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3.

Objective: State of TNBC

Evolving Therapies for Early TNBC
Evolving Therapies for metastatic TNBC

Will offer my opinion on treatment sequencing



Neo/Adjuvant



KEYNOTE-522 Study Design (NcT03036488)

< Neoadjuvant Phase » ¢ Adjuvant Phase =——p
Neoadjuvant Treatment1 Neoadjuvant Treatment2 Adjuvant Treatment
(cycles 1-4; 12 weeks) (cycles 5-8; 12 weeks) (cycles 1-9; 27 weeks)

Key Eligibility Criteria
Age 218 years
Newly diagnosed TNBC of Pembrolizumab 200 mg Q3W
either T1c N1-2 or T2-4 N0O-2
ECOG PS 0-1

Tissue sample for PD-L1
assessment?

Pembrolizumab 200 mg Q3W

S
U
R
(€]
E
R
Y

Placebo

Placebo

Stratification Factors:

» Nodal status (+ vs -)

« Tumor size (T1/T2 vs T3/T4)

« Carboplatin schedule (QW vs Q3W)

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

aMust consist of at least 2 separate tumor cores from the primary tumor. ®Carboplatin dose was AUC 5 Q3W or AUC 1.5 QW. cPaclitaxel dose was 80 mg/m2 QW. 4Doxorubicin dose was 60 mg/m? Q3W.
eEpirubicin dose was 90 mg/m? Q3W. fCyclophosphamide dose was 600 mg/mZ Q3W.

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Primary Analyses of KEYNOTE-522

pPCR at 1A11 EFS at 1A42
HR
Pembro + Chemo (N = 401) n/N Events (95% ClI) P-value
Pbo + Chemo (N = 201) Pembro + Chemo 123/784 15.7% 0.63¢
' 0.00031¢
100— Pbo + Chemo 93/390 23.8% (0.48-0.82)
A 13.6 (5.4-21.8)2 100— .
90 P=0.00055b :
: 90 ' 84.5%
80— ,
| < g0
64.8% —
~ 10— S 70— ' 76.8%
o 2% 2 an !
< 60— >1-2% ‘% el |
wn — 1
2 50- o >0 |
o\° :3 40— 1
o 40— S 30— |
) 3 30 :
30— 20 :
10— i
20— Median follow-up®: 39.1 mo |
0 | | | | | | | | | | | i | | | | |
10— 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
- No: at risk Time, months
_ 784 781 769 751 728 718 702 692 681 671 652 551 433 303165 28 0 0
ypTO0/Tis ypNO 390 386 382 368 358 342 328 319 310 304 297 250 195140 83 17 0 0

1. Schmid P, et al. N Engl J Med 2020;382:810-21.2. Schmid P, et al. N Engl J Med 2022;386:556-67. 2Estimated treatment difference based on Miettinen & Nurminen method stratified by randomization
stratification factors. "Prespecified P-value boundary for significance of 0.003 was crossed; data cutoff date: September 24, 2018. cHazard ratio (Cl) analyzed based on a Cox regression model with treatment
as a covariate stratified by the randomization stratification factors. dPrespecified P-value boundary of 0.00517 was crossed. ¢Defined as the time from randomization to the data cutoff date of March 23, 2021.
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Neoadjuvant CIT in TNBC: pCR rates by PD-L1 expression

PDL1-positive and PDL1-negative patients benefit from CIT

Keynote 522 Impassion 031
07  PD-L1 PD-L1 100 - PD-L1 PD-L1
%0 negative positive Inflamed tumours with high pCR positive negative
. 90 -
A14.2%
801 804 A19.5%
£ 70
:’\o WEEN 68.8% A 13.3%
S 5 -
S 4 49.3%
0 1 34.4%
20 -
10 -
0 -
CPS <1 CPS 21 . CPS210 CPS220 | SP142 >1% SP142 <1%

Immunogenic EEEZATETE 82%

ESMO VIRTUAL PLENARY Curigliano-ESMO 2021

Ty

Schmid P, et al. ESMO 2019, Schmid, et al NEJM 2020, Mittendorf et al, Lancet. 2020 Oct 10;396(10257):1090-1100



Prevalence of RCB Categories in All Patients

100 — Median RCB
scores (range) RCB-0 RCB-1 RCB-2 RCB-3
90 [ Pembro + Chemo T —— 0 1.06 1.92 3.85
(0-0) (0.17-1.35)  (1.37-3.26)  (3.36-5.19)
M Pbo + Chemo
80 — St Bhomo 0 1.08 2.03 3.83
(0-0) (0.53-1.33)  (1.38-3.28)  (3.30-4.87)
7=

