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Pregnancy Outcome and Safety of Interrupting Therapy
for women with endocrine responsIVE breast cancer

Initial Results from the POSITIVE Trial
(IBCSG 48-14 / BIG 8-13 / Alliance A221405)

Ann Partridge on behalf of the POSITIVE Consortium
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POSITIVE TRIAL DESIGN i

e Prospective, single-arm trial to:

e address the question: is it safe, from a BC relapse perspective,
to temporarily interrupt ET to attempt pregnancy?

e enroll only women with HR+ disease

e Study designed with specific safety criteria:
e duration of prior endocrine therapy

e timing of pregnancy attempt and resumption of ET

This presentation is the intellectual property of the author/presenter. Contact opagani@bluewin.ch for permission to reprint and/or distribute
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TREATMENT PATTERNS S
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N %
516 100
Endocrine therapy prior to enroliment
Median duration: 23.4 months
SERM alone 215 42%
SERM+OFS 184 36%
Al+OFS 82 16%
Other 35 7%
Prior (neo-)adjuvant chemotherapy
None 196 38%
Yes 320 62%
Breast surgery
Mastectomy 233 45%
Breast conserving procedure 283 55% i’i T{;Sg /?,t/,\::aftt_;l,'ziﬁgfézzf S
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CONCLUSIONS &

e In POSITIVE, temporary interruption of ET to attempt pregnancy among
women who desire pregnancy does not impact short-term disease outcomes

e 74% of women had at least one pregnancy, most (70%) within 2 years
e Birth defects were low (2%), not clearly associated with treatment exposure
e Follow-up to 2029 planned to monitor ET resumption and disease outcomes

e These data stress the need to incorporate patient-centered reproductive
healthcare in the treatment and follow-up of young women with breast
cancer
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Updated OS Analysis of DESTINY-Breast03
Randomized, open-label, multicenter study (NCT03529110)
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Updated Primary Endpoint: PFS by BICR
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Key Secondary Endpoint: Overall Survival
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TUXEDO Trial: T-DXd in Active HER2+ Brain Metastases
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RANO-BM criteria in the TUXEDO-1 trial. Blue bars illustrate the radiographic 0 5 10 15
change of maximum brain metastasis size after start of trastuzumab
deruxtecan therapy compared to the baseline measurement. Red dotted lines Fig. 3 | Kaplan-Meier plot showing progression-free survival times
denote thresholds for response and progression by RANO-BM criteria. (months) in the TUXEDO-1 trial.

Courtesy of Joyce O’Shaughnessy, MD Bartsch R et al Nature Med 2022



DESTINY-Breast02: Key Secondary Endpoint — OS

10017 T-DXd: 89.4% (95% Cl, 85.9-92.1)
TPC: 74.7% (95% Cl, 67.4-80.4)
|
X |
> 807 I
= 3—1;3_ T-DXd: 65.9% (95% ClI, 60.7-70.7)
S i TPC: 54.3% (95% Cl, 46.3-61.6)
_(QU [ ey
o 60 : e, .
o [
© I I
= 1 1 +L+—+++—o——1++———+—+—-+——4—+-| + H—HH— +
E 40 - I I i b e e i
(,3) I [ .
— : : Median (95% CIl), months
@©
S L ! ! T-DXd TPC
> - 1 I
3 . I 39.2 (32.7-NE)  26.5 (21.0-NE)
[ |
+ Censor I I HR (95% CI): 0.6575 (0.5023-0.8605)
———— T-DXd (n = 406) , i P =0.00212
5 ——~—- TPC (n = 202) I
T T T 1 | T 1 1 1 T T | 1 1 T 1 T T | T T 1 T T 1 1 T T | T 1 | T 1 | T 1 1 T T 1 1 T | 1 1 |
01234567 8 910111213141516171819202122232425262728293031323334353637383940414243444546
Patients still at risk Time, months

T-DXd (406) 406 404 400 390 385 382 374 366 357 352 350 346 339 331 317 306 295 282 277 257 234 215196 183 160144 139122104 93 82 72 63 51 40 34 29 25 19 10 8 6 3 1 1 1 0
TPC (202) 202192 187 182178 173 167 161 157 151 142 136 130 124 118 114 111 110106 95 89 79 76 72 61 53 50 46 38 33 29 28 25 22 22 18 15 13 12 7 6 5 4 3 1 1 0

In the TPC arm
* 69.3% (140/202) of patients received a new systemic anticancer treatment
 25.7% (52/202) of patients received T-DXd in the post-trial setting

Courtesy of Joyce O’Shaughnessy, MD Krop | et al SABCS 2022 Abstract GS2-01



Tucatinib vs Placebo in HER2+ MBC, Results From the
Randomized Phase 3 HER2CLIMB Study: PFS and OS

Median follow-up: 29.6 months

Progression-Free Survival Overall Survival

Emonthe 1 year - Median PFS | HR (95% CI) 2 year - Median 0S | HR (95% Cl)

Ly ; : 1.0 1 year -
i Tucatinib 7.6 months 057 00001 E N 0.73 0.004
5, ] i Placebo 49 months  (0:47-0-70) 0.84 | Placebo  19.2months  (0-59090)
—d 1 [l
= 1 1 b |
o 1 ' = |
T 06 i i S 06- i i
° : 8 i ;
. 04 : O :
® 04 : 3 0.4- E :
o ! o : 140% Pbo+Tras+Cape
0.2 i 0.2 ' !
' TUC+Tras+Cape i i
! ! : ! TUC+Tras+Cape
0.04 ; ! Pbo+Tras+Cape 0.0- i ;
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time (Months) Time (Months)
:‘th;u n(:““ 410 303 205 154 99 77 59 44 28 24 20 14 9 5 4 1 1 0 Subjects atRiek
+Tras+Cape TUC+Tras+Ci 410 387 356 325 295 268 41 214 153 122 81 56 38 24 19 1 4 2 0
PbosTrassCape 202 118 64 41 1 8 6 4 2 0 0 0 0 o 0 o o 0 Pbo:l::c::: 202 191 174 156 120 114 103 87 63 47 28 2 14 8 4 3 2 0 0

Overall Survival in an Exploratory Analysis in Patients With and Without Visceral Metastases

_ Patients With Visceral Metastases (n=455) Patients Without Visceral Metastases (n=157)
Tucatinib 21.6 months 32.9 months
0.70 (0.55-0.89) 0.004 0.80 (0.48-1.3) 0.36
Placebo 16.9 months 26.9 months

Curigliano G, et al. ASCO 2021. Abstract 1043; Annals Oncol 2022 Courtesy of Joyce O’Shaughnessy, MD 50



Intracranial CNS-Specific Outcomes: HER2CLIMB Study Results

Patient with Brain Metastases (active or treated/stable)

S — No. of Median
» evl:n:s (95% 'ZT, Tucatinib,.tras.tuzumab, events (95% i)
1.0 4 Tucatinib, trastuzumab, 1.0 and capecitabine 680f198 18.1(1565t0-)
and capecitabine 710f 198 9.9 (8.0 to 13.9)
- Placebo, trastuzumab,
é‘ and capécitabine 460f93 12.0(11.2t015.2)
= 08 Placebo, trastuzumab, 4o o3 49 (361057) = 0.8
® and capecitabine = HR, 0.58 (95% Cl, 0.40 to 0.85)
S 064 HR, 0.32 (95% Cl, 0.22 to 0.48) 2 06 P=.005
E_ P <.00001 Qo Tucatinib, trastuzumab,
B E and capecitabine
o 0.4 2 0.4
Q.' Tucatinib, _tras.tuzumab, w
fé) 0.2 ] Placebo, and capecitabine o 024
o trastuzumab, Placebo, trastuzumab, and capecitabine
and capecitabine
T T 1 T T T 1 T T 1 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 3 0 3 6 9 12 15 18 21 24 27 30 33 3
Time Since Random Assignment (months) Time Since Random Assignment (months)
Patient with Brain Metastases (active)
No. of Median
No. of Median Tucatinib, trastuzumab, ovents (95% C1)
1.0 4 events (95% CI) 1.0 4 and capecitabine 390f 118 20.7(15.1to-)
— Tucatinib,.(ras.mzumab, 540f118 95 (7.5t0 11.1) Placebo, trastuzumab,
= and capecitabine of o (/.5t0 11, and capecitabine 30 0of 56 11.6 (10.5to 13.8)
= 084 — 0.8
= Placebo, trastuzumab,
g and capecitabine 330f56 4.1(29t05.6) g HR, 0.49 (95% Cl, 0.30 to 0.80)
o 0.6 = 064 P=.004
a : HR, 0.36 (95% ClI, 0.22 to 0.57) g )
- P <.00001 o
CI_/'_) 0.4 ‘5. 0.4 Tugatinib, .ttrabs.tuzumab,
o = and capecitabine
n
U') Tucatinib, trastuzumab, o
= 0.2 1 placebo, and capecitabine 0.2
o trastuzumab; Placebo, trastuzumab, and capecitabine
and capecitabine
T T T T T T T T T T T T T T T T T T T T T T T T
0 2 &8 9 12 316 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36

Time Since Random Assignment (months) Time Since Random Assignment (months)

Lin NU, et al. J Clin Oncol. 2020;38(23):2610-2619.

Intra-Cranial

CNS Response Tu;::tsir;ib
(RECIST) N (%)
N=75

CR 3 (5.5) 1(5.0)
PR 23 (41.8) 3 (15.0)
SD 24 (43.6) 16(80.0)
PD 2 (3.6) 0
Not Available 3 (5.5) 0

DOR (months) 6.8 3.0

Courtesy of Joyce O’Shaughnessy, MD



Patients with HER2+
metastatic breast cancer
with CNS metastasis.

|

Recelved prior
weatment?

022 ASCO Guidelines
reatment of HER2+
rain Metastases

Patients who had not
received prior treatment

Patients who have received
prior treatment

Prognosis

nts with a favorable
prognosis

| Fomom o - i

Patients with a poor Patients with a poor Patients with a favorable
prognosis prognosis prognosis,

No. of metastases

Patients with two-four metastases

\

Patients with > five metastases

Symptomatic?

Prior WBRT or SRS

[

Patients with symptomatic

Patients with a single Patients without symptomatic Patients who received prior Patients who received prior
metastasis mass effect WBRT SRS

| | ! ! ! ! !

