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Clinicians in the Meeting Room

Networked iPads are available.

Review Program Slides: Tap the Program Slides button to review speaker
presentations and other program content.

Answer Survey Questions: Complete the premeeting survey before the meeting.
Survey results will be presented and discussed throughout the meeting.

Ask a Question: Tap Ask a Question to submit a challenging case or question for
discussion. We will aim to address as many questions as possible during the
program.

s) [ B

T/ Complete Your Evaluation: Tap the CME Evaluation button to complete your
- evaluation electronically to receive credit for your participation.

For assistance, please raise your hand. Devices will be collected at the conclusion of the activity.




& & 1 [E

Clinicians Attending via Zoom

Review Program Slides: A link to the program slides will be posted in the chat
room at the start of the program.

Answer Survey Questions: Complete the premeeting survey before the meeting.
Survey results will be presented and discussed throughout the meeting.

Ask a Question: Submit a challenging case or question for discussion using the
Zoom chat room.

Get CME Credit: A CME credit link will be provided in the chat room at the
conclusion of the program.




About the Enduring Program

* The live meeting is being video
and audio recorded.

* The proceedings from today will
be edited and developed into
an enduring web-based
video/PowerPoint program.

An email will be sent to all attendees when the activity is
available.

* To learn more about our education programs, visit our website,
www.ResearchToPractice.com




Friday
June 3

Acute Myeloid Leukemia and Myelodysplastic
Syndromes
11:45 AM - 12:45 PM CT (12:45 PM - 1:45 PM ET)

Lung Cancer
6:30 PM - 9:00 PM CT (7:30 PM - 10:00 PM ET)

Saturday
June 4

Prostate Cancer
6:45 AM - 7:45 AM CT (7:45 AM - 8:45 AM ET)

Gastrointestinal Cancers
7:00 PM - 9:30 PM CT (8:00 PM - 10:30 PM ET)

Ovarian Cancer

Sunday 6:45 AM - 7:45 AM CT (7:45 AM - 8:45 AM ET)
June 5 Chronic Lymphocytic Leukemia and
Non-Hodgkin Lymphoma
7:00 PM - 9:30 PM CT (8:00 PM - 10:30 PM ET)
Urothelial Bladder Cancer
Monday 6:45 AM - 7:45 AM CT (7:45 AM - 8:45 AM ET)
June 6 Breast Cancer
7:00 PM - 9:30 PM CT (8:00 PM - 10:30 PM ET)
Tuesday BRI ERUZA L] F

June 7

6:45 AM - 7:45 AM CT (7:45 AM - 8:45 AM ET)
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MODULE 1: Optimizing the Management of
ER-Positive Localized Breast Cancer




Biomarkers for Adjuvant Endocrine and
Chemotherapy in Early-Stage Breast Cancer:
~ASCO Guideline Update

Fabrice Andre, MD?; Nofisat Ismaila, MD, MSc?; Kimberly H. Allison, PhD3; William E. Barlow, PhD*; Deborah E. Collyar, BSc>;
Senthil Damodaran, MD, PhD®; N. Lynn Henry, MD, PhD?; Komal Jhaveri, MD?°; Kevin Kalinsky, MD, MS?; Nicole M. Kuderer, MD'?;
Anya Litvak, MD'?; Erica L. Mayer, MD, MPH!3; Lajos Pusztai, MD'#; Rachel Raab, MD'°; Antonio C. Wolff, MD'¢; and

° Vered Stearns, MD'®
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J Clin Oncol. 2022;40(16):1816-1837.



Biomarkers for Adjuvant Endocrine and Chemotherapy in Early-
Stage Breast Cancer: ASCO Guideline Update

Women with early-stage invasive breast cancer

HER2 POS HER2 NEG
No mature evidence to | |
recommend use of any other
biomarker for this patient ER POS ER NEG
population l
| No mature evidence to
recommend use of any other
Premenopausal Postmenopausal biomarker for this patient
or age < 50 years or age > 50 years population
Node NEG Node POS Node NEG Node POS
Oncotype DXd Oncotype DX I I
urAvand RAlT Insufficient MammaPrint? 1-3 node POS >4 node POS
evidence to EndoPredict
recommend a Prosigna | |
biomarker for use Kie7?
IHC4b Oncotype DX
BOI° MammaPrint? Insufficient
B A dPALT Kie7® evidence to
pHLgall : EndoPredict recommend a
IHC4P biomarker for use
BCI°

mmmm High quality of evidence/strong strength of recommendation
mmm /ntermediate quality of evidence/strong strength of recommendation
mmm /ntermediate quality of evidence/moderate strength of recommendation

RTP
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Andre et. al, J Clin Oncol. 2022;40(16):1816-1837.



In general, when ordering a genomic assay for a woman with
ER-positive, HER2-negative breast cancer, which, if any, are you
most likely to use?

45-year-old 65-year-old
premenopausal postmenopausal

21-gene assay 13 16 17 15
70-gene signature 1 1 1 2
12-gene assay 1 0 1 0
RSClin 0 2 0

Other i 1t i 17
R : o o o

* Neoadjuvant: 70-gene signature; adjuvant: 21-gene assay; " 21-gene assay and calculate RSClin as needed
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In general, would you recommend chemotherapy to a 65-year-old
woman with a 2.3-cm node-negative infiltrating ductal carcinoma
(IDC) with a 21-gene Recurrence Score of 24?

Yes @1

. I EGEaaeeaasaaam
aaeE

Survey of clinical investigators



Assuming you were able to access abemaciclib for a patient
with a T2 primary tumor and 1 positive node, would you
recommend it?

ves OO 4
ves, ifKi-67 >20% ()OO0 0000000)E) 13
N E

Survey of clinical investigators



Assuming you were able to access it, would you generally
recommend adjuvant abemaciclib to a 65-year-old woman with ER-
positive, HER2-negative BRCA wild-type localized breast cancer and

4 positive nodes?
- 00000 EEEEEE
Yes, if Ki-67 >20% (L)) )OO s

A 60-year-old woman with a 4-cm ER-positive, HER2-negative BRCA
wild-type localized breast cancer receives neoadjuvant AC followed
by paclitaxel and at surgery is found to have multifocal residual
disease and 1 positive lymph node. Would you offer adjuvant
abemaciclib as part of treatment?

-@aEEEEE®-

ves, ifKi-67>20% ()OO OO0 OO O0OOO0O) 12
No @ 1

Survey of clinical investigators



A 65-year-old woman presents with ER-positive, HER2-negative localized
breast cancer with a germline BRCA mutation and 4 positive nodes.

Assuming you had access, which agents, if any, would you include as
adjuvant treatment in addition to hormonal therapy?

ozparic (@ EE 000000000 5
Both abemaciclib and olaparib @@@@D 5

A 60-year-old woman with a 4-cm ER-positive, HER2-negative localized
breast cancer with a germline BRCA mutation receives neoadjuvant AC >
paclitaxel and at surgery is found to have multifocal residual disease and

1 positive lymph node. Would you offer adjuvant abemaciclib and/or
olaparib as part of treatment?

Yes, olaparib %g%g@@@@@@@@@@@ 19

Yes, both abemaciclib and olaparib @ 1

Survey of clinical investigators



Optimizing the Management of ER-
Positive Early Breast Cancer (BC)
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Division of Medical Oncology, Department of Oncology
Mayo Clinic in Rochester, MN
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* Treating patients with chemotherapy based upon a “static’ genomic score
Phase |ll RxPONDER trial
MINDACT

* Treating patients based on an “adaptive” biomarker (Ki-67)
* Key efficacy and safety outcomes observed in the Phase |ll monarchE

* FDA approval of adjuvant abemaciclib with endocrine therapy and
identification of appropriate patients for this strategy

* Other ongoing studies (NATALEE) evaluating CDK4/6 inhibitors for
localized ER-positive breast cancer



X SWOG

Key Entry Criteria

+ Women age > 18 yrs

* ER and/or PR > 1%,
HER2- breast cancer
with 1*-3 LN+ without
distant metastasis

+ Able to receive
adjuvant taxane and/or
anthracycline-based
chemotherapy**

* Axillary staging by
SLNB or ALND

| CANCER
RESEARCH
NETWORK
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San Antonio Breast Cancer Symposium®, December 8-11, 2020

RxPONDER Schema

Recurrence Score 0-
25

Recurrence Score >
25

Off Study
Chemotherapy Followed by
Endocrine Therapy
Recommended

N =

(3]

ZO0O—4>»N-—-—=Z002Z2>»20

,000 pts

* After randomization of 2,493 pts, the protocol was amended to exclude enroliment of pts with pN1mic as only nodal disease.

** Approved chemotherapy regimens included TC, FAC (or FEC), AC/T (or EC/T), FAC/T (or FEC/T). AC alone or CMF not allowed.

ALND = Axillary Lymph Node Dissection, SLNB = Sentinel Lymph Node Biopsy

g
~N

Arm 1:
Chemotherapy Followed by
Endocrine Therapy

Arm 2:
Endocrine Therapy Alone

Stratification Factors
Recurrence Score: 0-13 vs.14-
25

Menopausal Status: pre vs. post
Axillary Surgery: ALND vs.
SLNB

This presentation is the intellectual property of the author/presenter. Contact him at kkalins@emory.edu for permission to reprint and/or distribute.

NCI National Clinical NCI Community Oncology
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IDFS Stratified by Recurrence Score and Menopausal Status

Number at risk

RS 14-25

Number at risk

X SWOG

Postmenopausal
o
O_ —
s CET 5-year IDFS 93.4%
== ET 5-year IDFS 92.9%
@
L O
D ©
-q.—, (= CET (N=765; 56 events)
] ET (N=736; 58 events)
= Adjusted HR = 0.96; 95% CI 0.66-1.38; p=0.81
TS|
(5]
=
3o
Z S+
—_— o
No Statistically Significant IDFS Difference
o
O_ -
o T T T T T T T T T T
(o] 1 2 3 4 5 6 7 8 9
Years since randomization
CET 765 685 636 570 505 432 276 137 50 0]
ET 736 685 637 578 504 421 262 132 40 2
o
Q -
‘_;’ S ET 5-year IDFS 91.2%
s CET 5-year IDFS 90.1%
>
[ el
D ©
o CET (N=910; 91 events)
@ ET (N=939; 100 events)
= Adjusted HR = 0.98; 95% CI 0.74-1.30; p=0.89
S S|
()
=
&
R
—_— o
o No Statistically Significant IDFS Difference
o
d T T T T T T T T T T
(0] 1 2 3 4 5 6 7 8 9
Years since randomization
CET 910 829 764 698 608 511 309 150 38 3
ET 939 882 825 730 663 554 339 166 64 7
| CANCER
RESEARCH
NETWORK

040 060 080 1.00

Invasive disease-free survival

0.20

RS 0-13

0.00

Number at risk
CET
ET

0.80 1.00

0.60

Invasive disease-free survival
0.40

0.20

RS 14-25

0.00

Number at risk
CET
ET

Premenopausal

CET 5m

ET 5-year IDFS 92.6%

CET (N=311; 10 events)

ET (N=334; 25 events)
Adjusted HR = 0.46; 95% Cl 0.22-0.97; p=0.04

5-year IDFS Absolute Difference 3.9%

311
334

1 2 3 4 5 6 7
Years since randomization

284 257 230 202 165 101 39

310 284 248 215 182 105 48

ET 5-year IDFS 86.6%

CET (N=523; 41 events)

ET (N=497; 66 events)
Adjusted HR = 0.57; 95% CI 0.39-0.84; p=0.005

5-year IDFS Absolute Difference 6.2%

11
16

523
497

1 2 3 4 5 6 7
Years since randomization

479 447 395 333 289 171 77

450 415 354 314 247 140 51

This presentation is the intellectual property of the author/presenter. Contact him at kkalins@emory.edu for permission to reprint and/or distribute.
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-

Premenopausal
patients:

84% and 75%
received
tamoxifen
monotherapy in
the chemo-
endocrine and
endocrine alone
arms

National Clinical
Trials Network

Community Oncolog!
) e
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Distant Metastasis-Free Survival in MINDACT according to Age:

Clinical High-risk, Genomic Low-risk by Age

Distant metastasis-free survival (%)

Number at risk

(number censored)
Adjuvant chemotherapy
No adjuvant chemotherapy

Distant metastasis-free survival (%)

Number at risk

(number censored)
Adjuvant chemotherapy
No adjuvant chemotherapy

100

904

80

70+

60+

50

%}

Chemotherapy Total

Events

Adjusted HR (95% Cl)

— Adjuvant chemotherapy 235
—— No adjuvant chemotherapy 229

17
30

0-54(030-0-98)
Ref

235
229

0

1 2 3

0) 226(9) 221(14)  215(19)

) 225(4) 219(7) 215(9)

704

60

504

40

30+

20+

Chemotherapy Total

205(24)
211(9)

Events

194(33) 187(37)  174(49) 148(74) 88(133) 36(182)
201(14) 181(26) 173(34) 132(73)  72(130) 28(172)

Adjusted HR (95% Cl)

— Adjuvant chemotherapy 441
—— No adjuvant chemotherapy 453

4
52

0-82 (0.55-1.24)
Ref

441(0)
453 (0)

1 2 3

424(15)  417(21)  407(23)
443(9) 434(15)  430(15)

4

T T T

5 6 7

oo
w

10

Time since enrolment (years)

398(28)
420 (21)

386(34) 363(51) 344(65) 286(116) 149(251)  64(336)
399(36)  376(55)  353(72) 283(130) 162(244) 68(333)

(A) Patients aged 50 years or

younger

(B) patients aged older than 50

years.

Piccart Lancet Oncology 2021



Percent Alive and Disease-Free

SOFT 8-Year Update: T+OFS Significantly Improves DFS

vs. T-Alone; Exemestane Adds More Benefit

100 -Mar %
Absolute Benefit - —

(o]
o

Years since Randomization

N
o

100-\ at8yearsvs. T ¢ N prak il
S 81.0% T
80{ T = L S
THOFS mmm e
E+OFS mmm— T+OFS 4.2% Z CHEMO
60 1 E+OFS 7.0% § o[ N=1271 (216 DRs)
0o 1 2 3 4 5 6 7 8 9
Years since Randomization
40 1
8-year %
Pts Events 8-yr% HR (95% Cl)vs. T 5 100 +=
20{ T 1018 208 789 2 ] 9.3 E1OFS
T+OFS 1015 167 83.2 0.76(0.62-0.93) P=0.009 8 98.0% T
0 E+OFS 1014 143 859 0.65(0.53-0.81) £ 60 NO
0 1 2 3 4 o 6 7 8 9 E 40 CHEMO
E

N=1353 (23 DRs)

o

0o 1 2 3 4 5 6 7 8 9
Years since Randomization

Fleming, G. SABCS 2017. Contact ibcsgcc@ibcsg.org for permission to reprint and/or distribute



BR009: Schema (slide courtesy of Terry
Mamounas)

 Premenopausal; HR+/HER2- BC
 pNO with RS 16-20 (high clinical risk) or RS 21-25
 pN1 with RS 0-25

|
Stratification

 Nodal Status (pNO vs. pN1)

. RS (0-15 vs. 16-25)
|

Randomization
|

Chemotherapy +
Ovarian Function
Suppression +
Aromatase Inhibitor*®
X 5 Years

Ovarian Function
Suppression +
Aromatase Inhibitor*
X 5 Years

* Tamoxifen can be used if Al is not tolerated



Endocrine Treatment Based on an “Adaptive”

Biomarker (Ki-67): Findings from POETIC

Ki67 (%)

50 A

40 4

30

20 A

10 A

Baseline Ki67—intrinsic prognosis

\

Y

Change in Ki67—response/benefit from treatment

» 2-week Ki67—integrates intrinsic
prognosis and benefit from Rx:
residual risk ON endocrine treatment

|—> Complete cell cycle arrest 2-week Ki67 < 2.7%

Time (weeks)

Time to recurrence (%)

Number at risk
(number censored)
Low-low

High-low
High-high

25+

— Low-low
—— High-low
High-high
Unadjusted hazard ratio 2-59 (95% CI 1-93-3-47); p<0-0001

0

I I 1 I I

1 2 3 4 5

ON -
~ -~

704(11) 688(18) 676(34) 657(100) 585(235) 443(434) 243(580) 97 ()
1097(7) 1077(21) 1052(44) 1011(130) 902(378) 638(678) 327(882) 121(-)
406 (5) 387(9) 366(17) 336(35) 302(111) 220(227) 98(290) 33(+)

Dowsett M J Clin Oncol 2022 and Smith et al. Lancet Oncol 2020



ADAPT

Integration of the 21 Gene RS and endocrine therapy
response, defined as Ki67 < 10% after 3 weeks'
presurgical endocrine therapy (ET; Ki67,,4< 10%).

N2
N3
Presentation Surgery RS > 25
o\ .
-~ Fatty tissuo ’.gé" e Falty tissu /g‘;‘
TR 3 weeks | =R
\ \ N
y > > > L
( Endocrine | ' N1
\\\\ J treatment 4
Biopsy Biopsy or excision
biopsy
RS
Ki67

—» RS 12-25, Ki67 > 10%

»  Chemotherapy trial

Tn=694

RS 12-25, Ki67 £ 109
S 5, Ki67 £ 10% n 1422

I >

Experimental arm —_ :
Endocrine

treatment
RS < 12 n = 868 onIy

Control arm

Dowsett M J Clin Oncol 2022 and Nitz et al. J Clin Oncol 2022



5-year IDFS

100%
1

40% 60% 80%
1 1 1

Invasive disease free survival

20%

0%
1

5y-iDFS

RS 0-11 group:
93.9% (95%-Cl

: [91.8% to 95.4%))

RS 12-25/ET-responders:

92.6% (95%-Cl

: [90.8% to 94.0%))

RS 0-11
RS 12-25 & Ki-6710%

Number at risk

RS 0-11 865
RS 12-25 & Ki-67<10% 1414

T T

12 24

36 48 60

Follow-up time (months)

796 705
1289 1124

657 603 431
1019 938 671

dDFS in age <50 years

Distant disease free survival
20% 40% 60% 80%  100%

0%

Number at risk

RS 0-11
RS 12-25 & Ki-67<10%

Trial Hypothesis: 5y-iDFS Noninferiority

95%-LCL of 5y-iDFS differen

ce: -3.3%

(RS12-25/ET-responders vs. RS0-11)

The one-sided lower 95% confidence limi

t of the observed

5y-iDFS difference (-1.3%) was -3.3%; thus, the pre-specified

criterion to accept the primary NI-hypoth

esis was met (p=.05).

dDFS in age >50 years

5y-dDFS age>50

RS 12-25/ET-responders: 95.1%

RS 0-11
RS 12-25 & Ki-67<10%

24 36 48 60

516 481 442 323

X
Lo 81
i o
— X
7 28
&
3
| 5y-dDFS age<50 g -
& ©
RS 0-11 group: 96.8% o
©
_ RS 12-25/ET-responders: 97.4% % S
P 5 g RS 0-11 group: 96.1%
s
2
o 0 o
N
Log-rank p=0.896 RS 0-11 Log-rank p=0.256
| RS 12-25 & Ki-67<10% < |
T T T T T T o T T
0 12 24 36 48 60 0 12
Follow-up time (months) Follow-up time (months)
Number at risk
260 233 196 185 171 116 RS 0-11 605 566
330 309 275 251 237 172 RS 12-25 & Ki-67<10% 1084 989

867 789 724 517



Summary: Ki-67 and Neoadjuvant Endocrine Therapy

POETIC: Perioperative Al therapy in postmenopausal women:
Elevated Ki-67 (>10%) after 2 weeks of Al therapy identifies patients
with increased risk for breast cancer recurrence

ADAPT: ET response (Ki-67 < 10%) more likely with Al than with
tamoxifen (78% versus 41%; P <.001). (poremenopausal patients: Tam
steady state levels likely not achieved at 3 weeks).

For those that achieve ET response, both premenopausal and
postmenopausal patients had dDFS (>96%)

Need for new therapeutic strategies for premenopausal women other
than Al + OFS

Smith et al. Lancet Oncology 2020
Ma et al. Clin Canc Res 2017
Nitz et al. J Clin Oncol 2022



A Randomized Phase 2 Non-inferiority Trial of

(Z)-endoxifen and Exemestane + Goserelin in
Premenopausal Women (EVANGELINE)

Primary Endpoint:
4-week EDR (Ki-67 < 10%)

Add goserelin to

” Z-Endoxifen

Z-Endoxifen for (80 mg/day) for
6 months KI-67 > 10%

(40 or 80 mg/day) Biopsy for

Ki-67 and ———

correlative _
biomarkers Switch to Z-Endoxifen +
Goserelin

For KI-67 > 10%

Key Eligibility
Criteria

* Age <55 years

* Premenopausal

Biopsy for
Ki-67 and

correlative
*Grade 1 or 2 biomarkers
ER+/HER2- breast
cancer

e 22cm tumor

Exemestane +
Goserelin for
6 months

Investigational Agent: Z-Endoxifen

Statistics: The primary endpoint is the endocrine sensitive disease (ESD) rate after 4 weeks (defined as Ki67 < 10%). The expected ESD rate with
exemestane + goserelin in pre-menopausal women is 70%. The non-inferiority margin is defined to be less than 15%. With a sample size of 81
subjects per treatment arm, a non-inferiority test for the difference between two proportions with a type | error of 0.15 (one-sided) will have a power
of 85% to detect a non-inferiority margin difference between these two proportions of 0.15, when the week 4 ESD rate is 0.70.

Atossa Therapeutics Matthew Goetz, PI



MonarchE Study Design

—

/HR+, HER2-, high risk early \
breast cancer

High risk defined as:

Abemaciclib (150mg twice daily for up to 2 years®)
+ Standard of Care Endocrine Therapy
(5 to 10 years as clinically indicated)

N =56372

» 24 positive axillary lymph nodes (ALN)

OR ~\
. 1-03 '%Tns? g;; I:gs;r; of the below: Stratified for: Standard of Care Endocrine Therapy®
o Histologic grade 3 «  Prior chemotherapy (5 to 10 years as clinically indicated)
0 Centrally tested Ki67 220% J . Menopausa' status 4

* Region Endocrine therapy of physician’s choice
Other criteria:
* Women or men

* Pre-/ postmenopausal Primary Objective: Invasive disease-free survival (STEEP criteria)
« With or without prior

. . Key Secondary Objectives: Distant relapse-free survival, Overall
adjuvant/neoadjuvant chemotherapy ival. Safetv. Patient e d Phar Kineti
. No distant metastases survival, Safety, Patient reported outcomes, an armacokinetics

2Recruitment from July 2017 to August 2019; ® Treatment period = first 2 years on study treatment after randomization

Johnston et al. J Clin Oncol 2020



MonarchE Safety Summary

AEs 220% in Both Treatment Arms?

Abemaciclib + ET ET alone
N=2791 (%) N=2800 (%)
>20% in eitherarm  mG3+ = G2 GI Gl = G2 mG3+
Diarrhea 84 . | 9
Fatigue 41 18
Arthralgia 27| |38
Neutropenia 46 - | 6
Leukopenia 38 - | 7
Abdominal pain 36| ‘10
Nausea 30 | 9
Hot flush 15| |23
Anemia 24| 4
| T T T | | | T T
100 80 60 40 20 20 40 60 80

1
100

Among the 2304 patients who experienced

diarrhea?

Abemaciclib +

Other events of
interest,” any grade | ET
(n=2791)

VTE, % 2.5
PE, % 1.0
ILD, % 3.2

Safety data at additional follow-up are consistent with the known safety profile of abemaciclib?

Median duration of treatment: 24 months

The safety population includes patients who received at least 1 dose of study treatment

ET alone
(n=2800)

0.6
0.1
1.3

1. Harbeck N, et al. Ann Oncol. 2021;30923-7534(21):04494-X. 2. O’Shaughnessy J, et al. ESMO Virtual Plenary 2021. Abstract VP8-2021.
3. Tolaney S, et al. St. Gallen 2021. Abstract PO13.



Invasive Disease—Free Survival (%)

100=

©
g

90+

85+

80-

751

70

Ki-67 as a Prognostic Marker in Cohort 1

Abemaciclib +

ET ET Alone
Cohort 1 Ki-67 High, N = 2003
Patients, N 1017 986
Events, n 104 158
3-Year o n
Rates 86.1% 79.0%

0

Cohort 1 Ki-67 Low

Cohort 1 Ki-67 High

abemaciclib + ET

ET alone

Cohort 1 Ki-67 Low, N = 1914

Patients, N 946 &'
Events, n 62

- = - abemaciclib + ET

= == ET alone

Abemaciclib Duration |

3

6

9

]

] -

| D 91.7% 87.2%

i Rates

R Ki-67 is

g prognostic
]

12 15 18 21 24 27 30 33 36 39 42 45
Time (months)

Ki-67 index was prognostic of worse outcome.

HR (95% ClI)

0.626
(0.488, 0.803)

0.704
(0.506. 0.979)

Ki-67 is not

predictive of

abemaciclib
benefit

However, abemaciclib benefit was consistent regardless of Ki-67 index.

Harbeck et al. Ann Onco 2021 Dec;32(12):1571-1581




MonarchE: Patients who received

neoadjuvant chemotherapy (NAC)

100 -prmwaygay v
-

Log-rank P<.001
HR=0.61(95% Cl, 0.47-0.80)

Patients, No. Events, No.

ET 1025 92
Abemaciclib+ET 1031 148

3 6 9 12 15 18 21 24 27 30 33
Time, mo

976 948 922 904 728 500 347 203 43 29 1
971 948 923 891 717 499 334 194 33 23 0

100 -pemewmarsggme

[a] 1DFs
= 80
s
>
3
@ 60
3
g 40+
2z
-]
=
g 20
0-+
0
No. at risk
Abemacicilib+ET 1025
ET Alone 1031
-
| B | DRFS
= 80
2
2
o 60
=
$
= 40
'@
2 20
2
0+
0
No. at risk
Abemacicilib+ET 1025
ET Alone 1031

Log-rank P<.001
HR=0.61(95% Cl, 0.46-0.81)

Patients, No. Events, No.

