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Outline (2019)

« Hormone Receptor (HR) Positive
— Alpelisib > SOLAR-1
« HER2 Positive
— TDM1 in residual disease > KATHERINE

— Trastuzumab, pertuzumab and docetaxel > CLEOPATRA
updated OS

— SAFE-HEART

* Triple Negative Breast Cancer (TNBC)
— Atezolizumab and nabpaclitaxel > IMPASSION130
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Outline (2020)

Hormone Receptor (HR) Positive

HER2 Positive

— Trastuzumab Deruxtecan - DESTINY-Breast01

— Tucatinib, trastuzumab and capecitabine > HER2CLIMB
— Neratinib and capecitabine -> NALA trial

Triple Negative Breast Cancer (TNBC)
— Sacituzumab govitecan -> ASCENT trial
— KEYNOTE-355

HR pathway genes mutations
— TBCRC 048

A
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Outline (2021)

Hormone Receptor (HR) Positive
— Abemaciclib - monarchE

HER2 Positive
— Trastuzumab Deruxtecan 2> DESTINY-Breast03

Triple Negative Breast Cancer (TNBC)
— Pembrolizumab - KEYNOTE-522 and KEYNOTE-355

BRCA associated tumors
— Olaparib > OLYMPIA

!; Dana-Farber cancer Institute



Outline (2022)

— DESTINY-Breast04
— TROPICS-02
— MAINTAIN

— DESTINY-Breast04

Hormone Receptor (HR) Positive

Triple Negative Breast Cancer (TNBC)

BRCA associated tumors

— OLYMPIA survival data

Local therapy
— E2108

— NRG-BR002

!; Dana-Farber cancer Institute




Outline (2022)

-

« Hormone Receptor (HR) Positive
. — DESTINY-Breast04

— TROPICS-02
— MAINTAIN

« Triple Negative Breast Cancer (TNBC)
— DESTINY-Breast04

« BRCA associated tumors
— OLYMPIA survival data

* Local therapy
— E2108

— NRG-BR002

!: Dana-Farber cancer Institute



Antibody Drug Conjugates (ADCs)

= Deliver a toxic payload directly to the
cancer cell

= Examples: J
& = Antibody
= Ado-trastuzumab emtansine

= Trastuzumab deruxtecan
= Sacituzumab govitecan -. )€ - Cytotoxic Drug

= SGN-LIV1A N\ \
. Linker

A
!' Dana-Farber cancer Institute

9
Gaertner KM et al. The Journal of Targeted Therapies in Cancer 2015



Trastuzumab Deruxtecan

DESTINY-Breast01 (NCT03248492)

2-part, open-label, single-group,
multicenter phase 2 study

Patient Population (N = 184)

v' HER2+ metastatic breast cancer
v’ Previously received TDM1
v' Median of 6 previous treatments

ORR: 61%
PES: 16.4 months

° Dana-Farber cancer Institute
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DESTINY-Breast03: First Randomized Ph3 Study of T-DXd

Primary endpoint

T-DXd
i « PFS (BICR
Patients 5.4 mg/kg Q3W S (EIEK, _
* Unresectable or metastatic HER2-positive? (n = 261) Key secondary endpoint

+ OS

Secondary endpoints
 ORR (BICR and

breast cancer
* Previously treated with trastuzumab and
taxane in advanced/metastatic setting®

« Could have clinically stable, treated brain T-DM1 investigator)
metastases 3.6 mg/kg Q3W - DOR (BICR)
Stratification factors (n = 263) * PFS (investigator)
- Hormone receptor status N=524 - Safety
* Prior treatment with pertuzumab
 History of visceral disease
Prior therapy for MBC:
* 100% received prior
trastuzumab

» 60% received prior pertuzumab
* 16% received HER2 TKI

Cortes, J et al. ESMO 2021



DB03: Primary Endpoint - PFS by BICR

o 100 - T-DM1
°>.; mPFS, mo (95% CI) NR (18.5-NE) 6.8 (5.6-8.2)
= i 12-mo PFS rate, % 75.8 34.1

o) 80 (95% CI) (69.8-80.7) (27.7-40.5)
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o —+— T-DXd (n = 261)

o. 0 - T-DM1 (n = 263)

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 27 28 29 30 31 32
Time, months
Patients Still at Risk:
T-DXd (261) 261 256 250 244 240 224 214 202 200 183 168 164 150 132 112 105 79 64 53 45 36 29 25 19 10 6 5 3 2 0

T-DM1 (263) 263 252 200 163 155 132 108 96 93 78 65 60 51 43 37 34 29 23 21 16 12 8 6 4 1 1 1 1 1 1 1 1 0

Cortes, J et al. ESMO 2021



FDA Approval: Trastuzumab Deruxtecan in mHER2+
Breast Cancer

 December 2019: fam-trastuzumab deruxtecan-nxki received accelerated
approval for adult patients with unresectable or metastatic HER2-positive
breast cancer who have received two or more prior anti-HERZ2-based
regimens in the metastatic setting.