BSC, palliative care +

WBRT/M-HA radiation therspy* RESTAE
size Symptomatic? or Type of recurrence? Type of recurrence?
1f < 2 em without symptom:
| potential systemic therapy’
Patients with a metastasis Patients with a met Patients with limited Patients with diffuse
<34em >34em recurrence recurrence recurrence recurrence
sas, Atrial of systemic therapy, Repeat SRS, 5
Symptomatic? ‘Symptomatic? EEpary) e il of systemic therapy,

tral

A,

b linical trial,
" WBRT-M, ialof systemic therapy, e kil
clinical tialother paliative or best supportive care

or
best supportive care clinical trig

i

Patients without symptomatic 2
aa olfist Patients with symptomatic Patients without

symptomatic mass effect

v '

Patients with symptomatic Patients without symptomatic
mass effect ‘mass effect

SRS SRS
2 SRS + WBRT/M-HA or Sultable for SRS?
Surgical ressction Surgical resection

Upfront systemic therapy*

1

Patients who are not suitable
for SRS,

Patients with unresectable Patients with resectable
metastases metastases

Ifresection, then |

postoperative RT
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Patients who ars sultable
for SRS

WBRT/M-HA +
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postoperative
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—————
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for SRS
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Courtesy of Joyce O’Shaughnessy, MD Ramakrishna N et al. J Clin Oncol 2022




2022 ASCO Guidelines —

Treatment of HER2+ e 000000 o -
Brain Metastases

.............

mmmmmm

o For patients whose systemic disease is not progressive at the time of brain metastasis diagnosis, systemic therapy should
not be switched from their current HER2-targeted therapy regimen.

* For patients whose systemic disease is progressive at the time of brain metastasis diagnosis, clinicians should offer .
HER2-targeted therapy according to the algorithms for treatment of HER2-positive metastatic breast cancer. |

Type of recurrence?

o The HER2CLIMB regimen of tucatinib plus capecitabine plus trastuzumab may be offered to patients with HER2-

ed  Patients with diffuse
recurrence

positive metastatic breast cancer who have brain metastases without symptomatic mass effect and whose disease has !
progressed on = one HER2-directed therapy for metastatic disease. If these agents are used, local therapy may be -
i delayed until evidence of intracranial progression.
=22 o The HER2CLIMB regimen of tucatinib plus capecitabine plus trastuzumab may be offered to patients with stable brain
metastases after local therapy or intracranial disease progression, in addition to the option in the systemic therapy
guideline update’s recommendation of trastuzumab deruxtecan in second-line.

E

.......................
ssssss

Courtesy of Joyce O’Shaughnessy, MD Ramakrishna N et al. J Clin Oncol 2022



Destiny-Breast04

* Improved PFS and OS with
T-DXd vs TPC in HER2 Low
MBC Pts

Modi S et al NEJM 2022 Courtesy of Joyce O’Shaughnessy, MD

A Progression-free Survival in Hormone Receptor-Positive Cohort

P<0.001
0.0+ = T T

No.of  Median Progression-free

° Patients Survival (95% Cl)

s& 08 i

2z g 3 06 Trastuzumab Deruxtecan 331 10.1 (9.5-11.5)

§ w3 T Physician’s Choice 163 5.4 (4.4-7.1)

2 %5 04 ) ) . ~

£9 Hazard ratio for progression or death, ~= N Trastuzumab deruxtecan
[ 029 0,51 (95% Cl, 0.40-0.64) S

*— — Physician’s choice

T T
01 2 3 4 5 6

No. at Risk

7

T T T ) T T T T T T T T T T T T T T T T T 1
8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
Months

Trastuzumab deruxtecan 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
48 43 32 30 27 24 20 14 12 8 4 3 2 1 1 1 1 1 1 0

Physician’s choice 163 146 105 85 84 69 57

B Progression-free Survival among All Patients

No.of  Median Progression-free

@ o Patients Survival (95% Cl)
5 & 4 mo
z g T 06 Trastuzumab Deruxtecan 373 9.9 (9.0-11.3)
R i Physician’s Choice 184 5.1(4.2-6.8)
S92 04 v
E ‘é‘ - Hazard ratio for progression or death, > — — — . T e
o - 0.50 (95% Cl, 0.40-0.63) Tt m—— . . Physician's choice
P<0.001 R e G ] |
0.0 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 T 1
01 2 3 4 5 6 7 8 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29

No. at Risk

Trastuzumab deruxtecan 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
Physician's choice 184 166 119 93 90 73 60 51 45 34 32 29 26 22 15 13 9 5 4 3 1 1 1 1 1 1 0

Months

11 0

C Overall Survival in Hormone Receptor-Positive Cohort

Probability of
Overall Survival

Hazard ratio for death,
0.2 0,64 (95% Cl, 0.48-0.86)

No.of  Median Overall Survival

Patients (95% CI)
mo
Trastuzumab Deruxtecan 331 23.9 (20.8-24.3)
Physician’s Choice 163 17.5 (15.2-22.4)

Trastuzumab deruxtecan

Ph;;d;n'; choice

No. at Risk

P=0.003
Wr—"T—TT 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 T T T
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Trastuzumab deruxtecan 331 325323 319 314 309 303 293 285 280 268 260250228 199 190 168 144116 95 81 70 51 40 26 14 9 8 6 6 2 1 1 1 0
Physician’s choice 163 151145143139135130124 115109104 98 96 89 80 71 56 45 3729 25 23 16 14 7 5 3 1 0

D Overall Survival among All Patients

Hazard ratio for death,
0.64 (95% Cl, 0.49-0.34)

Overall Survival

No.of  Median Overall Survival

Patients (95% Cl1)
mo
Trastuzumab Deruxtecan 373 23.4 (20.0-24.8)
Physician’s Choice 184 16.8 (14.5-20.0)

Trastuzumab deruxtecan

PhysTcTarT’g choice

No. at Risk
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DEBBRAH: T-DXd for HER2-low Brain Mets

Figure 1. Study Design of DEBBRAH (NCT04420598) Table 2. Best Intracranial Response (RANO-BM) in HER2-Low Patients

Key elegibility criteria Cohort 2 Cohort 4 Overall
« Female or male pts aged 218 years RSy Tumor response, n (%) (N=6) (N=6) (N=12)
* HER2[+] or HER2-low ABC pts with stable, progressing, or untreated BMs and/or LMC
« ECOG PS 0 or 1 (0-2 for cohort 5) Overall Response, n (%)
+ Pts with HER2[+] ABC: prior taxane-based regimen and 21 prior line of HER2-targeted therapy in the CR 0 (0.0%) 0 (0.0%) 0 (0.0%)
sk PR 4 (66.7%) 2 (33.3%) 6 (50.0%)
* Pts with HER2-low ABC and:
o HR[-J: 21 prior regimen of CT in the metastatic setting SD 2 24w 1(16.7%) 1(1 6-7%) 2 (16~7%)
o HR[+]: 1 prior line of ET and 21 prior regimen of CT in the metastatic setting SD < 24w 1(16.7%) 3 (50.0%) 4 (33.3%)
« Cohorts 2, 3, 4: Measurable brain disease on T1-weighted, gadolinium-enhanced MRI PD 0 (0.0%) 0 (0.0%) 0 (0.0%)

* Cohort 5: LMC with positive CSF cytology results

| N =39
lN=8 lN=10 lN=7 lN=7 lN=7 . . : : :
DoR-IC, Median (Min; Max) 3.6(2.0;7.1) 78(7.3;83) 5.8(20;8.3)
Cohort 1 Cohort 2 Cohort 3 Cohort 4 Cohort 5

HER2[+] MBC with HER2[+] or HER2[+] MBC with HER2-low MBC HER2[+] or « Abbreviations: CR, complete response; PD, progressive disease; PR, partial response; SD, stable disease.

non-progressing HER2-low MBC with progressing BMs with progressing HER2-low MBC ORR: CR + PR- CBR: CR + PR + SD 2 24w" w. weeks

BMs after WBRT, |  asymptomatic un- after local treat- BMs after local with LMC ' i ; i '
SRS and/or surgery treated BMs ment treatment « n (%), number of patients (percentage based on N); N, Number of patients in the FAS population

1

|

J

v

Trastuzumab Deruxtecan (DS-8201a)
5.4 mg/kg IV, on Day 1 every 3 weeks,
until PD, unacceptable toxicity, or consent withdrawal

Abbreviations: ABC, advanced breast cancer; BMs, brain metastases; CSF, Cerebrospinal fluid; CT, chemotherapy; ECOG PS, Eastern

Perez-Garcia JM et al, SABCS 2022; Abstract PD7-02

Courtesy of Joyce O’Shaughnessy, MD



ctDNA Monitoring and
Therapy Switch with ESR1 Mutation (PADA-1)

Key Eligibility:
« ER+ (>10%), * | § §:
HER2 neg £ | * 1L MBC Al + palbociclib g &)
: ' | + HR+ HER2- bt ' n n A5
* No prior tx for ) IS , o Tl
Al-sensitive . & Si
MBC | ' bESR1,, . detection |
: | atinclusion / / 1 month / then g2months |
* No relapse | ,'
<12m on N ““‘““““““““‘": S
adjuvant ET e Al + palbociclib § | |m:
& | | if rising bESR1 P el ]
* Postmeno or | s g | Step#3
. | and no synchronous PD % | (optional)
. > |
receiving LHRH | & |
| |

Bidard et al, SABCS 2021 Abstract GS3-05 Courtesy of Joyce O’Shaughnessy, MD



ctDNA Monitoring and
Therapy Switch (PADA-1)

Step #2: mPFS ~40% longer with switch to F+P

Median FU in step #2: 26 months (range: 0-36m); N=136 PFS events Step #3 Optional CrOSS-OVGr at POD

palbociclib palbociclib

1 +Al + FUL Median 2" line PFS with FUL+PAL A= 6.2 months
3.5 months 95%CI=[2.7;5.1] ) .
08 Median PFS 5.7 months  11.9 months 2
95%Cl [3.9;7.5] 9 ).1:13 4 FUL + PAL, mPFS: 11.9m ¢
‘ c c o
HR=0.63; 95%Cl|0.45-0.88], p=0.007 i} §
Stratified HR=0.61; 95%CI[0.43;0.86], p=0.005 g e
04 ] o (%
02
0.0 T T T
00 3 . . ” - — A e Early switch to Fulvestrant gains 2.7 months.
months Nber of pts a7 2 : 1
P we ¢80 ' Impact on OS unclear.
= 0.2 monins . . . . .
R = = = - 5 s Ongoing Validation in phase 3 SERENA-6 trial

at risk

Bidard et al, SABCS 2021 Abstract GS3-05 Courtesy of Joyce O’Shaughnessy, MD



CAPltello-291: Phase lll, randomized, double-blind,
placebo-controlled study

Patients with HR+/HER2—- ABC Capivasertib
Fulvestrant

* Men and pre-/post-menopausal women

400 mg twice daily, 4
days on, 3 days off

43.7% altered

500 mg: cycle 1, days 1 &
15; then every 4 weeks

Recurrence or progression while on or <12
months from end of adjuvant Al, or
progression while on prior Al for ABC