63.4%

Prevalence, %
N
(@)
|

n=497 n=219 n=69 n=45 n=145 n=79 n=40 n=26
RCB-0 RCB-1 RCB-2 RCB-3

Among all patients (n=1174), 54 patients (4.6%) had missing RCB categorical data: 33 (4.2%) in the pembro + chemo group and 21 (5.4%) in the pbo + chemo group.
Data cutoff date: March 23, 2021.
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EFS in RCB-0

100 | I ] 1 94.7%

90 —
80 —
70—

60 — HR

n/N Events (95% CI)
Pembro + Chemo 26/497  5.2% 0.702
Pbo + Chemo 16/219  7.3% (0.38-1.31)

90 —

40—
30—

Event-free Survival (%)

20 —
10 —
0

rFrrr° 1T 117 ©1 T T "I T 1T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Time, months
No. at risk
497 497 497 493 487 486 482481476474 463 390310223124 18 0 O

219219219218 216 209 208 205 202202199167132 89 58 10 0 O

aHazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate. Data cutoff date: March 23, 2021.
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EFS in RCB-1

100 =
90 —

80~ 83.8%

70 —

60 —
HR

50 — n/N Events (95% CI)

40 — Pembro + Chemo 12/69 17.4% 0.922

30 Pbo + Chemo 9/45 20.0%  (0.39-2.20)

Event-free Survival (%)

20
10=
0

r— 1.1 1 1 1 1 1T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Time, months
No. at risk
69 69 68 67 67 65 62 61 61 60 59 50 38 24 9 1 0 O

45 45 45 44 44 43 42 41 41 39 38 32 2518 11 1 0 O

aHazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate. Data cutoff date: March 23, 2021.
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EFS in RCB-2

100 —
90
80—
70—

60 —

HR
55.9% n/N Events (95% Cl)

950 —

40— Pembro + Chemo 37/145  25.5% 0.522

30— Pbo + Chemo 35/79  44.3% (0.32-0.82)

Event-free Survival (%)
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r 1. 1 1 1 1 1T T 1T 1T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Time, months
No. at risk
145145143140132126123 117 114112107 90 70 46 26 9 0 O

79 79 78 74 69 65 57 53 49 46 45 40 29 24 7 2 0 O

aHazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate. Data cutoff date: March 23, 2021.
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EFS in RCB-3

100 —
90 —
80—
70—
60 —
50 —
40 —

n/N

Events

HR
(95% Cl)

Pembro + Chemo
Pbo + Chemo

30—

Event-free Survival (%)
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T 1
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40 39 38 31 23 22 18 17 15 13 12
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33 36 39 42 45 48 51

w O
o O
o O

~N o
~N W
N W

aHazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate. Data cutoff date: March 23, 2021.
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1.24
(0.69-2.23)
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Neoadjuvant Phase Il Study of
Pembrolizumab and Carboplatin plus
Docetaxel in Triple Negative Breast
Cancer (NeoPACT)

Priyanka Sharma, Shane R. Stecklein, Rachel Yoder, Joshua M. Staley, Kelsey Schwensen, Anne O'Dea, Lauren Nye,
Manana Elia, Deepti Satelli, Gregory Crane, Rashna Madan, Maura F. O’'Neil, Jamie Wagner, Kelsey E. Larson,
Christa Balanoff, Milind A. Phadnis, Andrew K. Godwin, Roberto Salgado, Qamar J. Khan, Joyce O'Shaughnessy
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Study Design-- NeoPACT

Pre-Surgery —> Treatment (18 weeks) —J Surgery Follow-up
Adjuvant
therapy

at provider

discretion

» Blood

» Breast imaging

No adjuvant
» Pre-therapy tumor specimen

pembrolizumab
per protocol

» Blood

» Breast imaging
» Tumor tissue

 NCI Ncu- Sites: University of Kansas and Baylor University Medical Center THE UNIVERSITY OF KANSAS
- - CANCER CENTER
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RESULTS: Pathologic Complete Response

100%
80%

60%

53% Bl pCR
N RCB 0+1

40%

39%

20%

0%

ALL Node Node ERand PR ER/PR PD-L1 PD-L1
(N=109) negative  positive <1% 1-10% positive  negative
(N=68) (N=41) (N=92) (N=17) (N=50) (N=56)

No patients had disease progression during neoadjuvant treatment.
Among patients with stage lI-lll disease and ER & PR IHC <1%, pCR and RCB 0+1 rates were 59% and 69%, respectively.
pCR in TNM stage |, Il, and lll disease was 69%, 59%, and 43%, respectively.