ET 1025 77
Abemaciclib+ET 1031 125

3 6 9 12 15 18 21 24 27 30 33
Time, mo

978 951 928 911 733 504 351 208 44 29 1
974 954 933 902 727 505 336 196 34 23 0

36

36

o

Invasive disease-free survival, %

v
0

Distant relapse-free survival,

2-year rate, 87.2%

70+

60+

50+

0 3 6 9 12 15 18 21 24 27 30 33 36
Time, mo

100

00 ‘2-year rate, 89.5%

80+

704
2-year rate, 82.8%

60

:
|
|
|
I
|

50+ : . :
0 3 6 9 12 15 18 21 24 27 30 33 36

Time, mo

Two-year IDFS rates
were 87.2% in the
abemaciclib + ET arm
and 80.6% in the ET arm
— 6.6% difference

Two-year DRFS rates
were 89.5% in the
abemaciclib + ET arm
and 82.8% in ET arm —
6.7% difference

Martin et al. JAMA Oncol 2022



Ongoing Adjuvant CDK 4/6 Inhibitor Trial: NATALEE

/ \ SR " Ribociclib 400 mg/day (3 weeks on/1 week off) for 3 )

enrolment =4000 _ years +
HR+, HER2-, early breast cancer + Endocrine Therapy (Letrozole or Anastrozole)

Continues to 60 months

* Anatomic Stage Il (either NO with
grade 2-3 and/or Ki67 > 20% or N1) or
[l EBC

Endocrine Therapy (duration 60 months)

k / \. y,

Other criteria:
* \Women or men

* Pre*-/ postmenopausal (" _ biective: L : val o )
« With or without prior Primary Objective: Invasive disease-free survival (STEEP criteria)

adjuvant/neoadjuvant chemotherapy Key Secondary Objectives: recurrence-free survival, distant DFS, overall survival,
e No distant metastases patient-reported outcomes, and RIBO pharmacokinetics. Safety and tolerability
will also be evaluated.

*Premenopausal and male patients will
also receive goserelin 3.6 mg/28 d

Slamon DJ, et al. J Clin Oncol 2019;37(15 suppl), Abstract TPS597.



Guidelines for Abemaciclib Use in Patients With EBC

FDA-Approved Indication’ ASCO Guidelines?
Abemaciclib plus ET (tamoxifen or an Al) for the adjuvant treatment Abemaciclib for two years plus ET for =25 years
of adult patients with HR+ HER2-, node-positive EBC at a high risk of may be offered to the broader ITT population of patients
recurrence and a Ki-67 score of 220% with resected, HR+ HER2-, node-positive, EBC

at high risk of recurrence

In monarchE, patients had to have tumor involvement in

at least 1 ALN and either: High risk of recurrence is defined as having:

* 24 ALN, or * >4 positive ALNs, or

* 1-3 ALN and at least one of the following: * 1-3 ALNs, and one or more of the following
tumor grade 3 histologic grade 3 disease
tumor size 2 50 mm tumor size >5 cm, or

* Patients with available untreated breast tumor samples were Ki-67 index >20%

tested retrospectively at central sites using the

Ki-67 IHC MIB-1 pharmDx (Dako Omnis) assay to establish if the
Ki-67 score was 220%, specified

in the protocol as “Ki-67 high”

1. Verzenio. Package insert. Eli Lilly and Company; 2021. 2. American Society of Clinical Oncology. Accessed November 22, 2021.
https://www.asco.org/practice-patients/guidelines/breast-cancer#/11081



Abstract VP1-2022

ESMO VIRTUAL PLENARY

PRE-SPECIFIED EVENT DRIVEN ANALYSIS OF
OVERALL SURVIVAL (OS) IN THE OLYMPIA
PHASE Illl TRIAL OF ADJUVANT OLAPARIB
(OL) IN GERMLINE BRCA1/2 MUTATION
(gBRCAm) ASSOCIATED BREAST CANCER
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ANALYSIS OF IDFS (ITT) AT OS 1A2

< 100 7 ‘wﬂ 89.7 86.1
ot : 82.7
2 80- 88.4
&
2 ol s 75.4
¢ 60+ Difference: 3 Yr. IDFS rate Difference: 4 Yr. IDFS rate
= 8.8% (95% CI: 5.0%, 12.6%) 7.3% (95% CI: 3.0%, 11.5%)
o)
S 40 -
._g Olaparib (134 events)
2 20 Placebo (207 events)
wn
g Stratified hazard ratio 0.63 (95% CI: 0.50, 0.78)
— 0 -
0 6 12 18 24 30 36 42 438 54
No. at risk Time since randomisation (months)
Olaparib 921 825 [T § 738 694 603 495 382 293 204
Placebo 915 807 P31 715 656 ol 459 370 293 187
ESMO VIRTUAL PLENARY

Tutt ANJ et al. ESMO Virtual Plenary 2022;Abstract VP1-2022.



SUBGROUP ANALYSIS IDFS

Subgroup Olaparib Biscebo Stratified hazard ratio for invasive P value for
_ : disease-free survival (95% Cl) heterogeneity
No. of patients with an
invasive disease event/total no. |
All patients 134/ 921 207 /915 —*— | 0.628 (0.504, 0.779) NA

Prior chemo : 0.977
Adjuvant 46 / 461 151455 I 0.618 (0.425, 0.888)
Neoadjuvant 88 /460 132 /460 —J— I 0.622 (0.473,0.813)

Prior platinum : 0.197
Yes 42 | 247 51/238 I 0.791 (0.523, 1.187)
No 92 /674 156 / 677 —— I 0.575(0.443, 0.742)

HR status : 0.754
HR+/HER2- 25/ 168 34 /157 . I 0.680 (0.402, 1.134)
TNBC 109/ 751 1731758 —a— | 0.620 (0.487,0.787)

BRCA : 0.615
BRCA1 83 /579 149 / 588 —l—1 I 0.533 (0.406, 0.695)
BRCA2 34.1 235 44 /216 i 0.693 (0.440, 1.082)
BRCA1/2 both 0/2 8 e : NC

0.25 0.50 0.75 .0 125
< B

All subgroup hazard ratio point estimates are < 1 and confidence intervals include the hazard ratio for olaparib treatment effect in the

overall ITT population

ESMO VIRTUAL PLENARY

Tutt ANJ et al. ESMO Virtual Plenary 2022;Abstract VP1-2022.

Favours olaparib

Favours placebo



\

N
R

98.0
100 7
99 92.8
2 Difference: 3 Yr. OS rate Difference: 4 Yr. OS rate
% 55 3.8% (95% CI: 0.9%, 6.6%) 3.4% (95% CI: -0.1%, 6.8%)
e N
S
il 40 = Olaparib (75 deaths, 70 due to breast cancer)
@©
% Placebo (109 deaths, 103 due to breast cancer)
O
20 Stratified hazard ratio 0.68 (98.5% CI: 0.47,0.97); P = 0.009 crossing the significance boundary of 0.015
O L
0 6 12 18 24 30 36 42 48 54
No. at risk Time since randomisation (months)
Olaparib 921 862 844 809 s 672 560 437 335 228
Placebo 915 868 843 808 ¥52 647 530 423 333 218

98.5% confidence intervals are shown for the hazard ratio because P < 0.015 is required for statistical significance

ESMO VIRTUAL PLENARY

Tutt ANJ et al. ESMO Virtual Plenary 2022;Abstract VP1-2022.



SUBGROUP ANALYSIS OF OS e N

Subgroup Olaparib Placebo Stratified hazard ratio for overall heltae\rlslueenfe(?:
No. of patients who died survival (95% Cl) - .
/total no. ;
All patients 75/921 109/915 J | 0.678 (0.503, 0.907) NA

Prior chemo : 0.543
Adjuvant 22/ 461 28 /455 o I 0.783 (0.444, 1.365)
Neoadjuvant 53 /460 81/460 i | 0.638 (0.449, 0.900)

Prior platinum ! 0.236
Yes 27 | 247 29 /238 o > 0.882 (0.520, 1.491)
No 48/ 674 80/677 = | 0.601 (0.417, 0.855)

HR status : 0.381
HR+/HER2- 16/ 168 1197 ] > 0.897 (0.449, 1.784)
TNBC 59 /751 92/758 L | 0.640 (0.459, 0.884)

BRCA : 0.845
BRCA1 49/ 579 15588 = I 0.643 (0.446, 0.918)
BRCA2 161235 28/216 = | 0.521 (0.276, 0.951)
BRCA1/2 both 0/2 0/3 { NC

0.25 0.50 0.75 1.00 1.25
< B
Favours olaparib Favours placebo

All subgroup hazard ratio point estimates are < 1 and confidence intervals include the hazard ratio for olaparib treatment effectin the
overall ITT population

ESMO VIRTUAL PLENARY

Tutt ANJ et al. ESMO Virtual Plenary 2022;Abstract VP1-2022.



MODULE 2: New and Novel Treatment Strategies for
Localized Triple-Negative Breast Cancer (TNBC)




In general, what would you recommend as adjuvant therapy for a
patient with a germline BRCA mutation and TNBC with a PD-L1
combined positive score (CPS) of 1 who had residual disease after
neoadjuvant chemotherapy?

%g%@@@@@@@@@@@@ 18

Olaparib for 1 year

Olaparib and pembrolizumab [ |

Does level of PD-L1 expression have any bearing on your response
to the previous question?

Yes =3; no=17

Survey of clinical investigators



Regulatory and reimbursement issues aside, have you
attempted or would you attempt to access olaparib as part
of adjuvant therapy for a patient with TNBC who had
residual disease after neoadjuvant chemotherapy and a...

Somatic BRCA mutation

| have @@@ 3
| haven’t but would for the right patient D@@@@@@@@@D 11

| haven’t and would not @@@@@@ 6

Germline PALB2 mutation

| have @@@ 3
| haven’t but would for the right patient @@@@@@@@@@D@@@ 14

| haven’t and would not @@@@ 4

Survey of clinical investigators



Regulatory and reimbursement issues aside, have you combined or
would you combine olaparib with adjuvant pembrolizumab for a
patient with a germline BRCA mutation and PD-L1-positive TNBC
who had residual disease after neoadjuvant
chemotherapy/pembrolizumab?

nave (B E0BOB@ :
| haven’t but would for the right patient @@@@@@@D@@ 10

| haven’t and would not @@ 2

Survey of clinical investigators



Do you generally administer adjuvant pembrolizumab to
patients with localized breast cancer who receive neoadjuvant

chemotherapy/pembrolizumab and are found at surgery to have
a pathologic complete response?

v« §HOOO0O00C0EOOEEAE 1
Yes, for select patients @@@D 4

Survey of clinical investigators



New and Novel Treatment Strategies for
Localized Triple-Negative BC (TNBC)

Erika Hamilton, MD
Director, Breast & Gynecologic Cancer Research Program

Sarah Cannon Research Institute/ Tennessee Oncology
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Agenda

* Immunotherapy for high risk early stage TNBC
o KEYNOTE-522

« 27-gene |O score
* OlympiA — Adjuvant olaparib for gBRCA mutant

o Key efficacy and safety data

* Novel agents
o Sacituzumab govitecan (SASCIA)

: ; CONFIDENTIAL - Contains proprietary information. @
@ErlkaHamlltonQ Not intended for external distribution. SARAH CAN N 0 N



Immunotherapy for high risk eTNBC

CONFIDENTIAL - Contains proprietary information.

Not intended for external d istribution. @ SARAH CANNON




KEYNOTE-522: Immunotherapy for early TNBC

— Neoadjuvant Phase ﬁh Adjuvant Phase ﬁ

Neoadjuvant Treatment 1 Neoadjuvant Treatment 2 Adjuvant Treatment
(cycles 1-4; 12 weeks) (cycles 5-8; 12 weeks) (cycles 1-9; 27 weeks)

Key Eligibility Criteria
Age =18 years

Newly diagnosed TNBC of
either T1c N1-2 or T2-4 N0O-2

Pembrolizumab 200 mg Q3W

ECOG PS 0-1

Tissue sample for PD-L1
assessment?

S
U
[
G
E
R
Y

Stratification Factors:
* Nodal status (+ vs -)
* Tumor size (T1/T2 vs T3/T4)

» Carboplatin schedule (QW vs Q3W)

Neoadjuvant phase: starts from the first neoadjuvant treatment and ends after definitive surgery (post treatment included)
Adjuvant phase: starts from the first adjuvant treatment and includes radiation therapy as indicated (post treatment included)

CONFIDENTIAL - Contains proprietary information.

@ErikaHamilton9 Not intended for external distribution. @ SARAH CAN N 0 N

Schmid P et al. GS1-01, SABCS 2021



KEYNOTE-522: Efficacy data from interim analysis

Primary pCR Endpoint at IA1

100 -
90 A
80 A
70 -

PCR, % (95% CI)

30 -
20 A
10 1
0

60 1
50 1
40

Pembro + Chemo (N = 401)
Pbo + Chemo (N = 201)

A 13.6 (5.4-21.8)°
P=0.00055"

64.8%

51.2%

ypTO/Tis ypNO

1. pCR benefit with pembrolizumab consistent across all subgroups
2. Benefit in both N-/N+ patients
3. Similar benefit for patients with PD-L1- and PD-L1+ tumors

®@ErikaHamilton9

EFS Analysis at A4
0 i1 '
0 - ;
0 , F17.7%
0 — 1 76.8%
0= ;
- HR

0 ' Events  (95%Cl) P-value
0 - Pembro+Chemo/Pembro E 15.7% 0.63° 0.00031®
0 — Pbo+Chemo/Pbo ' g3y, WASN
0 s
0- |

Median follow-up®: 39.1 mo '
0 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 5

Time, months

Significant improvement in EFS (7.7% absolute difference) with
addition of pembro to chemo (neoadj) - adjuvant pembro
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KEYNOTE-522: Updated EFS based on nodal status and disease stage

No. of events/no. of patients (%)

Hazard Ratio

EFS Analyses Pembro+Chemo/Pembro Pbo+Chemo/Pbo (95% Cl)
Primary analysis — 123/784 (15.7) 93/390 (23.8) 0.63 (0.48 10 0.82)
Nodal status

Positive _ 80/408 (19.6) 57/196 (29.1) 0.65(0.46t0 0.91)|

Negative —— 43/376 (11.4) 36/194 (18.6) 0.58 (0.37 to 0.91)
Overall disease stage

Stage Il — 65/580 (11.7) 54/291 (18.6) 0.60 (0.42 to 0.86)

Stage lll == ¢ 54/194 (27.8) 39/98 (39.8) 0.68 (0.45 to 1.03)
Menopausal status

Pre-menopausal =0 60/438 (13.7) 47/221 (21.3) 0.62 (0.42 to 0.91)

Post-menopausal ——— 63/345 (18.3) 46/169 (27.2) 0.64 (0.44 to 0.93)
HER2 status

2+ by IHC (but FISH-) i 32/188 (17.0) 24/104 (23.1)  0.73 (0.43 to 1.24)

0-1+ by IHC —r— 91/595 (15.3) 69/286 (24.1) 0.60 (0.44 to 0.82)
LDH

>ULN ¢ 29/149 (19.5) 23/80 (28.8) 0.65(0.37 t0 1.12)

sSULN —— 93/631 (14.7) 69/309 (22.3) 0.63 (0.46 to 0.86)

OTO 075 1.0 1?5
Hazard Ratio (95% Cl)
“ e s > m Pembro mPlacebo

Pembro+Chem Pbo+Chemo/
o/Pembro Pbo

EFS

. N+:80.7 vs 71.5%; A9.2%

h |

N-: 88.6 vs 82.2%; /A6.4%

B

Il: 88.6 vs 81.7%;/ 6.9%

Tm: 71.8 vs 62%: A9.8%

v" EFS benefit with pembrolizumab consistent in N +/- patients and irrespective of disease stage

v" No new AE signals observed with adjuvant pembrolizumab based on this updated analysis

®@ErikaHamilton9
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PCR rates based on PD-L1 expression with neoadjuvant IO
KEYNOTE-522 IMpassion031

Pembrolizumab/placebo + chemo Atezolizumabl/placebo + chemo
eTNBC eTNBC
100
A — PCR by PD-L1 Status
90_ (+]
0,
301 A S PD-L1 Positive PD-L1 Negative
70 77.9% 1001 A 19 5% 1001
g | A18 3% GREE - o A 13.3%
= 60 go]  68:8% 80
3 = 59.8% -
R S o
& 40 & 601 6
o ) =
301 ® R
o 401 e 401
2 2 2
107 201 201
0-
CPS <1 CPS 21 CPS 210 "/NO n/ s
Pembro + Chemo Atezo + CT Pbo +CT Atezo + CT Pbo +CT

Pbo + Chemo

No difference in pCR rates based on PD-L1 status
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27-gene analysis to predict response
to CPI
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27-gene immuno-oncology (10) signature

There is a need to identify a predictive biomarker for neoadjuvant immunotherapy!

A molecular subtyping method for TNBC was previously
established using a 101-gene algorithm

The immunomodulatory (IM) subtype was narrowed to a
27-gene signature algorithm for clinical use and the assay
can be performed
- by gPCR with a pre-established threshold
- using mMRNA expression data obtained with
RNA sequencing or microarrays

The 27-gene immuno-oncology (10) signature predicted
survival in lung cancer pts tx with checkpoint inhibitors

@ErikaHamilton9

Prevsous TNBC
subtyping
algonthm

Selection of 27 genes which were strongly
correlated to IM subtype
by vang Oncocyte buobank

RT-PCR-based new
algorthm

e M pOstive

71 patients

with lung cancer Confirmed

significant
prognostic value of
27-gene sgnature
algorithm

Comparison
for OS

Treated with
immune check
point inhibitors

Application of
the 27 -gene signature
algorithm

e | IM NEGATIVE
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27-gene 10 signature predicts pCR to IO+chemo in TNBC
« 55 patients with stage I-1ll primary TNBC

» Treated with neoadjuvant durvalumab + weekly paclitaxel - by dose-dense AC (NCT02489448)

» Tissue specimens were subjected to gene analysis to evaluate the performance of the 27-gene 10 signature

* Clinical EP was odds ratio for pCR

 pCR: n=25 (45%); No pCR: n=30 (55%)

Odds ratio 95% CI p-value
27-gene signature test 4.125 1.36-13.47 <0.015
PD-L1 expression 2.63 0.82-9.21 0.11

The 27-gene 10 signature had superior accuracy for
predicting pCR compared to PD-L1 exp by IHC
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27-gene 10 signature in NeoTRIPaPDLA1 trial

258 patients with high risk (T1cN1; T2N1 or T3NO) primary TNBC

Treated with neoadjuvant carbo+ nab-paclitaxel +/- atezolizumab

Pre tx tissue specimens were subjected to RT-gPCR to evaluate association of pCR with the 27-gene |0 signature (or 10 score)

1001

801

PCR rate (%)

207

601

40

40% 44%

[ ]CT/Atezo [] CT

/1%

51%

10 neg

|0 pos

@ErikaHamilton9

Logistic regression analysis

Odds ratio 95% ClI p-value
CT/Atezo 3.64 1.68-7.90 0.001
CcT 1.31 0.64-2.67 0.46

Test of interaction p=0.029
(adjusted for PD-L1 and sTILSs)

|O score is predictive of atezolizumab benefit over CT alone
(significant test of interaction after adjustment for PD-L1 and sTILs)
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Adjuvant olaparib for gBRCA mutant BC

Early-stage TNBC
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OlympiA: Adjuvant olaparib in gBRCA BC

Germline BRCA 1/ 2
mutation

HER2-negative (HR+
or TNBC)

Stage II-Ill breast
cancer or lack of pCR
to NACT

@ErikaHamilton9

Neoadjuvant Group

. TNBC: non-pCR Olaparib
« Hormone receptor-positive: 3,00 m‘%
non-pCR and CPS+EG score = 3 t;’:’)'f? ;’:g?’
2 6 cycles
Neoadjuvant == Surgery=p +/- Radiotherapy :
Chemotherapy 11
Randomization
Adjuvant Group N=1836
« TNBC: =z pT2or = pN1
« Hormone receptor-positive: I
2 4 positive lymph nodes l Placebo
> 6 cycles twice daily
Surgery==p Adjuvant =§ +/- Radiotherapy | for 1 year
Chemotherapy l

Stratification Factors

* Hormone receptor—positive vs. TNBC

* Neoadjuvant vs. adjuvant

+ Prior platinum-based chemotherapy (yes vs no)
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OlympiA: Select patient characteristics

Olaparib Placebo
(N =921) (N =915)

BRCA gene affected in germline
BRCA1
BRCA2
BRCA1 and BRCA2

Hormone receptor status*
Hormone receptor = 1% / HER2-1

Triple-negative breast cancer*

Prior chemotherapy
Adjuvant (ACT)
Neoadjuvant (NACT)

Anthracycline and taxane regimen
Neo(adjuvant) platinum-based therapy

Concurrent endocrine therapy
(HR—positive only)

*Defined by local test results

657 (71.3%)
261 (28.3%)
2 (0.2%)

168 (18.2%)
751 (81.5%)

461 (50.1%)
460 (49.9%)

871 (94.6%)
247 (26.8%)

146/168 (86.9%)

tFollowing a protocol amended in 2015, the first patient with hormone receptor—positive disease was enrolled in December 2015

#Two patients are excluded from the summary of the triple—negative breast cancer subset because they do not have confirmed HER2—-negative status

@ErikaHamilton9
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670 (73.2%)
239 (26.1%)
5 (0.5%)

157 (17.2%)
758 (82.8%)

455 (49.7%)
460 (50.3%)

849 (92.8%)
239 (26.1%)

142/157 (90.4%)
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OlympiA: Overall survival at first data cutoff

2.5 years median follow up

100 - 98.1
94.8 920
96.9 92 3 A 3.7%
80 - 88.3
<3
S 60 -
% - QOlaparib (59 deaths, 55 due to breast cancer)
ﬁ 40 - Placebo (86 deaths, 82 due to breast cancer)
S
20 4 Stratified hazard ratio 0.68 (99% CI, 0.44-1.05); P=0.024
not significant based on level of P<0.01 in IA alpha spending plan
0 - Difference: 3-year overall survival rate 3.7% (95% CI, 0.3-7.1%)
I || || | || | || ||
0 6 12 18 24 30 36 42
Time since randomization (months)

OS was not significant @ first IA (P=0.024)

@ErikaH ilton9g CONFIDENTIAL - Contains proprietary information.
rikalamiiton

Not intended for external distribution. @ SARAH CAN N 0 N

Tutt A et al. ASCO 2021



OlympiA: Overall survival at 2"4 pre-planned IA

3.5 years median follow up
98.0

100 - A 93.0 92.8
96.9 = 89.8 o
e B0 = : 89.1 86.4 ~  3.4%
S
S 60~
S
i 40 = QOlaparib (75 deaths, 70 due to breast cancer)
©
0 Placebo (109 deaths, 103 due to breast cancer)
o 1
20 9| stratified hazard ratio 0.68 (98.5% CI: 0.47,0.97); P = 0.009 crossing the significance boundary of 0.015
0 8 | L] | | L] || | ] | |
0 6 12 18 24 30 36 42 48 54
No. at risk Time since randomisation (months)
Olaparib 921 862 844 809 773 672 560 437 335 228
Placebo 915 868 843 808 752 647 530 423 335 218

98.5% confidence intervals are shown for the hazard ratio because P < 0.015 is required for statistical significance

Treatment effect was consistent across major subgroups including the BRCA1, BRCA2, HR+ and TNBC
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OlympiA: IDFS & DDFS at 2"d interim analysis

Primary Endpoint: IDFS

Invasive disease-free survival (%

100 1

934
80 1 88.4 o —
814 Bage A 7.3%
: 75.4
60 - Difference: 3 Yr. IDFS rate Difference: 4 Yr. IDFS rate
8.8% (95% Cl: 5.0%, 12.6%)  7.3% (95% CI: 3.0%, 11.5%)
40 4
== Olaparib (134 events)
204 === Placebo (207 events)
Stratified hazard ratio 0.63 (95% Cl: 0.50,0.78)
g . . . . . . . . , Secondary Endpoint: DDFS
0 6 12 18 24 30 36 42 48 54
100 1 e — 94.4
=~ ey 90.6
° e —————
9 ~ e 88.0 865
T 80+ '
>
E 84.0 810 791
0] . g
. . o 60+ Difference: 3 Yr. DDFSrate  Difference: 4 Yr. DDFS rate A 7.4°
Early and persistent separation of the curves for IDFS & DDFS || ¢ 7.0% (95% Cl: 3.5%,10.6%)  7.4% (95% CI: 3.6%, 11.3%) J:
3 401
No statistical evidence of heterogeneity among subgroups $ = Olaparib (107 events)
€ 20+ = Placebo (172 events)
@
g Stratified hazard ratio 0.61 (95% CI: 0.48,0.77)
0 -
0 6 12 18 24 30 36 42 48 54
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OlympiA: AE profile

AE of any grade in >10% of patients

Olaparib Placebo
Nausea 57% R B 24%
Fatigue 40% [[EX0) Bl 27
Anaemia 24%  HCED) B 2%
Vomiting 23% IR J 5%
Headache 20% 7% Eradod No change in adverse event profile
Diarrhoea 18% [} B 4% .

I Grade 2
Neutropaenia 16% KEXD) 7 B Grade > 3 WIth Ionger fO"OW up
Leukopaenia 16% [[EE0) B %
Decreased appetite 13% . ] 6%
Dysgeusia 12% I | 4%
Dizziness 1% | i 7%
Arthralgia 10% [} B 3%
60 40 20 0 20 40 60

Adverse events, %

Summary of adverse events

Olaparib Placebo
(N=911) (N =904)

Any adverse event 836 (91.8%) 758 (83.8%)
Serious adverse event (SAE) 79 (8.7%) 78 (8.6%)
Adverse event of special interest’ 31 (3.4%) 51 (5.6%)
MDS/AML 2 (0.2%) 3 (0.3%)
Pneumonitis 9 (1.0%) 12 (1.3%)
New primary malignancy 21 (2.3%) 36 (4.0%)
Grade = 3 adverse event 223 (24.5%) 102 (11.3%)
Grade 4 adverse event 17 (1.9%) 4 (0.4%)
Adverse event leading to permanent discontinuation of 98 (10.8%) 42 (4.6%)
treatmentt
Adverse event leading to deatht 1(0.1%) 2 (0.2%)

@ErikaHamilton9
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What questions remain for early TNBC?