« May 4, 2022: the FDA approved fam-trastuzumab deruxtecan-nxki for adult
patients with unresectable or metastatic HER2-positive breast cancer who
have received a prior anti-HER2-based regimen either in the metastatic
setting, or in the neoadjuvant or adjuvant setting and have developed disease
recurrence during or within 6 months of completing therapy

g: Dana-Farber cancer Institute
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HER2 low: unmet need

Current Standard of Care

i HER2-negative k
(IHC 0, IHC 1+, IHC 2+/ISH-)
L HER2-low y
I I
HR+2 HR-b

Endocrine therapy (ET) [Checkpoint inhibitors (PD-L1+)

J

ET combinations PARP inhibitors (gBRCA+)

PARP inhibitors (gBRCA+) Sacituzumab govitecan
Chemotherapy

I A
!' Dana-Farber cancer Institute

HER2-low mBC is defined by IHC scores of 1+ or 2+/ISH-
— This is a heterogenous population with a high prevalence of HR
coexpression and without a distinct biology

HER2-low mBC is treated as HER2- mBC, with limited options for
later lines of therapy'-
— Current HER2-targeted therapies are not effective for patients with tumors
that express lower levels of HER2

Therapeutic options for patients with HR+/HER2- mBC after
CDKA4/6i progression have limited efficacy
— Real-world studies suggest a PFS of <4 months after progressive disease
with CDK4/6i°

Limited benefit exists for patients who progress after multiple
lines of chemotherapy

— In a pooled analysis of patients with HER2- mBC, eribulin and capecitabine
provide minimal benefit, with a mPFS of ~4 months and mOS of
~15 months®

1
Modi S. ASCO 2022
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DESTINY-Breast04

An open-label, multicenter study (NCT03734029)

T-DXd
Patients® 2.4 mg/kg Q3W

» HERZ-low (IHC 1+ vs IHC (n=373)
2+/ISH-), unresectable,

Primary endpoint
+ PFS by BICR (HR+)

HR+ = 480

and/or mBC treated with 1-2 HR- = 80 Key secondary

endpoints®
* PFS by BICR (all patients)
« 0S (HR+ and all patients

prior lines of chemotherapy in
the metastatic setting

 HR+ disease considered
endocrine refractory

Chemotherapy, n (%)
Stratification factors

Centrally assessed HER2 status? (IHC 1+ vs IHC 2+/15H-) Eribulin 94 {51 '1]
1 versus 2 prior lines of chemotherapy Gape::itabine 37 [20_1 )
HRE+ (with vs withoul prior treatment with CDKAS inhibitor) versus HR- )
Nab-paclitaxel 19 (10.3)
Gemcitabine 19 (10.3)
Paclitaxel 15 (8.2)
c Dana-Farber cancer Institute 15

Modi S. N Eng J Med 2022



DESTINY-B04: PFS results

Hormone receptor—positive All patients

100 " 100 .
Hazard ratio: 0.51 Hazard ratio: 0.50
. 95% CI, 0.40-0.64 = 95% CI, 0.40-0.63
9 2
< P <0.0001 < P <0.0001
g\ 80 - :é, 80 -
3 3
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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 27 28 29 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 27 28 29
No. at Risk Months No. at Risk Months
T-DXd (n=331): 331324290 265 262 248 218 198 182 165142128107 89 78 73 64 48 37 31 28 17 14 12 7 4 4 1 1 0 T-DXd (n=373): 373 365325295290 272 238 217 201 183 156 142118100 88 81 71 53 42 35 32 21 18 15 8 4 4 1 1 0
TPC (n=163): 163146105 85 84 69 57 48 43 32 30 27 24 20 1412 8 4 3 2 1 1 1 1 1 1 0 TPC (n=184): 184166119 93 90 73 60 51 45 34 32 29 26 22 1513 9 5 4 3 1 1 1 1 1 1 0
Q v Dana-Farber cancer Institute 16
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DESTINY-B04: OS results

Hormone receptor—positive

Hazard ratio: 0.64
95% ClI, 0.48-0.86
P =0.0028

100 - gy

mOS: 17.5 mo

Overall Survival Probability (%)

T-DXd
mOS: 23.9 mo

20
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 T T T T T T T T T T
01 23 456 7 8 9 10111213 14 1516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34
No. at Risk Months

T-DXd (n=331): 331325323319 314 309 303 293 285 280 268 260 250228 199190 168144116 95 81 70 51 40 26 14 9 8 6 6 2 1 1 1 0

TPC (n=163): 163151145143 139135130124115109104 98 96 89 80 71 56 45 37 29 25 23 16 14 7

Q v Dana-Farber cancer Institute

5 3 1 0

All patients

Hazard ratio: 0.64
o 95% Cl, 0.49-0.84
P =0.0010

100

T-DXd
mOS: 23.4 mo

mOS: 16.8 mo

Overall Survival Probability (%)

20 -

T T T T T T 1
0123 456 7 8 9 10111213 141516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34

No. at Risk Months
T-DXd (n = 373): 373 366 363 357 351 344 338 326 315 309 296 287 276 254 223214188 158 129104 90 78 59 48 32 20 14 1210 8 3 1 1 1
TPC (n=184): 184 171 165161 157 153 146138 128 120114 108 105 97 88 77 61 50 42 32 28 25 18 16 7 5 3 1 0