VVY

Error bars represent 95% binomial confidence intervals
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RESULTS: Event Free Survival

2-year EFS Median follow-up 24.4 months
100
90
<3
3
w —~
f -
=
n 1
b4 |
® 704 :
u
= [
) 1
&l . :
Residual disease vs pCR: 2 2
HR 9.12 (95% CI 1.98-41.94), | | Residual disease
50 4 | log-rank p=0.001 \
L
0 6 12 18 24 30 36
Months since diagnosis
Number at risk
All 13 108 95 75 54 37 18
pCR 63 62 55 48 38 28 13 Survival analysis includes all patients in the ITT
Residual disease 49 46 40 27 16 9 5 population except for N=2 who are awaiting surgery

2022 AS CO PRESENTED BY Content of this presentation is the property of the AS CO ‘w' .f ,' .

uthor, B sed by ASCO. P ired | s
Priyanka Sharma, M.D. . anses vy ermission required for reuseR KNOWLEDGE CONQUERS CANCER



Adverse event (AEs)

Grade 3 or higher treatment- related AEs (TRAEs) were observed in 26.9% of patients
* Most common grade 3 or higher TRAEs were

* Diarrhea 4.3%

* Anemia 3.5%

* Peripheral sensory neuropathy 2.6%

Treatment discontinuation due to AEs

* TRAEs led to discontinuation of any drug in 12% of patients

* discontinuation of pembrolizumab due to TRAE occurred in 7% of patients
* Discontinuation of chemotherapy due to TRAE occurred in 10% of patients

* Treatment-related AEs that occurred in at least 10% of patients are reported.

®Grade 1=40.0%, Grade 2=18.3%, Grade 3=4.3%, Grade 4=0%
Peripheral sensory neuropathy was mainly grade 1 (26.9%), with 10.4% and 2.6% of
patients experiencing grade 2 and 3 peripheral neuropathy, respectively (Grade 4=0%).

2022 ASCO m PRESENTED BY Dktel St S el
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Immune-Mediated Aes (iAEs)

Treatment-related IAEs were observed in 27.0% of patients.

» 4.3% experienced grade 3 or higher iAE.

* Most common grade 3 or higher IAE was colitis (1.7%)
* No cases of hypophysitis or adrenal insufficiency were noted

All grades
(N=115)

Any IAE 31 (27.0%)

Treatment-related IAE

Grade 1-2 Grade 3-4*

26 (22.6%)

5 (4.3%)

Rash 21 (18.3%)
Hypothyroidism 4 (3.5%)
Colitis 2 (1.7%)
Myocardial infarction*® 1 (0.9%)
Inflammatory dermatitis 1(0.9%)
Autoimmune disorder 1(0.9%)
Hyperthyroidism 1 (0.9%)
Thyroiditis 1(0.9%)
Cranial nerve palsy 1 (0.9%)
Focal meningomyelitis 1(0.9%)

21 (18.3%)
4 (3.5%)
0 (0%)

0 (0%)

0 (0%)

0 (0%)
1(0.9%)
1 (0.9%)
1 (0.9%)
1 (0.9%)

0 (0%)
0 (0%)
2 (1.7%)
1(0.9%)
1(0.9%)
1 (0.9%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)

* N=1 grade 5 event

® Myocardial infarction requiring percutaneous coronary intervention
with diagnosis of coronary artery disease 2 weeks following first
cycle of study treatment. Following this event, subject was removed
from study treatment per treating provider and started on alternative
chemotherapy. Patient suffered another myocardial infarction 3
weeks after stopping study treatment, leading to death

¢ GADG65-positive autoimmune encephalitis.

20220 ASCO i
m Priyanka Sharma, M.D.
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Summary Current Therapy Sequence

Adjuvant

Neo-Adjuvant/Adjuvant
Chemotherapy

1. pCR:

AC-paclitaxel + Carboplatin + Pembrolizumab —(T > 2cm *  Pembrolizumab-- can exclude if intolerable or pt preference

and/or N+)

Taxotere Cytoxan x 4/6 —(T < 2cm)

AC-paclitaxel --T < 2cm

AC-paclitaxel + Carboplatin-- pembrolizumab contraindicated
Taxotere + carboplatin +/- pembrolizumab- when appropriate

2. Non-pCR
*  Pembrolizumab
* Pembrolizumab + Capecitabine-- Especially if RCB II/1lI
*  Pembrolizumab + Olaparib—If gBRCA positive
* Capecitabine— if not pembrolizumab candidate

e Olaparib—if gBRCA and not pembrolizumab candidate




Study- Pembrolizumab 200mg q3WK + Olaparib 300MG bid (N)

Keynote 365 cohort A—mCRPC (84)!