 What is the contribution of adjuvant pembrolizumab to EFS?

o Could we omit the adjuvant pembro for those w/ pCR?
o Impact of adjuvant pembrolizumab being evaluated in SWOG1418 (NCT2954874)

* How do we integrate KEYNOTE-522 into current adjuvant landscape?
o With capecitabine (CREATE-X)?
o With olaparib (OlympiA)?

o We now have OS data with adjuvant olaparib

* Which TNBC pts can we “de-escalate” for?

o Novel immune-gene signatures to select pts for neoadjuvant I0?
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Novel agents

Early-stage TNBC
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Sacituzumab govitecan

Humanized anti-Trop-2
antibody

» Targets Trop-2, an epithelial

Linker for SN-38
» Hydrolysable linker for payload

antigen expressed on many release
solid cancers, including  High drug-to-antibody ratio
MmTNBC (7.5:1)

SN-38 payload
» SN-38 more potent than parent
compound, irinotecan

« ADC delivers up to
136-fold more SN-38 than
irinotecan in vivo

Phase 3 ASCENT trial
Significant improvement in mPFS with sacituzumab vs chemo (5.6 mo vs 1.7 mo, HR 0.41, P<0.001)
Significant improvement in mOS with sacituzumab vs chemo (12.1 mo vs 6.7 mo, HR 0.48, P<0.001)
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SASCIA: Sacituzumab for residual disease after
neoadjuvant chemo in eTNBC

= At least 16 weeks

of taxane-based

N=1200 NACT

HER2-negative § - No pCR:
- TNBC
- HR-positive and
CPS-EG score 23
or 2 and ypN+

early breast
cancer

Stratification factors:
* HR-pos. vs HR-neg.
* ypN+ vs ypN-O

Sacituzumab govitecan 10 mg/kg
(8 cycles d1, 8 q3w)

Treatment of physician’s choice*

Primary endpoint:
= iDFS

Key secondary endpoints:
0S, DDFS, LRRFI
iDFS & OS by HR &

ypN

Safety & compliance,
PROs

Translational
objectives

* Capecitabine (Cape, 2000 mg/m2/d, days 1-14, q21d for up to 8 cycles) or platinum-based chemotherapy (8 cycles) or observation.
Background therapy: in patients with HR-positive breast cancer, endocrine-based therapy will be administered according to local guidelines.

Prespecified safety interim analysis (SIA) conducted after the first 50 randomized patients completed
4 cycles of treatment (Cape, SG) or three months of observation.
IDMC recommended to continue study without any modifications

@ErikaHamilton9
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Select ongoing trials

GLORIA : A Phase Ill, Randomized, Open-Label Study of the Anti-Globo H Vaccine Adagloxad Simolenin (OBI-
822)/0OBI-821 in the Adjuvant Treatment of Patients With High Risk, Early Stage Globo H-Positive Triple Negative
Breast Cancer NCT03562637

T-Cell Immune Checkpoint Inhibition Plus Hypomethylation for Locally Advanced HER2-Negative Breast Cancer - A
Phase || Neoadjuvant Window Trial of Pembrolizumab and Decitabine Followed by Standard Neoadjuvant
Chemotherapy NCT02957968

A Phase | Study of Rucaparib Administered Concurrently With Postoperative Radiotherapy in Patients With Triple
Negative Breast Cancer With an Incomplete Pathologic Response Following Neoadjuvant Chemotherapy
NCT03542175

PHOENIX DDR/Anti-PD-L1 Trial: A Pre-surgical Window of Opportunity and Post-surgical Adjuvant Biomarker Study of
DNA Damage Response Inhibition and/or Anti-PD-L1 Immunotherapy in Patients With Neoadjuvant Chemotherapy
Resistant Residual Triple Negative Breast Cancer NCT03740893

CONFIDENTIAL - Contains proprietary information.

Not intended for external distribution. @ SARA H CAN N 0 N

@ErikaHamilton9



MODULE 3: Considerations in the Care of Patients
with Localized HER2-Positive Breast Cancer




Which neoadjuvant systemic therapy, if any, would you generally
recommend for a 65-year-old patient with a 2.5-cm ER-negative,
HER2-positive, clinically node-negative IDC?

e EEEEEEEE -

Paclitaxelltrastuzumablpertuzumab[ ][ ][ ]{ ){ )( ]{ ]7

Ac-THP (il 1

TCH (docetaxel/carboplatin/trastuzumab) @ 1

Survey of clinical investigators



A 65-year-old woman presents with a 3.4-cm ER-positive, HER2-
positive IDC with biopsy-proven axillary nodes, receives neoadjuvant
TCHP and at surgery is found to have 0.5 cm of residual tumor in the
breast and no disease in the nodes. Regulatory and reimbursement

issues aside, which adjuvant anti-HER2 therapy would you
recommend?

oy I EGEeEEEeeneEe -
ane

T-DM1 - neratinib \) |

Survey of clinical investigators



In what situations do you generally administer postadjuvant
neratinib to a patient with ER-positive, HER2-positive localized
breast cancer?

» Residual disease in nodes or breast and initially node-positive or T3/T4
* Very high clinical risk
« Substantial residual disease (RCB Il or greater), ER-positive, HER2-positive

» Very high residual burden and ER+ disease after optimal adjuvant and neoadjuvant therapy, along
with endocrine therapy

* 4+ LN after neoadjuvant rx
* Very motivated patient with extensive nodal involvement

« Significant residual disease including positive nodes or patients with residual disease intolerant to
T-DM1

» In those who have only had trastuzumab anti-HER2 therapy and met inclusion criteria for ExteNET
trial or who have not tolerated trastuzumab/pertuzumab or T-DM1

Pt with residual cancer after neoadjuvant TCHP, would give after T-DM-1

Survey of clinical investigators



Have you administered or would you administer postadjuvant
neratinib to a patient with high-risk ER-negative, HER2-positive
localized breast cancer?

| have @O@ 3
| haven’t but would for the right patient @@@@ 4

| haven’t and would not @@@@@@@@@@@@@ 13

Survey of clinical investigators



A patient with ER-positive, HER2-positive localized breast cancer is
about to start postadjuvant neratinib and asks you the likelihood
that treatment will need to be withheld or discontinued due to

toxicity before completing 1 year. Considering contemporary
mitigation strategies, how would you respond?

5%-10% (DI 3
1nw-20% (EEEEEEEE:
21%-30% (@ 5

31%-40% ({1

#1%-50% (L)) 2

Survey of clinical investigators



In general, what proportion of patients in your practice who are
receiving postneoadjuvant T-DM1 for HER2-positive localized
breast cancer require treatment to be held due to toxicity?

Less than 5%

L E
OEEEEEEAE -
asaeenee -

21%-30% ([ 1

5%-10%

11%-20%

Survey of clinical investigators



Assuming you were able to access postneoadjuvant
trastuzumab deruxtecan for a younger patient with localized
HER2-positive breast cancer who received neoadjuvant TCHP
and was found to have significant residual disease at surgery,
would you recommend it in this setting?

s @@EEEEEEEE
v EeesEeeEE

Survey of clinical investigators
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Patients with HER2+ early breast cancer now have generally

favorable outcomes
Results from APHINITY study of chemotherapy/trastuzumabtpertuzumab

IDFS (%)

100 3 years 6 years
94.1%
93.2% - i)
87.8%
80
60 -
Pertuzumab Placebo
(n =2400) (n = 2404)
40 4 Events, n (%) 221(9.2) 287 (11.9)
Stratified HR (95% Cl) 0.76 (0.64, 0.91)
Median FU, months 74.1
20 4 6 year duration
Difference in Event Free Rate (%) 2.8
95% Cl for Difference (1.0, 4.6)
0 I ] 1 1 1 1 1 1 1 1 1 1
0 1 2 3 4 5 6
No. of patients at risk .
Years from Randomization
2400 2277 2198 2122 2055 1978 1482
2404 2312 2215 2134 2039 1967 1421

Piccart et al, SABCS 2019; Piccart et al, JCO 2021.



The era of personalized medicine in HER2+ EBC

* The favorable outcomes of HER2+ breast cancers provide
opportunity to:

* De-escalate therapy for lower risk patients to reduce the toxicities of
treatment

* Escalate therapy for minority of patients who are at risk for recurrence
despite maximal current management

* To optimally tailor therapy requires effective risk stratification
strategies



Achievement of pCR after neoadjuvant HER2-therapy is

powerful prognostic marker
Influence of pCR on EFS in HER2+ Disease: I-SPY

HR-HER2+ (n=77) HR+HER2+ (n=149)

= il E— l
H H—H - t é ——t —
3yr EFS: 03% 3yr EFS: 96%
(e 0] .
@ | 2 | 3yr EFS: 87% %
(o) O
o O
) . , 7))
L ! ! L
L 3yr EFS: 53% L
<r <
O 7 o
N N
© 7| Hazard Ratio: 0.10 o Hazard Ratio: 0.26
(95% CI: 0.03-0.37) —— non-pCR (95% CI: 0.06-1.14) —— non-pCR
o | Logrank p: 1.98e-5 — pCR o | Logrank p: 0.054 — pCR
o o
| I I | | | | | [ |
1 2 3 4 5 6 1 2 3 4 5 6
Years Years

Difference between pCR vs. residual disease greater for ER- and ER+ consistent with
meta-analysis from Cortazar et al, Lancet 2014

Yee et al,

SABCS 2017; Yee et al, JAMA Oncol 2020




KATHERINE Study Design

= ¢T1-4/NO-3/MO at presentation (cT1a-b/NO excluded)

= Centrally confirmed HER2-positive breast cancer T-DM1
= Neoadjuvant therapy must have consisted of 3.6 mg/kg IV Q3W
— Minimum of 6 cycles of chemotherapy 14 cycles
* Minimum of 9 weeks of taxane
« Anthracyclines and alkylating agents allowed N=1486 Trastuzumab
* All chemotherapy prior to surgery 6 mg/kg IV Q3W

— Minimum of 9 weeks of trastuzumab 14 cycles
» Second HER2-targeted agent allowed

= Residual invasive tumor in breast or axillary nodes Radiation and endocrine therapy
per protocol and local guidelines

= Randomization within 12 weeks of surgery

Stratification factors:
= Clinical presentation: Inoperable (stage cT4 or cN2-3) vs operable (stages cT1-3N0-1)
= Hormone receptor: ER or PR positive vs ER negative and PR negative/unknown
» Preoperative therapy: Trastuzumab vs trastuzumab plus other HER2-targeted therapy
= Pathological nodal status after neoadjuvant therapy: Positive vs negative/not done

Geyer et al, SABCS 2018.



KATHERINE: Invasive Disease-Free Survival

1004
<
> ———
© 807
04
I
>
% 60- Trastuzumab
wn
- —— T-DM1
[¢)]
u? Trastuzumab T-DM1
% 404 (n=743) (n=743)
3 IDFS Events, no. (%) 165 (22.2) 91 (12.2)
&)
© Unstratified HR=0.50 (95% ClI, 0.39-0.64)
3 201 P<0.0001
= 3-year IDFS 77.0% 88.3%
O— I I I I I I I I I I I
0 6 12 18 24 30 36 42 48 54 60
_ Time (months)
No. at Risk
Trastuzumab 743 676 635 594 555 501 342 220 119 38 4
T-DM1 743 707 681 658 633 561 409 255 142 44 4

Geyer et al, SABCS 2018; Von Minckwitz et al, N Engl | Med 2019.



Implications of KATHERINE results

e 14 cycles of T-DM1 should be considered the standard of care for patients with
residual disease after neoadjuvant HER2-directed therapy

* |tis the SOC to treat most pts with moderate or high risk (Stage >2) HER2+ BC with
neoadjuvant therapy in order to identify those pts with residual disease who may
benefit from adjuvant T-DM1



* Should pertuzumab be included in the neoadjuvant regimen for all
patients?



APHINITY: A Phase lll adjuvant study investigating the benefit
of pertuzumab when added to trastuzumab + chemotherapy

Anti-HER2 therapy for a total of 1 year (52 weeks)
(concurrent with start of taxane)
Radiotherapy and/or endocrine therapy may be
started at the end of adjuvant chemotherapy

Randomization and treatment
within 8 weeks of surgery

F

(o)

S L
v [ ) Chemotherapy* + trastuzumab L
R Central + pertuzumab (N = 2400) w
] confirmation y

G of HER2 status P
E (N = 4805) Chemotherapy* + trastuzumab o
. - Y + placebo (N = 2405) ’
E

Y < > < > :

\>_/

* Standard anthracycline or non-anthracycline (TCH) regimens were allowed: 3—4 x FEC (or FAC) - 3—4 x TH; 4 x AC (or EC) > 4 x TH; 6 x TCH

*  Primary endpoint: IDFS (APHINITY definition differs from STEEP definition)
e Secondary endpoints: IDFS with 2" primary non-breast primary cancers included, DFS, OS, RFI, DRFI, safety, and HRQoL
*  Stratification factors: nodal status, HR status, chemotherapy regimen, geographic region, Protocol version (A vs. B)

*  Clinical cut off date (CCOD) at the time of primary analysis was 19 Dec 2016, median follow up of 45.4 months

DFS, disease-free survival; DRFI, distant relapse-free interval; HR, hormone receptor; HRQoL, health-related quality of life; Adapted from von Minckwitz et al. N Engl J Med 2017 IDFS, invasive disease-free

survival; OS, overall survival; RFI, relapse-free interval www.clinicaltrials.gov/ct2/show/NCT01358877
Piccart et al, SABCS 2019



APHINITY Updated Analysis
Time to first IDFS event by treatment regimen and nodal status

Node-positive cohort, ITT population

3 years 6 years
100
92.0%
87.9%
90.2%
80- 83.4%
604 Pertuzumab
9 (n =1503)
2
a 40 Events, n (%) 173 (11.5) 239 (15.9)
Unstratified HR {95% Cl) 0.72 {0.59, 0.87)
6 year duration
204 Difference in Event Free Rate (%) 4.5
95% Cl for Difference (1.9,7.1)
O L] L] L] L] L] L] T L] L] L] T
0 - 1 2 3 4 5 6
Notokpatensiatifisk Years from Randomization
1503 1420 1357 1301 1257 1205 814
1502 1439 1359 1288 1223 1176 741

Node-negative cohort, ITT population

3 years 6 years
100 97.5% 95 0%
S — L 2
98.4%
94.9%
80
| Pertuzumab
g oY (n =897)
2
a 75 Events, n (%) 48 (5.4) 48 (5.3)
Unstratified HR {95% Cl}) 1.02 {0.69, 1.53)
6 year duration
204 Difference in Event Free Rate (%) 04
95% Cl for Difference (-2.0, 2.2}
O L] L} L] L] L] L] L] L] L] L] 1 L]
0 . i1 2 3 4 5 6
Noxofpatientsiatifisk Years from Randomization
897 857 841 821 798 773 668
902 873 856 846 816 791 680

74.1 months median follow-up

Piccart et al, JCO 2021



What is optimal neoadjuvant therapy for high risk HER2+ EBC?

* Should pertuzumab be included in the neoadjuvant regimen
for all patients?

* YES, if clinically node positive

* NO, if node negative?

* In practice for T2 or larger clinically node negative cancers, would suggest
using pertuzumab and if pCR (and no evidence of treatment effect in
nodes) discontinue pertuzumab in adjuvant setting



ExteNET:Study design

Part A Part B Part C

HER2+ breast cancer (local) Neratinib x 1
— IHC 3+ or ISH amplification year

Prior adjuvant trastuzumab & 240mg/day

chemotherapy
Placebo x 1 year

)
LL
Lymph node —/+ or residual &)
invasive disease after

neoadjuvant therapy
ER/PR + or —

©
2
-
-]
7
| -
®
o)
>
+
To)

1:1 randomization

—
2
a
T
=
O
O
—_
©
0
a
N

* Primary endpoint: invasive disease-free survival (iDFS)

« Secondary endpoints: DFS-DCIS, time to distant recurrence, distant DFS, CNS
metastases, overall survival, safety

« Other analyses: biomarkers, health outcome assessment (FACT-B, EQ-5d)

« Stratified by: nodes 0, 1-3 vs 4+, ER/PR status, concurrent vs sequential
trastuzumab

Chan et al, 2015 Breast Cancer Symposium.



ExteNET: Outcomes in |

R+, <1 year from trastuzumab, and

with residual disease after neoadjuvant therapy

iIDFS at 5yrs Overall Survival
100+ 100
913%
) w.__&xx‘_ _W
é w_ | ‘ A .
3 85.0% & 822%
I AT4% &
® i T T 60
6% 2
£ E
70 ®»
% g 40-
60 &
; :
z 50 4o Hazard ratio (85% C1) = 047 (023-0.82) e Bkl
= | Hazardratio (35% C1) = 0.60 (0.33-107) — Neratrib Paalue 2 sided) = 0.031 — Piosho
T Palue (2sided) = 0.086 — Plaosbo 0 . . . . . . - y .
0 ' : : ' 0 1 2 3 4 : B 7 8 g 10
0 1 2 3 4 § Years after randomization
No. at risk
Mo st risk Yoars alter randomization Nersinh 131 126 121 16 13 110 106 100 ) 14 0
sl P L R T (s SRR = i & - & Placsho 164 161 15 W@ 1% 129 1z 115 & 2 0
Pacbo 184 18 151 43 125 107 103 @ % 9 %

Chan et al Clin Breast Cancer 2021 Feb;21(1):80-91.e7.



ExteNET: Cumulative incidence of CNS disease as 15t site of

recurrence
Cumulative Incidence of CNS Recumrences
CNS Events (No. Patients) at 5 Years, % (95% CI)

Population or Subgroup Neratinib Placebo Neratinib Placebo
HR*/< 1-year population 4 (670) 12 (664) 0.7 (02—-1.7) 21 (1.1-3.5
Nodal status

Positive 4 (540) 10 (539 0.8 (0.3-2.0) 22 (1.1-3.8)

Negative 0 (130) 2 (125) 0 (NE) 1.9 (0.4-6.0)
Prior trastuzumab regimen

Concurrent 2(411) 8 (415) 0.6 (0.1-1.9) 2.3 (1.1-4.3)

Sequential 2 (259) 4 (249 0.9 (0.2-3.0) 1.8 (0.6-4.3)
Adjuvant or necadjuvant therapy

Adjuvant 3 (508) 6 (472 0.7 (0.2-2.0) 1.5 (0.6-3.0)

Neoadjuvant 1(162) 6 (192 0.7 (0.1-3.3) 3.7 (1.5-7.4)
pCR status®

No 1(131) 5 (164) 0.8 (0.1-4.0) 36 (1.3-7.8)

Yes 07 1(21) 0 (NE) 5.0 (0.3-21.2)

Chan et al Clin Breast Cancer 2021 Feb;21(1):80-91.e7.




minimizes Grade 3 diarrhea

CONTROL study: dose escalation of neratinib

DE1:
120 mg x 7d

4

160 mg x 7d

4

240 mg qd

BL CL-PRN DE1 DE2
Dutco (n=64) (n=104) (n=60) (n=62)
Any grade diarrhea, n (%) 109 (80) 55 (86) 113 (83) 99 (95) 59 (98) 61 (98)
Grade 1 33 (24) 15 (23) 38 (28) 34 (33) 24 (40) 23 (37)
Grade 2 34 (25) 22 (34) 47 (35) 31(30) 27 (45) 21 (34)
Grade 3 42 (31) 18 (28) 28 (21) 34 (33) 8(13) 17 (27)
Grade 4 0 0 0 0 0 0
Median episodes of grade 3 diarrhea, n 1 1 1 1 2 1
::ﬁ:’::;i? fast omert ol grade. ) 7.0 19.0 41.0 19.0 45.0 19.0
::::::::::‘::::ﬁ:”:;ﬁ°" of gndie 1 3.0 3.0 3.5 2.0 25 2.0
Dose holds due to diarrhea, n (%) 20 (15) 12 (19) 22 (16) 15 (14) 7(12) 8 (13)
Discontinuations due to diarrhea, n (%) 28 (20) 7 (11) 5(4) 8 (8) 2(3) 4 (6)
Hospitalizations due to diarrhea, n (%) 2(2) 0 0 0 0 0

Chan A, et al. 2022 ESMO Breast: Abstract 73P




Who Should Receive Neratinib?

« Clear benefit (relative and absolute) in ER+HER2+ high risk
patients

— Must be balanced against significant toxicity risk

* No data giving neratinib after pertuzumab or T-DM1

— All patients at sufficiently high risk to receive neratinib will have received pertuzumab and
T-DM1

« So who should receive it?

— Unclear, but my opinion is that it is reasonable option to consider in ER+
patients with multiple (ie 4+) positive nodes after neoadjuvant therapy



Utilizing neoadjuvant therapy to deescalate therapy

* Data are very clear that achieving pCR is associated with
favorable outcome

— Can we leverage the pCR endpoint to reduce the intensity of
neoadjuvant therapy as well as escalate when appropriate?



—=ECOG-ACRIN %

S COMPASS Trial
A e Schema

Part 1 pCR (~40-45%)

Eligibility Part 1 preop No further ch
HER2+ breastca | S THP x 4 (12 weeks) >
O >
Stage 2 or 3a o pac weekly or doc q3w (T) o
(T2-3, NO-2) = PLUS Qo
Newly diagnosed, | ‘& trastuzumab (H) & =
no prior therapy 2 pertuzumab (P) q3w Part 2 RD (~55%) SOC adjuvant therapy

Research Biopsy

Primary Objective: 3y RFS HER2+




Unanswered questions in HER2+ MBC

* Is there a role for next-generation HER2-therapies in early
stage disease?



—=ECOG-ACRIN %

Alliance
for Clinical Trials
in Oncology

COMPASS HERZ2RD

Part 1 pCR (~40-45%)

Eligibility Part 1 preop No further chemo
HER2+ breast ca S THP x 4 (12 weeks) - Complete HP
Stage 2 or 3a 1o pac weekly or doc q3w (T) o

(T2-3, NO-2) = PLUS Qo

Newly diagnosed, | ‘& trastuzumab (H) & =

no prior therapy oCICJ pertuzumab (P) q3w Part 2 RD (~55%)

l SOC chemo as deemed necessary

Eligibility T-DM1 x 14 cycles
SEC iew
ER+ if N+ 5 @
~50% Part 1, 50% | @ \
outside enrollees o
T-DM1 + tucatinib x14 cycles

N=981

Primary Objective: 3y IDFS




DESTINY-Breast05: A Multicenter, Open-Label, Randomized Phase 3 Trial Comparing the Efficacy and Safety of
T-DXd vs T-DM1 in High-Risk Patients With HER2-Positive, Residual, Invasive Breast Cancer After Neoadjuvant

Therapy (N=1600)

Tumor tissue

L)

End of
treatment

T-DXd 5.4 mg/kg q3w

Disease follow-up

* Pretreatment * High-risk, * Every 3 mo (1-2y)
® Surgical HER2+ early 800 4 Every G106 (3-5 y)
specimen breast cancer Patients 40-Day
with residual * Every 12 mo (6-10 y)
: R safety —»
disease after { 1.9 foll
l neoadjuvant oRONE R l
Contral Iab chemotherapy Conlemod 3
bbb and preoperative IDFS event Lfolrllg L
o HER? status HER2-directed m elieing b
treatment ® Every 6 mo
Study drug 800
assignment Patients
| Tissue Screening phase | Treatment phase Follow-up phase "
g collection? ) (28 days) (14 cycles q3w) (max 10y)
Tissue Main Cycle 1, Cycle 14, End of
collection informed day 1 day 1 study
consent consent

HER2, human epidermal growth factor receptor 2; IDFS, invasive disease-free survival; lab, laboratory; max, maximum; q3w, every 3 vweeks; R, randomization; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.
@ Patients may move into the main screening phase before HER2 status results are available from the central laboratory.

Geyer et al. SABCS 2020 OT-03-01



Optimizing treatment of small,
node-negative HER2+ cancers



APT: DFCI-Led Single Arm, Multicenter,
Low Risk Trial

HER2+
Enroll
ER+ or ER- Pl (Pl |P||P||P| P[P |P||P [P|[P||P
Node Negative mes T (T ITIITIITIITITIITIIT T IT
:53 gf: 12 WEEKS OF PACLITAXEL/TRASTUZUMAB
Adequate organ fx l
413 patients enrolled

T |T||[T||T||T||T||T||T||T{|T||T||T||T

FOLLOWED BY 13 EVERY 3 WEEK DOSES OF TRASTUZUMAB

Trial designed to determine 1f treatment with paclitaxel/trastuzumab 1s
associated with a low (5%) rate of recurrence after 3 years




APT:

Updated 7 year Disease Free Survival

Only 1% distant
recurrence events

Disease-Free Survival

0.2

All patients

1.0

0.8
I

0.6

0.4

0.0

Number at risk
406

95% Conf.
Interval

No. of
events
6

3-yr DI 98.5% 97.2% t0 99.7%

RV IN  96.3%  94.4% to 98.2% 14
(EP I 93.3%  90.4% to 96.2% 23

0

| l | | | |
36 48 60 72 84 96
Time (Months)

378 362 347 247 120 34

Tolaney et al, JCO 2019



Implications

 Paclitaxel and trastuzumab (TH) is associated with excellent
outcomes and is a standard of care for patients with stage | HER2+
breast cancer

— Not all patients require adjuvant trastuzumab-based chemotherapy (particularly T1aNO)



Study Design: ATEMPT Trial

N =383

Key Eligibility Criteria
+ Stage 1 HER2+ breast cancer
 HERZ2 centrally tested
(ASCO CAP 2013
guidelines) :
NO or N1mic ' N=114
Left Ventricular EF 2 50%

T-DM1

3.6 mg/kg IV q3 wks x 17

No prior invasive breast cancer
<90 days from last surgery

TH

Paclitaxel 80 mg/m? IV + Trastuzumab 2 mg/kg IV wkly
x12 - Trastuzumab 6 mg/kg every 3 wks x13

Stratification factors:

+ Age (<55, 255)

* Planned radiation (Yes/No)

* Planned hormonal therapy
(Yes/No)

*Radiation and endocrine therapy could be initiated after 12 weeks on study therapy

Tolaney et al, SABCS 2019


mailto:stolaney@partners.org

ATEMPT: Invasive Disease-Free Survival at 3 Years:
T-DM1

1.00

0.75 - iDFS = 97.8%
=
E 0.50 - 95% Conf.