Modi S. N Eng J Med 2022
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DESTINY-B04: Outcomes in ER neg

Progression-Free Survival Probability (%)

PFS

Hazard ratio: 0.46

95% Cl, 0.24-0.89

T-DXd
mPFS: 8.5 mo

T T T T T T T T T T T T T T T T T T T

01 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 27 28

No. at Risk

T-DXd(n=40): 40 39 33 29 28 256 21 20 19 18 13 13 11 11 10 8 7 &5 & 4
TPC(n=18) 18 17 11 7 6 4 3 3 2 2 2 2 2 2 1 1 1 1 1 1

5 -' Dana-Farber cancer Institute

Months

4 4 4 3 1 0
0

0S

100

Hazard ratio: 0.48
95% Cl, 0.24-0.95

mOS: 8.3 mo

Overall Survival Probability (%)

20 [ —

r—r rr. 1. 1. 1. 1.1 1.1 1.1 1 1.1 1T 1 1T 1 T T T T T T T T
01 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 27 28

Months
No. at Risk

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
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

Modi S. N Eng J Med 2022
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DESTINY-B04: Drug-Related TEAEs in > 20% of
Patients

Nausea

[ T-DXd, Any Grade
[ T-DXd, Grade 23

TPC, Any Grade
B TPC, Grade 23

Fatigue?
Alopecia

Vomiting

Anemiac

Decreased appetite
Thrombocytopeniad
Transaminases increasede

Leukopeniaf

Diarrhea

Constipation

I I I I I
80 60 40 20 0 20 40 60 80
Patients Experiencing Drug-Related TEAE (%)

° Dana-Farber cancer Institute 19
Modi S. N Eng J Med 2022



DESTINY-B04: Overall Safety Summary

SEVCWELE WA EEES

n (%)
Total patient-years of exposure, years® 283.55 63.59
TEAEs 369 (99) 169 (98)

Grade 23 195 (53) 116 (67)
Serious TEAEs 103 (28) 43 (25)
TEAEs associated with dose discontinuations 60 (16) 14 (8)
TEAEs associated with dose interruptions 143 (39) 72 (42)
TEAEs associated with dose reductions 84 (23) 66 (38)
TEAEs associated with deaths 14 (4) 5(3)

A
!' Dana-Farber cancer Institute

* Median treatment duration
— T-DXd: 8.2 months (range, 0.2-33.3)
— TPC: 3.5 months (range, 0.3-17.6)

* Most common TEAE associated with treatment
discontinuation

— T-DXd: 8.2%, ILD/pneumonitis®
— TPC: 2.3%, peripheral sensory neuropathy

* Most common TEAE associated with dose reduction
— T-DXd: 4.6%, nausea and fatigued
— TPC: 14.0%, neutropenia?
» Total on-treatment deaths®
— T-DXd: 3.8%
— TPC: 4.7%

20
Modi S. N Eng J Med 2022



DESTINY-Breast04

T-DXd treatment showed unprecedented improvement in efficacy for patients with HER2-low mBC

Current mBC paradigm’-2

HER2+
HER2+ - IHC 3+, 2+/ISH+
15%-20%

HR+/HER2-
IHC 0, 1+, 2+/ISH-

~65%

HER2-low:
— |HC 1+ or
IHC 2+/ISH-

HER2-

HR-/HER2-

(TNBC)
" ~15%

Q v Dana-Farber cancer Institute

”

HER2+
IHC 3+
IHC2+/ISH+

HER2-low

IHC 1+
IHC2+/ISH-

““50°/o

The new mBC paradigm

T-DXd is the first HER2-targeted
therapy to demonstrate improved
efficacy in HER2-low mBC

DESTINY-Breast04 establishes
T-DXd as the new standard of
care for HER2-low mBC

Potential improvement for ~50%
of all mBC patients

Modi S. N Eng J Med 2022
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FDA Approval: Trastuzumab Deruxtecan in mHER2+
Breast Cancer

* On August 5, 2022, the FDA approved fam-trastuzumab deruxtecan-nxki
(brand name Enhertu®) for adult patients with unresectable or metastatic
HER2-low breast cancer who have received a prior chemotherapy in the
metastatic setting or developed disease recurrence during or within six
months of completing adjuvant chemotherapy.