* <2 lines of prior endocrine therapy for ABC

+ <1 line of chemotherapy for ABC

* HbA1c <8.0% (63.9 mmol/mol) and diabetes

Stratification factors:

* Liver metastases (yes/no)

* Prior CDK4/6 inhibitor (yes/no)
* Region’

Twice daily, 4 days on, 3
37% altered

500 mg: cycle 1, days 1 &
15; then every 4 weeks

Prior CDK4/6 inhibitors allowed (at least 51%
required)

No prior SERD, mTOR inhibitor, PI3K
inhibitor, or AKT inhibitor

not requiring insulin allowed

FFPE tumor sample from the
primary/recurrent cancer available for
retrospective central molecular testing

Fulvestrant

Summary of Demographics

* Median age ~59 .
* Asian 26%, Black 1% .
* Primary ET resistance ¥38%
* Visceral mets ~68%

Turner et al, SABCS 2022; Abstract GS3-04

Dual primary endpoints

PFS by investigator assessment

* Overall

* AKT pathway-altered tumors
(=1 qualifying PIK3CA, AKT1, or
PTEN alteration)

Overall survival
* Overall
* AKT pathway-altered tumors

Objective response rate
* Overall
» AKT pathway-altered tumors

One line of prior ET for MBC ~75%
Prior CDK4/6i for MBC ~70%
Chemotherapy for ABC ~18%

Courtesy of Joyce O’Shaughnessy, MD



Dual-primary endpoint: Investigator-assessed PFS in the
overall population

Capivasertib + Placebo +
188 fulvestrant (N=355) | fulvestrant (N=353)

80 PFS events 258 293

70 )
| Median PFS

28 ] (95% CI): months 7.2 (5.5-7.4) 3.6 (2.8-3.7)

;‘8 | Adjusted HR (95% CI):  0.60 (0.51, 0.71); two-sided p-value <0.001

20 7
10 b e I
O 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

0 1 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
Time from randomization (months)

Progression-free survival (%)

Number of patients at risk

OIS 355 330 266 252 207 199 172 166 138 133 115 98 78 64 55 44 43 25 25 21 8 8 5 2 2 1 0
e 53 320 207 182 142 136 106 100 83 81 66 59 51 41 33 24 23 12 11 10 4 4 3 1 1 0 0

Dual-primary endpoint: Investigator-assessed PFS in the
AKT pathway-altered population
Capivasertib + Placebo +
100 1 fulvestrant (N=155) fulvestrant (N=134)
o ] PFS events 121 115

o Median PFS
5 (95% CI); months 7.3 (5.5-9.0) 3.1 (2.0-3.7)

50
40 Adjusted HR (95% CI):  0.50 (0.38, 0.65); two-sided p-value <0.001
30 7
20 7
10 7
0

Progression-free survival (%)

0 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26
. Time from randomization (months) Turner et al, SABCS 2022; Abstract GS3-04
umber of patients at ris!

T 155 150 127 121 99 97 80 76 65 62 54 49 38 31 26 22 21 12 12 9 3 3 2 1 1 0 0

7
e 134 124 77 64 48 47 37 35 28 27 24 2 17 14 11 6 6 2 2 2 1 1 1 0 0 0 0 Courtesy of Joyce O’Shaughnessy, MD



Additional Analyses

Investigator-assessed PFS by subgroup: Overall population

Num.ber of HR (95%Cl)
patients

Al patients 708 —— 0.60 (0.51, 0.71)

. . L] 65 0.65(0.53, 0.79

Exploratory analysis: Investigator-assessed PFS in <55 o © —— 265 055 170

o . . + Asian 189 —_— 0.62 (0.44, 0.86)

the non-altered population (including unknown?) Race White a07 —— 065 (052, 0.80)

Other 112 _— 0.63 (0.42, 0.96)

1 395 —— 0.60 (0.48, 0.75)

100 1 Region 2 136 —_——— 0.77 (0.51, 1.16)

< 90 3 177 _— 0.60 (0.42, 0.85)

= il Menopausal status Pre/peri 154 _— 0.86 (0.60, 1.20)

S 80 (females only) Post 547 —— 0.59 (0.48, 0.71)
:E, 70 7 [Liver metastases ves 306 = 0.61(0.48, 0.78) ]

2 60 1 No 402 ——— 0.62 (0.49, 0.79)

) ] ] Yes 478 —— 0.69 (0.56, 0.84)

E 50

i ° Visceral metastases No 230 . 0.54 (0.39, 0.74)

.g Endocrine resistance Primary 262 ¢ 0.66 (0.50, 0.86)

o 30 7 Secondary 446 —— 0.64 (0.51, 0.79)
2 20 [Prior use of CDK4/6 Yes 496 R — 0.62 (0.51, 0.75) ]

o 10 inhibitors No 212 ——— 0.65 (0.47, 0.91)

0 ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ | ‘ brior chomoth o ARG T 129 —_— 0.61(0.41, 0.91)

rior chemotherapy for No 570 —— 0.65 (0.54, 0.78)

0 1 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

Time from randomization (months)
Number of patients at risk

Oy 200 180 139 131 108 102 92 90 73 71 61 49 40 33 29 22 22 13 13 12 5 5 3 1 1
) 219 205 130 118 94 89 69 65 55 54 42 39 34 27 22 18 17 10 9 8 3 3 2 1 1

Capivasertib + Placebo +
fulvestrant (N=200) fulvestrant (N=219)

PFS events 137 178
Median PFS
(95% Cl); months 7.2(4.5-74) 3.7 (3.0-5.0)
HR (95% CI): 0.70 (0.56, 0.88)

Excluding unknowns (58 v 48):
HR 0.79 (95% CI1 0.61, 1.02)

Turner et al, SABCS 2022; Abstract GS3-04

0.3 05 10 20
Favors capivasertib + fulvestrant <————— Hazard ratio (95% Cl) ——> Favors placebo + fulvestrant

0 0

Overall population AKT pathway-altered population
Response per
. tigat t Capivasertib + Placebo + Capivasertib + Placebo +
INVestigator assessmen fulvestrant fulvestrant fulvestrant fulvestrant
Patients with measurable disease at baseline 310 320 132 124

Obijective response rate; n (%) 71 (22.9) 39 (12.2) 38 (28.8) 12/(9.7)

Odds ratio (95% ClI)* 2.19 (1.42, 3.36) 3.93 (1.93, 8.04)

Courtesy of Joyce O’Shaughnessy, MD



Conclusions

 Capivasertib/fulvestrant improved PFS over fulvestrant post-progression on
Al +/- CDK 4/6 inhibitor - in overall population and in patients with
PI3K/AKT pathway-altered cancers

 Efficacy in the subset of patients with non-altered tumors uncertain

* Gl toxicity, primarily lower grade diarrhea, is manageable with 4 dags on/3
days off schedule — much less hyperglycemia than alpelisib with HgbAlc up
to 8% allowed

 Capivasertib may be PI3K/AKT pathway inhibitor of choice following
progression on CDK 4/6 inhibitor once FDA-approved

* Data to be considered for FDA approval

Courtesy of Joyce O’Shaughnessy, MD



EMERALD Phase 3 Study Design

Elacestrant
400 mg daily* ————————————
Inclusion Criteria _ N = 477b Co-Primary
* Men and postmenopausal women with PD or Endpoints:d

advanced/metastatic breast cancer
* ER-positive,® HER2-negative
* Progressed or relapsed on or after 1 or 2 lines

withdrawal « PFSin all pts
criterion’ e PFS in mESR1

LUl S Key Secondary
Endpoint:
 Overall Survival

of endocrine therapy for advanced disease,
one of which was given in combination with a
CDK4/6i
» =1 line of chemotherapy for advanced disease
«ECOGPSOori1

/———

Investigator’s choice (SOC):
Fulvestrant
Anastrozole
Letrozole
Exemestane

Stratification Factors:
» ESRI-mutation status®
 Prior treatment with fulvestrant
» Presence of visceral metastases

aDocumentation of ER+ tumor with > 1% staining by immunohistochemistry; PRecruitment from February 2019 to October 2020; <Protocol-defined dose reductions permitted;
dBlinded Independent Central Review. ¢ £SR1-mutation status was determined by ctDNA analysis using the Guardant360 assay. fRestaging CT scans every 8 weeks.

CBR, clinical benefit rate; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; ORR, objective response rate; OS, overall survival, PD, progressive disease;
PFS: progression-free survival; Pts, patients; R, randomized. SOC, standard of care.

Courtesy of Joyce O’Shaughnessy, MD Bidard FC et al. J Clin Oncol, 2022



PFS: Elacestrant vs Fulvestrant (All Patients and mESR1 Group)

All Patients

100+ _““ﬁt Elacestrant | Fulvestrant
- 90 ¥ N 239 165
S 804 Event (%) 144 (60.3) | 109 (66.1)
N
_ Median PFS th 2.79 1.94
‘.£ gg R 7S (1.94-3.78) | (1.87-2.10)
“5 Pvalue 0.0049
> 50- Hazard ratio (95% CI) 0.684 (0.521-0.897)
= 40
S 30-
a
© 204
& 409J — Elacestrant + +—t
0 Fulvestrant
| | | | | | | | | | | | | | | | | | | | | | | | 1
01234567 8910111213141516171819202122232425
Time (months)
Elacestrant 239 106 60 42 34 27 19 11 7 6 2 2 0
Fulvestrant 165 62 33 21 14 5 2 1 0

Patients With Tumors Harboring mESR1

100+ TR Elacestrant | Fulvestrant
- 90+ ¥ N 115 83
S 804 Event (%) 62 (53.9) 59 (71.1)
;; 70- Median PFS, months 3.78 1.87
w (95% CI) (2.17-7.26) | (1.84-2.10)
o 60
q6 Pvalue 0.0005
> 507 Hazard ratio (95% CI) 0.504 (0.341-0.741)
= 404
| 30
a
© 20-
& 404 — Elacestrant
0 Fulvestrant
| | | | | | | | | | | | | | | | | | | | | | | | 7
01234567 8910111213141516171819202122232425
Time (months)
Elacestrant 115 54 35 26 21 16 11 7 5 4 1 1 0
Fulvestrant 83 29 16 10 8 3 1 0

 Elacestrant demonstrated a statistically significant and clinically meaningful PFS improvement versus Fulvestrant
as SOC in patients with ER+/HER2- advanced/metastatic breast cancer and m£SR1 following CDK4/6i therapy

Bidard FC et al. J Clin Oncol, 2022

Courtesy of Joyce O’Shaughnessy, MD



A significant PFS benefit was seen in the ESR71-mutated population of EMERALD; a benefit

trend was observed in acelERA BC and AMEERA-3

acelERA BC1

2° EP: PFS (ESR1mut)

PFS (%)
3

AMEERA-3*2
2° EP: PFS (ESRTmut)

Hazard ratio: 0.90
mPFS 3.7 vs. 2.0 mo
(A: 1.7 mo)

Hazard ratio: 0.60
mPFS 5.3 vs. 3.5 mo
(A: 1.8 mo)

PFS (%)
PFS (%)

Giredestrant Amcenestrant

EMERALD?3
Co-1° EP: PFS (ESRTmut)

904
80 -
70 -
60 -
50 -
40
30 -
20 1
10 -

Hazard ratio: 0.55
mPFS 3.8 vs. 1.9 mo
(A: 1.9 mo)

Elacestrant

PCET

Months

1 1 1 1 1 1 1 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24
Months

Giredestrant and elacestrant had comparable PFS hazard ratios vs. PCET in ESR1-mutated

It was announced in August 2022 that the amcenestrant clinical development programme will be discontinued.*

subpopulations; the HR for amcenestrant was notably higher

1° primary; 2°, secondary; BC, breast cancer; EP, endpoint; mo, months; mPFS, median progression-free survival; PCET, physician’s choice of endocrine therapy; PFS, progression-free survival; SERD, selective oestrogen receptor degrader.