Interval
S p<0.0001
Q- 0.25 - 96.3-99.3%
0 12 24 36 48 60 12
Months
No. at risk:

383 372 361 306 145 59 ¥

Tolaney et al, JCO 2021
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Recommended Treatment Algorithm for Early-Stage HER2+

Clinical
stage lI-lll

Breast Cancer

Neoadjuvant Rx
TCH(P)
AC/TH(P)
FEC DOC/H(P)

—>

Definitive
surgery

Complete 1 yr
trastuzumab =+
pertuzumab

T-DM1 x 14 cycles

Consider
neratinib in
very high risk
ER+ cancers




Recommended Treatment Algorithm for Early-Stage HER2+
Breast Cancer

Consider
neratinib in
very high risk
ER+ cancers

Complete 1 yr
QO?‘ trastuzumab =
o Neoadjuvant Rx pertuzumab
Clinical TCH(P) —s| Definitive
stage lI-lll AC/TH(P) surgery
FEC DOC/H(P)
N
Yse. Uy T-DM1 x 14 cycles
GQS /
Q
Clinical Definit If confirmed stage |
ctage | si ;g;x/e s TH x 12 weeks — 40 wk of H
(? consider T-DM1 in select cases)

N\

If path stage 2lI
TCH(P)/ACTH(P)

Consider neratinib in
—> | very high risk ER+
cancers




MODULE 4: Evolving Clinical Decision-Making for Patients
with HER2-Positive Metastatic Breast Cancer (mBC)




A 65-year-old woman with an ER-negative, HER2-positive IDC
experiences asymptomatic recurrence in the liver and multiple
brain metastases requiring whole-brain radiation therapy 12 months
after completing neoadjuvant TCHP followed by adjuvant T-DM1.

Regulatory and reimbursement issues aside, which systemic
treatment would you recommend?

Trastuzumab deruxtecan @DDDD@@@@ 9

Tucatinib+trastuzumablcapecitabine[ )[ }[ ][ }[ }[ }[ }[ }[ }9

Trastuzumab/pertuzumab/docetaxel @@ 2

Survey of clinical investigators



A 65-year-old woman with ER-negative, HER2-positive mBC
receives first-line docetaxel/trastuzumab/pertuzumab (THP)
but after 1 year experiences asymptomatic disease
progression with no evidence of CNS involvement. Regulatory

and reimbursement issues aside, which systemic treatment
would you recommend next?

e e e e e e It L RS
Trastuzumab deruxtecan
aaaee.

Survey of clinical investigators



A 65-year-old woman with ER-negative, HER2-positive mBC
receives first-line THP but after 1 year experiences asymptomatic
disease progression, including multiple brain metastases.

Regulatory and reimbursement issues aside, which systemic
treatment would you recommend next?

Tucatinib + trastuzumab/capecitabine @DDD@DDDDDOOO 13
Trastuzumab deruxtecan[ )[ }[ ][ }[ }ﬂ ]ﬂ J7

Survey of clinical investigators



A 65-year-old woman with ER-negative, HER2-positive mBC
receives first-line THP followed by second-line T-DM1 on

disease progression. She now presents with further
asymptomatic progression but no evidence of CNS involvement.

Regulatory and reimbursement issues aside, which systemic
treatment would you recommend?

88@@@@@@@@@@@@@ 17

Tucatinib + trastuzumab/ @@
capecitabineﬂ Jﬂ Jﬂ )3

Trastuzumab deruxtecan

Survey of clinical investigators



A 65-year-old woman with ER-negative, HER2-positive mBC
receives first-line THP followed by second-line T-DM1 on
disease progression. She now presents with further
asymptomatic progression with multiple brain metastases.

Regulatory and reimbursement issues aside, which systemic
treatment would you recommend?

fanabeessnind | | [ [ LT [ L[ [ [ [ R

Trastuzumab deruxtecan[ ]ﬂ ]ﬂ ][ ][ ]5

Survey of clinical investigators



In general, for a patient with HER2-positive mBC and multiple
asymptomatic bilateral brain metastases that would require
whole-brain radiation who is about to receive tucatinib,
trastuzumab and capecitabine as third-line therapy after TCHP
and T-DM1, would you start systemic treatment and hold
radiation therapy to the brain?

s @EEEEEEEEEEEEE 14
v @SS

Survey of clinical investigators



International Breast
Cancer Center

IBCC MefR

a Scientia Innovation Research

Evolving Clinical Decision-Making for Patients
with HER2-Positive Metastatic BC (mBC)

Javier Cortes,
IBCC, International Breast Cancer Center, Quiron Group, Barcelona
Medica Scientia Innovation Research (MedSIR)
Barcelona, Spain & New Jersey, US



“UP TO 2022” FIRST- AND SECOND-LINE PREFERRED STRATEGIES

Clinical Trial Design Final OS analysis
100 m— Ptz + T+ D
s Placebo + Trastuzumab o
7 Pla+T+D
CLEOPATRA Stud g -
y Docetaxel* 80
>6 cycles recommended 70 9
<= 607
= 50 -
w S
O 40 - m
Pertuzumab + Trastuzumab 30 - o S
HR 0.68 I
20 4 959% CI = 0.56, 0.84 40.8 A 157 56.5
Docetaxel* 10 - p = 0.0002 months %hsl months
=6 cycles recommended (V] T T T . T | - 2
o 10 20 30 40 50 60 70

Time (months)

Confirmatory OS analysis

Median (months) No. of events
Cap + Lap 251 182
T-DM1 30.9 149

1.0 - Stratified HR=0.682 (95% CI, 0.55, 0.85); P=0.0006
iE it ! 85.2% Efficacy stopping boundary P=0.0037 or HR=0.727
HER2-positive LABC or Y séopping boundary
0.8 -

MBC (N=980) £ ; 78‘4%\64.7%
g 0.6 =
. Capecitabine £ ] 51.8%
*Prior taxane and + g ’
trastuzumab Lapatinib 02 -
0.0 T T T T T T T T T T T T T T T 1

Time (months)

Baselga J, et al. NEJM 2012; Swain S, et al. NEJM 2015; Verma S, et al. NEJM 2012



Clinical Trial Designs

Key Eligibility Criteria
* Measurable or non-measurable HER2+
metastatic breast cancer
* Prior treatment with trastuzumab,
pertuzumab, and T-DM1
* ECOGO, 1
* Brain MRI at baseline
* No evidence of brain metastases, or
* Untreated, previously treated stable,
or previously treated progressing,
brain metastases not needing
immediate local therapy

HER2+ MBC (N=621)

*Prior treatment with at
least two HER2-directed
regimens for metastatic
breast cancer

New TKIls

HER2CLIMB'

Tucatinib + Trastuzumab + Capecitabine
Treatment (21-day cycle)

Tucatinib 300 mg PO BID +

Trastuzumab 6 mg/Kg Q3W (loading dose 8 mg/kg C1D1) +
Capecitabine 1000 mg/m? PO BID (Days 1-14)

Placebo + Trastuzumab + Capecitabine
Treatment (21-day cycle)

N=202 Placebo (Pbo) +

Trastuzumab 6 mg/Kg Q3W (loading dose 8 mg/kg C1D1) +
Capecitabine 1000 mg/m2 PO BID (Days 1-14)

NALA Study?

Capecitabine
+

Neratinib

Capecitabine
+
Lapatinib

Progression-Free Survival (%)

PFS probability

1.0 4

0.8 1

0.6

0.4

0.2 4

Positive PFS data

Events,

N=480 HR (95% Cl) P
TUC+Tras+Cape 178/320 0.54 <0.00001
Pbo+Tras+Cape 97/160 (0-42,0.71)

46%,

Median PFS (95% Cl):
7.8 mos (7.5 t09.6) vs
5.6 mos (4.2to07.1)

12%

0.0

1.0
0.8
0.8
0.7 4
0.6
0.5 1
0.4 4
0.3
0.2 -

0.1+

9 12 15 18 21 24 27 30 33 36
Months since Randomization

[ Y I ——

Hazard ratio
(95% 1) Log-rank p-value
- Neratinib + Capecitabine
0.76 (0.63-0.93) 0.0059

~—Lapatinib + Capecitabine

Time since randomization (months)

1. Murthy R, et al. NEJM 2020; 2. Brufsky A, et al. ASCO 2019; 3. Laura C, et al. JCO 2020.



Clinical Trial Designs

Key Eligibility Criteria
* Measurable or non-measurable HER2+
metastatic breast cancer
* Prior treatment with trastuzumab,
pertuzumab, and T-DM1
* ECOGO, 1
* Brain MRI at baseline
* No evidence of brain metastases, or
* Untreated, previously treated stable,
or previously treated progressing,
brain metastases not needing
immediate local therapy

HER2+ MBC (N=621)

*Prior treatment with at
least two HER2-directed
regimens for metastatic
breast cancer

HER2CLIMB'

Tucatinib + Trastuzumab + Capecitabine
Treatment (21-day cycle)

Tucatinib 300 mg PO BID +
Trastuzumab 6 mg/Kg Q3W (loading dose 8 mg/kg C1D1) +
Capecitabine 1000 mg/m? PO BID (Days 1-14)

Placebo + Trastuzumab + Capecitabine
Treatment (21-day cycle)

N=202 Placebo (Pbo) +

Trastuzumab 6 mg/Kg Q3W (loading dose 8 mg/kg C1D1) +
Capecitabine 1000 mg/m2 PO BID (Days 1-14)

NALA Study?

Capecitabine
+

Neratinib

Capecitabine
+
Lapatinib

OS probability

New TKIls

Overall Survival (%)

1.0

0.9

0.8

0.7

0.6

0.5

0.4

0.3

0.2

0.1

OS data

1.0 -
Events
N=612 HR (95% Cl) P
0.8 TUC+Tras+Cape 130/410 0.66 0.00480
' Pbo+Tras+Cape 85/202 (0-50,0.88)
1
0.6 - q' Median OS (95% Cl):
' 45%  21.9 mos (18.3to 31.0) vs
. 17.4 mos (13.6 to 19.9)
1
0.4 - ' i
' i
' .
! 1
0.2 4 : I
' :
! 1
! 1
! |
0.0 T T T I' T T T T T T 1

T
0 3 6 9 12 15 18 21 24 27 30 33 36
Months since Randomization

Mean OS Hazard ratio
(months) (95%Cl) Log-rank p-value
=== Neratinib + 24.0
- 0.88 (0.72-1.07) 0.2086
me==_ Lapatinib + 222

Capecitabine

Restriction: 48 months

T T T T T T T T T T T T T T T T T T
3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57

Time since randomization

1. Murthy R, et al. NEJM 2020; 2. Brufsky A, et al. ASCO 2019; 3. Laura C, et al. JCO 2020.



Tucatinib versus placebo added to trastuzumab and capecitabine for
patients with pretreated HER2 + metastatic breast cancer with and without
brain metastases (HER2CLIMB): final overall survival analysis

G. Curigliano®’, V. Mueller?, V. Borges’, E. Hamilton®, S. Hurvitz’, S. Loi°, R. Murthy’, A. Okines®, E. Paplomata®’,

D. Cameron'’, L. A. Carey"’, K. Gelmon'?, G. N. Hortobagyi’, I. Krop™®, S. Loibl**, M. Pegram™’, D. Slamon°, J. Ramos'®,
W. Feng'® & E. Winer"®

Ann Oncol 2022;33(3):321-29.



HER2CLIMB: Final Overall Survival Analysis

1.0- 1 year 2 year HR Median OS
| | Events/total (95% CI) P value (95% CI)
i [ Tucatinib 233/410 247 (21.6-28.9)
0.8 - I 759, | combination 0.73 months
° | Placebo ja7p0p  (0590.90) 0004 495 (16401 4)
| combination months
Iy ]
= 0.6+ | |
. 1659
i
o |
= 04 :
O i Placebo
i combination
02. [ |
' ]
I ! Tucatinib
0.0 : : combination
3 | J  J  J | J  J | J L] | J L) | J  J | J )  J | J  J | J L) |}
0 3 6 9 12 95 8 21 24. 2F 3 33 9% 39 A2 A5 48 'B1 54
: . Time (months
Patients at risk ( )
Tucatinib 387 356 325 295 268 241 214 153 122 8 56 38 24 19 11 4 2 0
combination
Placebo 202 191 174 156 129 114 103 87 63 47 28 21 14 8 4 3 2 0 0
combination

Curigliano G et al. Ann Oncol 2022;33(3):321-29.



HER2CLIMB: Progression-Free Survival (PFS)

HR Median PFS
1.0- 6 months 1 year Eventsftotal  (95% CI) P value (95% Cl)
| | combination 057 <0.00001 months
0.8 - i 1 Pl S (0.47-0.70) 4.9 (4.1-5.6)
: : combination months
> i ]
= 06+ |
© |
L0
e 1
Qo |
U) 0.4' I
o
o |
l - -
0.2 - I Tucatinib
[ - combination
' . 4
| | } s R
0.0 - I I L—+ Placebo combination
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
. ) Time (months
Patients at risk ( )
Tucatinb 440 303 205 154 99 77 59 44 28 24 20 14 9 5 4 1 1 0
combination
Placebo o500 418 64 41 19 9 6 4 2 0 0 0 0 0 0 0 0 0
combination

Curigliano G et al. Ann Oncol 2022;33(3):321-29.
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Conjugation chemistry

The linker is connected to the cysteine residue of the antibody

@ Cysteine residue
¢ Drug-linker

Trastuzumab-Deruxtecan

Proprietary drug-linker and payload

(o]
S OH
e °
o
: o SN os TN v
\/\/\/'\ A ) N
Aoy
7 o o o -
_

Payload (DXd)

Exatecan derivative

Payload with a different mechanism of
action

Tumor-selective cleavable linker

High drug-to-antibody ratio (~1:8)

\
In VlvoBystanderEffect Of DS-8201a vs T-DM1Aﬂ‘er 14 days Of Tmtmenf’ Penetration of released \\/\/f \\\
: : Estimated tumor volume [Fam] trastuzumab payload to neighboring cells Cancer cell /
(=NCI-N87 + MDA-MB-468-Luc) deruxtecan y \
Control TDM-1, 10 mg/kg DS-8201a, 3.0 mg/kg 350 Interpaii .
Co-culture of HER2+ and ___HER2- cells still Both HER2+ and HER2- § & %00 - Veticle ontol r Yiaapotog?
HER2- tumors in vivo persist areimpacted S E ;gg Rt
%9 - T-DM1 HER2
o E 150 - Control IgG-DXd (1)
%9 100 -t~ Control IgG-DXd (2)
w 50
0 0 5' 1'0 1'5 Cell death
HER2+ HER2 HER?2- T Time after treatment (days) Legend
- i.v. e,
cells cells cells Tumor regression « * Payload or chemotherapy agent "G HER? receptor
NCI-N87 MDA-MB-468 MDA-MB-468 Iwata, et al. ASCO 2018; Ogitani, et al. Cancer Science 2016
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Trastuzumab-Deruxtecan: DB01 Phase Il study

ORR

Best % Change From Baseline in the
Sum of Diameters of Measurable Tumors

Intent-to-treat analysis

August2019DCO

T-DXd 5.4 mglkg

(N=184)

June 2020 DCO
T-DXd 5.4 mglkg
(N=184)

ILRREERTERERRETFRAEERE R AR

March 2021 DCO
T-DXd 5.4 mglkg
(N=184)

Median duration of follow up (range), months 11.1(0.7-19.9) 20.5(0.7-31.4) 26.5(0.7-39.1)
Patients remaining on treatment, n (%) 79 (42.9) 37 (20.1) 28(15.2)
Confirmed ORR? by ICR, n (%) 112(60.9) 113°(61.4) 114(62.0)
95% Cl 53.4-68.0 54.0-68.5 54.5-69.0
CR 11(6.0) 12 (6.5) 13(7.1)
PR 101(54.9) 101(54.9) 101(54.9)
SD 67 (36.4) 66 (35.9) 65 (35.3)
PD 3(1.6) 3(1.6) 3(1.6)
Not evaluable 2(1.1) 2(1.1) 2(1.1)
Median DOR (95% Cl), months 14.8(13.8-16.9 20.8°(15.0-NE) 18.2(15.0-NE)
Median time to response (95% Cl), months 1.6(1.4-2.7) 1.6(1.4-2.7) 1.6(1.4-2.7)
Median PFS (95% Cl), months 16.4 (12.7-NE) 19.4 (14.1-NE) 19.4(14.1-25.0)
Median OS (95% Cl), months NE (NE-NE) 246 (23.1-NE) 29.1(24.6-36.1)

0.2

0.0

mPFS: 19.4 months

N=184
114 (62.0)

Patients censored, n (%)

Probability of Progression-free Survival

0S Probability, %

0

08

O

o2

O

I I I I I I I 1 1 I I 1 1 I I I I I I I I I 1 I I 1 1
12 3 4 5 6 7 8 9 10 111213 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28
Months

mOS: 29.1 months

N =184

Median OS5 5% O, mortths 287 28628, 1)

DS events, n [H) 85 {51.6]

Patsdits canscred, m (%) B (a8 g}

O f 2 3 4 5 8 T 8 06 1Wi11213 141518174810 23021 22 3304 3508 27 38 20 30 31 3233 34 35 38 37 38 30 40
Time, Months

Modi S, NEJM 2019; Modi S, et al. SABCS 2020; Saura C, et al. ESMO 2021



Adverse Events of Special Interest: Interstitial Lung Disease (DB01)

August 2019 DCO June 2020 DCO March 2021 DCO
Interstitial Lung Disease, n (%)? T-Dx((:l:ﬁ;z;g/kg T-Dx((lju::l;gg/kg T-Dx(crll::ldttzzq)g/kg
Grade 1 5 (2.7) 6 (3.3) 7 (3.8)
Grade 2 15 (8.2) 16 (8.7) 16 (8.7)
Grade 3 1(0.5) 1(0.5) 1(0.5)
Grade 4 0 0 0
Grade 5 4 (2.2) 5(2.7) 5(2.7)
Any grade/total 25 (13.6) 28 (15.2) 29 (15.8)

Median time from the first infusion of T-DXd to onset of ILD was 27.6 weeks (range, 6-76 weeks)

ILD, interstitial lung disease.

Modi S et al. SABCS 2020. Abstract PD3-06; Saura C, et al. ESMO 2021



Trastuzumab-Deruxtecan: DB03 Phase lll study

Clinical Trial Design

(Phase lll- Destiny-Breast03) PFS

Z T-DXd | T-DM1 i
Patients s 1004 ; mPFS, mo (95%Cl)  NR (18.5-NE)  6.8(5.6-8.2)
A Agk = 1 12-moPFS rate, % 75.8 34.1
* Unresectable or metastatic HER2-positive? T-DXd £ ] £ (95%C1) ©98807)  (27.7-405)
breast cancer 5.4 mg/kg Q3W § 801 Y HR (95% Cl) za s
+ Previously treated with trastuzumab and (n =261) a —y
s : < [ J | N
taxane in advanced/metastatic setting® z %
+ Could have clinically stable, treated brain @ ey
S 401 ——
metastases o W,
c A w-—,
o u K]
Stratification factors T-DM1 @ 20
@
* Hormone receptor status 3.6 mg/kg Q3W > e e
* Prior treatment with pertuzumab (n =263) & o e ™
“ S = 01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32
« History of visceral disease Time, months
100
2 o T-DXd (n = 245)2
§ 01 1004
@ 20 L. Confirmed ORR
§ n (%) 208(79.7) 90 (34.2) = ]
L [95% ClI] [74.3-84.4]  [28.5-40.3] 2
S w0 ]
g o P <.0001 8 o
ﬁ"w CR 42 (161)  23(8.7) H -
g 1:; PR 166 (63.6) 67 (25.5) § 401 mOS, mo (95% Cl) NE(NE-NE)  NE (NE-NE)
— = 2-mo OS rate, % 94.1 .
(g 604 T'DM1 (n = 228)a SD 44 (169) 112 (426) g 204 (195%01) e 90.3-96.4 80.895~899.7
o 3 | + consar HR (95% CI) 0.56 (0.36-0.86)
2 2 PD 3(1.1) 46 (17.5) —— Toaa P=.007172°
S o] T T-DM1 (263)
&) 20 Not evaluable 6 (2.3) 15 (5.7) 0 1 2 3 456 7 8 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33
f\j -404 CR+PR+SD Time, months
4 - (DCR) 252 (96.6) 202 (76.8)
-1004

Cortes J, et al. ESMO 2021; Cortes J, et al. NEJM 2022



Toxicity (DB03)

System Organ Class T-DXd (n = 257) | T-DM1 (n = 261)
Preferred term, n (%) Any Grade Grade 23 Any Grade Grade 23

Blood and lymphatic system disorders

Neutropenia? 110 (42.8) 49 (19.1) 29 (11.1) 8 (3.1)

Anemia® 18 (30.4) 19 (9.8) 37 (14.2) 114.2)

Leukopenia® 17 (30.0) 17 (6.6) 20 (7.7) 1(04)

Thrombocytopenia“ 64 (24.9) 18 (7.0) 135 (91.7) 65 (24.9)
Gastrointestinal disorders

Nausea 187 (72.8) 17 (6.6) 12 (27.6) (04)

Vomiting 113 (44.0) (1.6) 15(5.7) 1(04)

Diarrhea 61(23.7) 1(04) 10 (3.8) (0.4)

Constipation 98 (22.6) 0 25 (9.6) 0
General disorders

Fatigue® 115 (44.7) 13 (5.1) 17 (29.9) 2 (0.8)
Investigations

AST increased 60 (23.3) (0.8) 97 (37.2) 3(5.0)

ALT increased 50 (19.9) 4 (1.6) 71(27.2) 12 (4.6)
Metabolism and nutrition disorders

Decreased appetite 67 (26.1) 3(1.2) 33 (12.6) 0
Skin and subcutaneous tissue disorders

Alopecia 93 (36.2) 1(04) 6 (2.3) 0

Most drug-related TEAEs were gastrointestinal or hematological in nature

Cortes J, et al. ESMO 2021; Cortes J, et al. NEJM 2022



Adverse Events of Special Interest: Interstitial Lung Disease (DB03)

Adjudicated as drug-related ILD/pneumonitis?, n (%)

T-DXd (n = 257) 18 (7.0) 27 (10.5)

T-DM1 (n = 261) 4 (1.5) 1(0.4) 0 0 0 5 (1.9)

« There were no grade 4 or 5 adjudicated drug-related ILD/pneumonitis events observed with T-DXd

LVEF decrease, n (%)

T-DXd (n = 257) 1(0.4)° 6 (2.3)° 7(2.7)
T-DM1 (n = 261) 0 1 (0.4)° 0 0 0 1(0.4)

* In the T-DXd arm, all reported adverse events of LVEF decrease were asymptomatic and no cases of cardiac
failure occurred

Cortes J, et al. ESMO 2021; Cortes J, et al. NEJM 2022



HER2+ MBC patients with Brain Metastases

Events/Total

TUC+Tras+Cape |  118/198

Pbo+Tras+Cape 71193

HR(95%Cl)  P-value

0.600 (0.444,0.811) 0.00078

Events/Total ~ HR (95% ClI) P-value

0524 (0.356, 0.771)  0.00087

Events/Total  HR(35%Cl)  P-value

TUC+Tras+Cape 43180

0.695 (0.416,1.160) 0.16223
Pbo+Tras+Cape 25037

Median 08 (95% CI)

21.6 months (18.1, 28.5)

12.5 months (11.2, 16.9)

Median OS (5% Cl)

21.4 months (18.1

11.8 months (10.3, 15.2)

Median O (95% CI)

21.6 months (15.3, 42.4)

16.4 months (10.6, 21.6)

HER2CLIMB

OS for All Patients with Brain Metastases

1.0 — 1 year 2year
' - _ EventsTotl  HR(35%CI)  Pvalue  Median OS (85% C1)
TUC-Tras+Cape | 118/198 21,6 months (18.1, 28.5)
: 0.600 (0.4, 0.811)| 0.00078
038 o | Poo+Tras+Cape |  71/93 12.5 months (112, 16.9)
70.0%
2
3 06 -
@
Q
o
o 0.4 -
%]
o
02 TUC+Tras+Cape
Pbo+Tras+Cape
0.0 :
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (Months)
Subjects at Risk
TUC+Cape+Tras 198 183 166 147 131 118 105 92 68 54 36 22 14 9 8 6 2
Pbo+Cape+Tras 93 87 76 66 46 40 34 26 17 " 5 5 4 3 0 0 0

« OS benefit with tucatinib was improved with additional follow-up. Median OS was 9.1 months longer in the
tucatinib arm compared with the control arm in all patients with brain metastases.
- Previously reported, median OS was 6.1 months longer in tucatinib arm compared with control arm in all patients
with brain metastases (18.1 vs 12.0 months)*
OS for Patients with Active Brain Metastases

1.0 o 1 year 2year

I v { ROSNC) Py 3
TUC+Tras+Cape | 75118 21.4months (18.1, 28.9)
0524(0.356, 0.71)| 0.00087
0.8 Pbo+Tras+Cape 46156 11.8 months (10.3, 15.2)
70.7%
z
3 0.6
E 48.9%
[
3, 04 46.4%
(]
02 4 TUC+Tras+Cape
g — ; PR
Pbo+Tras+Cape
0.0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 2 45 48

Subjects at Risk

TUC+Cape+Tras 118 111 102 92 81 73

Pbo+Cape+Tras 56 54 46 39 26 22 18 12

* Median OS was 9.6 months longer in the tucatinib arm compared with the control arm in patients with active
brain metastases.