KeyLYNK 007- Advance solid tumors (168)2

Toxicities (%)

o Common-all grades
. Nausea (33)
. Anemia (31)
o Grade >=3-TRAEs (35)
o Grade 5—(2)

o Common- all grades
. Nausea (39)
. Anemia (30)
. Fatigue (16)
o Grade 3-4 (36)

Phase Il Niraparib and Pembrolizumab mTNBC (55)3

o Grade All
. Nausea (55)
. Fatigue (44)
. Anemia 35)
. Thrombocytopenia (25)
o Grade 3 AE’s (58)- Fatigue, Anemia, Thrombocytopenia

Study--Pembrolizumab 200mg q3WK + Xeloda 1000mg/m2 bid (N)

Phase Il mBC (30)*

Toxicities (%)

o Common-all grades occurring in >= 50% pts

. Hyperglycemia (87)

. Elevate ALK (67)

. Amenia (60)

. Fatigue (57)

. Lymphopenia (53)

. Elevated AST (53)

. Nausea (53) Diarrhea (50)
o Grade >3 in >=10%

. Lymphopenia (20)

. Hand Foot (13)

. Elevated ALK (10)

. Anemia (10)

1. Yu et al, JCO GU cancer symposium 2020, 2. Maio et al, Clinical Cancer Research 2021, 3. Vinayak et al Jama Oncology 2019, 4. Shah J Immuno Cancer, 2020
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San Antonio Breast Cancer Symposium®, December 7-10, 2021

KEYNOTE-355 Study Design (NcTo2819518)

Key Eligibility Criteria
* Age 218 years
Central determination of TNBC and
PD-L1 expression?
Previously untreated locally recurrent
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

Adequate organ function

No systemic steroids . g . ]
No active CNS metastases Stratification Factors:

No active autoimmune disease * Chemotherapy on study (taxane or gemcitabine-carboplatin)
' « PD-L1 tumor expression (CPS 21 or CPS <1)f
* Prior treatment with same class chemotherapy in the
neoadjuvant or adjuvant setting (yes or no)

Pembrolizumab® + Chemotherapy®

Progressive

disease¢/cessation
of study therapy

aBased on a newly obtained tumor sample from a locally recurrent inoperable or metastatic site (an archival tumor sample was used with permission from the study sponsor if a new tumor
biopsy was not obtainable). PPembrolizumab 200 mg intravenous (IV) every 3 weeks (Q3W). °Chemotherapy dosing regimens are as follows: Nab-paclitaxel 100 mg/m2 IV on days 1, 8,
and 15 every 28 days; Paclitaxel 90 mg/m2 IV on days 1, 8, and 15 every 28 days; Gemcitabine 1000 mg/m2/carboplatin AUC 2 on days 1 and 8 every 21 days. “Normal saline.

eTreatment may be continued until confirmation of progressive disease. fPD-L1 assessed at a central laboratory using the PD-L1 IHC 22C3 pharmDx assay and measured

using the combined positive score (CPS; number of PD-L1—positive tumor cells, lymphocytes, and macrophages divided by total number of viable tumor cells x 100).

This presentation is the intellectual property of Javier Cortes. Contact him at for permission to reprint and/or distribute.

Javier Cortes, MD



Progression Free Survival by PD-L1 expression

Progression-Free Survival: PD-L1 CPS 21

niN Events

Progression-Free Survival: PD-L1 CPS 210

HR
(95% Cl)

P-value

5.6 months

1004 HR P-val Lt
56.4% niN Events 3 -va'ue
90- % 6°/: 31.7% (95% CI)  (one-sided) 90
' 19.4% Pembro + Chemo 288/425 67.8% 0.74 0.00142
80 % (0.61-0.90) o 80
2 i Placebo + Chemo 162/211 76.8% E
c 1 o 70+
9 70 1 =
£ 1 [
T 60- ! T 60
s ! 7.6 months L ——
Q i e et o e 12 ST SRS S 9
o ! 5.6 months o
£ 40- | | £ 40-
g ] | 5
O 30+ : | 307
8 : : ¢
20 | 20
I |
107 l : 10
| |
0 T f T t T T T T T T T 1 0 T
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3
Time, months i
No. at risk No. at risk
425 315 202 143 94 72 60 LH 32 16 6 0 0 220 173
211 158 81 5 28 20 74 11 10 8 3 1 0 103 80

aPrespecified P value boundary of 0.00111 not met.

Hazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate stratified by the randomization stratification factors. Data cutoff December 11, 2019.

3Prespecified P value boundary of 0.00411 met.

Presented By Javier Cortes at TBD

122
#

96
30

12 15 18 21 24 271 30

Time, months

63 52 44 37 25 12 5

18 15 12 8

ASCO 2020

39.1% (one-sided)
23.0% Pembro + Chemo 1361220  61.8% 0.65 0.00122

; (0.49-0.86)

| Placebo + Chemo 79/103 76.7%

[}

|

I

[}

I

: 9.7 months

Hazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate stratified by the randomization stratification factors. Data cutoff December 11, 2019.



Overall Survival at Final Analysis

PD-L1 CPS 210

HR
nN Events (95%Cl) (

P-value
one-sided)

Pembro + Chemo 155220 70.5%
Placebo + Chemo 84103 816%

0.73
(0.550.95)

0.0093:

(=]

LI N S B R N N B |
121518212427 30 33 36 304245485154

Time, months

T 1
03680

No. at risk
2021413 17T1154139127T116105 N

10338 91 7766 S4BV 2217128 6 20

T8N T 20

PD-L1CPS 21

N P-value
nN Events (95%CI) (one-sided)
I
Pembro+Chemo 336425 791%  0.86 0.0563*
(0.72-1.04)

Placebo+ Chemo 177/1211 839%

48 4%
41.4%

121518 21 24 27 30 33 356 39 42 45 4551 4
Time, months

T 1
0 36 9

No. at risk
425406365 308271236204 175159137120108 99 80 60 38 21 3 0O

21120018716313311087 71 62 4 &7 0 P WV 11510 2 0

San Antonio Breast Cancer Symposium, December 7-10, 2021

ITT
HR
nN Events (95%CI)
! |
Pembro+ Chemo 460/566 81.3% 089
(0.76-1.05)°
Placebo+ Chemo 238/281 84.7%
1097 47.8%
90 41.8%
I
ol [
I
70 |
60- :
o B L 17.2 months
850 15.5 months

r r rr1r & rr1r 11t 111515117
0 3 6 9 121518 212427 3033 3638 424548851 4

Time, months

No. atrisk

S6653943641536330926922620017415313712494 69 42 22 4 0

28126724620917414411797 85 73 62 S4 S0 38251812 3 0O

*Prespecified P-value boundary of 0.0112 met. *Prespecified P-value boundary of 0.0172 not met. “Statistical significance not tested due to the prespecified hierarchical testing strategy.
Hazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate stratfied by the randomization stratification factors. Data cutoff: June 15, 2021.

This presentation is the intellectual property of Javier Cortes. Contact him at

for permission to reprint and/or distribute.

Javier Cortes, MD



KEYNOTE-355: PFS by Chemotherapy Regimen Across Subgroups

PD-L1 CPS 2 10 PD-L1 CPS > 1 ITT
mPFS, Mos mPFS, Mos mPFS, Mos
Pembro PBO+ HR PembropPBO+ HR Pembropgo + HR
Subgroup N +cT cT (95%CI) Subgroup N +cT ¢ (95%Cl) Subgroup N +cT cr (95%Cl)
On-Study CT On-Study CT On-Study CT
0.33 0.46 0.57
36 (0.14-0.76) 3.8 (0.26-0.82) 114 80 38 (0.35-0.93)
05 1.0 15
HR (95% CI) HR (95% CI) HR (95% Cl)
Favors Favors Favors Favors Favors Favors
Pembro + CT Placebo + CT Pembro + CT Placebo + CT Pembro + CT Placebo + CT

[

Hope Rugo. SABCS 2020. Abstr GS3-01.. Slide credit: clinicaloptions.com
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SACITUZMAB GOVITECAN (SG)

Linker for SN-38 Humanized
«  Trop-2, a transmembrane calcium signal transducer linked to tumor » ph-sensitive, RRE-rpes antiomy
_ s ras 2 i ) hydrolyzable linker for - Directed toward Trop-2, an
progression and poor prognosis, is highly expressed in approximately SN-38 release in epithelial antigen expressed
5 6.7 targeted tumor cells on many solid cancers
80% of breast cancers regardless of subtype® and tumor
microenvironment,
« SGis approved for patients with mTNBC with =2 prior therapies sl
(21 in the metastatic setting)®° + High drug-to-antibody
ratio (7.6:1)
* In the IMMU-132-01 phase 1/2 study, SG showed encouraging clinical /

activity in patients with previously treated metastatic HR+/HER2- breast
cancer (N=54)10