 HERZ2-low expression was defined as IHC 1+ or IHC 2+/ISH-, determined
at a central laboratory.

g: Dana-Farber cancer Institute
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Outline (2022)

— DESTINY-Breast04
— TROPICS-02
— MAINTAIN

— DESTINY-Breast04

Hormone Receptor (HR) Positive

Triple Negative Breast Cancer (TNBC)

BRCA associated tumors

— OLYMPIA survival data

Local therapy
— E2108

— NRG-BR002

!; Dana-Farber cancer Institute
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Outline (2022)

« Hormone Receptor (HR) Positive

— DESTINY-Breast04

— TROPICS-02

— MAINTAIN

« Triple Negative Breast Cancer (TNBC)

— DESTINY-Breast04

« BRCA associated tumors
— OLYMPIA survival data

* Local therapy
— E2108

— NRG-BR002

!: Dana-Farber cancer Institute
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Sacituzumab Govitecan

Linker for SN-38 Humanized
« Hydrolyzable linker for payload

release ant_i—Trop-2 antibody
* Trop-2/EGP-1 -> pan- _  High drug-to-antibody rati + Directed toward
epithelial cancer antigen with 761y :
broad expression in many

antigen expressed on
many solid cancers

cancers
-
- Sacituzumab govitecan -> .
Trop2-specific antibody
#

(RS7), site-specifically
conjugated with a SN-38,
using a pH-sensitive linker

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

e: Dana-Farber cancer Institute
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ASCENT: Sacituzumab Govitecan in TNBC

Metastatic TNBC

(per ASCO/CAP)

=22 chemotherapies for
advanced disease

[no upper limit; 1 of the required
prior regimens could be from
progression that occurred within
a 12-month period after
completion of (neo)adjuvant
therapy)]

N=529

° Dana-Farber cancer Institute

Sacituzumab Govitecan (SG)
10 mg/kg IV
days 1 & 8, every 21-day cycle

(n=267)

Treatment of Physician’s

Choice (TPC)
(n=262)

Stratification factors
Number of prior chemotherapies (2-3 vs >3)
Geographic region (North America vs Europe)
Presence/absence of known brain metastases (yes/no)

 Phase 3 Confirmatory Study

—>

Continue
treatment until
progression
or
unacceptable
toxicity

2
Bardia A. N Eng J Med 2021

—_

Endpoints

Primary

« PFST

Secondary

* PFS for the full
population

+ OS, ORR,
DOR, TTR,
safety

6




ASCENT: Results

PFS OS

BICR Analysis SG (n=235) | TPC (n=233) SG (n=235) | TPC (n=233)
No. of events 166 150 No. of events 155 185
Median PFS—mo (95% Cl) 5.6 (4.3-6.3) 1.7 (1.5-2.6) Median OS—mo (95% CI) 12.1 (10.7-14.0) 6.7 (5.8-7.7)
HR (95% CI), P-value 0.41 (0.32-0.52), P<0.0001 HR (95% Cl), P-value 0.48 (0.38-0.59), P<0.0001
100 + 100 -

~ 807 80 -

P <

o 60 8 60

S ©

£ z

§ 40 g 40

[ e

o o

204 — SG 201 — SG
— TPC - L. - TPC
0 + Censored L. + Censored
T T T T T T T 1 0 T T T T T T T T 1
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24 27
Time (months) Time (months)
Number of patients at risk Number of patients at risk
SG 235 222 166 134 127 104 81 63 54 37 33 24 22 16 15 13 9 8 8 5 3 1 0 SG 235 228 220 214 206 197 190 174 161 153 135 118 107 101 90 70 52 43 37 30 21 13 8 1 0 O

o

TPC 233179 78 35 32 19 12 9 7 6 4 2 2 2 2 1 0 0 0 0 0 O TPC 233 214 200 173 156 134 117 99 87 74 56 50 45 41 37 30 20 14 11 7 4 3 3 2 1 0

ﬁ Dana-Farber cancer Institute 7
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FDA Approval: Sacituzumab Govitecan in mTNBC

 In April 2020, sacituzumab govitecan received accelerated approval for
patients with mTNBC who have received at least two prior therapies for
metastatic disease.

 OnApril 7, 2021, the Food and Drug Administration granted regular approval
to sacituzumab govitecan (Trodelvy, Immunomedics Inc.) for patients with
unresectable locally advanced or metastatic triple-negative breast cancer
(MTNBC) who have received two or more prior systemic therapies, at least
one of them for metastatic disease.

g: Dana-Farber cancer Institute 28



TROPICS-02

NCT03901339 ‘ ‘
Treatment was continued until progression
Metastatic or locally recurrent or unacceptable toxicity
inoperable HR+/HER2- breast
cancer that progressed after?: Sacituzumab govitecan Endpoints
10 mg/kg IV Prima
- At least 1 endocrine therapy, taxane, days 1 and 8, every 21 days L
and CDK4/6i in any setting =272 |_| - PF&byBICR
« At least 2, but no more than 4, lines of Secondary
chemotherapy for metastatic disease Treatment of physician’s choice® - OS
+ (Neo)adjuvant therapy for early-stage (capecitabine, vinorelbine, - ' bORShDOE E(I:E?FT
disease qualified as a prior line of gemcitabine or eribulin) yriean
chemotherapy if disease recurred within - « PRO
e n=271
months . Safety
- Measurable disease by RECIST 1.1 Stratification:

* Visceral metastases (yes/no)
* Endocrine therapy in metastatic setting 26 months (yes/no)

+ Prior lines of chemotherapies (2 vs 3/4)