OS for Patients with Treated Stable Brain Metastases

10 o 1 year 2year
| Evente/Toll  HR (95%Cl) Pvalue  Median 05 (3% O
TUG+Tras+Cape | 43/80 21,6 months (15.3, 42.4)
0.695 (0.416, 1.160)| 0.16223
0.8 Pbo~Tras+Cape 25137 16.4months (10.6, 21.6)
69.1%
2
3 0.6
s 47.8%
] 57.2%
o 0.4
»
o —— . TUC+Tras+Cape
0.2 31.0% Pbo+Tras+Cape
0.0 -
T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 2 45 48
. Time (Months)
Subjects at Risk
TUC+Cape+Tras 80 72 64 55 50 45 38 36 26 21 15 6 5 3 3 1 1
Pbo+Cape+Tras 37 33 30 27 20 18 16 14 8 5 2 2 2 2 ] ] o]

* Median OS was 5.2 months longer in the tucatinib arm compared with the control arm in patients with treated
stable brain metastases.

Lin N, et al. SABCS 2021
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HER2+ MBC patients with Brain Metastases

NALA
Intervention Neratinib + Capecitabine Lapatinib + Capecitabine
(n=55/307) (n=75/314)
Radiation therapy 11% 15%
Surgery/procedure 2% 3%
Anticancer medication 1% 1%

=== Neratinib + capecitabine

- |_apatinib + capecitabine
Overall cumulative incidence (Gray’s test): 22.8% vs 29.2%; P=.043

T T T T T T T |
6 12 18 24 30 36 42 48 54 60

Time Since Randomization, mo

Saura C, et al. JCO 2020



HER2+ MBC patients with Brain Metastases
DBO01

n=168 CNS Subgroup (n=24)

c .
A _ Median: 18.1 months (95% CI, 6.7-18.1)
.Ewa S
° 00 1.0
0de g S
Too g
‘E‘gg S o8
L.
05 D1 <
LOg 2 0.6
0%n 4
00w 4- %
SED 2 04
£aa o
008 S 02
N e 2
§ 80| — Non OIS patets (=147 2 0.0
= -Q ' 1 ) 1) 1 L) ) 1) 1 1 1) 1 L] ) ) I 1 1 L) ) ) 1
i s NS stogro (121} o 012 3456789 1011121314151617 181920
100 o Months
No atrisk: 24 23 22 18 18 17 17 14 13 13 11 10 6 2 1 1 1 1 1 0 0
| , | | Median follow-up, 11.0 months (range, 0.7-19.6 months)
Includes patients who had both baseline and postbaseline target lesion assessments by ICR. ) )
Theline at 20% indicates PD; te e at ~30% ndicates PR. Patients who received T-DXd 5.4 mg/kg.

Jerusalem G, et al. ESMO Breast Cancer 2020.



Best % Change in Sum of Diameters from Baseline
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HER2+ MBC patients with Brain Metastases

DBO03

Intracranial Response per BICR using RECIST 1.1

T-DXd (n = 21)

20

-20

-40
-60
-80
-100

100 A
80
60

-20

T-DM1 (n = 23)

Best Overall Response, n (%)?

-40
-60
-80

-100 +

CR 10 (27.8) 1(2.8)
PR 13 (36.1) 11 (30.6)
Non-CR/non-PD 6 (16.7) 7(19.4)
SD 4(11.1) 7(19.4)
PD 1(2.8) 8 (22.2)
Not evaluable 0 1(2.8)
Missing 2 (5.6) 1(2.8)

CR, complete response; DCR, disease control rate; mDOR, median duration of response; PD, progressive disease; PR,
partial response; SD, stable disease; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.

Table includes target and non-target lesions. Only patients with target lesion assessments are eligible for inclusion in
waterfall.

Red line at 20% indicates progressive disease; black line at -30% indicates partial response.

aDenominator for percentages is the number of subjects in the full analysis set with brain metastases tumor assessment

Hurvitz S, et al. SABCS 2021



Progression-Free Survival Probability, %

HER2+ MBC patients with Brain Metastases
DB03

PFS KM Curves for Patients With and Without BM

Brain Metastases at Baseline

T-DXd [ T-DM1
mPFS, 15.0 3.0
mo (95% Cl) (12.5-22.2)  (2.8-5.8)
1.0 7 12-mo PFS rate, 72.0 20.9
09 - % (95% Cl) (55.0-83.5) (8.7-36.6)
08 - = HR (95% CI) 0.25 (0.13-0.45)
0.7 - T
0.6 - W
0.5 - 1]_
0.4 - !

0.3 - —l
0.2 - e ———

L
01 4 —+— T-DXd (n=43) :

—+— T-DM1 (n=39)

0.0

rrrrrrrrrrrrrrrrrrrrrrrrrrr 111 11
01234567 891011121314151617 18 19 20 21 22 232425 26 27 28 29 30 3132

Time (Month)

Patients Still at Risk:

T-DXd(43) 43 41 40 39 39 38 34 33 33 29 26 24 23 20 4 13 10 7 6 4 3 2 2 1 1 0 0 0 0 0 0 0 O

TDM1(39) 39 38 28 177 15 15 9 6 6 5§ 3 3 2 2 2 2 1 1 1 1 1 0 0 0 0O O OO O O OO

In patients with BM at baseline, PD was observed:

* In 48.8% (21/43) treated with T-DXd versus 69.2% (27/39) with T-DM1

* In the brainin 42.9% (9/21) treated with T-DXd versus 40.7% (11/27) with
T-DM1

Progression-Free Survival Probability, %

No Brain Metastases at Baseline

T-DXd T-DM1

mPFS, NE 71
mo (95% CI) (22.2-NE) (5.6-9.7)
10 12-mo PFS rate, 76.5 36.4
' % (95% Cl) (70.0-81.8) (29.4-43.4)
0.9 -
o8 - HR (95% CI) 0.30 (0.22-0.40)
%;
07 - v\‘
0.6 - fiid
05 - T
0.4 - i W
v h’”‘iu—‘z .
0.3 — T
0.2 -
0.1 4 —+— T-DXd (n=218)
0.0 - — T-DM1 (n=224)

rrrrrrrrrrrrrrrrrrrrrrrTrorTrrrrrorrd
0123 456 78 91011121314 151617 18 1920 21222324 25 26 27 28 29 303132

Time (Month)

Patients Still at Risk:

T-DXd (218) 218 215210 205 201 186 180 169167 154 142 140 127 112 98 92 69 57 47 41 33 27 23 18 9 6 5 3 2 0 0 0 O

T-DM1 (224) 224 214172 146 140117 99 90 87 73 62 57 49 41 35 3228 22 20 15 11 8 6 4 1 1 1 1 1 1 1 1 0

In patients without BM at baseline, PD was observed:
+ In 28.9% (63/218) treated with T-DXd versus 57.1% (128/224) with T-DM1
* In the brain in 6.3% (4/63) treated with T-DXd versus 0.8% (1/128) with T-DM1

Hurvitz S, et al. SABCS 2021



HER2+ MBC patients with Brain Metastases
DEBBRAH

Key Eligibility Criteria

*Female or male pts aged 218 years

*HER2+ or HER-LE ABC with stable,
progressing, or untreated BMs and/or
LMC

*ECOG PS 0 or 1 (0-2 for cohort 5)

*Pts with HER2+ ABC: Prior treatment with
a taxane and 21 line of anti-HER2
therapy in the metastatic setting

*Pts with HER2-LE ABC and:

oHR-: 21 prior regimen of CT in the
metastatic setting

oHR+: 1 prior line of ET and 21 prior
regmen of CT in the metastatic
setting

*Cohorts 2, 3, 4. Measurable brain
disease by on Tl-weighted, gadolinium-
enhanced MR

*Cohort 5: LMC with CSF[+] cytology

Cohort 1:
HER2[+] ABC with stable

BMs after surgery, SRS,
and/or WBRT

Cohort 2:
HER2[+] or HER2-LE ABC
with asymptomatic
untreated BMs

Cohort 3:
HER2[+] ABC with

progressing BMs after
surgery, SRS, and/or WBRT

Cohort 4:
HER2-LE ABC with
progressing BMs after
surgery, SRS, and/or WBRT

Cohort 5:
HER2[+] or HER2-LE ABC
with LMC

Change from baseline (%) = Change from baseline (%)

Change from baseline (%)
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Intracranial Tumor Activity by RANO-BM

. Cohort 1
. Cohort 3

. Cohort 1

. Cohort 3
_35%F " "pr~ " PR PR PR PR PR
PD
-39.6% -40.1%
-57.5%
-67.6% -743% -74.4%
Global Tumor Activity by RECIST 1.1

60,99+ B cohort1
13.6% . Cohort 3

-57.5%

o N 55
a |
T T _'2;2% -31.9% 3795 -40.1% T

SRS o0 o 74.4% -76.4%

Vaz M, et al. SABCS 2021; Perez-Garcia J, et al. Neuro-Oncology 2022




HER2+ MBC patients with Brain Metastases
TUXEDO-1

Objective Response Rate (RANO-BM criteria)
ORR (intention-to-treat population; n=15): 73.3% (95% Cl1 48.1-89.1)

25
Inclusion/exclusion criteria Follow up % 0
L]
Histologically confirmed HER2+ breast cancer £
Radiologically documented metastatic disease . LRSS P e e
Newly diagnosed brain metastases or brain erl Treatment until progression, unacceptable 5 L
metastases progressing after prior local i toxicity or withdrawal for any reason =
therapy ‘® -50
Measurable disease (RANO-BM criteria) & —
No indication for immediate local treatment 2 (I
No indication of leptomeningeal disease £ L |
KPS >70%, ECOG <2 3 75 ]
Indication for systemic anti-HER? treatment Further treatment according to local standard |
Prior exposure o trastuzumab and S )
pertuzumab -100 - SN §
Prior exposure o T-DM1 alowed Safety FU four weeks after EOT
Life expectancyof at least 3 months L E—
s [ xyea,:y Survival FU at 3, 9, 18 and 30 months — -
LVEF 250% 0.75 —
BM, brain metastasis; BW, t, CNS, central nervous D1, day 1; EQT, end of treatment; FU, follow .N mtravenous KPS, Kamofsky performance; LVEF, left ventricular
gecbonhacbm memwmeks,w 0, response assessment it dan‘e’uroonoology T-DXd, trastuzumab W . p—
udraCT: 2020-000981-41. :
-
. . 0 0 025 .
Primary Endpoint: ORR (CNS) by RANO-BM criteria
Secondary Endpoints: o ; ; ;
» (linical Benefit Rate (CR+PR+SD 26 months) = ) T ”
» Extracranial Response rate Numbers at risk
14 13 7 4 = |
PFS r T T T
OS o 5 10 15
Safety = PFS: 14 months (95% CI 11.0-n.r.)
Quality of Life = Median follow-up 11 months (range 3 — 17 months)

Bartsch R, et al. ESMO Breast 2022



DESTINY-Breast04: Trastuzumab Deruxtecan vs Chemotherapy in
Previously Treated HER2-low BC

 International, randomized, open-label phase |l study

Women and men with unresectable
and/or metastatic HER2-low breast
cancer; progression on endocrine
therapy, 1-2 prior lines
chemotherapy; no prior HER2
positivity (IHC3+ or ISH+)
(planned N = 540)

I

Trastuzumab deruxtecan

10 mg/kg on Day 1 and 8 of
21 day cycles

*Investigator’s choice of capecitabine,
eribulin, gemcitabine, paclitaxel, or nab-
paclitaxel.

" Primary endpoints: PFS per BICR in the HR+ population

= Secondary endpoints: PFS in the ITT, OS in the HR+ and ITT, DoR, ORR, PFS per

investigator

Modi S, et al. ASCO 2022; Modi S, et al. NEJM 2022



DESTINY-Breast04: Trastuzumab Deruxtecan vs Chemotherapy in
Previously Treated HER2-low BC

A Progression-free Survival in Hormone Receptor—Positive Cohort

1.0—— No. of Median Progression-free
TR Patients Survival (95% CI)
;E E U.S_ y 5 B ""—-—-—;.‘h_ . mo
z E T 06 R . ﬁ“"‘“--. Trastuzumab Deruxtecan 331 10.1 (9.5-11.5)
E a2 — Physician's Choice 163 5.4 (4.4-7.1
Bap Y (
S83 04 1 e
& & 0.2 Hazard ratio for progression or death, ™ — — — e Trastuzumab deruxtecan
& ' 0.51 (95% Cl, 0.40-0.64) . 3 , Physician’s choice L,
0.0 P<0.001
: | | — — T T 1 R e | | | | | 1 | T — T 1 1 T |
o 1 2 3 4 5 6 7 & 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27T 2B ‘29
Months
No. at Risk
Trasiuzumab denxtecan 331 324 290 265 262 248 218 198 182 165 142 128 107 89 78 73 64 48 37 31 28 17 14 12 7 4 4 1 1 0
Physician's choice 163 146 105 85 84 69 57 48 43 32 30 27 24 20 14 12 & 4 3 2 1 1 1 1 1 1 ©
B Progression-free Survival among All Patients
1.0 _H No.of  Median Progression-free
T Patients Survival (95% ClI
0.8 I — i (95% CI)
s v-E Ty 5.5 ma
—EE E 0.6 = "h___h Trastuzuma.b.De;nndec.an 373 9.9 (9.0-11.3)
w2 e S Physician’s Choice 184 5.1 (4.2-6.8)
m W e,
| Ea 04 s er———
& EI" sl Hazard ratio for progression or death, — i = TP . Trastuzumab deruxtecan
a -2 0.50 (95% Cl, 0.40-0.63) _ Physician’s choice A —
0.0 P<0.001 e
* | | | I I I I 1 | 1 | | ] | I I | I I I I I I i | | | | |
0 1 2 3 4 5 6 7 & 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
Months
No. at Risk
Trastuzumab denuxtecan 373 365 325 295 290 272 238 217 201 183 156 142118 100 88 81 71 53 42 35 32 21 18 15 8 4 4 1 1 O
Physician's choice 134 166 119 93 90 73 60 51 45 34 32 29 26 22 15 13 9 S 4 3 1 1 1 1 1 1 O

Modi S, et al. ASCO 2022; Modi S, et al. NEJM 2022



DESTINY-Breast04: Trastuzumab Deruxtecan vs Chemotherapy in
Previously Treated HER2-low BC

C Owerall Survival in Hormone Receptor—Positive Cohort

No. of Median Overall Survival
Patients (95% ClI)
R e e mo
=  08- S o Trastuzumab Deruxtecan 331 23.9 (20.8-24.8)
5.z : e, T Physician’s Choice 163 17.5 (15.2-22.4)
E E 0.6+ o e M"“"“"-—m
= - 0.4 et h"'“'h'*'—":th Trastuzumab deruxtecan
-1 E L4 — M __.._.._._._I'._-. — ' e e T .
E 3 Hazard ratio for death, Physician’s choice
024 0.64 (95% Cl, 0.48-0.86)
P=0.003
0.0 | | T T T I T I T I T

T T Tl
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14

Mo. at Risk

@ & & i O & 1
15 16 17 18 19 20 21 22 23 24 25

I I | T I T | T 1
26 27 28 29 30 31 32 33 34
Months

Trastuzurmab denxtecan 331 325 323 319 314 309 303 293 285 280 268 260250228 199190168 144116 95 81 70 51 40 26 14 9 &8 6 6 2 1 1 1 O

Physician’s choice 163151 145143139135130124115109104 98 96 %9 80 71 56 45 3729 25 23 16 14 7 5 3 1 0
D Overall Survival among All Patients
No. of Median Overall Survival
Patients (95% CI)
10— a—— . e —— - mo
= 03 S L Trastuzumab Deruxtecan 373 23.4 (20.0-24.8)
E% T —— Physician’s Choice 184 16.8 (14.5-20.0)
£ 5 0.6- e = -
5 e H"&'**“w—-fh Trastuzumab deruxtecan
8F o4 - o -
Le Hazard ratio for death, Physiciass cholcs
S 02 04 (95% Cl, 0.49-0.84)
0.0 P=0.001
- ] T T T ] T T T T T T T T T T T T T ] T T T ] T ] T ] T ] T T T T 1
g 1 2 3 4 5 & 7 & 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 314
Months
No. at Risk

Trashzumab denutecan 373 366 363 357 351 344 338326 315309296 287 276 254 223 214 188 158129104 90 78 59 43 32 20 14
184 171165 161 157 153 146138 128 120114 108 105 97 38 77 6l

Physician's choice

1210 8 3 1 1 1 0
SO 42 3228 25 18 16 7 5 3 1 O

Modi S, et al. ASCO 2022; Modi S, et al. NEJM 2022



Ongoing studies to pay attention to in HER2+ MBC

HER2CLIMB-02

HER2CLIMB-04

HER2CLIMB-05

Destiny Breast 07

Destiny Breast 09

Randomized, Double-blind, Phase 3 Study of Tucatinib or Placebo in Combination With Ado-
trastuzumab Emtansine (T-DM1) for Subjects With Unresectable Locally-advanced or
Metastatic HER2+ Breast Cancer

A Single Arm, Open Label Phase 2 Study of Tucatinib in Combination With Trastuzumab
Deruxtecan in Subjects With Previously Treated Unresectable Locally-Advanced or Metastatic
HER2+ Breast Cancer

A Randomized, Double-blind, Phase 3 Study of Tucatinib or Placebo in Combination With
Trastuzumab and Pertuzumab as Maintenance Therapy for Metastatic HER2+ Breast Cancer

A Phase 1b/2 Multicentre, Open-label, Modular, Dose-finding and Dose-expansion Study to
Explore the Safety, Tolerability, and Anti-tumour Activity of Trastuzumab Deruxtecan (T-DXd)
in Combination With Other Anti-cancer Agents in Patients With HER2-positive Metastatic
Breast Cancer

Phase Ill Study of Trastuzumab Deruxtecan (T-DXd) With or Without Pertuzumab Versus
Taxane, Trastuzumab and Pertuzumab in HER2-positive, First-line Metastatic Breast Cancer



MODULE 5: Selection and Sequencing of Therapy
for ER-Positive, HER2-Negative mBC




A 65-year-old woman with ER-positive, HER2-negative, node-
negative breast cancer has developed multiple minimally
symptomatic bone metastases 2 years after starting adjuvant

anastrozole. Which endocrine-based treatment would you most
likely recommend?

Palbociclib + fulvestrant OODD@DO @@ 9
Ribociclib + fulvestrant (1)) )00 s

Abemaciclib + fulvestrant DD@ 3

Survey of clinical investigators



A 65-year-old woman has completed 5 years of adjuvant
anastrozole for an ER-positive, HER2-negative IDC but has now
developed minimally symptomatic bone metastases 2 years after
completing adjuvant anastrozole. Which endocrine-based treatment
would you most likely recommend?

Ribociclib + letrozole @@@@@@@@ 8

Palbociclib+letrozole[ ][ ][ ][ )[ )5

Ribociclib + fulvestrant ({J}){{l) 2

Palbociclib + exemestane @@ 2

Abemaciclib + fulvestrant || 1
Palbociclib + fulvestrant : 1
Ribociclib or palbociclib + letrozole ()1

Survey of clinical investigators



A 65-year-old woman presents with de novo ER-positive,
HER2-negative metastatic breast cancer (mBC) with
asymptomatic bone metastases. Which endocrine-based
treatment would you most likely recommend?

Ribociclib + letrozole @ODDDDD@@@ 10
Palbociclib + letrozole (L)) 9

Abemaciclib + letrozole @ 1

Survey of clinical investigators



In general, what would be your treatment approach for a 60-year-oid
woman with ER-positive, HER2-negative mBC who experiences
asymptomatic disease progression on palbociclib/letrozole and is
found to have a PIK3CA mutation?

Alpelisib + fulvestrant ggDDDDDDDDDDO@@ 17

Palbociclib + fulvestrant 1

Continue endocrine therapy @ 1
and switch CDK4/6 inhibitor

Fulvestrant @ 1

Survey of clinical investigators



UGSE Helen Diller Family
Comprehensive
Cancer Center

Selection and Sequence of Therapy for ER
Positive, HER2-Negative Metastatic Breast Cancer
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Director, Breast Oncology and Clinical Trials Education
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CDK4/6i: Phase lll First-Line Studies in HR+ MBC

Paloma-2

Finn et al, NEJM 2016; Rugo et al BCRT
2019, Finn et al, ASCO 2022

Monaleesa-2
Hortobagyi et al, NEJM 2016; Ann
Oncol 2018; Slamon JCO 2018,
Hortobagyi et al, NEJM 2022

Monaleesa-3
Slamon et al, NEJM 2020; Ann Onc
2022; Neven et al, ESMO BC 2022

Monarch-3

Goetz et al,JCO 2017; Johnston et al, NPJ

Breast 2019

Monaleesa-7

Tripathy et al Lancet Oncol 2018; Im et

al, NEJM 2019; Lu et al CCR 2022

Study
design

Eligibility

No. of pts

PFS

OS

Letrozole/Pla vs
Let/Palbociclib
(1:2)

Postmenopausal
First line

666
No progression on Als
DFiI<12 mo: 22%

14.5 vs 27.6 mo
HR 0.56 (0.46-0.69)
p<0.000001

Median FU 90 mo
Med OS 51.2 v 55.9 mo
HR 0.956 (0.777-1.777)

P=0.338

DFI>12 mo (41%)
Med OS 47.4 v 66.3 mo
HR 0.728 (0.528-1.005)

Letrozole/Pla vs
Let/Ribociclib
(1:1)

Postmenopausal
First line

668
No progression on Als
DFI<12 mo: 1-3%

16.0 vs 25.3 mo
HR 0.556 (0.43-0.72);
p=0.00000329

Median FU 80 mo

Med OS 51.4 v 63.9 mo

HR 0.76 (0.63-0.93)
P=0.004

Fulvestrant/Pla vs
Fulv/Ribociclib
(2:1; 15t line subset)

Postmenopausal
First Line
DFI>12 mo

365 1st line/726 total
No progression on Als
DFI<12 mo: not
allowed

19.2 vs 33.6 1%t line

HR 0.55 (0.49-0.71)
(descriptive update)

Median FU 70.8 mo.

Med OS 51.8 v 67.6 mo

HR 0.67 (0.50-0.90)

Letrozole/Pla vs
Let/Abemaciclib
(1:2)

Postmenopausal
First line
DFI>12 mo

493
No progression on Ais
DFI<12 mo: not allowed

14.8 vs 28.2 mo
HR 0.54 (0.418-0.698)
P=0.00002

Not Reported

Al or TAM/Pla vs Al or
Tam+0S/Ribociclib
(1:1)

Pre/perimenopausal
One prior chemo
allowed (14%)

672
DFI<12 mo 30%
60% no prior E rx

13.0 vs 23.8 mo.
HR 0.55 (0.44-0.69)
P<0.0001

Median FU 53.5 mo
Median OS: 58.7 v48mo
HR 0.763 (0.608-0.956)



Ribociclib Achieved Statistically Significant OS Benefit
in the ML-2 ITT Population

100 rvmepsca _ 5 years 6 years
R (S

OS benefit independent
of metastatic site, #sites,

80 —

52 i i .
- _ _ _ 230 | i prior therapy
S 604 12.5 mo improvement in median OS 52.3% | ,
- : ;
= RIB + LET : -
7)) | ' I
= Events/n 181/334 219/334 i :
S 1 :
2 Median OS, mo 63.9 51.4 i I
O 20- : |
HR (95% Cl) 0.76 (0.63-0.93) : ;
P value 0.004 i
| | | | | | | | | | | | | | | | | | f | | | |
0O 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88
Time, months
No. at risk
RIB+LET 334 323 315 305 300 284 270 253 237 220 202 191 180 165 158 150 142 135 125 101 48 8 0
334 326 316 306 293 283 265 244 222 209 195 183 167 149 139 131 114 104 94 73 38 6 O

HR, hazard ratio; ITT, intention to treat; LET, letrozole; ML-2, MONALEESA-2; OS, overall survival; PBO, placebo; RIB, ribociclib. Hortobagyi et aI NEJM 2022



ML-3: Median OS With First-Line Ribociclib Was 67.6 Months*

Ribociclib demonstrated a 15.8-month longer median OS and a relative reduction in the risk of death of 33%

vs placebo 100-

80

§ 60 -
E |
2 1
s 1
40 RIB+FUL | PBO+FUL :
: | RiB+FUL [ \PBORFUL 4919,
Events/n 109/237 80/128 !

20 -
Median OS, mo 67.6 518 :
1
.| HR(95% Cl) 0.67 (0.50-0.90) !