= ORR by investigator assessment: 31.5% (prior CDK4/6i use subgroup, 25%)

SN-38 payload

» SN-38 more potent than
parent compound,

Internalization and £ g
irinotecan (topoisomerase |

= Median PFS by investigator assessment: 5.5 months (95% Cl, 3.6-7.6) e s inhibitor)
- for SN-38 liberation + SN-38 chosen for its
= Median OS: 12 months (950/0 Cl, 9.0-1 82) from antibody moderate cytotoxicity (with
. . . . IC50 in the nanomolar
= A manageable safety profile consistent with that in other studies of SG! range), permitting delivery

in high quantity to the tumor

ADC, antibody-drug conjugate; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor, HER2-, human epidermal growth factor receptor 2-negative; HR+, hormonal receptor-positive; ORR, objective response rate; mTNBC, metastatic triple-negative breast
cancer; OS, overall survival, PFS, progression-free survival.

1. Goldenberg DM, et al. Expert Opin Biol Ther. 2020;20:871-885. 2. Nagayama A, et al. Ther Adv Med Oncol. 2020;12:1758835920915980.3. Goldenberg DM, et al. Oncotarget. 2015;6:22496-224512. 4. Cardillo TM, et al. Bioconjugate Chem.
2015;26:919-931. 5. Govindan SV, et al. Mol Cancer Ther. 2013;12:968-978. 6. Ambrogi F, et al. PLoS One. 2014;9:e96993. 7. Trerotola M, et al. Oncogene. 2013;32(2):222-233. 8. TRODELVY™ (sacituzumab govitecan-hziy). Prescribing
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ASCENT: A Phase 3 Confirmatory Study of \' .
Sacituzumab Govitecan in Refractory/Relapsed mTNBC

Metastatic TNBC Sacituzumab Govitecan (SG) Endpoints
(per ASCO/CAP) 10 mglkg IV Primary
22 chemotherapies for days 1 &8, e('\‘r:zrym)ﬂ -day cycle mf:::in"t“:nt“ « PFSt
advanced disease L,  progression —» Secondary
[no upper limit; 1 of the required el * PFS for the full
- ; unacceptable ot
prior regimens could be Treatment of Physician’s toxicity population
progression occurred within a Choice (TPC)* = *« OS, ORR,
12-month period after (n=262) DOR, TTR,
completion of (neo)adjuvant safety
therapy)]
N=529 Stratification factors Data cutoff: March 11, 2020
* Number of prior chemotherapies (2-3 vs >3)
NCT02574455 » Geographic region (North America vs Europe)

* Presence/absence of known brain metastases (yes/no)

ASCENT was halted early due to compelling evidence of efficacy per unanimous DSMC recommendation.
Here, we report the primary results from ASCENT, including PFS and OS.

ongress
Bardia NEJM 2021 M 4

TPC arm (n)= eribulin (139), vinorelbine (52), gemcitabine (38), capecitabine (33)
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Progression Free Survival (BICR Analysis)

100
BICR Analysis SG (n=235) | TPC (n=233)
80 - No. of events 166 150
g Median PFS—mo (95% ClI) 5.6 (4.3-6.3) 1.7 (1.5-2.6)
‘é’ 60 - HR (95% CI), P-value 0.41 (0.32-0.52), P<0.0001
©°
&
S 40-
©
Ko
=
o
201 — SG
- TPC
+ Censored L L. b
0 I I 1 1 1 1 1 I
0 3 6 9 12 15 18 21 24
Time (months)
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 O
TPC 233179 78 35 32 19 12 9 7 6 4 2 2 2 2 1 0 0 0 O O O O

Primary endpoint (PFS) assessed by independent central review in the brain metastases-negative population, as pre-defined in the study protocol. VIRTUAL Oﬂgl'eSS
Secondary endpoint (PFS) assessed in the full population (brain metastases-positive and -negative) and PFS benefit was consistent (HR=0.43 [0.35-0.54], P<0.0001).

BICR, blind independent central review; PFS, progression-free survival; SG, sacituzumab govitecan; TPC, treatment of physician's choice.