N=543

° Dana-Farber cancer Institute 29
Rugo H, et al. ASCO 2022




Key all Grade and Grade > 3 Treatment Related AEs

TRAES, n (%) All grade Grade 23 All grade Grade 23
NeutropeniaP 188 (70) 136 (51) 134 (54) 94 (38)
Anemia® 91 (34) 17 (6) 62 (25) 8 (3)
Hematologic Leukopeniad 37 (14) 23 (9) 23 (9) 13 (5)
Lymphopenia® 31 (12) 10 (4) 25 (10) 8 (3)
Febrile neutropenia 14 (95) 14 (5) 11 (4) 11 (4)
Diarrhea 152 £57 ) 25 (9) 41 (16) 3 (1)
Nausea 148 (55) a1} i) f (3)
Gastrointestinal  Vomiting 50 (19) 1(<1) 30 (12) 4 (2)
Constipation 49 (18) 0 36 (14) 0
Abdominal pain 34 (13) 2 (1) 17 (7) 0
Alopecia 123 (46) 0 41 (16) 0
Fatigue 100 (37) 15 (6) 73 (29) 6 (2)
Other Asthenia 53 (20) 5(2) ST(15) 2 (1)
Decreased appetite 41 (15) 1(<1) 34 (14) 1(<1)
Neuropathy’ 23 (9) 21} 38 (15) 6 (2)

There were no events of interstitial lung disease in the SG arm (vs 1% in the TPC arm)
and no TRAEs of cardiac failure or left ventricular dysfunction in either arm

A
!' Dana-Farber cancer Institute

Rugo H, et al. ASCO 2022
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TROPiICS-02: Primary Endpoint

SG demonstrated a statistically significant improvementin 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

5.5 (4.2-7.0)
0.66 (0.53-0.83)
0.0003

4.0 (3.1-4.4)

46.1 (39.4-52.6)
32.5 (25.9-39.2)
21.3 (15.2-28.1)

30.3 (23.6-37.3)
17.3 (11.5-24.2)
7.1 (2.8-13.9)

o 100w 6 months 9 months 12 months
< BICR analysis
2> 904
Tfé 80 Median PFS, mo (95% ClI)
=] —
E 70 - Stratified HR (95% CI)
S 604 = Stratified Log Rank P value
- .
g syl -, 6-month PFS rate, % (95% CI)
@ T
@ 40 = 9-month PFS rate, % (95% CI)
't 30- 12-month PFS rate, % (95% Cl)
o L
2 20 TR
9 iy SN 1
o 104~ SC :‘. “h
2 TPC P - '
0 T T T t — i T T T T T T 1
0 3 6 9 12 15 18 21 24
. : Time (months)
No. of patients at risk (events)
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)

I A
!' Dana-Farber cancer Institute

Rugo H, et al. ASCO 2022
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TROPICS-02: Overall Survival

100 - o, _

90 - y Number of events 149 144
. Liig;, Wy Median OS, mo (95% Cl) 139 (12.7-15.4) 12.3 (10.8-14.2)
= s
% 70 - g, Stratified HR (95% ClI) 0.84 (0.67-1.06)

Qo

g Stratified Log Rank P value P=0.14

Tl L

2 T My

> 40

=

4 8-

S

g 20_ n

o) SR L « OS data is not yet mature at the

10 : : .

TPC P first of three planned OS analyses
0 T ' I . ' 1 ' ' I 4 : | . y I ' ' I ' N I ' b I B ‘ I b ' 1 ~ 5
0 3 6 9 12 15 18 21 24 27 30 * Further follow-up is ongoing

Time (months)
No. of patients at risk (events)

SG 272(0) 247 (14) 215(41) 183 (64) 123 (100) 77 (126) 47 (137) 29(146)  7(149)  2(149) 0 (149)
TPC 271(0) 224 (11) 177(53) 150(77) 96(109) 56 (127) 35(131) 20(137)  5(143)  0(144)

!: Dana-Farber cancer Institute 32

Rugo H, et al. ASCO 2022



TROPiICS-02: Overall Survival (2"9 Interim Analysis)

Overall Survival Probability (%)

191 199
14.4 (13.0-15.7) 11.2(10.1-12.7)
0.79 (0.65-0.96)
P=0.020
61 (55-66) 47 (41-53)

100-
\ 12 months

804 ] Number of events

704 5 Median OS, mo (95% CI)

- 1 Stratified HR (95% Cl)

504 3 Stratified Log Rank P value
i 12-month OS rate, % (95% Cl)
30 1

[
204 ; -
104 SG J )
TPC ' —
D L] L I L] T l L] L] | ] L] jl l T L] | T L] | L) T | L T [ L] T I T L] l T L) |
0 3 6 9 12 15 18 21 24 27 30 33 36

No. of Patients Still at Risk (Events)

SG 272(0)
TPC 271(0)

221 (44)
196 (64)

252 (16)
246 (16)

197 (67) 160 (104) 120 (137) 80 (158)
164 (95) 122 (137) 92 (163)

Time (months)

2(190)
1({199)

0(191)
0 (199)

53(173) 31(183) 20(188)
13 (196)

4 (190)

70 (174) 49(183) 23(193) 5(198)