1. Martin M, et al. ESMO 2022 (Abstract 211MO; mini oral presentation); 2. Tolaney SM, et al. ESMO 2022 (Abstract 212MO; mini oral presentation); 3. Bidard F-C, et al. J Clin
Oncol 2022; 4. https://www.sanofi.com/en/media-room/press-releases/2022/2022-08-17-05-30-00-2499668 (accessed August 2022).

Courtesy of Joyce O’Shaughnessy, MD



EMERALD Phase 3 Trial: Elacestrant vs SOC ET

PFS by Duration of CDK4/6i: All Patients

Bardia, Bidard

Duration on CDK4/6i in the metastatic setting

At least 6 mo

At least 12 mo

At least 18 mo
socC

Elacestrant SOC Elacestrant SOC Elacestrant
(n=202) (n=205) (n=150) (n=160) (n=98) (n=119)
-
Mﬁ;?":hp:s 2.79 1.91 3.78 1.91 5.45 3.29
. (95% CI) (1.94-3.78) | (1.87-2.14) | (2.33-6.51) | (1.87-3.58) | (2.33-8.61) | (1.87-3.71) )
PFS rate at 6 months 34.40 19.88 41.56 21.72 44.72 25.12
(33.24 - 56.20) | (15.13 - 35.10)

(12.99 - 26.76)

(32.30 - 50.81)

(13.65 - 29.79)

(95% CI) (26.70 - 42.10)
PFS rate at 12 months 21.00 6.42 25.64 7.38 26.70 8.23
(95% CI) (13.57 - 28.43) | (0.75 - 12.09) | (16.49 - 34.80) | (0.82 - 13.94) | (15.61 - 37.80) | (0.00 - 17.07)
PFS rate at 18 months 16.24 3.21 19.34 3.69 21.03 4.11
(95% CI) (8.75-23.74) | (0.00-8.48) | (9.98 -28.70) | (0.00-9.77) | (9.82-32.23) | (0.00 - 11.33)
0.613 0.703

Hazard ratio (95% CI)

0.688

(0.535 - 0.884)

(0.453 - 0.828)

(0.482 - 1.019)

and Kaklamani; SABCS 2022

PFS by Duration of CDK4/6i: ESR1 mutant

Duration on CDK4/6i in the metastatic setting

At least 6 mo

At least 12 mo

At least 18 mo

Elacestrant soC Elacestrant SoC Elacestrant SOC
(n=103) (n=102) (n=78) (n=81) (n=55) (n=56)
Mﬁ(‘:";hp:s 4.14 1.87 8.61 1.91 8.61 2.10
(95% CI) (220-779) | (187-3.29) | (4.14-1084) | (1.87-368) | (545-1689) | (187-375) |
PFS rate at 6 months 42.43 19.15 55.81 22.66 58.57 27.06
(95% CI) (31.15 - 53.71) | (9.95 - 28.35) | (42.69 - 68.94) | (11.63 - 33.69) | (43.02 - 74.12) | (13.05 - 41.07)
PFS rate at 12 months 26.02 6.45 35.81 8.39 35.79 7.73
(95% CI) (15.12 - 36.92) | (0.00 - 13.65) | (21.84 - 49.78) | (0.00 - 17.66) | (19.54 - 52.05) | (0.00 - 20.20)
PFS rate at 18 months 20.70 0.00 28.49 0.00 30.68 0.00
(95% CI) (977-31.63) | ( . -.) |@408-4289)| (. - .) |(1394-4742)| (. - . )
] 0.517 0.410 0.466
0,
bR [ (0 @) (0.361 - 0.738) (0.262 - 0.634) (0.270 - 0.791)

Courtesy of Joyce O’Shaughnessy, MD



Conclusions

 Elacestrant is effective post-progression on CDK 4/6 inhibitor in patients
with endocrine therapy-sensitive disease

e Hazard ratios for improved PFS (vs fulvestrant or Al) are similar in pts who

received >6 months prior CDK4/6i or longer, ie, not primary-resistant to
CDK 4/6 inhibitor

* Benefit of elacestrant more marked in the ESR1 mutant population,
especially those who had at least 12 mos of prior CDK 4/6 inhibitor therapy

* Next steps: combinations with other targeted agents in HR+ HER2- MBC
(ELEVATE trial) and adjuvant trial is planned

Courtesy of Joyce O’Shaughnessy, MD



SERENA-2 Phase 2 Trial: Camizestrant plus Fulvestrant

Primary endpt:
Inv assessed PFS
of eachCarmto F

Stratification:
Prior CDK4/6i
Lung/liver mets

_.e_

1:1:1:1
N=240

Post-menopausal
ER+/HER2- ABC
candidates to
receive fulvestrant
monotherapy in the
ABC setting

camizestrant 300 mg (n=20)
> (CSP v5 amendment: 16Dec20)

camizestrant 75 mg (n=74)

camizestrant 150 mg (n=73)

Demographics
* 90-95% white

* Imbalance in liver (not visceral) mets: 31 v 41 vs 48%
:30v36v48%

e |Imbalance in ESR1m

fulvestrant (n=73)

» 77% one line ET, 63% prior Al; 50% prior CDK4/6i
* Prior chemo for MBC: 22 v12 v 26%

Oliveira et al, SABCS 2022

Courtesy of Joyce O’Shaughnessy, MD

Primary endpoint: PFS by investigator assessment

C 75(n=74) | C 150 (n=73)| F (n=73)
1.0 -+ T "
Median duration 16.6 16.6 17.4
of follow-up, months
Events [n (%)] 50 (67.6) 51(69.9) 58 (79.5)
08 - Median PFS, months 7.2 7.7 3.7
' (90% CI) (8.7-10.9) (5.5-12.9) (2.0-6.0)
1) Adjusted HR 0.58 0.67
a (90% CI)? (0.41-0.81)  (0.48-0.92)
5 06 - P value 0.0124* 0.0161*
2
3
[
Q9
[]
a 04 -
02 - -
—— Camizestrant 75 mg
——— Camizestrant 150 mg
Fulvestrant 500 mg
OO L T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27
Time (months)
C75 74 50 33 27 21 14 7 2 1 0
(o [0] 73 50 37 32 25 12 6 2
F 73 37 28 22 14 8 5 0

*Statistically significant; 2HRs adjusted for prior use of CDK4/6i and liver/lung metastases

C75(n=74) | C 150 (n=73) | F (n=73)
PFS by BICR: Events [n (%)] 39 (52.7) 33 (45.2) 53 (72.6)
H iFi Median PFS, 7.4 12.7 3.7
_ Significant _ months (90% CI)  (4.5-10.9) (9.3-18.4) (2.0-3.8)
discordance with | AdjustedHR 0.56 0.47
. (90% CI)2 (0.39-0.80)  (0.33-0.68)
inv PFS for 150 mg | Pvalue 0.0079" 0.0004" -




Conclusions

* Oral SERD camizestrant has improved PFS over fulvestrant, including
in pts post-progression on CDK 4/6 inhibitor

* More data needed on efficacy of camizestrant in ESR1 WT pts

* At chosen phase Ill dose of 75mg low incidence of sinus bradycardia
and photopsia (flashes of light)

1L trial SERENA-4 underway (with CDK 4/6 inhibitor) and adjuvant
trial planned

Courtesy of Joyce O’Shaughnessy, MD



Phase Ill TROPICS: Sacituzumab
govitecan in HR+/HER2neg MBC

Demographics
* 95% visceral mets
* 100% prior CDKi

e Median 3 lines of chemo

for MBC
PFS!

