ, selected termes from the broad ILD SMQ, and PTs of respiratory failure and acute
respiratory failure). "0ne adjudicated dnag-related grade 5 LD event: atinbuted to disease progression by investigator. ILD, interstifial lung disease; PTs, preferred terms; SMQ, standard MedDRA query; SOC, system organ dlass.

2023 Aditya Bardia Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Efficacy of SKB264 (MK-2870) in HR+/HER2- BC

ORR, n (%) 14 (36.8)
Confirmed PR 12
DCR, n (%) 34 (89.5)
DoR
Median (Range), mo 714(42-149+)
6-mon DoR rate, % (95% Cl) 80.0 (409, 94 6)
PFS
Median (95% Cl), mo 11.1(54,131)
6-mon PFS rate, % (95% Cl) 612 (413,761)
0s
Median (95% CI), mo NE (10.71, NE)
9-mon OS rate (95% Cl), % 814 (571,92.7)

a. of 41 patients were enrclled, 38 patients were evaluable for response assessment (defined as 21 on-study scan).

hematotoxicity
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X

Discontinued —— Ongoing

Change of percentage in target lesion size from baseline over time
per investigator assessment

Weeks

Best change of percentage in target lesion size from baseline
per investigator assessment

0 H 5D S

Prior CDK4/6 ~ 66%
Prior 2-3L chemo ~ 80%
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PFS22 and Post-Study Anticancer Therapies®

HR+ Cohort All Patients
T-DXd TPC T-DXd
in=133) {n=163) (n=1373)
Median PFS2 by investigator, mo (5% CI) 195(138172) 105(8.3-114) 154 (136-16.35) 9.7(8.3-10.8)
Hazard ratio (95% CI) 0.51 {0400 64) 051 {0.41-0.64)
Post-study anticancer therapies
Systemic treatment, n (%) 247 (T4.6) 126 (77.3) 282 (15.6) 144 (T8.3)
Targeted therapy® 119 (3e.0) 70 (42.9) 134 (35.9) 15 (40.8)
CDKA/G inhabitors 47 (14 2) 27 (16.6) 48 (12.9) 27 (14.7)
ADC | 16 (4.8) 15(9.2) 18 (4.8) 15 (8.2)
T-DiXd 2(08) 4(23) 2(0.3) 4(22)

Sacituzumab govitecan 927 5(3.1) 1129 5(27)
Endocrine therapy 102 (30.8) 26 (34.4) 103 (27.6) ar(31.0)
— T

Radition.n (%) o How many had discontinued for ILD/Toxicity? | e 209
Surgery, n (%) 5(1.3) 1(0.5)

ADC, amtibody drug conjugate; COK, cyclin-dependent kinase; HR, hormone receplor; PFS, progresslon-free surdval; T-DXd, rastuzumaly derncdecan; TPC, trealment of physician’s choics.
sDefined a5 the ime from date of randomization o the frst documented progresshon per Investigator assessment on nexi-ine of sysiemic herapy or death due o any cause, whichewer ooeurs Tnst.
YParticipants may have been treated with more than 1 type of post-sbudy anticancer therapy. “Class Includes COKA/E Inhibltar, Immunctherapy, antioody drug conjugates, or N SUDCIZEE speciiied.
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Komal L. Jhaven, Rinath Jeselsohn, Gynthia X. Ma, Elgene Lim, Kan Yonemon, Enka P.
Hamilton, Kathleen Harnden, Seock-Ah Im, J. Thaddeus Beck, Sarah Sammons, Manali Bhave,
Peter A. Kaufman, Cristina Saura, Tarek Meniawy, Francesca Bacchion, Roohi Ismail-Khan,
Yujia Li, Shawn T. Estrem, Bastien Nguyen, Muralidhar Beeram.

Komal L. Jhaveri

New York, USA. 22"¢ October 2023




Pharmacokinetics

Predose steady state plasma concentrations of imlunestrant as monotherapy or in the presence of
everolimus and alpelisib

100-

Imlunestrant Plasma Concentration (ng/mL)

1{} L) 1 1
Imlunestrant Imlunestrant + everolimus Imlunestrant + alpelisib
N=66 N=27 N=13

* PK analyses showed no drug-drug interaction between imlunestrant and everolimus/alpelisib
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Kaplan-Meier plot of PFS

Patient Group N Events Median (95% Cl) Patient Group N Events Median (95% Cl)
—+— Imlunestrant all 114 93 4.3(36,7.1) —— Imlunestrant + everolimus 42 22 15.9 (11.3, 19.1)
—+— Imlunestrant 2L post-CDK4/6i 48 40 6.5 (3.7, 8.3) —— Imlunestrant + alpelisib 21 13 9.2 (3.7, 11.1)
100+ 1001
757 751
S
¢ 50 501
L
o
25 251
T :
D- T T T T T T T T T U- T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30
Time (months) Time (months)
Patients at risk Patients at risk

- 42 32 25 23 19 156 7 3 0 0 0
= 21 16 10 6 2 0 0 0 0 0 0

- 114 65 44 27 19 15 9
= 48 33 22 12 7 5 4

W =~
= B
L
o o
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RESULTS: Primary objective IBTR-free survival among patients
who did not undergo breast surgery 3-year planned analysis

EMD
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i
o
1

100% IBTRFS

o8

Secondary
0.4 100% OS/DFS

0.2 t
0.0 1

Probability of ipsilateral breast recurrence free survival

0 12 24 36 48 60 72
MNo. at Risk Time {(months)
31 31 25 16 12 3 0

Median follow-up 38.4 months (IQR 27.6-51.8)

Henry M. Kuerer, MD, PhD; hkuerer@mdanderson.org Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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