+ SG demonstrated a statistically significant improvement in OS vs TPC with 21% reduction in the risk of death; having met statistical
significance, no further formal statistical testing of OS will occur

» Patients who received SG survived a median of 3.2 months longer than those who received TPC

Median follow-up was 12 5 months
05, overall survival, SG, sacituzumab govitecan;, TPC, treatment of physician's choice

A
!' Dana-Farber cancer Institute
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MAINTAIN - P2 RCT
Role of continuing CDK4/6i post PD on CDK4/6i

Primary Endpoint

Key Entry Criteria o '%S o * PFSlocally assessed
ibociclib + Switc i
* Progression on ET + any CDK 4/6 inhibitor Endo Tx S?cog:::zl lﬁ::g‘:::: i

* ER and/or PR > 1%, HER2- MBC 1:1
* <1 line of chemo for MBC

* Measurable or non-measurable
* Postmeno or premeno and GnRHa N=120

* Clinical benefit rate
Arm 2 « Safety
Placebo + Switch *  Tumor and Blood Markers
Endo Tx (including ctDNA)

Demographic characteristics:

* Most patients had no intervening therapy after PD on CDK4/6i (90%+)
* Most received prior palbociclib (87%)

* Duration (median) prior CDK4/6i: ~16 months

* Endo therapy — Fulvestrant 83%; Exemestane 17%

" Dana-Farber cancer Institute 36
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MAINTAIN: PFS

— 1.00+
[
g ~+~ Placebo =+ Ribociclib Placebo+ Ribociclib +
2 0.75- ET (n=59) ET (n=60)
e HR = 0.57 (95% CI: 0.39 - 0.85) Median: 2.76 5.29
3 95% CI (months) (2.66-3.25) | (3.02-8.12)
c 0.501 p=0.006 Number of Events 47 56
‘®
®  0.25 A 2.5 months
S g -
- 0.00- "
0 10 20 30
Placeboq{ 59 8 1 1
Ribociclib4 60 12 5 2
0 10 20 30
Time from Randomization (months)
5: Dana-Farber cancer Institute 37
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MAINTAIN: PFS

- 1.00 1
g ~+~ Placebo =~ Ribociclib Placebo+ Ribociclib +
3 0.75 - ET (n=59) ET (n=60)
e HR = 0.57 (95% CI: 0.39 - 0.85) Median: 2.76 5.20
g 95% Cl (months) | (2.66-3.25) | (3.02-8.12)
c 0.501 p=0.006 Number of Events 47 56
‘»
® 0251 A 2.5 months
g M
“  o000{ | _ —
0 10 20 30 Placebo + ET Ribociclib +
Placebo{ 59 8 1 1 (n=59) ET (n=60)
Ribociclibd 60 12 5 2 PFS rate at 6 23.9% 41.2%
" ' y y months (95% CI) | (12.8%-35%) | (27.8%-54.6%)
0 10 20 30
Time from Randomization (months) PFS rate at 12 7.4% 24.6%
months (95% CI) | (0.4%-14.3%) | (12.5%-36.7%)
c Dana-Farber cancer Institute 38
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MAINTAIN: PFS by Subgroup

Subgroup N Hazard Ratio [95% CI]
Age <= 65 87 —— 0.68 [0.43, 1.06]
Age > 65 32 —— | 0.31[0.12, 0.80]
Race White 88 —— 0.58 [0.36, 0.92]
Race Non-White 31 *——— 0.63 ]0.30; 1.33]
ECOGO0 78 ——- 0.66 [0.40, 1 07]

@ 4 = 0 43 [0
Prior Palbociclib 0.58 [O.
Prior RIbOCICIIb 0.50 [O.

: 0. L. :
Duration Prior CDK 4/6 > 12 80 e 0.76 [0.47, 1.24]
Visceral Disease Yes 71 —— 0.49 [0.29, 0.83]
Visceral Disease No 48 *— 0.69 [0.37, 1.29]
Bone Disease Yes) 22 ® : 0.54 [0.20, 1.49]
Bone Disease No 97 —— 0.58 [0.38, 0.90]
Prior Endocrines Mets Setting <2 97 ——! 0.62 [0.40, 0.96]
Prior Endocrines Mets Setting >=2 22 ————— 0.39 [0.14, 1.12]
| | i | |
g 68 9 158 2
<-Favors Ribociclib + ET Favors Placebo + ET->
[ 7= Dana-Farber cancer Institute 39
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MAINTAIN — CDK4/6i post PD CDK4/6i

Strengths
* First randomized trial addressing this important question
* Well designed phase 2 trial

Limitations

* Unclear if need to switch both ET and CDK4/6i
* Small study — not practice changing need additional data

" QOther trials evaluating this question underway

PALMIRA - P2 RCT (NCT03809988) ET vs ET/Palbo (post PD Palbo)
PACE - P2 RCT (NCT03147287) Fulv vs Fulv/Palbo vs Fulv/Palbo/Avelumab (postPD any CDK4/6i)
EMBER-3 (P3 RCT) (NCT04975308) Oral SERD vs ET PC vs oral SERD/Abema (post PD any CDK4/6i)