SG (n=272)
5.5 (4.2-7.0)

BICR analysis |
Median PFS, mo (95% CI)
Stratified HR (95% CI)

4.0 (3.14.4)
0.66 (0.53-0.83)

Stratified Log Rank Pvalue P=0.0003
6 months 9 months 12 months PFS rate, % (95% CI)
_ 100 ' ' '
g | : : :
90 | | ; 6-mo 46.1 303
804 ; ; ; (39.4-52.6)  (23.6-37.3)
~ i i i 32.5 17.3
g Y | | | MO 59302)  (11.5-24.2)
g 6 1 1 1 i 213 7.1
O I e 3 3 12mo  155981)  (28-139)
@ : [ I I
40 I N :
[ i % :
30+ h Fin ;
20 i L T
1 1 1 St
2 101~ SC ! ! : -
i : : —
0 T T T T T T T 1
0 3 6 9 12 15 18 21 24
No. of Patients Still at Risk (Events) Time (months)
SG 272(0) 148 (83) 82 (124) 44 (146) 22 (160) 12 (166) 6(167) 3 (169)
271 (0) 105 (91) 41 (136) 17 (151) 4 (159) 1(159) 1(159) 0(159)

* TROP2 expression in 95%

* Hscore >100in 58%

e 7.7 mo median time from
tissue collection to

randomization
082

Median 0S, mo (95% CI)
Stratified HR (95% CI)
Stratified Log Rank Pvalue

144 (13.0-15.7)  11.2 (10.1-12.7)
0.79 (0.65-0.96)
P=0.020

1001

90 V\K\.\
80 \\\\

OS rate, % (95% CI)
12 months

12-mo 61 (55-66) 47 (41-53)

50
40
30

20

Overall Survival Probability (%)

1

70
60
|
|
:
i

Time (months)
No. of Patients Still at Risk (Events)

SG 272(0) 252(16) 221(44) 197 (67) 160 (104) 120 (137) 80(158) 53(173) 31(183) 20(188) 4(190) 2(190) 0(191)
271(0) 246(16) 196 (64) 164(95) 122(137) 92(163) 70(174) 49(183) 23(193) 13(196) 5(198) 1(199) 0(199)

Improved OS by a median of 3.2
months as late line Rx

Rugo et al, JCO 2022, ESMO 2022, SABCS 2022

<100 Subgroup

2100 Subgroup

1004 100 *ae
s \_\ g %
£ 904 _ £ 90 _
2 2 i
7 804 Median PFS, 5.3 4.0 3 80 \ Median PFS, 6.4 4.1
Ay L - | 0, ). .
- \ mo (95% CI) (4.1-6.0) (2.8-5.6) 704 ey mo (95% Cl) (4.0-8.3) (2.1-4.5)
& L.
3 60 L HR (95% CI) 0.77 (0.54-1.09) T 60 R \\ HR (95% CI) 0.60 (0.44-0.81)
2 2 .
g 50| o £ 50 e
H \ 8 ;
g e o £ 0 N,
] n
30 I} 304
. —
g 20 —, 20 P
g’ 0] —sc — 104 —s6 !
TPC . TPC —
0= T T T T T T T 0= T T T T T T T T
0 3 6 9 12 15 18 21 0 3 6 9 2 15 18 21 2
Time (months) Time (months)
No. of Patients Still at Risk (Events) No. of Patients Still at Risk (Events)
SG 96(0) 53(27) 24.(47) 13 (54) 4(59) 0(62) SG 142(0) 77 (46) 50(62) 25(76) 15(83) 10(85) 4(86) 2(87) 0(88)
9% (0) 39(36) 19 (49) 10(S6) 2(60) 0(60) 128 (0) 52 (48) 18(72) 6(78) 2(81) 1(81) 1(81) o1

<100 Subgroup

2100 Subgroup

o] T | ssre oo [ e | ssemae teceenn)
90 iy %0 N,
s _— Median OS, 14.6 113 = - Median OS, 144 11.2
S 804 g 4 )
s T mo(95%Cl) (127-18.1)  (10.0-133) £ w R mo (95% CI) (127-164)  (99-12.9)
£ 704 B! 2 54
2. " HR(95% CI) 0.75 (0.54-1.04) 3 S HR(95%CI) 0.83 (0.62-1.11)
o 1 Iy g 60 -
< . &
® 504 - -
g ¢ w,_‘_“_* g 50 \\'H
a T 3 "] e,
g 304 + ___\L_‘_‘ i 30 4 LN -~
& 204 g - e
104 7S¢ o ° 104 —s6
TPC TPC
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Time (months) Time (months)

No. of Patients Still at Risk (Events)
SG 9%(0) (3 79(13) 72(0) 57(35) 43(47) 28(53) 18(60) 9(64) 5(66) 1(66) 1(66) 0(67)
%0 91(5) 75(1) 61(34) 47(48) 32(62) 23(68) 16(72) 9(74) 6(75) 3(76) 1(76) 0(76) 128(0) 117(8) 89(34) 78(45)

No. of Patients Still at Risk (Events)

SG 142(0) 132(9) 116(24) 102(37) 86(53) 61(73) 42(83) 28(%0) 16(96) 10(98) 2(99) 1(99) 0(99)
55(68) 41(79) 32(80) 22(83) 9(86) 4(87) 1(87) 0(88)

No Impact of TROP2 expression on efficacy

Key eligibility criteria:
*HR+/HER2* negative, locally

advanced and unresectable, or
metastatic breast cancer

ASCENT-07

Sacituzumab govitecan
10 mg/kg IV
Days 1 and 8, every 21 days

« Eligible for first chemotherapy for
advanced mBC

* Progressed after 1 or more ET for
mBC, or relapsed within 12 months of
completing adjuvant ET or while
receiving adjuvant ET

* No prior treatment with a

N =654

21
randomization

topoisomerase | inhibitor Stratification: . N
. «  Duration of prior CDK 4/6i in metastatic setting (none/<12 mos vs
* Measurable disease per RECIST >12 mos)

v11 +  HER2IHC (HER2 IHC 0 vs HER2 IHC-low ([IHC 1+; 2+/ISH-])

* Prior CDK 4/6i not required (no prior * Geographic region (US/CAN/EU vs. ROW)
CDK 4/6i capped at 30%)

Primary Endpoint
« PFS by BICR

Key Secondary Endpoints

« 0S

+ ORR by BICR

* TTD of Physical functioning

Secondary Endpoints
« PFS by investigator
« ORR by investigator
« DOR

« Safety

Courtesy of Joyce O’Shaughnessy, MD



Phase 1 TROPION-PanTumor01:
Datopotamab deruxtecan in HR+/HER2neg MBC

TROPION-BreastO1

Key Eligibility Criteria

HR-positive, HER2-negative inoperable/metastatic breast cancer
with disease progression following 1 or 2 lines of chemotherapy
(& progressed on, or not suitable for, endocrine therapy)

Targeted agents (i.e., inhibitors of mTOR, PD-1/PD-L1, CDK4/6,
PARP) and endocrine therapies do not count as prior lines of
chemotherapy

At least 1 measurable lesion
FFPE tumor sample

Adequate organ function

Stratification factors:

1 vs. 2 previous lines of chemotherapy in the
inoperable/metastatic setting

Geographic location (US/Canada/EU vs rest of world)
Previous CDK 4/6 inhibitor use

Dato-DXd
6mg/kg IV Q3W Dual primary endpoints
N=350 PFS (BICR), OS
Secondary endpoints
—_ PFS (inv), ORR, DoR,
1:1 DCR, PRO, Safety,
Investigator's Choice Tolerability, PK, and
of Chemotherapy Immunogenicity
(Eribulin, Vinorelbine,
Capecitabine or Exploratory endpoints
Gemcitabine) TROP2 IHC
N=350

Statistical Considerations:

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
remaining 4.0% alpha level will be allocated to the OS analyses

Response assessment: Scan Q6W for 48 weeks, then QOW 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.

100 —
80
60
40
20
0
-20—
-40
60—
-804
-100{

=39)

Best percentage change in SOD
from baseline by BICR (n

Meric-Bernstam et al, SABCS 2022; Abstract PD13-08

* N=41
* Median of 2 prior chemo for MBC
(Range: 1-6)
* 95% prior CDKi
e Efficacy:
 ORR (all PR): 27%
 CBR:44%
* Med PFS 8.3 mo
e 59% alive for >1 year

Safety (all Gr/>Gr 3):
e Stomatitis: 83/10%
* Nausea: 56/0%
* Alopecia: 37%
* Pneumonitis: Gr 2 and 3 (2 pts)

Ongoing TROPION-Breast01 in 2"d-3d [ine HR+ MBC

Courtesy of Joyce O’Shaughnessy, MD



Conclusions

* Sacituzumab govitecan improved OS compared with chemotherapy as late-line
therapy for HR+ HER2- MBC post-progression on CDK 4/6 inhibitor

» Category 2A, preferred therapy on NCCN guidelines following progression on 2
prior cytotoxic regimens (awaiting FDA approval)

 ASCENT-07 underway of sacituzumab as 1L cytotoxic therapy in HR+ MBC

* Datopotamab, anti-TROP2 ADC, is active as late-line therapy for HR+ MBC, with
stomatitis most common toxicity (steroid mouth rinse ameliorates)

Courtesy of Joyce O’Shaughnessy, MD



Phase Ill ASCENT Trial

Metastatic TNBC

Refractory/relapsed after
22 prior SOC chemotherapies
for advanced disease

OR

>1 therapy for patients who
progressed within 12 months
of completion of (neo)adjuvant
therapy

N =328

Stratification
Factors

* No. of prior
therapies

A Geographic region

* Presence/absence
of known brain
metastases

* Clinical trials number: NCT02574455

ORR, n (%)
Pvalue
CR, n (%)
PR, n (%)
CBR, n (%)
Pvalue
Median DOR, mos

P value

i Cityof Hope

Sacituzumab govitecan
(IMMU-132)
10 mg/kg IV, days 1 and 8
every 21 days

Treatment of physician choice
» Capecitabine

= Eribulin

» Gemcitabine

* Vinorelbine

Sacituzumab Govitecan Physician’s Choice CT
(n = 235) (n=233)
82 (35) 11 (5)
<.0001
10 (4) 2 (1)
72 (31) 9 (4)
105 (45) 20(9)
<.0001
6.3 3.6
.057

( )
Continue treatment
until progression
. J
Primary Secondary

Endpoint Endpoint
« PFS + Overall
(Blinded Survival
Independent

Central Read)

Bardia et al ESMO 2020; Abstract LBA17
Courtesy of Joyce O’Shaughnessy, MD



Phase Ill ASCENT Trial

PFS (%)

Patients at Risk, n

i Cityof Hope

1004 PFS
BICR Analysis SG (n =235) CT (n=233)
80 1 No. of events 166 150
Median PFS, mos (95% Cl) 5.6 (4.3-6.3) 1.7 (1.5-2.6)
60 1 HR: 0.41 (95% Cl: 0.32-0.52), P < .0001
401 — Sacituzumab govitecan
— CT
20+
N I:A * M P
0 T T T T T T T )
3 6 9 12 15 18 21 24
Mos
SG 235222166134127104 81 63 54 37 33 24 22 16 15 13 9 8 8 5 3 1 0
CT 23317978 3532 19 12 9 7 6 4 2 2 2 2 1 0 0 0 0 O 0 O -

0S (%)

Patients at Risk, n

(01
100 1
BICR Analysis SG (n=235) CT (n=233)
304 No. of events 155 185
Median OS, mos (95% Cl) 12.1(10.7-14.0) 6.7 (5.8-7.7)
60- HR: 0.48 (95% Cl: 0.38-0.59), P < .0001
— Sacituzumab govitecan
40 — CT
20+
0 L] L] Ll L] L] Ll L] L] 1
0 3 6 9 12 15 18 21 24 27

Mos

SG 235228220214206197190174161153135118107101 90 70 52 43 3
CT 233214200173156134117 99 87 74 56 50 45 41 37 30 20 14 1

(SN
w
o
N
[
=
w

w co

PFS was 5.6 months (95% confidence interval [Cl], 4.3 to 6.3; 166 events) with sacituzumab

govitecan and 1.7 months with chemo.