O 3 6 9 12 15 18 21 24 27 30 33 36 30 42 45 48 51 54 57 60 63 66 60 72 75 78
Time, Months
No. atrisk

RIB+FUL 237 225 219 214 208 207 203 193 183 173 167 161 157 148 141 137 133 129 124 120 113 111 101 63 29 4 0
128 125 122 120 117 113 107 102 98 92 87 84 81 75 69 66 63 60 55 52 49 47 44 25 7 0 0

~50% of trial population was first-line (n=365)
Median duration of follow-up from randomization to data cutoff was 70.8 months (minimum, 67.3 months)
At 5 years, the survival rate of patients receiving ribociclib was 56.5%

FUL, fulvestrant; OS, overall survival; PBO, placebo; RIB, ribociclib.
Data cutoff, January 12, 2022.
* Patients continuing study treatment at the time of data cutoff (January 12, 2022): 16.5% with ribociclib + fulvestrant vs 8.6% with placebo + fulvestrant. Neven et a I; ESM O BC 2022



Overall Survival in Subgroups — ITT Population

Subgroup n (%) Hazard Ratio (95% CI)
[ ]
P M - Ve ra u rv I va All randomized patients 666 (100) —a— 0.956 (0.777, 1.177)
A <65y 404 (60.7) —— 1.007 (0.772, 1.314)
ge 265y 262 (39.3) —a— 0.871 (0.624, 1.216)
North America 267 (40.1) il 0.866 (0.630, 1.191)
Region Europe 307 (46.1) o | I — 1.128 (0.826, 1.542)
Asia/Pacific 92 (13.8) — s 0.744 (0.408, 1.358)
1
0 359 (53.9) [H I 1.297 (0.933, 1.803)
ECOG performance status 112 307 (46.1) = 0.807 (0.611, 1.066)
o " Visceral 324 (48.6) —a 0.916 (0.687, 1.221)
- Isease site Non-visceral 342 (51.4) I | 0.992 (0.734, 1.342)
1
Ove ra I I S u rVIva I — ITT De novo metastatic 248 (37.2) | n 1.193 (0.836, 1.701)
Disease-free interval <12 months 146 (21.9) — . 1.021 (0.662, 1.577)
>12 months 272 (40.8) —a— 0.728 (0.528, 1.005)
1
) ' Yes 376 (56.5) —a—ly 0.801 (0.612, 1.046)
100 4 Median Follow-up PAL+LET PBO+LET pEaEndecinglierpy No 290 (43.5) I A 1.197 (0.858, 1.669)
Q 90 months (N=444) (N=222) T— Yes 322 (48.3) —al 0.869 (0.651, 1.159)
S u - No 344 (51.7) [ S— 1.046 (0.774, 1.414)
< 90 Median OS, months 53.9 51.2 1
> o ' Yes 151 (22.7) PR 0.712 (0.462, 1.097)
£ 80 (95% Cl) (49.8, 60.8) (43.7, 58.9) Bone-only disease No 515 (77.3) e 1,029 (0.811. 1.305)
'_a Stratified hazard ratio 0.956 1 204 (30.6) ,_._:_. 0.879 (0.603, 1.283)
g 70 (95% ClI) (0.777,1.177) Number of disease sites 2 169 (25.4) —— 0.938 (0.587, 1.500)
e i >3 293 (44.0) —t— 1.045 (0.777, 1.404)
= 1-sided P value 0.3378 T T T T T T —
o 60 - 001 025 05 075 125 15 175 2
<€—— Infavorof PALHLET  In favor of PBO+LET ——>
I 5 0L e
'E = = =
£ - Overall Survival in Subgroups — ITT Population
= 304
o Subgroup Median OS (95% ClI) Missing Survival Data (%)
© 204
5 PAL+LET PBO+LET PAL+LET PBO+LET
10 All randomized patients 53.9(49.8,60.8)  51.2(43.7, 58.9) —.— 13 21
0 A <65y 53.3 (47.0,60.8)  54.4 (44.8, 60.2) — 1 21
T T T T T T T T T ge 265y 58.6 (49.8,66.7)  47.4(36.2, 60.4) [ 17 21
1
0 12 24 36 ‘_48 60 72 84 96 108 North America 53.8 (47.3,61.3)  49.4 (37.0, 57.0) — e 16 23
L P o ot (s T Time (Month) Region Europe 52.3(46.0,63.8)  53.8 (42.3, 78.7) il 11 17
UmbeRonpatientsiatiiis Asia/Pacific 73.4 (47.3, NE) 55.1 (32.2, NE) —— 14 29
PAL+LET 444 400 325 280 222 174 145 128 13 (1] i 58.2 (52.1, 66.0) 85.9 (53.8, NE) 1 ” .
5 .1, 66. 3 8y H——
PBO+LET 222 203 168 126 95 72 60 53 4 0 ECOG performance status 112 47.3 (413, 60.8) 38.8 (32.2, 49.8) P 16 6
ITT=intent-to-treat; LET=letrozole; OS=overall survival; PAL=palbociclib; PBO=placebo. :
D it Visceral 48.1 (42.3, 53.8) 44.8 (32.2, 53.8) [ ; ! 13 23
isease site Non-visceral 60.8 (53.8,72.3)  59.7 (47.4,85.3) I ] 14 20
1
De novo metastatic 54.6 (47.0, 69.1) 60.4 (49.8, 93.8) —L | 10 24
Disease-free interval <12 months 45.7 (36.1, 51.1) 37.7 (27.1, 56.4) [t ! 4 12 29
>12 months 66.3 (52.1,79.7)  47.4(37.7,57.0) —a—i 17 15
j
: ' Yes 53.3 (48.0,629)  44.6(34.3,52.8) —a—ly 16 18
Prior endocrine therapy No 551 (47.3,71.4)  60.4 (49.8, 93.8) I 10 25
RO, Yes 51.6 (45.6,58.6)  44.6 (36.2, 54.4) —a— 13 18
DT EHETEE T No 58.4 (50.5,71.7)  58.9 (47.7,81.0) i 14 24
1
' Yes 63.5(53.9,79.7)  52.3(42.3,59.7) [ 16 15
Eemeilly AlieERs No 516 (46.9,57.6)  49.8 (38.8, 60.4) —— 13 23
1 59.1(53.8,73.9)  54.4 (45.4,70.3) [E — 15 18
Number of disease sites 2 60.8 (47.9, 87.2) 54.5 (33.5, NE) — 15 37
>3 48.1(41.3,53.8)  45.8 (324, 57.0) L 12 15
0'01 U.IZS 0'.5 0.'75 1'25 1'5 1'75 '2

Finn et al, ASCO 2022

ECOG=Eastern Cooperative Oncology Group; ITT=intent-to-treat; LET=letrozole; NE=not estimable; PAL=palbociclib; PBO=placebo.

<€—— Infavor of PAL+LET

In favor of PBO+LET %



PALOMA-1 and PALOMA-2 Combined OS Analysis:

Subgroup DFI >12 months

__ 100
IS 90 . PAL+LET Control
: - ' — (N=204) (N=123)
= 80- e Median OS, months 64.0 44.6
-g 20 (95% ClI) (49.2,73.4) (37.0, 53.2)
= 7 - Stratified hazard 0.736
Ct 60 - ratio (95% CI) (0.551, 0.982)
S 504 o T e
2
S 40-
(75
= 30+
o
O 20-
o
10 -
0 | | | ‘ | | ‘ | | | |
0 12 24 36 48 60 72 84 96 108
Number of patients at risk Time (Month)
PAL+LET 204 185 154 130 106 88 68 57 3 0]
Control 123 109 91 66 48 32 25 22 2 0]

DFl=disease-free interval; LET=letrozole; OS=overall survival; PAL=palbociclib.



CDK 4/6i: Progression on Prior NSAI. Prior Therapy Matters!

PALOMA 3

Turner et al, NEJM 2015, 2018; Cristofanilli Lancet

Onc 2016; Rugo et al Oncologist 2021; Cristofanilli,

MONARCH 2
Sledge et al, JCO 2017
JAMA Oncol, 2020

MONALEESA 3
Slamon et al, JCO 2018
NEJM 2020, Ann Oncol 2021

Study design

Patient #

PFS
p value (HR)

Time from randomization to
chemotherapy

Prior chemotherapy for
metastatic disease

Prior endocrine Rx

oS

CCR 2022

Fulv/pla vs fulv/
palbociclib

521

4.6v9.5mo
HR 0.46 (0.36-0.59)
P<.0001

8.8vs 17.6 mo
HR 0.583

31-36%

Any number of lines

28 vs 34.9 mo
HR 0.791 (0.626-0.999)
P=0.0246 (NS)
No prior chemotherapy (66%)

29.7 v 39.3 mo
HR 0.72 (0.55-0.94)
Nominal p value 0.008

Fulv/pla vs fulv/ abemaciclib

699

9.3v16.4 mo
HR 0.553 (0.606-0.945)
P<.001

22.1vs 50.2 mo
HR 0.625

None

1

37.3vs46.7 mo
HR 0.757 (0.606-0.945)
P=0.01

Fulv/pla vs fulv/
ribociclib

345 2nd |ine/726 total

ITT (15t+2nd line) 12.8 v 20.6 mo
HR 0.59 (0.49-0.71)
2" ine: 9.1v 14.6
HR 0.571 (0.44-0.74)

ITT: 28.8 vs 48.1 mo
HR 0.70

None

Oorl

ITT (15t+2nd line) : 41.5 v 53.7 mo
HR 0.73 (0.59-0.90)
2" |ine 33.7 vs 39.7 mo,
HR 0.8 (0.59-1.04)



Continuing CDK4/6i Post Progression:
Primary Results of the MAINTAIN Trial

Key Entry Criteria
* Men or Women age > 18 yrs
« ER and/or PR > 1%, HER2- MBC

Primary Endpoint
* Progression free survival
* Locally assessed per

- Progression on ET + any CDK 4/6 inhibitor _ Ami RECIST 1.1

» <1 line of chemotherapy for MBC
* Measurable or non-measurable

« PSOor1

* Postmenopausal

* GnRH agonist allowed if
premenopausal

» Stable brain metastases allowed

Ribociclib + Switch

Endocrine Therapy Secondary Endpoints

Overall response rate
Arm 2 » Clinical benefit rate

Placebo + Switch * Safety

N=120 | Endocrine Therapy*  Tumor and Blood
Markers, including

circulating tumor DNA

d
N

170 screened, 119 randomized
9 remain on rx, 1=placebo and 8=ribociclib
99 received fulvestrant
20 received exemestane

Kalinsky et al, ASCO 2022

Investigator initiated trial,
13 US sites

Primary endpoint PFS,
scans q 12 wks

Median FU 18.2 mo

54 v 35% de novo MBC
Visceral mets ~60%

12 v 7% chemo for MBC

10 v 2% intervening Rx
post CDK4/6i

64 v 70% prior CDK4/6i>12
months



Progression Free Survival by Subgroup

Re S u I t s Subgroup N Hazard Ratio [95% CI]

Age <= 65 87 - e o 0.68 [0.43, 1.06]
Age > 65 32 ——— ! 0.31[0.12, 0.80]
Race White 88 —e— 0.58 [0.36, 0.92]
Race Non-White 31 ———— 0.63 [0.30, 1.33]
- - - - ECOG 0 78 —— 0.66 [0.40, 1.07]
Primary Endpoint: Progression Free Survival (PFS)  ~fcoa: a1 e 0431021 087]
- Prior Palbociclib) 103 —— 0.58 [0.38, 0.90]
Prior Ribociclib 14 —————— 0.50 [0.15, 1.70]
Duration Prior CDK 4/6 <= 12 39 —— 0.36 [0.17, 0.74]
Duration Prior CDK 4/6 > 12 80 ——— 0.76 [0.47, 1.24]
1.00 Visceral Disease Yes 71 —— 0.49[0.29, 0.83]
—_ .00 1 L Visceral Disease No 48 ———— 0.69[0.37, 1.29]
S ~ Placebo =+ Ribociclib Bone Disease Yes) 2 @ —— 0.54 [0.20, 1.49]
c Placebo + Ribociclib Bone Disease No 97 —— ! 0.58 [0.38, 0.90]
13 0.751 ET (n=59) +ET (n=60) Pr@or Endocr!nes Mets Sett!ng <2 97 —— 0.62 [0.40, 0.96]
3 HR=0.57 (95% CI: 0.39-0.95), p=0.006 | Median 276 5.29 PSSR — = ey
= 95% CI (months) | (2.66-3.25) | (3.02-8.12)
p 0.50 1 0 05 1 1.5 2
g <-Favors Ribociclib + ET Favors Placebo + ET->
o 0.251
S
£ ool Overall Response and Clinical Benefit Rate
0 6 12 18 24 30 Overall Response Rate (n=70) Clinical Benefit Rate (n=105)
50% "
Placeboq{ 59 13 4 1 1 1 p=0.51 % 0=0.06 e
Ribociclib{ 60 21 11 5 3 2
0 6 12 18 24 30 -
Time from Randomization (months) 2 20% 2
1%
Fulvestrant Placebo (n=50) Ribociclib (n=49) - 0
0% %
Median (95% Cl) (mos) 2.76 (2.66-3.25) 5.29 (2.96-8.12) Placebo Ribociclib Placebo Ribociclib
CR 0 (0%) 2 (6%) Placebo + ET (n=57) Ribociclib + ET (n=49)
PR 4 (11%) 5 (14%) CR, PR, or SD 14 (25%) 21 (43%)
Exemestane Placebo (n=9) Ribociclib (n=11) lommey | e e —
Median (95? C|) (mos) 3 06 (1 84 5 95) 5 36 (3 02 14 50) IQR = Interquartile Range, CR = Complete response, PR = Partial Response, DOR = Duration of Response, SD = Stable Disease
(o] . . =J. . . - .




Exploratory Analysis _
PFS: Fulvestrant and ESR7 Mutation Status Conclusions

ESR1WT (n=45) ESR1 Mutant (n=33) * 15t prospective trial to
3 " 5 429 show benefit from
2 2 0 . . .
a om g continuing/changing
u 0504 HR = 0.30 (95% ClI: 0.15-0.62) : 050- HR =1.22 (95% CI: 0.59-1.49) CDKi with progression
: 2 * PFS benefit was limited
. 0 6 12 18 24 30 C z z 5 I = = = to ESR1 WT disease
Time from Randomization (months) ime from Randomization (months . o o
Placebo{ 21 5 2 0 0 0 Placebo{ 15 4 et ? o o( " 0 0 (Slgnlflcant CO-
HioRak) e . : - é Riboricb]_18 2 ! ! ! 1 mutations, exploratory)
’ ; Time from 1I'\%andomizat:osn (months)24 » ) 8 Time from 1l§andomizati108n (months)24 2 . .
Placebo (n=21) Ribociclib (n=24) Placebo (n=15) Ribociclib (n=18) ° Va | Id atlo n n eed ed
Median (95% CI) (mos) 2.76 (2.66-5.49) 8.32 (5.65-16.63) Median (95% Cl) (mos) 3.02 (2.53-5.62) 2.96 (2.66-4.21)

* Ongoing
postMONARCH

ion Criteri Kalinsky Pl
Key Inclusion Criteria A abemaciclib* fulvestrant StUdy( alinSky )

= HR+, HER2- MBC N=175
= Men, or pre- and postmenopausal women
= Prior therapy:

0/24 pts (0%) had CCND1 and/or FGFR1 amplification on ribociclib arm  9/18 (50%) pts with CCND1 and/or FGFR1 amplification on ribociclib arm

. . : - R 1:1
= Advanced setting: Disease progression on N
CDK4 & 6 inhibitor plus an aromatase N = 350
inhibitor (Al) as initial therapy, OR B ’ placebo + fulvestrant

= Adjuvant setting: Disease recurrence on or ‘ N=175
after CDK4 & 6 inhibitor plus ET ’




SOLAR-1 Biomarker Analysis

Alpelisib + FUL Is Effective Regardless of Gene
Alteration Status

Placebo + FUL Alpelisib + FUL

HR T
n/N mPFS, mo /N mPFS, mo by Gene and Treatment

TP53WT

TP53 Alt°

ESR1WT 90/105 E 78/107
ESR1 Al 11/12 12/13
CCND1WT

CCND1 Altp

MAP3K1WT 90/104 : 81/107
MAP3K1 Alt 11/13 . 9/13
ARID1AWT 90/102 g 85/109

ARID1A Alt® 11/15 5/11

05— 1 —> 15

cyclin D1; ESR1, estrogen receptor 1; FUL, Favors alpelisib HR Favors placebo
rotein kinase kinase 1; mPFS, median

0.56 (0.39-0.80)
0.49 (0.28-0.87)
0.51 (0.37-0.70)
0.70 (0.29-1.67)
0.47 (0.33-0.66)
0.77 (0.43-1.37)
0.54 (0.40-0.75)
0.44 (0.17-1.10)
0.51 (0.37-0.70)
0.50 (0.17-1.49)

Alpelisib had clinical benefit regardless of mutation status of selected genes, MAPK & PI3K

pathway genes, or CDK4/6i resistance genes

= More benefit with FGFR1/FGFR?2 alterations, limited with MYC/RAD21

" Longer mPFS with low TMB and alpelisib Rx

The results in this analysis are hypothesis generating because of the small sample size

Juric et al, ASCO 2022



Update from FAKTION: Capivasertib + Fulvestrant for Al-
Resistant ER+/HER2- Metastatic Breast Cancer

 Randomized phase Il study of capivasertib + FULV vs placebo + FULV (N = 140)
e Capivasertib: selective, oral AKT inhibitor
* Improved PFS in all patients in the first analysis
* No prior CDK4/6i
* NGS employed to further analyze the PIK3CA/MAPK pathway
* Median FU 58.5 mo

* NGS identified 25% with mutations originally classified as non-altered
* Overall, expanded testing with NGS detected PI3K/AKT/PTEN pathway alterations
in 54% of participants (compared to 42% by the original testing methods)
* Primary toxicities: Diarrhea and rash

* 39% of patients in the capivasertib + FULV arm required dose reductions, primarily due
to diarrhea and rash, and 12% discontinued due to toxicity

Jones RH, et al. Lancet Oncol 2020.; ASCO 2022; Howell et al, Lancet Oncology 2022



Pathway Fulvestrant+  Fulvestrant + Pathway ':‘;'r"’slztsr::‘ttlg Fu:;’lgzt;;:t *
altered e non-altered (n =30) (n=34)
. . . Median podiay 4.9 months
* Capivasertib predominately = e e 62-105)
. H H < 100+ 0 o, L . < 100 Adjusted 0.70 (95% CI 0.40-1.25);
benefited patients with S kD CROESLEOe) S HR p=023
. . 2 S 80
alterations in the PIK3CA : :
pathway T T 40
. g g 20
* Median PFS 12.8 vs 4.6 5 2 |
E E 0
months (HR 044’ p= 0 12 24 36 48 60 72 0 12 24 36 48 60 72

Time since randomisation (months) Time since randomisation (months)
Number at risk

Fulvestrant plus placebo 37 8 1 0 0 0 0

Number at risk
Fulvestrant plus placebo 34 6 1 1 0 0 0

0.0014)
e Median OS 39.8 vs 20

Fulvestrant plus capivasertib 39 19 7 3 1 0 0 Fulvestrant plus capivasertib 30 10 4 1 1 0 0

Cl, confidence interval; DCO, data cut off; HR, hazard ratio; ITT, intent-to-treat; PFS, progression-free survival.

DCO Nov 2021

mo nt h S ( H R O . 46 ° p = Pathway Fulvestrant +  Fulvestrant + Pathway Fulvestrant + [Fulvestrant+
, capivasertib placebo capivasertib placebo
altered (n = 39) (n=137) non-altered (n=30) (n=34)
0.005 ) Median 20.0 months bedian 25.2 months
O el (14.6-31.4) e (20.3-36.2)
¢ T h e P h ase I I I CA P Ite | | O- 2 9 1 100+ Adjusted 0.46 (95% Cl 0.27-0.79); 100 ﬁgjusmd 0.86 (95‘;{;’53:)%39—1-52):
_ HR p =0.005 _ =0.
(NCT04305496) has S S
T T
2 601 2 604
completed accrual g c
= 401 = 40-
e Subset analysis planned g 2 -
01, . . i . i . 01, . : : : . :
0 12 24 36 48 60 72 0 12 24 36 48 60 72

Time since randomisation (months) Time since randomisation (months)

Number at risk
Fulvestrant plus placebo 37 27 14 10 3 3 0

Number at risk

Fulvestrant plus placebo 34 28 16 1 3 2 1
Fulvestrant plus capivasertib 39 33 23 17 10 3 0 Fulvestrant plus capivasertib 30 24 16 8 5 3 1

Cl, confidence interval; DCO, data cut off; HR, hazard ratio; ITT, intent-to-treat; OS, overall survival.



Next Steps: Phase lll trials of AKT Inhibition in HR+ MBC

Capivasertib

* CAPItello-291 (NCT04305496): Fulvestrant +/- Capi after Al

* CAPItello-292 (NCT04862663): Fulvestrant/Palbociclib +/- Capi
Ipatasertib

* FINER (NCT04650581): Fulvestrant +/- Ipat after CDK4/6 inhibitor
* IPATunity150 (NCT04060862): Fulvestrant/Palbociclib +/- Ipat
New PI3K inhibitors

* Inavolisib: phase II/Ill in patients with PIK3CA mutations;
fulvestrant/Palbociclib +/- Inavolisib; phase Ib with giredestrant

* Phase I/l trial, N=57. 68% hyperglycemia, 68% stomatitis (Bedard et al, ASCO 2022)
* LOX783: Brain-penetrant allosteric PI3Kat H1047R inhibitor; phase |



And more......

 SARM: selective androgen receptor modulator

 Enobosarm: ORR 48%, CBR 80%, and median PFS 5.5 months in AR+++ (n=24);
Phase IIl ARTEST trial in 3™ line metastatic setting

 Fast track designation by FDA
 SERM: Lasofoxifene
e Elaine 2: n=29 with abemaciclib: CBR 69% at 24 wks (ORR 50%), PFS 13 months
* DVT 6.9% (n=2), one with risks (knee surgery etc)
* Elaine 1: Phase Il in ESR1 mut v fulvestrant

» Targeted therapy based on TMB and HER2 somatic mutations (lobular histology)
* Pembrolizumab, nivolumab/ipilumumab in high TMB
* Neratinib/fulvestrant/trastuzumab in HER2 mutation, very high rate of diarrhea

Palmieri ASCO 2021; Barroso-Sousa et al, SABCS 2021; Jhaveri et al, SABCS 2021; Damodaran et al, ASCO 2022



Normal Signaling SERD
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Efficacy with Select Single Agent Oral SERDs in Phase 1 Trials

Key Advantages: Oral, highly potent, active against ESR1 mutation including Y537S

Median
Lines Prior ESR1
of Rx for | Prior CDK | Fulvestrant] mutation at Median PFS
Oral SERD N MBC 4/6i (%) (%) baseline (%) RP2D ORR (%) |CBR (%)l (months) Reference
LSZ-102# 77 4 (0-10) 58 60 41.7 450mg 14 9.1 1.8 Jhaveri CCR 2021
GDC-9545
(Giredestrant) | 111 1(0-3) 64 21 47 30mg 15 50 7.2 Jhaveri ASCO 2021
RAD1901
(Elacestrant) 50 3(1-7) 52 52 50 400mg 19.4 42.6 4.5 Bardia JCO 2021
SAR439859
(Amcenestrant) | 62 2 (1-8) 63 46.8 51 400mg 8.5 33.9 Not reported Linden SABCS 2020
AZD9833
(Camizestrant) | 98 3 (0-7) 69 58 43 75mg 10 35.3 5.4 Baird SABCS 2020
LY-3484356 49 6.5 mo (2 line
(Imlunestrant) 72 2 (0-8) 90 39 (all cohorts) 400mg 12 55 post CDKi) Jhaveri et al ASCO 2022
G1T48
(Rintodestrant) | 67 2 (0-9) 70 64 45 800mg 5 30 2.6-3.6 Aftimos SABCS 2020
Not Not
D0502* 16 NA reported | reported NA 400mg 10 50 Not reported Osborne SABCS 2020
Zn-C5 56# | 2 (0-9) 70 46 41 50mg/25mg 5 38 3.8 Kalinsky SABCS 2021

#Further development discontinued; * 400mg dose; ## 41 with measurable disease Courtesy of Jhaveri. modified
’



EMERALD Trial: Results in ITT Population

All Patients

Patients With Tumors Harboring mESR1

100- —a Elacestrant | SOC 1007 Elacestrant | _ SOC
90 \,3 N 239 238 90 N 115 113
< 80+ b Event (%) 144 (60.3) | 156 (65.5) @ 80 ] Event (%) 62 (53.9) 78 (69.0)
. ) [Vedian PFS (months) 279 191 % 70 3 Median PFS (months) 3.78 187
i ! Pualue 0.0018 i Pvalue 0.0005
% 607 Hazard ratio (95% CI) 0.697 (0.552 - 0.830) “ 60 Hazard ratio (95% CI) 0.546 (0.387 - 0.768)
50_ 50_
2 £
‘a 40 E 40
2 30 FE
a 20- : & 20- RO A ©
107 —©— Elacestrant ° © 107 —©— Elacestrant
0- Standard of Care Standard of Care
0_
I | I I | | I | | | | | I | | | | | | [ | | | | | | I I [ | I [ I [ I T I I | I I I | [ | | | | | | | I
01 23 45 6 7 8 9 10111213 14151617 18 19 20 21 22 23 24 25 01 23 45 6 7 8 9 1011 1213 14 15 16 17 18 19 20 21 22 23 24 25
Time (months) Time (months)
Elacestrant 239 223 106 89 60 57 42 40 34 33 27 24 19 13 11 8 7 6 6 2 2 2 2 1 0 Elacestrant 115 105 54 46 35 33 26 26 21 20 16 14 11 9 7 5 5 4 4 1 1 1 1 1 0

SOC 238 206 84 68 39 38 25 25 16 15 7 4 3 3 2 2 1 0

SOC 113 99 39 34 19 8 12 12 9 9 4 1 1 1 0

Elacestrant is associated with a 30% reduction in the risk of Elacestrant is associated with a 45% reduction in the risk of

progression or death in all patients with ER+/HER2- mBC progression or death in patients harboring mESR1

Bidard et al, JCO 2022



Randomized Trials in the Post-CDK4/6 Inhibitor Setting

EMERALD

(NCT03778931)

AMEERA-3
(NCT04059484)

aceERA
(NCT04576455)

SERENA-2
(NCT04214288)

EMBER-3
(NCT04975348)

N
Patient Population

Number of Prior Therapies

Prior Chemotherapy

Prior Fulvestrant
Prior CDK 4/6i

Treatment Arms

Primary Endpoint

Results

477
ER+/HER2- ABC

1-2
20% had 1 line

30%
100%

Elacestrant
VS
ET
(Al or Fulvestrant)

PFSin ITT
and ESR1 mutant

Positive
IT: 2.79 vs 1.891 HR 0.7
ESRIm: 3.78 vs 1.87HR
0.55

282

ER+/HER2- ABC
(ET sensitivity
required)
0-2
Allowed (£1) or
CDK

Allowed
80%

Amcenestrant
Vs
ET
(Al, Tamoxifen or
Fulvestrant)