. \‘,\\ﬁ ENT
Overall Survival

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

100
No. of events 155 185
80 - Median OS—mo (95% CI) 12.1 (10.7-14.0) 6.7 (5.8-7.7)
g HR (95% CI), P-value 0.48 (0.38-0.59), P<0.0001
(7))
O 60-
©
z
2 40-
o
o
o
20 = SG
- TPC
+ Censored
O 1 1 1 ] ] | 1 1 1
0 3 6 9 12 15 18 21 24 27
Time (months)
Number of patients at risk

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
TPC 233 214 200 173 156 134 117 99 87 74 56 50 45 41 37 30 20 14 1 7 4 3 3 2 1 0

VIRTUAL Mongress
10

Assessed by independent central review in the brain metastases-negative population.
OS, overall survival; SG, sacituzumab govitecan; TPC, treatment of physician's choice.



Overall Response and Best Percent Change
From Baseline in Tumor Size
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©
5 —100

Assessed by independent central review in brain metastases-negative population.
*Denotes patients who had a 0% change from baseline in tumor size.

I

(A

SG

TPC

ORR—no. (%)
P-value

CR
PR

CBR—no. (%)

P-value

Median DOR
—mo (95%Cl)

P-value

’ASCEP

SG TPC
(n=235) (n=233)
82 (35) 11 (5)

<0.0001
10 (4) 2(1)
72 (31) 9 (4)

105 (45) 20 (9)

<0.0001

6.3 3.6
(5.5-9.0)  (2.8-NE)

0.057

BICR, blind independent central review; CBR, clinical benefit rate (CR + PR + SD 26 mo); CR, complete response; DOR, duration of response; ORR, objective response rate;
PR, partial response; SG, sacituzumab govitecan; TPC, treatment of physician’s choice; TTR, time to response.

ERESMD
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Subgroup Analysis

Hazard Ratio for Disease Progression
Subgroup No. of Patients  Progression-free Survival or Death (95% Cl)
Sacituzumab
govitecan Chemotherapy
mo (95% Cl)

All patients 468 5.6 (4.3-6.3) 1.7 (1.5-2.6) o—t 0.41 (0.32-0.52)
Age !

<65 yr 378 46(3.7-5.7) 1.7 (1.5-2.5) ot 0.46 (0.35-0.59)

265 yr 90 7.1(5.8-8.9) 2.4 (1.4-2.9) ——i : 0.22 (0.12-0.40)
Race E

White 369 5.7 (43-6.8) 1.7 (1.5-2.6) o 0.39 (0.30-0.51)

Black 56 5.4 (2.8-7.4) 22 (1.5-2.9) —— 0.45 (0.24-0.86)

Asian 18 NE (L3-NE) 1.5 (1.2-NE) : 0.40 (0.08-2.08)
Previous therapies E

20r3 330 5.8 (42-7.1) 16 (1.5-2.5) —.— 0.39 (0.29-0.52)

>3 138 5.6 (3.0-6.5) 2.5 (1.5-2.8) ——— 0.48 (0.32-0.72)
Geographic region :

North America 298 49 (4.0-6.3) 2.0 (1.5-2.6) ——— 0.44 (0.33-0.60)

Rest of the world 170 5.9 (4.2-6.9) 16 (1.4-2.7) —.— ! 0.36 (0.24-0.53)
Previous use of PD-1 or PD-L1 inhibitors E

Yes 127 42 (32-56) 1.6 (1.4-2.3) —— | 0.37 (0.24-0.57)

No 341 6.2 (49-7.1) 2.1 (1.5-2.7) o 0.42 (0.32-0.56)
Liver metastasis :

Yes 199 42(2.8-58) 1.5 (1.4-2.4) ——— 0.48 (0.34-0.67)

No 269 6.8 (4.6-8.0) 2.3 (1.6-2.7) —.— ! 0.36 (0.26-0.50)
Initial diagnosis of TNBC E

Yes 322 5.7 (4.3-6.9) 1.6 (1.5-2.6) —o— : 0.38 (0.29-0.51)

No 146 46(3.7-6.9) 2.3 (1.5-2.8) —— 0.48 (0.32-0.72)

0.66 0.I12 O.|25 0.l50 1.2)0 2‘l00 4.100 8.IOO 16?00
Sacituzumab Govitecan Better Chemotherapy Better

Bardia, NEJM 2021



ﬂASCEF
TRAEs (All Grade, >20%; Grade %, >5% of Patients) \

SG (n=258) | TPC (n=224)
TRAE* Allgrade % Grade 3,% Grade 4, % All grade, % Grade 3,%  Grade 4, %
Neutropenia’ 63 46 17 43 27 13
) Anemia? 34 8 0 24 5 0