The median overall survival was 12.1 months (95% Cl, 10.7 to 14.0) with sacituzumab govitecan and
6.7 months (95% Cl, 5.8 to 7.7) with chemotherapy (hazard ratio for death, 0.48; 95% Cl, 0.38 to

0.59; P<0.001).

Courtesy of Joyce O’Shaughnessy, MD

Bardia et al ESMO 2020; Abstract LBA17



Conclusions

e Sacituzumab govitecan improves OS as 2L+ therapy for metastatic
TNBC

e Category 1, preferred regimen NCCN guidelines 2L+ therapy for
metastatic TNBC

* Treatment-limiting toxicities of myelosuppression and diarrhea
manageable with dose reduction — start with lower dose in pts who
are heavily pretreated or have impaired hepatic function or co-

morbidities

e Sacituzumab being evaluated as 1L metTNBC therapy with or without
pembrolizumab (ASCENT-03 and ASCENT-04)

Courtesy of Joyce O’Shaughnessy, MD



Dato-DXd in Advanced TNBC
TROPION-PanTumorQ1 Study

Study Design

NSCLCP L
» Advanced/unresectable or metastatic HR—/HER2- (0.27 to 10 mg/kg IV Q3W) . ol
(IHC 0/1+ or IHC2+/ISH-) breast cancer Primary objectives
*» Relapsed or progressed after local standard treatments TNBCE * Safety
* Tolerability

* Unselected for TROP2 expression?® 8 mg/kg IV Q3W (n=2); 6 mg/kg IV Q3W (n=42)
d

» Age 218 years (US) or 220 years (Japan) R

« ECOG PS 0-1 HR+/HER2- breast cancer it * Efficacy®

6 mg/kg IV Q3W (n=41) * Pharmacokinetics
* Measurable disease per RECIST 1.1 * Antidrug antibodies

» Stable, treated brain metastases allowed Other tumor types
(SCLC, bladder, gastric, esophageal, CRPC, pancreas)

Bardia A, et al. SABCS 2022. Poster Presentation P6-10-03. Courtesy of Joyce O’Shaughnessy, MD



TROPION-PanTumor01 Study: Dato-DXd
Efficacy

ORR by BICR:
= All patients: 32%
= Topo I inhibitor-naive patients: 44%

Antitumor Tumor Responses by BICR

=
=3
=1 4

@
=

in SOD
=40)2,%

C
From Baseline by BICR (n
— =

ge

r
=
L

mDOR: 16.8 months in both groups

20 4

Percent Chan

40

60

.Best

mPFS: _
= All patients: 4.4 months ] FERRIB i
= Topo I inhibitor-naive patients: 7.3 months

mOS:
= All patients: 13.5 months
= Topo I inhibitor-naive patients: 14.3 months

AEs: Most common TEAEs: stomatitis (73%),
nausea (66%), vomiting (39%)

Bardia A, et al. SABCS 2022. Poster Presentation P6-10-03. Courtesy of Joyce O’Shaughnessy, MD



BEGONIA: Dato-DXd + Durvalumab 1L Metastatic TNBC

Efficacy

= Confirmed ORR: 39/61
(73.6%)

= Responses were durable
= 82% of patients
remaining in response
at data cutoff

= Responses were observed
in PD-L1 low and PD-L1
high tumors

Schmid P, et al. SABCS 2022. Poster Presentation PD11-09.

from baseline (%)

Change in target lesion

size (%)

Best change from baseline in
target lesion

Change from Baseline in Sum of Target Lesions Over
Time

Courtesy of Joyce O’Shaughnessy, MD



Conclusions

* Dato-DXd promising activity late-line single agent and 1L with
durvalumab in metastatic TNBC (regardless of PDL1 expression)

* Every 3-weekly dosing convenient with less neutropenia and diarrhea
than sacituzumab, but with stomatitis

e Dato-DXd being evaluated as 1L therapy in metTNBC with or without
checkpoint inhibitor

* Dato-DXd will be evaluated as adjuvant therapy for residual TNBC
following neoadjuvant therapy, and as preoperative therapy in TNBC

Courtesy of Joyce O’Shaughnessy, MD
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Results From the Phase 1/2 Study

of Patritumab Deruxtecan, a
HER3-Directed Antibody-Drug Conjugate
(ADC), in Patients With HER3-Expressing
Metastatic Breast Cancer

June 4, 2022
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Patritumab Deruxtecan (HER3-DXd)

° _ I I 1-6-
HER3-DXd is an ADC with 3 components'°: 7 Key Attributes of HER3-DXd
* Afully human anti-HER3 IgG1 mAb (patritumab), covalently linked to : :
: B 2 . . Payload mechanism of action:
+ Atopoisomerase | inhibitor payload, an exatecan derivative, via topoisomerase | inhibitor -
+ Atetrapeptide-based cleavable linker

High potency of payload @'

a,1,2
: High drug to antibody ratio = 8 :
1-4
Human anti-HER3 Deruxtecan

1gG1 mAb'+ | | | |
Payload with short systemic half-life #°2°

e
o o ‘o @ Stable linker-payload #“*

Tumor-selective cleavable linker @'

Cleavable Tetrapeptide-Based Linker

Topoisomerase | Inhibitor Payload _ .
; (DXd) ) Bystander antitumor effect #~°

HER, human epidermal growth factor receptor; IgG1, immunoglobulin G1; mAb, monoclonal antibody.

aThe clinical relevance of these features is under investigation. ® Based on animal data.

1. Hashimoto Y, et al. Clin Cancer Res. 2019;25:7151-7161. 2. Nakada T, et al. Chem Pharm Bull (Tokyo). 2019;67(3):173-185. 3. Ogitani Y, et al. Clin Cancer Res. 2016;22(20):5097-5108. 4. Koganemaru S, et al.
Mol Cancer Ther. 2019;18:2043-2050. 5. Haratani K, et al. J Clin Invest. 2020;130(1):374-388. 6. Ogitani Y, et al. Cancer Sci. 2016;107(7):1039-1046.
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Clinical Activity of HER3-DXd Across Breast Cancer Subtypes

HR+/HER2- TNBC HER2+
Outcomes (BICR per RECIST 1.1) (n=113) (n=53) (n=14)
HER3-High and -Low HER3-High HER3-High
30.1 226 42.9
0, 0 a
Conmmed ORR, % (3586 G (21.8-39.4) (12.3-36.2) (17.7-71.1)
Best overall response, %"
PR 30.1 22.6 42.9
SD 50.4 56.6 50.0
PD 11.5 17.0 7.1
NE 8.0 3.8 0.0
. 7.2 5.9 8.3
0
DOR, median (95% CI), mo (5.3-NE) (3.0-8.4) (2.8-26.4)
. 74 55 11.0
0
PFS, median (95% CI), mo (4.7-8.4) (3.9-6.8) (4.4-16.4)
53.5 38.2 51.6
= V) 0,
ORI FIRAIE SR =) (43.4-62.6) (24.2-52.0) (22.1-74.8)
. 14.6 14.6 19.5
0
0. Inediali=2ds GU. M0 (11.3-19.5) (11.2-17.2) (12.2-NE)
HER3-DXd demonstrated durable antitumor activity across BC subtypes
+ Confirmed ORR for all patients (N=182), 28.6% (95% ClI, 22.1%-35.7%); median DOR, 7.0 mo (95% CI, 5.5-8.5 months)

CR, complete response; DOR, duration of response; NE, not evaluable; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PR, partial response; SD, stable disease.
295% exact binomial confidence interval (by Clopper-Pearson method).
®No patients had a CR.
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Change in Tumor Size from Baseline

HER3 Expression

HR+/HER2-

Best Percent Change
From Baseline

-100~ Patients (n=106)
g TNBC* il
2 40 407
c @ I o e _
R R 1 — zo
-~ g 0 W_U_I—L—I_U—I_JJ_I_LI__I_ 0
c ®
§ R s R (.. I 2207
a S 0™ -407]
‘g W g0 60—
o -80 | .80
-100 — Patients (n=51) 100~ Patients (n=13)

[ HER3-DXd induced a clinically meaningful decrease in tumor size by BICR in most patients across BC subtypes.” ]

aPatients with TNBC and HER2+ were all HER3-high.
b Best 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.
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KEYNOTE-355 Study Design (NcTo2819518)
0S: PD-L1 CPS 210

L HR P-value
Key Eligibility Criteria .
- Age 218 years nIN Events (95%Cl) (one-sided)
» Central determination of TNBC and i )
PD-L1 expression® FOEEER > ElE T Pembro + Chemo 155220 705%  0.73 0.0093?
 Previously untreated locally recurrent (055_095)

inoperable or metastatic TNBC

» De novo metastasis or completion of
treatment with curative intent 26 months
prior to first disease recurrence

» ECOG performance status 0 or 1

« Life expectancy 212 weeks from Placebod + Chemotherapy®
randomization

Progressive Placebo + Chemo 84/103 81.6%

disease®/cessation
of study therapy 100

58.3%
44.7%

. 80- |
* Ad t f i . .
: No systemio stroids. _ 1 6.9 month increase in OS
+ No active CNS metastases Stratification Factors: 701 1
- , |
« No active autoimmune disease » Chemotherapy on study (taxane or gemcitabine-carboplatin)
« PD-L1 tumor expression (CPS 21 or CPS <1)f - 601
* Prior treatment with same class chemotherapy in the °. ) R, T - S 23.0 months
neoadjuvant or adjuvant setting (yes or no) 8 16.1 months

PFS: PD-L1 CPS 210 401

I
I
100 Pembro + Chemo 307 1
dl Placebo + Chemo 20- :
o 80 HR 0.65 p 0.0012 1
5 70- 10+ '
& 60 Prespecified P value boundary of :
5 9.7 months | 0.00411 met O—T—T T T T T T T T T T T T T T T 11
A L " 5.6 months 0 3 6 9 121518212427 303336394245485154
S 401 .
= Time, months
5 30- 38% of pts .
£ - No. at risk
4o~ L 22021419317115413912711610591 84 78 73 59 43 31 17 2 0
0 — 10398 91 77 66 55 46 39 35 30 25 22 22 17 12 8 6 2 0

0 II3 (IS SI) 1I2 1I5 18 21 2I4 2I7 3IO 3I3 3IS
Time, months Cortes et al, Lancet 2020; Rugo et al , ESMO 2021

Cortes et al N Engl J Med 2022 Courtesy of Joyce O’Shaughnessy, MD




Impact of PD-L1 CPS Subgroups on OS and PFS

Overall Survival

Median OS (mo)