PFS

Did not meet
primary EP

303

ER+/HER2- ABC
Measurable
disease

0-2
Allowed (<1)

Allowed
Allowed

Giredestrant
VS
ET
(Al or Fulvestrant)

PFS

Did not meet
primary EP

288
ER+/HER2- MBC

0-2
Allowed (<£1)

Not allowed
Allowed

Camizestrant
(various doses) vs
Fulvestrant

PFS

Not yet reported

800
ER+/HER2- MBC

1 (Al + CDK4/6i)
Not allowed

Not allowed
Allowed

Imlunestrant (N~370)
VS
ET (Al or Fulv) (N=280)
VS
Imlunestrant +
Abemaciclib (N= 180)

PFS

Not yet reported

Courtesy of Jhaveri
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Newer ER Targeted Agents

COMPLEX

. 7oy N

* Multiple phase lll trials are ongoing

* Newer agents
* PROTAC: proteolysis targeting chimera, ARV-471
* CBR40% in phase | (n=47)

* Phase 1/2 trial of ARV-471 alone or with Palbociclib ongoing
(NCT04072952)

* CERCA: serum ER covalent antagonist, H3B-6546 (n=94)

* ORR 16%, CVR 40%, mPFS 3.8 mo but 7.3 mo with ESR1Y537S in phase |

e Phase 1 trial of H3B6545 with Palbociclib is ongoing (NCT04288089)
 CERAN: complete ER antagonist, OP-1250 (n=40)

* ORR 18%, CBR 38%

* Phase | trial OP-1250 + Palbociclib (NCT05266105)

PROTAC
Recycling " ‘
FREE PROTEINS ‘/\p POI DEGRADATION

Hamilton et al, SABCS 2021 Burke et al, Front Cell Dev Biol; 2022_



TROPiICS-02: A Phase 3 Study of SG in HR+/HER2- Locally

Recurrent Inoperable or Metastatic Breast Cancer * Heavily pre-treated HR+/HER2- MBC

NCT03901339
Treatment was continued until progression ° o i
Metastatic or locally recurrent or unacceptable toxicity 95 A) VisCera I m etS
inoperable HR+/HER2- breast . . .
cancer that progressed after: Sacituzumab govitecan Endpoints e M ed Ian I Ines prior Rx fO r

10 mg/kg IV . . .
days 1 andrg?evgery 21 days Primary meta Stat|c d ISease

* At least 1 endocrine therapy, taxane,
n=272 * PFS by BICR

and CDK4/6i in any setting

* At least 2, but no more than 4, lines of Secondary ) ET: 3
chemotherapy for metastatic disease Treatment of physician’s choice® + 0S
+ (Neo)adjuvant therapy for early-stage (capecitabine, vinorelbine, ) E)RSF’?DOS’BCI;C?RR o C h e m O . 3

disease qualified as a prior line of gemcitabine or eribulin) y an .

chemotherapy if disease recurred within n=271 « PRO

12 months Safet

ie s » Safe
+ Measurable disease by RECIST 1.1 Stratification: d ° Safety
Visceral metastases (yes/no)
_ * Endocrine therapy in metastatic setting 26 months (yes/no) . e .
N=543 Prior lines of chemotherapies (2 vs 3/4) * N O N EW tOX| C |ty S |gn a | S

: ‘ ‘ ‘ ‘ 9 * Primary toxicity >gr3 is
Primary Endpoint: BICR-Assessed PFS per RECIST v1.1 neutropenia and diarrhea

 Qol
e QOverall HRQoL benefit over TPC

SG demonstrated a statistically significant improvement in PFS vs TPC with a 34% reduction in the risk of disease
progression/death; a higher proportion of patients were alive and progression-free at all landmark timepoints

100 -

;\:; g 6 months 9 months 12 months BICR Ivsi . . . .

z 01 1 b analves |_se=zra * Delayed deterioration in fatigue

5 80 h ; ; ; Median PFS, mo (95% Cl) 5.5 (4.2-7.0) 4.0 (3.1-4.4)

g 701 | | | Stratified HR (95% CI) 0.6 (0.53-0.63) and global health status/Qol scales

g 60 - Stratified Log Rank P value 0.0003 .

Z 50- 6-month PFS rate, % (95% Cl) 46.1(39.4-52.6)  30.3 (23.6-37.3) In EO RTC QI—Q'C3O

E 40 ; . 3 9-month PFS rate, % (95% Cl) 32.5(25.9-39.2)  17.3 (11.5-24.2)

g 301 ‘mﬁ - ’ H‘n,_ 12-month PFS rate, % (95% CI) 213 (15.2-28.1)  7.1(2.8-13.9) ° OS immatu re

@ 20 P 5 -,

T e s S : : :

S e * In light of DB0O4, a late line Rx option,
0 3 6 9 12 15 18 21 24

No. of patients at risk (events) Time (months) a n d a n O pt i O n fo r H E R 20’ H R+ M B C

SG 272 (0) 148 (83) 82 (124) 44 (146) 22 (160) 12 (166) 6 (167) 3 (169) 0 (170)
TPC 271 (0) 105 (91) 41 (136) 17 (151) 4 (159) 1 (159) 1 (159) 0 (159)

Rugo et al, ASCO 2022
BICR, blinded independent central review: ITT, intent-to-treat: PFS, progression-free survival: RECIST, Response Evaluation Criteria in Solid Tumors: SG, sacituzumab govitecan: TPC, treatment of physician’s choice. )



TROPION-BreastO1

Key Eligibility Criteria Dato-DXd
> emg/kg IV Q3W Dual primary endpoints
* HR-positive, HER2-negative inoperable/ metastatic breast cancer N=350 PFS (BICR), OS
with disease progression following 1 or 2 lines of chemotherapy
& progressed on, or not suitable for, endocrine thera .
(& prog PY) Secondary endpoints
e Targeted agents (i.e., inhibitors of mTOR, PD-1/PD-L1, CDK4/6, PFS (inv), ORR, DoR,
PARP) and endocrine therapies do not count as prior lines of 1:1 DCR, PRO, Safety,
STRTIBNCEEEY Investigator's Choice Tolerability, PK, and
* Atleast 1 measurable lesion of Chemotherapy Immunogenicity
| (Eribulin, Vinorelbine,
*  FFPE tumor sample > Capecitabine or Exploratory endpoints
«  Adequate organ function Gemcitabine) TROP2 IHC
N=350
Stratification factors:
* 1vs. 2 previous lines of chemotherapy in the Statistical Considerations:
inoperable/metastatic setting To strongly control the familywise type | error rate at the 5.0% level (2-sided), an
. . alpha level of 1.0% will be allocated to the PFS dual primary analysis and the
*  Geographic location (US/Canada/EU vs rest of world) remaining 4.0% alpha level will be allocated to the OS analyses
*  Previous CDK 4/6 inhibitor use

Response assessment: Scan Q6W for 48 weeks, then Q9W until RECIST1.1 disease progression (as assessed by Investigator), regardless of study intervention discontinuation or start of subsequent
anticancer therapy. Following disease progression, 1 additional follow-up scan should be performed as per Imaging schedule. 191



Patritumab deruxtecan (U3-1402): HER3 ADC

113 patients with HR+/HER2- MBC

Human anti-HER3 Deruxtecan

IgG1 mAb 5 ° > 5
H H H
’ ‘ }ZWYN\)L”WN%{}/\H/NVO\)LNHH o
(o} o H (o) 5
QSxeavg -~ a O

Cleavable Tetrapeptide-Based Linker F
DAR=8 Topoisomeras?Dl)iz?ibitor Payload
Dose escalation/finding study HR+/HER2=
HER3+ disease Outcomes (BICR per RECIST 1.1) (n=113)
For HR+/HER2- cohort ™
— 22 and <6 lines of prior chemotherapy; =2 for Confirmed ORR, % (35% CF) (21.8-39.4)
advanced disease Best g\srall response, % 0.

— HERS3 low and high SD 50.4
Safety similar between 4.6 and 6.4 mg/kg IV ,F\][E) 18155
q3wk DOR, median (95% Cl), mo (5_;,2\@

— Most common toxicities: Gl and heme PFS, median (95% CI), mo 74

— 10% discontinuation due to AEs (457?:_85-4)

— 27% grade 3 thrombocytopenia 6-month PFS rate, % (95% Cl) (43.4-62.6)

14.6

— 6.6% ILD; 1 death Krop |, et al. ASCO 2022  OS, median (95% Cl), mo (11.3-19.5)



Summary

We are learning more about the impact of treatment factors on OS with ET plus CDK4/6i

including prior chemotherapy and disease-free interval

— CDK4/6i should be employed as early as possible and before chemotherapy for MBC
« P2: Surprising PFS but not OS benefit in DFI < 12 months as first line therapy

— Sequencing of CDK4/6i still under investigation
- Sonia trial (NCT03425838)

Targeting the PI3Kinase pathway

— New agents, broader definitions

New approaches to hormone therapy

— Broad range of SERDs/other agents

Antibody drug conjugates

— Changing the approach to chemotherapy for HR+/HER2 low disease
« ADCs effectively deliver toxins to the cancer cell

— Role of HER2 low, extent of prior treatment in decisions about sequential therapy

« Still chemotherapy!

193



MODULE 6: Recent Advances in the Care of Patients
with Metastatic TNBC




Have any of your patients been found to have MSI-high
metastatic TNBC?

Yes @@ 2
v @Geoeeeneaeam

Survey of clinical investigators



What would be your preferred treatment approach for a 60-year-old
patient with a BRCA germline mutation and de novo metastatic

TNBC that is PD-L1-negative?

Olaparib or talazoparib — coin fiip ([} DB BE@
olaparib ([ EEEE s
maintenance with a PARP mnibitor (DD
Talazoparib (] 1

Platinum-containing @
chemotherapy regimen &

1

Nonplatinum chemotherapy regimen 1

Survey of clinical investigators



What would be your preferred treatment approach for a 60-year-old
patient with a BRCA germline mutation and de novo metastatic
TNBC with a PD-L1 CPS of 10?

Pembrolizumab/nab paclitaxel @@@@@@ 6

Pembrolizumablgemcitabinelcarboplatin[ ][ ][ ][ ][ ][ )6

Pembrolizumab/paclitaxel @@@ 3

Pembrolizumab/taxane/carboplatin @1

Pembrolizumab/gemcitabine/

carboplatin > maintenance PARP () 4
inhibitor/pembrolizumab —

Olaparib C 1

Olaparib or talazoparib — coin flip : 1

Chemotherapy combined witha (* ) 4

PARP inhibitor ~—

Survey of clinical investigators



What would be your preferred treatment approach for a 60-year-old

patient with BRCA wild-type de novo metastatic TNBC with a PD-L1
CPS of >107?

Pembrolizumab/nab paclitaxel OOOO@@OO@DW
Pembrolizumab/paclitaxel @@@@@@D 7

Pembrolizumab/gemcitabine/carboplatin D@@ 3

Survey of clinical investigators



A 60-year-old woman with BRCA wild-type TNBC and PD-L1 CPS
>10 receives neoadjuvant carboplatin/paclitaxel/pembrolizumab >
AC/pembrolizumab and attains a pathologic complete response.
Three years after completion of adjuvant pembrolizumab, she
develops metastatic TNBC (BRCA wild type, PD-L1 CPS >10). Which
first-line treatment would you generally recommend?

Pembrolizumab/nab paclitaxel @@@@@@@@D 9

Pembrolizumablpaclitaxel[ ][ ][ ][ ][ ][ JG

Pembrolizumab/gemcitabine/carboplatin @@@@ 4

Atezolizumab/nab paclitaxel @1

Survey of clinical investigators



What treatment would you recommend next for a 60-year-old
woman who received neoadjuvant AC-T for TNBC, developed
mBC (BRCA wild type, PD-L1-positive) and experienced
disease progression after 7 months of first-line
pembrolizumab/paclitaxel?

Sacituzumab govitecan ggg%gDOOOODDOOO 20

Survey of clinical investigators



Recent Advances in the Care of
Patients with Metastatic TNBC
(MTNBC)

Sara M. Tolaney, MD, MPH

Dana-Farber
Cancer Institute
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KEYNOTE-353: Study Design

Pembrolizumab + chemotherapy for advanced, metastatic TNBC

Patient Eligibility Criteria:

» Age =18 years

* Central determination of TNBC and PD-
L1 expression

* Previously untreated locally recurrent
inoperable or metastatic TNBC

» Completion of treatment with curative

Pembrolizumab + Chemotherapy

Stratification Factors:
 Chemotherapy on study (taxane vs

intent =6 months prior to first disease gemcitabine/carboplatin) Progressive
recurrence  PD-L1 tumor expression (CPS 21 vs CPS <1) disease/cessation of
* ECOG performance status 0 or 1 « Prior treatment with same class chemotherapy in the study therapy
* Life expectancy 212 weeks from neoadjuvant or adjuvant setting (yes vs no)

randomization
+ Adequate organ function
* No systemic steroids
« No active CNS metastases E— Placebo + Chemotherapy —

» No active autoimmune disease

. Cortes J, et al. Lancet. 2020;396:1817-1828.



PD-L1 CPS 210

KEYNOTE-355: PFS Analysis

PD-L1 CPS 21

ITT

HR HR HR
NN  Events g50 () NN  Events (954 NN Bwents o5
+
Pembro + Chemo  144/220  65.5% 0.66 Pembro + Chemo  299/425  70.4% 0.75 Pembro + Chemo  406/566  71.7% 0. bembro + Chemo
(0.50-0.88) (0.62-0.91) (0.70 5 ebo + Ch
Placebo + Chemo 81/103 78.6% Placebo + Chemo 166/211 78.7% Placebo + Chemo  217/281 77.2% acebo emo
100 100 100
90 39.1% 904 31.7% 90 29.3%
0, 0, 0,
& 80 23'.0 % o 80 19.l4A. o 2o.la/.,
& 70- : 3 70- : & 704 :
& 60- : a 60- ; & 60- !
S - - > RO 9.7 months o el S O 7.6 months S N WS . PR 7.5 months
§ ! 5.6 months §o 5.6 months §, : 5.6 months
'g 40+ g 40 § 40 :
O an. o = O 3n4
E 30 5 30 5 30
20 . 204 \ 20— \
- | - I - 1
10 X 10 | 10 1
0 I Ll L : 1 1 ] ] l L 1 1 1 I 1] I L 1 0 1 1 1 = | I 1 1 1 1 1 1 1 1 1 1 1 1 0 1 1 || : | 1 1 1 1 1 Ll I 1 I |l 1 1 I
0 3 6 9 12151821 24 27 30 33 36 39 42 45 48 51 54 0 3 6 9 1215182124 27 30 33 36 39 42 45 48 51 54 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54
Time, months Time, months Time, months
No. at risk No. at risk No. at risk

22017312295 63 52 44 42 38 36 34 32271913 6 0 0 0
10380 413018 1512111110 8 8 6 4 4 3 1 0 0

. Data cutoff: June 15, 2021
Rugo HS, et al. ESMO 2021. Abstract LBA16.

These materials are provided to you solely as an educational resource for your personal use. Any commercial use or distribution of these materials or any portion thereof is strictly prohibited.

42531520214294 72 60 56 48 44 41 38322417 6 0 0 0
211158 81 512820 171414121010 7 § § 3 1 0 0

56640826018311684 70 63 51 47 44 41352617 6 0 0 0
28121410868 392923 202017151511 8 7 4 2 0 0



KEYNOTE-355: PFS Subgroup Analysis by On-Study

Chemotherapy

PD-L1 CPS 210

Hazard Ratio

for
Median PFS (mo) progression
Pembro Placebo  orDeath
Subgroup N +Chemo +Chemo (95%Cl)
0.65
Overall o — 323 9.7 56 (0.49100.86)
On-study chemotherapy
Nab-Paclitaxe| ——s—— 99 9.9 55 0.57
: : (0.34t00.95)
Paclitaxel #——tim—m 44 96 3.6 0.33
' ' (0.14t00.76)
Gemcitabine- 0.77
Carboplatin B 72 053t01.11)
0.0 0.5 1.0 1.5
Hazard Ratio (95% Cl)
h Favors Favorsr

Pembro + Chemo Placebo + Chemo

Data cutoff December 11, 2019

. Rugo H et al, SABCS 2020. GS3-01.

PD-L1 CPS 21

Hazard Ratio

for
Median PFS (mo)  progression
Pembro Placebo or Death
Subgroup N +Chemo +Chemo  (95%Cl)
0.74
Overall i —i 636 76 5.6 (0.61100.90)
On-study chemotherapy
Nab-Paclitaxel +F—=—— 204 6.3 583 e
: : (0.47t00.92)
Paclitaxel — —te—— 84 9.4 3.8 0.46
' ' (0.26t00.82)
Gemcitabine- 0.86
Carboplatin i 7S (066t01.11)
0.0 05 1.0 1.5
Hazard Ratio (95% Cl)
h Favors Favorsr

Pembro + Chemo Placebo + Chemo

ITT

Hazard Ratio

for
Median PFS (mo) progression

Pembro- Placebo orDeath
Subgroup N +Chemo +Chemo (95%Cl)
0.82
Qverall —u—i 847 75 5.6 (0.69100.97)
On-study chemotherapy
Nab-Paclitaxel — +—=—— 268 7.5 54 U5
’ : (0.51t00.93)
Paclitaxel — 114 8.0 3.8 0.57
' ' (0.35t00.93)
Gemcitabine- 0.93
Carboplatin e T T4 (074t01.16)
0.0 05 1.0 1.5
Hazard Ratio (95% Cl)
h Favors Favorsr

Pembro + Chemo Placebo + Chemo



KEYNOTE-355: Overall Survival at PD-L1 CPS 210

HR P-value
10 , /N Events  g950,Cl)  (one-sided)
90~ 558.3% Pembro + Chemo 155/220 70.5% 05(}).70395 0.0093"
80 '44.7% | Placebo + Chemo 84/103 81.6% (0.55-0.95)
= 48.2%
707 ! ’

4

o

©

9_- 60 23.0

o . T B - months

o 50 | : 16.1

..g 40 E ! months

(¢}] : ]

e 307 ! :

) : :

o 20 E ! L1 LLu 3
107 5 i
0 I| i I I I I I I I I I I

— T T T 1 |
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
No. at risk Time, months

220 214 193 171 154 139 127 116 105 91 84 78 73 59 43 31 17 2 O
103 98 91 77 66 55 46 39 35 30 25 22 22 17 12 8 6 2 0
*Prespecified P value boundary of 0.0113 met.

Hazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate stratified by the randomization stratification factors. Data cutoff: June 15, 2021.
Rugo HS, et al. ESMO 2021. Abstract LBA16.



KEYNOTE-355: Overall Survival in Additional PD-L1 CPS

Subgroups

HR
1 o
PD-L1 gﬁ i WN  Events  (95% Cl)
C PS <1 80+ 1 Pembro + Chemo 124/141  87.9% 0.97
ol ! (0.72-1.32)
e | Placebo + Chemo 61/70 87.1%
n‘\ni 50 == == :_ _______ 16.2 months
8 14.7 months
404
| 1
30 I
204 1
1
10+ 1
0 L] L] L] L L] : L] L L] L] L) L] L L] L L) T L)
0 3 6 9121518212427303336394245485154
Time, months
No. at risk
1413312110792 73 65 51 413733292514 9 4 1 1 0
70 67 59 46413430262319151411 8 4 3 2 1 0
HR
PD-L1 o 55.0% nN  Events (95% Cl)
90+ 48.7%
CPS 10-19 . ! Pembro+ Chemo 56/80  70.0% 071
y 1 (0.46-1.09)
0 Placebo + Chemo 33/39  84.6%
60
O\o.. - - ------20'3'.“0“"“s
3 0 17.6 months
404 1
[
301 1
i [
20 i
10+ 1
G L ] L] L ] L] L] L L] T L] T 1 L ] 1 L] 1 1 T L
0 3 6 9121518212427 303336 394245485154
Time, months
No. at risk

80 78 73 62 55 50 44 39 36 32 30 27 25231712 7 0
1

39373632252219151412 8 7 7 4 3 3
Data cutoff: June 15, 2021.

Cortes J, et al. SABCS 2021. Abstract GS1-03.

0
0

PD-L1
CPS 220

HR
i 37.8% nN  Events (95% Cl)
90" 38.3%
80 : Pembro + Chemo 181/205 88.3% 1.09
- I (0.85-1.40)
0 I Placebo + Chemo 931108  86.1%
601 1
ol I e e e 13.9 months
8 %0 1 15.5 months
401
301 1
4 1
20 I
101 1 -
0 1
03 6 9 1215182124 27303336 39 4245485154
Time, months
No. at risk
20519217213711797 77 59 54 46 36 3026 2117 7 4 1 0
10810296 86 675541 3227 2422181713 9 7 4 0 0
HR
b 60.2% nWN  Events (95%Cl)
90+ 42.2%
80 : Pembro + Chemo 99/140  70.7% 0.72
| (0.51-1.01)
iy Placebo + Chemo  51/64  79.7%
601
c\a-- — - -----24‘0m0nth3
g 0 15.6 months
401
1
301 1
. 1
20 I
101 1
G T L] " 1 L] 1 L] 1 1] T 1] T 1 T 1 L] 1 L]
03 6 9121518212427 30 3336 3942 4548 5154
. Time, months
No. at risk
14013612010999 89 83 77 69 59 54 51 48 36 26 1910 2 0
64 61 554541332724211817151513 9 5 3 1 0



Targeting DNA repair



Efficacy of PARP Inhibitors in Patients with gBRCA Mutations and MBC

Olaparib vs. TPC Talazoparib vs. TPC SEEHPEE s cliparb o
placebo
5.6 mos vs. 2.9 mos 5.8 mos vs. 2.9 mos 14.5 mos vs. 12.6 mo
PFS HR = 0.43 HR= 0.60 HR=0.705
95% CI (0.29, 0.63) 95% CI (0.41, 0.87) 95% CI (0.56-0.88)
51.8% vs. 5.4% 61.8% vs. 12.5% Thrombocytopenia:
ORR (=83)  (n=37) (1=102) (n=48) 40% v 28%
Investigator assessment Investigator assessment Investigator assessment

Critical to obtain germline testing on all metastatic breast cancer patients to
see if they could be a candidate for PARPi

Robson et al, NEJM 2017; Litton et al, NEJM 2018; Dieras et al, Lancet Oncol 2020



TBCRC 048: OLAPARIB EXPANDED

Benefit in gPALB2 + sBRCA

ATM & CHEKZ2**

N=17

SsBRCA1/2
N=177
Germline: 9/11 PR (82%) 8/16 PR (50%)
10/11 had tumor regression;
1SD>1yr

Somatic: 0/2 - both SD*
(limited assessments)

0/13 germline
0/4 somatic

New cohorts are beginning for gPALB2 and sBRCA1/2 breast cancer

Tung N et al, ASCO 2020
Tung N et al, JCO 2020



Antibody Drug Conjugates



Sacituzumab Govitecan (SG) Is a First-in-Class

Trop-2-Directed ADC

« Trop-2 is expressed in all subtypes of breast
cancer and linked to poor prognosis'2

« SGis distinct from other ADCs3-6
- Antibody highly specific for Trop-2
- High drug-to-antibody ratio (7.6:1)
- Internalization and enzymatic cleavage by

tumor cell not required for the liberation of
SN-38 from the antibody

- Hydrolysis of the linker also releases the
SN-38 cytotoxic extracellularly in the tumor
microenvironment, providing a bystander effect

» Granted accelerated approval by the FDA for
metastatic TNBC and fast-track designation in
metastatic urothelial cancer’

ADC, antibody—-drug conjugate; TNBC, triple-negative breast cancer; Trop-2, trophoblast cell surface antigen 2.

Linker for SN-38

_ Humanized
* Hydrolyzable linker for anti-Trop-2
payload release antibody

* High drug-to-antibody

fio (7.6:1)° * Directed toward
ratio (7.6:

Trop-2, an
epithelial
antigen
expressed on
many solid
cancers

>

SN-38 payload
@ <«— ° SN-38 more
potent than
parent
compound,
irinotecan

1. Vidula N et al. J Clin Oncol. 2017;35:15(suppl):Abstract 1075. 2. Ambrogi et al. PLoS One. 2014;9(5):€96993. 3. Goldenberg DM et al. Expert Opin Biol Ther. 2020
Aug;20(8):871-885. 4. Nagayama A et al. Ther Adv Med Oncol. 2020;12:1758835920915980. 5. Cardillo TM et al. Bioconjugate Chem. 2015;26:919-931. 6. Goldenberg DM et al.

Oncotarget. 2015;6:22496-224512. 7. Press Release. https://www.fda.gov/drugs/drug-approvals-and-databases/fda-grants-accelerated-approval-sacituzumab-govitecan-hziy-

metastatic-triple-negative-breast-cancer. Accessed August 26, 2020.
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ASCENT: A phase 3 confirmatory study of sacituzumab govitecan in 2L and
later mTNBC1-3*

Metastatic TNBC Sacituzumab govitecan )
_ 10 mg/kg IV Endpoints

« >2 chemotherapies - one of d 1 and 21 d Primary

which could be in ays 1 and 8, every ays Continue * PFS*

- - n=267) ,

neo/adjuvant setting ( treatment until d

provided progression > progressionor —» -€condary

occurred within a 12- unacceptable * PFS for the ITT

months period Treatment of toxicity [())(F){%ulaDg%n,_i '?RS,
« Patients with stable brain physician’s choicet(n=262) QoL,, safet,y g

metastasis were allowed
(N=529)

Stratification factors

» Number of prior chemotherapies (2 or 3 vs >3)

» Geographic region (North America vs Europe)
NCT02574455 * Presence/absence of known brain metastases (Yes/No)

*ASCENT was an international, Phase 3, multicentre, open-label, randomised trial of patients with unresectable locally advanced or metastatic TNBC (N=529). tTreatment of physician’s choice: eribulin,
vinorelbine, gemcitabine, or capecitabine; +PFS measured by an independent centralised and blinded group of radiology experts who assessed tumour response using RECIST 1.1 criteria in patients without
brain metastasis; §The full population or intention-to-treat population includes all randomised patients (with and without brain metastases).
. DOR, duration of response; IV, intravenous; ITT, intention-to-treat; mTNBC, metastatic triple-negative breast cancer; ORR, objective response rate; OS, overall survival; PFS, progression-free survival;
g GILEAD RECIST, Response Evaluation Criteria In Solid Tumours; TNBC, triple-negative breast cancer; TTR, time to response; QoL, quality of life. @

1. Bardia A, et al. N Engl J Med. 2021;384(16):1529-1541; 2. Bardia A, et al. ESMO 2020. Abstract LBA17; 3. ClinicalTrials.gov website. Available at: https://clinicaltrials.gov/ct2/show/NCT02574455.