PostMONARCH (P3 RCT) (NCT05169567)  Fulv/Placebo vs Fulv/Abema (post PD any CDK4/6i)

* While encouraging, still leaves room for additional improvement in outcome

[ 7= Dana-Farber cancer Institute 40
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OlympiA: Study Design

Local genetic testing or Neoadjuvant Group

on-study central screening . TNBC: non-pCR Olaparib
(Myriad Genetics Inc.) e 300 m
* Hormone receptor—positive: _ g
+» non-pCR and CPS+EG score = 3 . twice daily
Germline pathogenic or for 1 year
likely pathogenic BRCA1/2 2 6 cycles
mutation Neoadjuvant ==» Surgery =9 +/- Radiotherapy .
Chemotherapy 1:1
_ " =» Randomization
HER2—-negative B Adjuvant Group N=1836
(hormone receptor—positive - TNBC: 2 pT2 or = pN1
or TNBC) « Hormone receptor—positive: |
» 24 positive lymph nodes . | L Placebo
Stage II-lll Breast Cancer > 6 cycles twice daily
or lack of PathCR to NACT Surgery =  Adjuvant = +/- Radiotherapy | for 1 year
Chemotherapy

7 Dana-Farber cancer Institute

<y

Primary End Point

Invasive disease-free survival
(IDFS) by STEEP system’

Secondary End Points

Distant disease-free survival’
(DDFS)

Overall survival' (OS)
BRCA1/2 associated cancers
Symptom / Health related QoL
Safety

Tutt Aetal. ASCO 2021
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OlympiA: Patient Characteristics

Olaparib (N=921)

Placebo (N=915)

BRCA gene affected in germline
BRCA1

BRCAZ2

BRCA1 and BRCAZ2

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

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

Hormone receptor status
HR = 1% / HER2-

168 (18.2%)

157 (17.2%)

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

871 (94.6%)
247 (26.8%)

TNBC 751 (81.5%) 758 (82.8%)
Prior chemotherapy

Adjuvant 461 (50.1%) 455 (49.7%)
Neoadjuvant 460 (49.9%)

(
460 (50.3%)
(

849 (92.8%)
239 (26.1%)

Concurrent endocrine therapy (HR-positive
only)

146/168 (86.9%)

142/157 (90.4%)

!: Dana-Farber cancer Institute
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OlympiA: Toxicity

Olaparib Placebo

23%
27%

Nausea o7%
Fatigue

Anemia

Vomiting

Headache
Diarrhea
Neutropenia

Leukopenia 0 Grade 1

B Grade 2
Bl Grade = 3

(Grade 2 3, %)

Decreased appetite
Dysgeusia
Dizziness

Arthralgia

60 40 20 0 20 40 60
Adverse events %

° Dana-Farber cancer Institute 45
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OlympiA: IDFS

- 85.9
. 80 - 88.4
fl-_J 81.5 77 1
(O NE)
g 60
2T
T 2 :
2 ; 40 - - Olaparib (106 events)
§ Placebo (178 events)
=
20 7 - ;
Stratified hazard ratio 0.58 (99.5% CI, 0.41-0.82); P<0.0001
5 Difference: 3-year IDFS rate 8.8% (95% CI, 4.5-13.0%)
I I | | | I | |
0 6 12 18 24 30 36 42
T Time since randomization (months)
Olaparib 921 820 737 607 477 361 276 183
Placebo 915 807 732 585 452 303 256 113

5 ' Dana-Farber cancer Institute 46
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OlympiA: DDFS

100 - s 94.3
< g0 90.2
2 Bae 80.4
e
s
®» 60 -
@
o
% A0 = = Olaparib (89 events)
3 Placebo (152 events)
©
£ 20+ " .
= Stratified hazard ratio 0.57 (99.5% ClI, 0.39-0.83); P<0.0001
= 5 Difference: 3-year DDFS rate 7.1% (95% CI, 3.0-11.1%)
| | | | | | | |
0 6 12 18 24 30 36 42
_ Time since randomization (months)
. atrisk
Olaparib 921 823 744 612 479 364 219 187
Placebo 915 817 742 594 461 399 263 179

5 ' Dana-Farber cancer Institute 47
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OlympiA: Second Overall Survival Interim Analysis

100 1 — —--,98.'.0 : 950 92.8 B
96.9 22 ——— ' —
. 80 - ’ 89.1 86.4 -
S
S 60 -
e o/
-
c=‘: 404 - - Olaparib (75 deaths, 70 due to breast cancer) 3 ' 8 A) I m p rove me nt OS at 36 m O
§ Placebo (109 deaths, 103 due to breast cancer)
2 Go-
Stratified hazard ratio 0.68 (98.5% CI: 0.47, 0.97); P = 0.009 crossing the significance boundary of 0.015
0 i 1 i 1 I 1 I 1 I | I
0 6 12 18 24 30 36 42 48 54
No. at risk Time since randomisation (months)
Olaparib 921 862 844 809 T3 672 560 437 335 228
Placebo 915 868 843 808 752 647 530 423 333 218
ﬂ Dana-Farber cancer Institute 48
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FDA approval

 On March 11, 2022, the Food and Drug Administration approved
olaparib (Lynparza®, AstraZeneca Pharmaceuticals, LP) for the
adjuvant treatment of adult patients with deleterious or suspected
deleterious germline BRCA-mutated (gBRCAmM) human
epidermal growth factor receptor 2 (HER2)-negative high-risk
early breast cancer who have been treated with neoadjuvant or
adjuvant chemotherapy.