Patients Pembro +

Subgroup n Chemo
Overall —— 566 17.2
PD-L1 CPS <1 —_— 141 16.2
PD-L1CPS 1-9 —T & — 205 13.9
PD-L1 CPS 10-19 ——¢—— 80 20.3
PD-L1 CPS 220 —— 140 24.0
0.0 0.5 1.0 1.5

Hazard Ratio (95% CI)

Favors Favors
Pembro + Chemo Placebo + Chemo

n

281

70

108

39

64

Patients Placebo
+ Chemo

15.5

14.7

15.5

17.6

15.6

Hazard Ratio

(95% CI)

0.89 (0.76 to 1.05)

0.97 (0.72 to 1.32)

1.09 (0.85 to 1.40)

0.71 (0.46 to 1.09)

0.72 (0.51 to 1.01)

Progression Free Survival

Median PFS (mo)

Patients Pembro +
Chemo

Subgroup n

Overall —— 566
PD-L1 CPS <1 —— 141
PD-L1 CPS 1-9 —— 205

PD-L1 CPS 10-19 — 80
PD-L1 CPS 220 —— 140
0.0 0.5 1.0 1.5 2.0

Hazard Ratio (95% Cl)

&
< »

Favors
Placebo + Chemo

Favors
Pembro + Chemo

7.5

6.3

5.7

9.9

9.2

n

281

70

108

39

64

Patients Placebo
+ Chemo

5.6

6.2

5.6

7.6

54

Hazard Ratio

(95% ClI)

0.82 (0.70 to 0.98)

1.09 (0.78 to 1.52)

0.85 (0.65 to 1.11)

0.70 (0.4 to 1.09)

0.62 (0.4 to 0.88)

* For pembrolizumab + chemotherapy in mTNBC, CPS >10 is the best cut-off to define those expected to benefit

* Pembrolizumab + chemotherapy is a new standard of care for the treatment of mTNBC with CPS >10

Courtesy of Joyce O’Shaughnessy, MD
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Key Data Sets

Localized ER-Positive Breast Cancer

Abdou Y et al. Race and clinical outcomes in the RxPONDER trial (SWOG S1007). San Antonio
Breast Cancer Symposium 2022;Abstract GS1-01.

Nitz UA et al. Endocrine therapy response and 21-gene expression assay for therapy guidance in
HR+/HER2- early breast cancer. J Clin Oncol 2022;40(23):2557-67.

Sparano J et al. Trial Assigning Individualized Options for Treatment (TAILORx): An update including
12-year event rates. San Antonio Breast Cancer Symposium 2022;Abstract GS1-05.

Andre F et al. Biomarkers for adjuvant endocrine and chemotherapy in early-stage breast cancer:
ASCO guideline update. J Clin Oncol 2022;40(16):1816-37.

Johnston S et al. Abemaciclib plus endocrine therapy for HR+, HER2-, node-positive, high-risk
early breast cancer: Results from a pre-planned monarchE overall survival interim analysis,
including 4-year efficacy outcomes. San Antonio Breast Cancer Symposium 2022;Abstract GS1-09.




ER+ EBC: Who benefits from chemotherapy?

Treatment decisions based on Oncotype DX

N+ 1-3LN

Premenopausal
ET CET CET

Postmenopausal CET

Courtesy of Peter Schmid, FRCP, MD, PhD




iDFS (%)

ER+ EBC: Who benefits from chemotherapy?
Combining Oncotype with functional endocrine sensitivity test (3/52 WOO therapy)

RS 0-11 RS >25
20.3% _24.2%

Significantly higher ET response with OFS

W WSG

ET No ET : :
62.2% 7.8% ET response (Ki67,,) - all patients Gt
Response Response P
- | ADAPTcycle*
ADAPT o | 4
81.5% 76.9% 77.9%
N-868 N-694 2 5°1 :
g 60.0% 2
g gor
. 14 -
iDFS in ET groups dDFS in RS0-11 and RS12-25 groups = 5
c 9
100 - 100 J ‘3;’ 5
— ‘K g E
1 o~ N o
80 A i -313% 0.6% 80
margin 3.3% | 1.3% |
- — 4 e
60 T T T T T T T T T T T = 60 4 Experimental v control: Pe 247 <=50y >50 y/ postmenopausal <=50y >50y/ postmenopausal
‘og\0 /b‘Q\o 'bQ\ 'LQ\ '\Q\ 090\0 '\0\ q,Q\o n,-QO\O b‘s\o @6\0 ; ET nonresponse v experimental: P=.049 I Tamoxifen [N Tamoxifen+OFS B Tamoxifen RN Tamoxifen+OFS
40 - E 40 - ET nonresponse v control: P=.005 Lk I ALOFS s AP
=
20 20 Control arm
— Rso-M Experimental arm
—— RS12:25/Ki67,,, < 10% .
0 0 RS12-25, ET nonresponse Nitz et al, JCO 2022; Gluz et al, ESMO 2022
I I I I I I T I I I I I
0 12 24 36 48 60 0 12 24 36 48 60

Follow-Up Time (months) Follow-Up Time (months) Courtesy of Peter Schmid, FRCP, MD, PhD



Conclusion: WSG-ADAPT HR+/HER2-

“WSG-ADAPT-HR1/HER2—- demonstrates that guiding systemic treatment
by both RS and ET response is feasible in clinical routine and spares CT in

pre- and postmenopausal patients with
< 3involved lymph nodes.”
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Nitz UA et al. J Clin Oncol 2022;40(23):2557-67.



San Antonio Breast Cancer Symposium — December 6-10, 2022

Trial Assigning IndividualLized Options for TReatment (TAILORX):
An Update Including 12-Year Event Rates

Abstract GS1-05

Joseph A. Sparano, Robert J. Gray, Della F. Makower, Kathy S. Albain, Daniel F. Hayes, Charles E. Geyer,
Elizabeth Claire Dees, Matthew P. Goetz, John A. Olson, Jr., Tracy G. Lively, Sunil Badve, Thomas J. Saphner,
Timothy J. Whelan, Virginia Kaklamani, & George W. Sledge, Jr.

on behalf of the TAILORx Investigators

& Canadian Cancer
[rials Group

y _‘ cancer research group K‘ENA‘&UR"
S|

Alliance [ 3! f : .
) U5 Reshaping the future of patient care

[TULT

Funding: U.S. NIH/NCI U10CA180820, U10CA180794, UG1CA189859, UG1CA190140, UG1CA233160, UG1CA23337, UG1CA189869; U.S. Postal Service Breast Cancer
Stamp Fund; Canadian Cancer Society Research Institute grants 015469, 021039; Breast Cancer Research Foundation, Komen Foundation.
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12-Year Event Rate (%)

TAILORX Trial in ER+ NO EBC — Updated results (12a event rates)

1.0

Recurrence-Free Probability
(=] =3 [=]
~ @© ©
1 1 1

L=
o
1

0.5

RFS across all Arms

— Arm A RS <11 ET

== AmB
o e RS11-25ETvs CET

+=+ AmD RS 225 CET

100

80

60

20

I L 1 1 1 | 1

0 24 48 72 96 120 144

RA 11-25 and Age <50a

IDES ,-D.B.EI—
L
1 T ik I
I mh 1 f I
Arm/Treatment
96.51852 g3 g29 933 o ET
g2.3 83.9 84.8 824 85.5 o CET
77.2 75.0
11-15 16-20 21-25 11-15 16-20 21-25

RS 16-20
(N=886)

RA 11-25 and Age <50a

Estimated Absolute

Chemo Benefit
Not Stratified
by Clinical Risk

A +0.4%
(+SE 2.1%)

RS 21-25
(N=476)

A +7.8%
(+SE 3.4%)

Recurrence Score Group Courtesy Of Peter SChmld, FRCP, M D, Ph D

Clinical . Estimated Absolute
Risk Chemo Benefit
Stratified

by Clinical Risk

671
(76%) A -0.5%
(+SE 2.2%)

215
(24%) A+3.1%

(+SE 5.4%)

319
(67%) A +5.9%

(+SE 3.4%)

A +11.7%
(+SE 7.2%)

Sparano et al, SABCS 2022



ER+ EBC: Who benefits from chemotherapy?

Treatment decisions based on Oncotype DX after SABCS 2022

N+ 1-3LN

—----
;

Postmenopausal

11-15 16-20 21-25
Premenopausal
ET o CET ET CET| CET
CET

Courtesy of Peter Schmid, FRCP, MD, PhD



San Antonio Breast Cancer Symposium®, December 6-10, 2022
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Abemaciclib plus endocrine therapy for HR+, HER2-,
node-positive, high-risk early breast cancer: results from
a pre-planned monarchE overall survival interim analysis,
including 4-year efficacy outcomes

Stephen R.D. Johnston', Masakazu Toi, Joyce O'Shaughnessy, Priya Rastogi, Mario Campone,
Patrick Neven, Chiun-Sheng Huang, Jens Huober, Georgina Garnica Jaliffe, Irfan Cicin, Sara M.
Tolaney, Matthew P. Goetz, Hope S. Rugo, Elzbieta Senkus, Laura Testa, Lucia Del Mastro,

Chikako Shimizu, Ran Wei, Ashwin Shahir, Maria Munoz, Belen San Antonio, Valérie André, ;, .
Nadia Harbeck, Miguel Martin

'Royal Marsden NHS Foundation Trust, London, United Kingdom

Abstract GS1-09
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Key Data Sets

Localized Triple-Negative Breast Cancer

* Tutt ANJ et al. Pre-specified event driven analysis of overall survival (OS) in the OlympiA phase Il
trial of adjuvant olaparib (OL) in germline BRCA1/2 mutation (gBRCAm) associated breast cancer.
ESMO Virtual Plenary 2022;Abstract VP1-2022.

* Schmid P et al. Event-free survival with pembrolizumab in early triple-negative breast cancer.
N Engl J Med 2022;386(6):556-67.

e Pusztai L et al. Event-free survival by residual cancer burden after neoadjuvant pembrolizumab +
chemotherapy versus placebo + chemotherapy for early TNBC: Exploratory analysis from
KEYNOTE-522. ASCO 2022;Abstract 503.

 Korde LA et al. Use of immune checkpoint inhibitor pembrolizumab in the treatment of high-risk,
early-stage triple-negative breast cancer: ASCO guideline rapid recommendation update. J Clin Oncol
2022;40(15):1696-8.