OnCO|Ogy Accessed March 2022.



ASCENT: Statistically significant and clinically meaningful improvement in PFS
and OS

The ASCENT trial demonstrated statistically significant improvement in PFS and OS over single-agent chemotherapy in the primary study

population
Progression-free survival (BICR Analysis)
BICR Analysis SG (n=235) TPC (n=233)
No. of events 167 150
2 AEGE AR, WO P s onesay 070506

Progression-Free Probability (%)

cl

80

60

40

20

No. of Patients Still at Risk

Time (months)
IMMU-132

SG
TPC

HR (95% Cl), Pvalue 0.39 (0.31-0.49), P<.0001

Time (months)

o 1 2 3 4 5 6 7 8 9 0 n 12 13 14 15 6% W7 w8 19 20 21 22 20 A4
235 222 166 134 127 104 81 63 54 37 33 24 22 W ® 13 N W & 6 5 3 1 1 0
235 222 166 134 127 104 81 63 54 37 33 24 22 16 15 13 9 8 8 5

3
233179 78 35 32 19 12 9 7 6 4 2 2 2 2 1 0 O O O O O O

Overall Survival Probability (%)

No. of Patients Still at Risk

Overall survival

SG (n=235)  TPC (n=233)

No. of events 173 199

Median OS, mo (95% Cl) 12.1 (10.7-14.0) 6.7 (5.8-7.7)

e Y

"“\\ 4. HR (95% Cl), Pvalue 0.48 (0.39-0.59), P<.0001

,

\\ \.‘1
o N e -y,
e —— DO 00, ceee-o—0e
\‘t N—
hdama | M
o P S
: ——————
3 L} 9 12 15 18 21 24 27 30
Time (months)

0 1 2 3 4 5§ 6 7 8 9 10 1M 12 13 4 15 16 177 8 19 20 21 22 23 24 25 26 27 28 29
235 223 220 214 206 197 191 177 164 156 140 122 113 105 97 85 74 65 59 56 46 40 35 330 26 7 4 11 7 4 2
233 214 200 173 156 134 117 101 90 77 S8 53 47 44 40 35 30 28 27 24 22 3 11 7 6 4 3 3 2 1 0

Bardia A et al, ASCO 2022



ASCENT: In patients with 2L mTNBC, PFS and OS improvement
was consistent with the overall study population

Progression-free survival

100 Approved for patients with >2
g _L', systemic therapies, at least one
> 80 1 of them for metastatic disease™t
% 60
Na)
o
a8 40
w
[T
& 204 —SG
— TPC |
0 + Censored |
0 3 6 - 9 o 12 15
No. of patients still at risk ime (months)
TCP 32 28 8 3 2 2 2 2 2 1t 1 1t 1 1 1 0

BICR Analysis

No. of events

TPC (n=32)

21 23

Median PFS - mo (95%) ClI

5.7 (2.6-8.1) 1.5 (1.4-2.6)

HR (95% Cl)

0.41 (0.22-0.76)

Overall survival

100~
€ g0
o
3 604
[(+]
S
5 404
é
20H — SG o , ,
0 + Censored
0 3 6 9 12 15 18 21 24 27

Ti th
No. of patients still at risk ime (months)

TCP 32292722171412 1086 555553 221 1111110

BICR Analysis TPC (n=32)

No. of events 22 24

Median OS—mo. (95% CI) 10.9 (6.9-19.5) 4.9 (3.1-7.1)

HR (95% Cl) 0.51 (0.28-0.91)

*TRODELVY (sacituzumab govitecan) Summary of Product Characteristics. Gilead Sciences Ireland UC. https://www.ema.europa.eu/en/documents/product-information/trodelvy-epar-product-
information_en.pdf. tTRODELVY (sacituzumab govitecan) Summary of Product Characteristics. Germany: https://www.ema.europa.eu/en/documents/product-information/trodelvy-epar-product-

information_de.p

Assessed by independent central review in the brain-metastasis-negative population who recurred <12 months after (neo)adjuvant chemotherapy and received one line of therapy in the metastatic setting prior
to study enrolment. BICR, blind independent central review; Cl, confidence interval; HR, hazard ratio; PFS, progression-free survival; SG, sacituzumab govitecan; TPC, treatment of physician’s choice. 1. Carey

LA, et al. Poster ASCO [Virtual meeting] 2021. (Poster 1080)


https://www.ema.europa.eu/en/documents/product-information/trodelvy-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/trodelvy-epar-product-information_de.pdf

Clinical benefit with SG vs TPC is irrespective of level of Trop-2 expression,
in previously treated mTNBC

Progression-free survival Overall survival

SG: Trop-2 High 60/25 SG: Trop-2 High 53/32
SG: Trop-2 Medium 26/13 100 - 5G: Trop-2 Medium 22117
100 19/8 20/7
TPC: Trop-2 High 47725 80 TPC: Trop-2 High 64/8
e 80 1 TPC: Trop-2 Medium 24/11 3 ] TPC: Trop-2 Medium 23/12
:>: 24/8 S 25/7
= 60 - = 60 -
o) o
[} ©
a a
S 40+ S 40
o (=% -
£ 3
o 20 - 20 A
0 I I I I I I I I I 1
0 5 10 15 20 25 0 5 10 15 20 25
Time (months) Time (months)
Trop-2 High; H-score: 200-300 Trop-2 Medium; H-score: 100-200 Trop-2 Low; H-score: <100
TPC (n=72) TPC (n=35) SG (n=27) TPC (n=32)
Median PFS, mo (95% Cl) 6.9 (5.8-7.4) 2.5 (1.5-2.9) 5.6 (2.9-8.2) 2.2 (1.4-4.3) 2.7 (1.4-5.8) 1.6 (1.4-2.7)
Median OS, mo (95% Cl) 14.2 (11.3-17.5) 6.9 (5.3-8.9) 14.9 (6.9-NE) 6.9 (4.6-10.1) 9.3 (7.5-17.8) 7.6 (5.0-9.6)

Assessed in brain-metastases-negative population. Trop-2 expression determined in archival samples by validated immunohistochemistry assay and H-scoring.
H-score, histochemical score; NE, not estimable; OS, overall survival; PFS, progression-free survival; SG, sacituzumab govitecan; TPC, treatment of physician’s choice; Trop-2, trophoblast cell surface antigen-2.

1. Hurvitz SA, et al. Oral presentation. SABCS [Virtual meeting] 2020. (Abstract GS3-06).



Sacituzumab Govitecan (SG) versus Treatment of
Physician’s Choice (TPC) in Patients (pts) with
Previously Treated, Metastatic Triple-Negative
Breast Cancer (mTNBC): Final Results from the
Phase 3 ASCENT Study

Aditya Bardia et al.
ASCO 2022;Abstract 1071.




SACI-IO TNBC: Sacituzumab govitecan +/- pembrolizumab
in 1L PD-L1- mTNBC"2

Sacituzumab govitecan

10 mg/kg IV d1, 8 g21 days

mTNBC + Endpoints
+ No prior chemo pembrolizumab Primary
No prior PD-1/L1 200 mg/kg d1 g21 days + PFS
* PD-L1 <1% by SP-142 , Secondary
ER <5% « 0S, ORR
PR <5% « Duration and time to
HER2- Sacituzumab govitecan objective response, time
« Stable brain mets 10 mg/kg d1,8 21 days to progression, CBR

» Safety and tolerability

* Exclude prior: PD-1/L1,
SG, Irinotecan

80% power to detect PFS improvement from
5.5 months (Arm B) to 8.5 months (Arm A)

Dana-Farber
P Cancer Institute

CBR, clinical benefit rate; ER, oestrogen receptor; HER2, human epidermal growth factor receptor; IV, intravenous; mTNBC, metastatic triple-negative breast cancer; ORR, objective response rate; OS,
overall survival; PD-L1, programmed cell death ligand-1; PFS, progression-free survival; PR, progesterone receptor; q21, 21 days cycle; SG, sacituzumab govitecan; TNBC, triple-negative breast cancer.
1. Garrido-Castro, et al. Presentation. ASCO 2021. Abstract 1106; 2. ClinicalTrials.gov website. Available at: https://clinicaltrials.gov/ct2/show/NCT04468061 Accessed March 2022.



ASCENT 03: Sacituzumab govitecan vs TPC (Gem + carbo, paclitaxel, Nab-
paclitaxel) in 1L PD-L1— mTNBC

1L mTNBC PD-L1-

* Previously untreated, inoperable,

Sacituzumab govitecan

— 10 mg/kg IV on

locally advanced, or metastatic TNBC
days 1 and 8 of 21-day cycles
* PD-L1- tumors (CPS <10, IHC 22C3 4 y ey Treated until
assay) OR PD-L1+ tumors (CPS 210, BICR-confirmed Long-term
IHC 22C3 assay) if treated with anti- TPC L progressionor ___
: : . chemotherapy Unacce follow-
- ptable oliow-u
PD-(L)1 agent in the curative setting Gem + carbo: gem 1000 mg/me with carbo AUC o P
* >6 months since treatment in N=540 2 IV on days 1 and 8 of 21-day cycles
curative settin B , Paclitaxel: 90 mg/m? IV on days 1, 8, and 15 of
_ . s . (<25% de novo) 28-day cycles B Crossover to 5G
* Prior ant1'-PD-(L)1_ agent allowed in Nab-paclitaxel: 100 mg/m2 IV on days 1, 8, and allowed after BICR-
the curative setting 15 of 28-day cycles verified disease
« PD-L1 and TNBC status progression

centrally confirmed

Stratification Factors:

» De novo vs recurrent disease within 6-12 months of treatment in the curative setting vs
recurrent disease >12 months after treatment in the curative setting

» Geographic region

) GILEAD
Oncolo BICR, blinded independent central review; CPS, combined positive score; IHC, immunohistochemistry; mTNBC, metastatic triple negative breast cancer; PD-L1, programmed death ligand 1; R, randomized; B
gy SG, sacituzumab govitecan; TPC, treatment of physician’s choice.
1. EU Clinical trial register: EudraCT: 2021-005743-79. https://www.clinicaltrialsregister.eu/ctr-search/search/ Accessed April 2022.



https://www.clinicaltrialsregister.eu/ctr-search/search/

ASCENT 04: Sacituzumab govitecan + pembrolizumab vs
TPC + pembrolizumab in 1L PD-L1+ mTNBC

SG + pembrolizumab
(SG: 10 mg/kg IV on days
1 and 8 of 21-day cycles;

1L mTNBC PD-L1+

* Previously untreated, Pembro: 200 mg IV on day

inoperable, locally advanced, Treated until

OR metastatic TNBC U@ 2 G ) vy

BICR-confirmed Long-term

* PD-L1+ (CPS 210, IHC 22C3 —> progression or —>

assay) unacceptable fOllOW'UP
« PD-L1 and TNBC status TPC chemotherapy + toxicity

centrally confirmed pembro[]’zumab "
* Prior anti-PD-(L)1 allowed in (Pembro dosed as above. TPC: gem 1000 mg/m? Crossover to 5G

the curative setting N=570 with carbo AUC 2 IV on days 1 and 8 of 21-day allowed after
« >6 months since treatment in (s25% de novo) cycles OR paclitaxel 90 mg/m?2 IV on days 1, 8, BICR-confirmed

- . . and 15 of 28-day cycles OR nab-paclitaxel: progression

curative setting 100 mg/m?2 IV on days 1, 8, and 15 of

28-day cycles)

Stratification factors:

» De novo vs recurrent disease within 6-12 months of treatment in the curative
setting vs recurrent disease >12 months after treatment in the curative setting

* Geographic region (US/Canada vs rest of world)

* Prior exposure to anti-PD-(L)1 therapy

) GILEAD
Oncolo 1L, first-line; AUC, area under the curve; BICR, blinded independent central review; Carbo, carboplatin; CPS, combined positive score; Cl, confidence interval; Gem, gemcitabine; HR, hazard ratio; B
gy IHC, immunohistochemistry; IV, intravenous; mTNBC, metastatic triple-negative breast cancer; PD-1, programmed cell death protein 1; PD-L1, programmed death-ligand 1; PFS, progression-free survival;
SG, sacituzumab govitecan; TPC, treatment of physician’s choice.
1. EU Clinical trial register: EudraCT: 2021-005742-14. https://www.clinicaltrialsregister.eu/ctr-search/search/ Accessed April 2022.



https://www.clinicaltrialsregister.eu/ctr-search/search/

Datopotamab Deruxtecan (Dato-DXd):

9 @

TROP2 ADC IN DEVELOPMENT

Circulating free payload is negligible due to high stability of the linker, thereby limiting
systemic exposure or nontargeted delivery of the payload*

\

J
\
N
High-potency membrane-permeable payload (DXd) that requires TROP2-mediated
internalization for release?
J

DS-1062 has a DAR of 4 for optimized therapeutic index?

DS-1062 has a substantially longer half-life than SG (= 5 days vs 11-14 hours),
enabling a more optimal dosing regimen3

SG’s DLT is neutropenia, while DS-1062’s DLTs are maculopapular rash and
stomatitis/mucosal inflammation*®
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TROPION-PanTumor01: Dato-DXd in mTNBC

100

80

60

ey
o

20

-60 -

Best Percent Change in SoD From Baseline
by BICR (n=39), %

-80

All patients with TNBC

Patients, n (%)

ORR
CR/PR (confirmed)
CR/PR (pending confirmation)®
Non-CR/non-PD
Stable disease
Not evaluable
Disease control rate
PD

All patients
(n=44)

15 (34)

14 (32)
1)
3

17 (39)
2(5)

34 (77)

8 (18)

“| Dose level

-100-

m 8 mg/kg
M 6 mg/kg

* Prior sacituzumab govitecan
T Prior DXd-based ADC

Median follow-up: 7.6 months (range, 4-13 months)

Best Percent Change in SoD From Baseline

100

80

60

IS
o

N
o

o

Patients with TNBC without prior
Topo | inhibitor-based ADC

SG/DXd Naive Patients
Patients, n (%) (n=27)

ORR 14 (52)
CR/PR (confirmed) 13 (48)
CR/PR (pending confirmation)' 1(4)

Non-CR/non-PD 0

Stable disease 9 (33)

Not evaluable 1(4)

Disease control rate 22 (81)

PD 4 (15)

Median follow-up: 8.8 months (range, 4-13 months)

by BICR (n=26), %

-100 —

Dose level
M 8 mg/kg
B 6 mg/kg

Krop |, et al. SABCS 2021. Abstract GS1-05.



BEGONIA Trial: Dato-DXd + Durvalumab

 NoDLTs

o 28% G3 TRAEs; no G4/5 TRAEs
* 14% Dato-DXd dose reduction (all stomatitis)
* 7% treatment discontinuation
 Diarrhea 14%, all Grade 1

* No ILD/pneumonitis or neutropenic events

Preferred term, n (%) Dato-DXd +D
AEs all causes N=29
All Grades, Grade Grade Grade

215% of patients 1 2 23
Stomatitis 20 (69) 8 (28) 8 (28) 4 (14)
Alopecia 19 (66) 13 (45) 6 (21) 0
Nausea 19 (66) 13 (45) 6 (21) 0
Constipation 11 (38) 8 (28) 3 (10) 0
Fatigue 11 (38) 9(31) 2(6.9) 0
Rash 9 (31) 828  103) 0
Vomiting 5(17) 3 (10) 2(6.9) 0

Best change from baseline

in target lesion size (%)

100+

(8]
o
]

Dato-DXd 6 mg/kg + D 1120 mg

69% visceral metastasis, 66% prior CT for EBC

N=29

L Low

ORR 74%

U Unknown/Missing

Patients evaluable for

27
confirmed response?

Confirmed ORR, n (%) 20 (74)

95% Cl 54-89
CR, n (%) 2 (7)
PR, n (%) 18 (67)

Progressive disease [l Stable disease [l Partial response [l Complete response

Schmid P et al, ESMO Breast 2022




Full trial information to be

TROPION-Breast02 Study Schema SRt BT E

Stratification factors:

Geographic location Dual primary endpoint:
* Locally rgcurrent inoperable or DFI (de novo vs DFI €12 months PFS (BICR) and OS
metastatic TNBC vs DFI >12 months)

No prior chemotherapy or
targeted systemic therapy for
metastatic breast cancer

Not a candidate for PD-1 / PD- Dato-DXd
L1 inhibitor therapy 1:1

Key eligibility criteria:

Secondary endpoints:
PFS (inv), ORR, DoR, safety

Measurable disease as defined
by RECIST v1.1 [ ™\

ECOGPSOor1l

Investigator’s choice of

Adequate hematologic and chemotherapy
end-organ function
- j




Change in tumour

HER2-directed ADCs for HER2-low breast cancer

Potential treatment option for approximately 35% of patients'

Trastuzumab deruxtecan? Trastuzumab duocarmazine3 RC484
Greater activity in HR+ HER2-low HR+ HER2-low HER2 low
compared to TNBC HER2-low N=32 N=48
50 ] - 100 100
40 ST ORR=27% & w
S g PFS=4.1 mo .g
"2 30 — E 20 E 20 |17 'I'I """"""""""""""""""""""""""""""""
()] 8 0 ———— 8 0 LIl |
S 20 2 o (| |
o 20 -20
o . . € £ e
10 _ Press release announcing positive S S ]
results for DB-04 Y= w0 Y= 0 |
0 ) -80 [ -80
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ADC, antibody-drug conjugate; FISH, fluorescence in-situ hybridisation; IHC, immunohistochemistry; ORR, objective reaction rate; PFS, progression-free survival.
1. Schettini F, et al. npj Breast Cancer. 2021;7:1; 2. Modi S, et al. J Clin Oncol. 2020;30:1887-1896; 3. Saura C, et al. Poster. ASCO 2018. Abstract 1014; 4. Wang J, et al. Poster. ASCO 2021. Abstract
1022.



DESTINY-Breast04: T-DXd vs Investigator’s Choice
In metastatic HER2-low breast cancer

Key Eligibility Criteria

HER2-low (IHC 1+ or IHC
2+/ISH-)

Unresectable or metastatic
breast cancer

Previously treated with 1 or 2
lines of chemotherapy in the
metastatic setting

If HR-positive, must have
received prior endocrine
therapy, no restriction on prior
targeted therapy

tratification factors:
HER2 IHC status assessed by central lab:

M)

HER2 IHC 1+ vs HER2 [HC 2+/ISH-

Number of prior lines of chemotherapy: 1 vs. 2
HR/CDK status: HR-positive with prior CDK4/6
inhibitor treatment (min. 240) vs. HR-positive
without prior CDK4/6 inhibitor treatment (max.

240) vs. HR-negative (max. 60)

___________________________________________________

T-DXd 5.4 mg/kg
n=360

Investigator’s choice
n=180

(Capecitabine, Eribulin,
Gemcitabine, Paclitaxel, or
Nab-paclitaxel)

Primary endpoint
+ PFS (BICR) in HR+

Key Secondary endpoints
*  PFS (BICR) HR+ & HR-
« OSin HR+

« 0SinOSin HR+ & HR-

Secondary endpoints

* PFS (INV)in HR+

* ORRin HR+

* DoR (BICR) in HR+

Significant improvement in PFS and OS

in ITT and HR+ pts, with consistent
results in TNBC

BICR=blinded independent central review; CDK=cyclin-dependent kinase; DoR=duration of response; HER2=human epidermal growth factor receptor 2;
HR=hormone receptor; IHC=immunohistochemistry; INV=investigator assessment; ISH=in situ hybridization; max.=maximum; min.=minimum;
ORR=objective response rate; OS=overall survival; PFS=progression free survival; T-DXd=trastuzumab deruxtecan

Modi S et al, ASCO 2022



PFS and OS in HR- (Exploratory Endpoints)

PFS OS

10071715 Hazard ratio: 100l TT3 Hazard ratio:
1 —
| 0.46 ' 0.48

| '1 95% ClI, 0.24-0.89 L———1 95% ClI, 0.24-0.95
|
|

T-DXd
mPFS: 8.5 mo

T-DXd
mOS: 18.2 mo

mOS: 8.3 mo

Overall Survival Probability (%)

Progression-Free Survival Probability (%)

+ +
207
|
|
———————— + I
|
07 !
rrrrTrrrrrrrrrrrrrrrr | BN N RN BN BN RIS BN NN RN EE R BN RN R RIS R R R N R BN R R R RN R R R |
9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28
Months Months
No. at Risk No. at Risk
T-DXd (n=40): 40 39 33 29 28 25 21 20 19 18 13 13 11 11 10 8 7 5 5 4 4 4 4 3 1 0 T-DXd (n=40): 40 39 38 37 36 34 34 32 31 30 28 27 26 26 23 23 19 14 13 9 9 8 7 7 6 6 5 4 4
TPC (n=18): 1817 11 7 6 4 3 3 2 2 2 2 2 2 1 1 1 1 1 1 0 TPC(n=18): 18 17 16 14 14 14 3 11 10 8 8 8 7 6 6 5 5 5 5 3 3 2 2 2 0

HR, hormone receptor; mOS, median overall survival; mPFS, median progression-free survival; OS, overall survival; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
For efficacy in the hormone receptor-negative cohort, hormone receptor status is based on data from the electronic data capture corrected for misstratification.

Modi S et al, ASCO 2022



TDxd+ Durvalumab: Efficacy

» Responses were observed in both PD-L1-
positive (confirmed ORR 1/1 [100%]) and PD-
L1-negative (confirmed ORR 7/10 [70.0%])

groups

Parameter D+T-DXd

Patients who completed at least 1 18

on-treatment assessment, n

Response evaluable analysis set, n* 12

Confirmed ORR, n (%)* 8/12 (66.7)
95% CI 41.0, 86.7

Complete response, n
Partial response, n

Stable disease, n

— [0 | O

Progressive disease, n

Change in target lesion from baseline (%)

-20 —

—40 4

—-60 —

-80 —

Best response

A Partial response (confirmed)
Stable disease (=5 wks)
Progressive disease

® Not yet evaluable®

PD-L1 expression 5% cutoff

Unknown I Negative

Will there be a role for TDxd+ Durvalumab in 1L HER2low TNBC?
And will activity be greater than TDxd alone even in PD-L1- negative patients?

Positive A

Schmid P et al, ASCO 2021



Patritumab Deruxtecan: Her3 ADC

Anti-HER3 antibody Proprietary drug-linker and payload
Patient Cohorts HER3-DXd Dose
HER3-high, HR+/HER2- MBC 4.8 mg/kg IV Q3W
36 (N=60)
V. 4 * Prior chemotherapy regimens: 22 to <6° 6.4 mg/kg IV Q3w
1 45 :
2 . HER3-low, HR+/HER2- MBC
(N=20) 6.4 mg/kg IV Q3W
* Prior chemotherapy regimens: 22 to <6°
¥ cysteine residue
0 i HO 5
Orug-linker @ HER3-high TNBC
(N=30) ——) 6.4 mg/kg IV Q3W

Conjugation chemistry
The linker is connected to the
cysteine residue of the antibody

«Prior chemotherapy regimens: 1 to 2¢

PaY|Oad (DXd) IV, intravenously. *HER3-DXd at doses of 1.6, 3.2, 4.8, 6.4, and 8.0 mgkg Q3W was evaluated in the dose escalation and dose finding parts of the study.
Exatecan derivative 22 lines in the locally advanced/metastatic setting. © In the locally advanced/metastatic setting.

Krop | et al ASCO 2022



Best Percent Change

Best Percent Change

From Baseline

From Baseline

Change in Tumor Size From Baseline

HR+/HER2-

HER3 Expression

1 High
= | ow

Patritumab
Deruxtecan
U31402-A-J101

-100™

ORR:30.1%

Patients (n=106)

-100

ORR: 22.6%

Patients (n=51) *

a Patients with TNBC and HER2+ were all HER3-high.
bBest percentage change from baseline in sum of diameters based on BICR for all target lesions identified is represented by patient. If any lesion measurement is missing at a post-baseline tumor assessment visit, that visit is not taken
into consideration for best percent change from baseline in sum of diameters.

-60
-80

-100™

ORR: 42.9%

Patients (n=13)

HER3-DXd induced a clinically meaningful decrease in tumor size by BICR in most patients across BC subtypes.”

Krop | et al ASCO 2022



Approach to Therapy for Metastatic TNBC+ disease:
Move to Personalization

PD-L1+:
/ chemo + pembrolizumab Sacituzumab Govitecan

> PD-L1-: Taxane or Platinum Eribulin, Capecitabine, Gemcitabine, Navelbine
\ BRCAm or gPALB2: Olaparib or Talazoparib
High TMB: 10

Future —

Strateges

~——




Breakfast with the Investigators:

Multiple Myeloma

A CME Hybrid Symposium Held in Conjunction
with the 2022 ASCO Annual Meeting

Tuesday, June 7, 2022
6:45 AM - 7:45 AM CT (7:45 AM - 8:45 AM ET)

Faculty
Ajai Chari, MD
Elizabeth O’Donnell, MD
Robert Z Orlowski, MD, PhD

Moderator
Neil Love, MD




Thank you for joining us!

CME links will be posted in the chat
(Zoom participants only) and emailed to all
participants within 24 hours of the program.