Q v Dana-Farber cancer Institute
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E2108: randomized phase lll trial of systemic therapy +/- early local
therapy in women with de novo stage IV breast cancer

° Dana-Farber cancer Institute 52
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E2108: randomized phase lll trial of systemic therapy +/- early local
therapy in women with de novo stage IV breast cancer

Overall Survival (Primary Endpoint)

1.0
0.9
0.8
0.7
0.6

0.5 H

Stratified log-rank P = .57

.
0.4 -
HR = 1.11, 90% CI (0.82 to 1.52)

0S (probability)

0.3
3-year rate (85% Cl)

L1
Continued systemic therapy 67.9% (58.8 to 75.5)

n 0y
01 ___ Early local therapy 68.4% (59.0 to 76.1)

0.2

T T T T T T T T T T T
0 6 12 18 24 30 36 42 43 54 60 66

Time Since Random Assignment (months)

Mo. at risk:

Continued
systemic therapy 131 125 115 105 93 87 77 71 B8 40 12 3

Early local therapy 125 112 103 97 91 &85 7% 70 64 36 8 2

A
!' Dana-Farber cancer Institute

Locoregional Progression (Secondary

Endpoint)

1.0 H

Continued systemic therapy 3-year rate (95% Cl)

EE 0.9 1 —--= Early local therapy 39.8% (31.8 to 49.1)

a 0.8 + 16.3% {10.7 to 24.4)

o

= 0.7

@

o o6 HR = 0.34, 95% CI (0.21 to 0.56)

£

@

=

=

L

=

=

=

ol

Time Since Random Assignment (months)

Mo. at risk:
Continued

systemic therapy 131 108 89 7% 67 59 &0 44 30 2 3 1
Early local therapy 126 107 95 8% 80 74 67 61 47 33 9 3

Khan SA, et al. J Clin Oncol 2022 *°



NRG-BR002: A phase IIR/Ill trial of standard of care systemic therapy with or
without SBRT and/or surgical resection for newly oligometastatic breast cancer

STRATIFICATION

* Metastases (1 vs. >1)

* Hormone receptor status (ER+ and/or PR+ vs. ER- and PR-)
« HER2 status (Positive vs. Negative)

« Chemotherapy for MBC (Yes vs. No)

S Targeted Accrual:
' RANDOMIZATION 1:1 Phase lIR: 128
' Phase lll: 360 (Ph IR + 232)
K AR S S AR
ARM 1 | ARM 2
Symptom directed palliative Total ablation of all
therapy as needed ! metastases
Standard systemic therapy Standard systemic therapy

!: Dana-Farber cancer Institute
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NRG-BR002: A phase IIR/Ill trial of standard of care systemic therapy with or
without SBRT and/or surgical resection for newly oligometastatic breast cancer

l

l

!

Phase lll (n=+232):
 Hypothesis: Metastasis-directed therapy of all VISIBLE lesions with systemic
therapy will improve OS (HR=0.67, corresponding to 5-year OS from 28% to
42.5%).

[ 7= Dana-Farber cancer Institute 55
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NRG-BR002: A phase IIR/Ill trial of standard of care systemic therapy with or
without SBRT and/or surgical resection for newly oligometastatic breast cancer

PFS by Treatment Arm

1o [p=0.36 (one-sided log-rank)]
SOC SOC+A
5 o (n=65) | (n=60)
® L
cg (70% CI) (38.9%, 52.5%)  (39.2%, 54.3%)
LoE- T 1T T R I R R S T R R T T T 1 1 1T 1 1 5T
[V
f 1 4
5 o —\ﬁﬁ—t:l_11 oo month 32.8% 38.1%
g, - 0% O (26.0%, 39.5%)  (29.7%, 46.6%)
s 25 : : 2
1 I mPFS
| : —— — 1
! Design 10.5months § 19 months |
0 [ S0C — — SOp+A| - : I I
soc |es a7 3 23 | 1 24 20 13 Observed L 23 months L 19.5 months |
SOC+A |60 42 3 23 | s 15 13 A || R SR S R R e
0 8 iy By 24 R 55 | HR[SOC+A/SOC] (70% ClI): 0.92 (0.71, 1.17)
Time Since Randomization (Months)
# of Patients Failed Censored Hazard Ratio (70% CI)
g% " gg 3{2) ig - 0R7L1 i Median Follow-up = 35 months
sl (min-max: 0.03-62.74)
" Dana-Farber cancer Institute 56
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Conclusions

* First approved drug in HER2 low breast cancer
 First approval of PARPI in the early-stage setting

* No role for breast surgery or ablation of metastases for most
patients with de novo metastatic breast cancer

A
!, Dana-Farber cancer Institute
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