ESMO VIRTUAL PLENARY

PRE-SPECIFIED EVENT DRIVEN ANALYSIS OF
OVERALL SURVIVAL (OS) IN THE OLYMPIA
PHASE |l TRIAL OF ADJUVANT OLAPARIB
(OL) IN GERMLINE BRCA1/2 MUTATION
(gBRCAm) ASSOCIATED BREAST CANCER

Andrew Nicholas James Tutt!, Judy Garber?, Richard D. Gelber?, Kelly-Anne Phillips®, Andrea
Eisen*, Oskar Thor Johannsson®, Priya Rastogi®, Karen Yongzhi Cui’, Seock-Ah Imé, Rinat
Yerushalmi®, Adam Matthew Brufsky', Maria Taboada'', Giovanna Rossi'2, Greg Yothers'?,
Christian Singer'4, Luis E. Fein'®, Niklas Loman®, David Cameron'?, Christine Campbell'3,
Charles Edward Geyer Jr'®

'Breast Cancer Now Research Unit, Institute of Cancer Research, London, United Kingdom; 2Dana Farber Cancer Institute,
Boston, MA, USA; ®Department of Medical Oncology, Peter MacCallum Cancer Center, Melbourne, Australia; *Odette Cancer
Centre, Sunnybrook Health Sciences Centre, Toronto, Canada; ®Landspitali — The National University Hospital of Iceland,
Reykjavik, Iceland; Department of Oncology, NSABP Foundation, Pittsburgh, PA, USA; "Global Medicine Development,
AstraZeneca US, Gaithersburg, MD, USA; 8Department of Internal Medicine, Seoul National University Hospital, Seoul, Korea;
9Department of Oncology, Clalit Health Services, Petah Tikva, Israel; "°Department of Hematology-Oncology, Magee-Womens
Hospital of UPMC, Pittsburgh, PA, USA; 'AstraZeneca, Royston, United Kingdom; "2Department of R&D, Breast International
Group (BIG) - AISBL, Brussels, Belgium; '3Department of Biostatistics, University of Pittsburgh, Pittsburgh, PA, USA;

4Center for Breast Health, Medical University of Vienna, Vienna, Austria; ®Department of Oncology, Instituto de Oncologia de
Rosario, Rosario, Santa Fe, Argentina; ®Skane University Hospital, Lund, Sweden; '"Department of Oncology, Edinburgh Cancer
Centre, Edinburgh, United Kingdom; '8Frontier Science Scotland, Kincraig, United Kingdom; *®Department of Clinical Research,
Houston Methodist Cancer Center, Houston, TX, USA
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Distant disease-free survival, patients (%)

100 +

80 -

60 -

40 -

20 A

Can adjuvant therapy improve outcomes
in patients with residual disease after NACT?

Yes, in patients with gBRCA1/2 mutations

OlympiA trial

Distant Disease-free Survival

Stage I-11IB breast

cancer

Overall Survival

Olaparib
< (1 year)

Placebo
(1 year)

Overall Survival benefit in subgroups

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

98.0 95.0 928 89.8

94.4 90.6 88.0 86.5 100 \ All patients — 5 | 0.678 (0.503-0.907)

% —_~_————— Priorchemo |
;\? 80 4 969 928 891 864 - Ad]UVﬁnt & ; 0783 (0444'1 365)
o Neoadjuvant —— 0.638 (0.449-0.900)

90.3 84.0 81.0 79.1 .6 Prio platinum ‘
T 60 Yes . > 0.882 (0.520-1.491)
. 3 Olaparib, 75 deaths No — | 0.601 (0.417-0.855)

S::E:t:':’ 11;);:\‘1’:;‘53 ; Placebo, 109 deaths HR status |
’ é 40 1 Difference: 4-year OS rate HR+HER2- | 0.897 (0'449'1 -784)
Difference: 4-year DDFS rate = 3.4% (95% Cl ~0.1% to 6.8%) TNBC —a— 0.640 (0.459-0.884)

7.4% (95% Cl 3.6% to 11.3%) i Difference: 3-year OS rate BRCA \

Difference: 3-year DDFS rate 6 20 - 3.8%% (95% Cl 0.9% to 6.6%) ‘
7.0% (95% Cl 3.5% to 10.6%) Stratified hezard ratio, 0.68 BRCA1 — 0.643 (0.446-0.918)
Stratified hazard ratio, 0.61 (98.5% C1 0.47-0.97) BRCA2 * \ 0.521 (0.276-0.951)

(95% CI 0.48-0.77) . P=0.009 BRCA1 and BRCA2 \ NG
T T T T T 1 T T T T T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54 025 050 075 100 125
Months since randomization Months since randomization
Olaparib better  Placebo better

Courtesy of Peter Schmid, FRCP, MD, PhD



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ”

Event-free Survival with Pembrolizumab

in Early Triple-Negative Breast Cancer

P. Schmid, J. Cortes, R. Dent, L. Pusztai, H. McArthur, S. Kimmel, J. Bergh,
C. Denkert, Y.H. Park, R. Hui, N. Harbeck, M. Takahashi, M. Untch,

P.A. Fasching, F. Cardoso, J. Andersen, D. Patt, M. Danso, M. Ferreira,
M.-A. Mouret-Reynier, S.-A. Im, J.-H. Ahn, M. Gion, S. Baron-Hay, J.-F. Boileau,
Y. Ding, K. Tryfonidis, G. Aktan, V. Karantza, and J. O’Shaughnessy,
for the KEYNOTE-522 Investigators®

N Engl J Med 2022;386(6):556-67. [J 4=
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KEYNOTE-522: Results Summary

 The median follow-up at this fourth planned interim analysis was 39.1 months.

 The estimated event-free survival at 36 months was 84.5% in the pembrolizumab-
chemotherapy group, as compared with 76.8% in the placebo-chemotherapy group (HR for
event or death, 0.63).

* Adverse events occurred predominantly during the neoadjuvant phase and were consistent
with the established safety profiles of pembrolizumab and chemotherapy.

* |In patients with early triple-negative breast cancer, neoadjuvant pembrolizumab plus
chemotherapy, followed by adjuvant pembrolizumab after surgery, resulted in significantly
longer event-free survival than neoadjuvant chemotherapy alone.

Schmid P et al. N Engl J Med 2022;386(6):556-67.
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KEYNOTE-522: Summary of First EFS Events by RCB Category

Event

Any EFS event

Secondary primary
malignancy

PD precluded definitive
surgery

Local recurrence
Distant recurrence

Death

RCB = residual cancer burden

Pusztai L al. ASCO 2022;Abstract 503.

RCB-0
Pembro Pbo
N = 497 N =219

5.2% 7.3%
0.2% 0
0 0
0.6% 1.4%
3.2% 5:5%
1.2% 0.5%

RCB-1
Pembro Pbo
N =69 N =45
17.4% 20.0%
1.4% 2.2%
1.4% 2.2%
4.3% 6.7%
8.7% 8.9%
1.4% 0

RCB-2
Pembro Pbo
N =145 N=79

25.5% 44 .3%
1.4% 3.8%
1.4% 5.1%
6.9% 8.9%
15:2% 22.8%
0.7% 3.8%

RCB-3
Pembro Pbo
N =40 N =26
72.5% 69.2%
2.5% 0
10.0% 7.7%
25.0% 7.7%
35.0% 53.8%
0 0
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KEYNOTE-522 Exploratory Analysis: Conclusions

* Prespecified exploratory analyses of EFS by RCB category show an association of increased
RCB score with worse EFS, independent of treatment group

 Among patients with residual disease at surgery, there was a lower percentage of patients in
each RCB category in the pembrolizumab group than in the placebo group, indicating that the
addition of pembrolizumab not only increased the pCR (RCB-0) rate, but also shifted RCB to
lower categories across the entire spectrum of residual disease.

e Addition of pembrolizumab resulted in fewer EFS events in the RCB-0, RCB-1, and RCB-2
categories

- Benefit was most pronounced in the RCB-2 category

* Taken together, these results indicate that the EFS benefit from pembrolizumab extends to
patients who do not achieve a pCR and suggest a contribution from the adjuvant pembrolizumab
component
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Key Data Sets

Localized HER2-Positive Breast Cancer

* Loibl S et al. Adjuvant pertuzumab and trastuzumab in patients with early HER-2 positive breast
cancer in APHINITY: 8.4 years' follow-up. ESMO Virtual Plenary 2022;Abstract VP6-2022.

* Hurvitz SA et al. TRIO-US B-12 TALENT: Neoadjuvant trastuzumab deruxtecan with or without
anastrozole for HER2-low, HR+ early stage breast cancer. San Antonio Breast Cancer Symposium
2022;Abstract GS2-03.




APHINITY Third Interim Analysis of Overall Survival

e .

Fewer deaths seen in pertuzumab (P) compared to placebo arm.
« After 8.4 years median FU, 8-year OS percents were 92.7% (P) vs. 92.0% (placebo).
* 0.7% difference (95% CI [-0.8, 2.3]; hazard ratio 0.83 [0.68, 1.02]).

» The trend towards a benefit of OS was influenced by the node positive cohort
(8-year OS percents 91.1% vs 89.2%; hazard ratio 0.80).

* Follow-up is very important to determine OS benefit of P.

Definitive OS analysis

Event-driven, after 640 deaths
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APHINITY Updated Descriptive Analysis of IDFS and Safety

The node-positive cohort derives benefit from adding pertuzumab.

 Animprovement in IDFS at 8 years of 4.9% (86.1% vs. 81.2%)

 Hazard ratio 0.72 (0.60-0.87)

 The node — negative cohort does well without the addition of pertuzumab; IDFS 93.3% at 8 years; OS 96.4% at 8 years

Hormone receptor status should not guide pertuzumab treatment decisions.
« 0.82 (0.64 — 1.06) — Hazard ratio for HR — negative cohort
« 0.75 (0.61 - 0.92) - Hazard ratio for HR - positive cohort

No new cardiac safety issues emerged at this interim analysis.
* Incidence of primary cardiac event remains <1% in both arms (0.8% P vs. 0.4% placebo)
» Three additional cardiac deaths reported
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TRIO-US B-12 TALENT: Objective Response Rate (Based on Imaging)

|ORR 17125 = 68% ‘ORR 14/24 = 58%

20% CR 2125 = 8% 20% II CR 2/124 = 8%

15/25 = 60% 12/24 = 50%

0% 0%
-40% -40%
-60% -60%

-80% -80%

Arm A (T-DXd) Arm B (T-DXd+Anastrozole)
-100% N=25* ot N=24*
BMCR EMPR ®mSD WMPD BCR EMPR mSD mPD

Waterfall plot with bars representing change in tumor size after treatment with T-DXd, compared to baseline, as per RECIST v1.1. Intention to treat population for ORR
includes all who received at least 1 cycle of protocol therapy, data cutoff 11/25/2022.
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