Hematologic

Leukopenia$ 16 10 1 11 5 1

Febrile neutropenia 6 5 1 2 2 <1

Diarrhea 59 10 0 12 <1 0
Gastrointestinal Nausea 57 2 <1 26 <1 0

Vomiting 29 1 <1 10 <1 0

Fatigue 45 3 30 5 0
Other

Alopecia 46 0 0 16 0 0

+ Key grade =23 TRAESs (SG vs TPC): neutropenia (51% vs 33%), diarrhea (10% vs <1%), leukopenia (10% vs 5%), anemia (8% vs 5%), and
febrile neutropenia (6% vs 2%)
— G-CSF usage was 49% in the SG arm vs 23% in the TPC arm
— Dose reductions due to TRAEs were similar (22% SG vs 26% TPC)
* No severe cardiovascular toxicity, no grade >2 neuropathy or grade >3 interstitial lung disease with SG
* No treatment-related deaths with SG; 1 treatment-related death (neutropenic sepsis) with TPC
» AEs leading to treatment discontinuation were low for SG and TPC: 4.7% and 5.4%
+ Patients received a median of 7 treatment cycles of SG, with a median treatment duration of 4.4 months (range, 0.03-22.9)

*Patients may report more than 1 event per preferred term. AEs were classified according to the MedDRA systems of preferred terms and system organ class and according to VIRTUAL Ongress
severity by NCI CTCAE v4.03. fCombined preferred terms of ‘neutropenia’ and ‘decreased neutrophil count’. #¥Combined preferred terms of ‘anemia’ and ‘decreased hemoglobin’. 2020

§Combined preferred terms of ‘leukopenia’ and ‘decreased white blood cell count'.
G-CSF, granulocyte-colony stimulating factor; SG, sacituzumab govitecan; TPC, treatment of physician’s choice; TRAE, treatment-related AE.



DESTINY-BREASTO4: FIRST RANDOMIZED PHASE 3 STUDY OF
T-DXd FOR HER2-LOW mBC

An open-label, multicenter study (NCT03734029)
T-DXd

Patients? 5.4 mg/kg Q3W

« HER2-low (IHC 1+ vs IHC (n=373) Primary endpoint
2+/ISH-), unresectable, and/or « PFS by BICR (HR+)
mBC treated with 1-2 prior
lines of chemotherapy in the

HR+ = 480
HR-=60

Key secondary endpoints®

metastatic setting TPC « PFS by BICR (all patients)
« HR+ disease considered Caboetaline eribuln, « OS (HR+ and all patients)
2 gemcitabine, paclitaxel,
endocrine refraCtory nab-paclitaxel®

(n = 184)

Stratification factors

» Centrally assessed HER2 status? (IHC 1+ vs IHC 2+/ISH-)

» 1 versus 2 prior lines of chemotherapy

+ HR+ (with vs without prior treatment with CDK4/6 inhibitor) versus HR-

ASCO/CAP, American Society of Clinical Oncology/College of American Pathologists; BICR, blinded independent central review; CDK, cyclin-dependent kinase; DOR, duration of response; HER2, human epidermal growth factor receptor 2;

HR, hormone receptor; IHC, immunohistochemistry; ISH, in situ hybridization; mBC, metastatic breast cancer; OS, overall survival; PFS, progression-free survival; Q3W, every 3 weeks; R, randomization; T-DXd, trastuzumab deruxtecan;

TPC, treatment of physician’s choice.

alf patients had HR+ mBC, prior endocrine therapy was required. ®Other secondary endpoints included ORR (BICR and investigator), DOR (BICR), PFS (investigator), and safety; efficacy in the HR- cohort was an exploratory endpoint. “TPC was
administered accordingly to the label. “Performed on adequate archived or recent tumor biopsy per ASCO/CAP guidelines using the VENTANA HER2/neu (4B5) investigational use only [lUO] Assay system.

Modi, S ASCO 2022



PROPOSAL OF AN ALGORITHM FOR DEFINING HER2-LOW BC

HER2 Testing by Validated IHC Assay
I

IHC 3+ IHC 2+ IHC 1+ IHC 0+

|
e ISH Test ISH Test :

HER2-positive BC ——;

- HER2-low BC

_ANO
HER2-negative BC — S

Adapted from Tarantino et al. J Clin Oncol. 2020 38(17)

LoRusso, P ASCO 2022



PFS IN HR+ AND ALL PATIENTS

100

Progression-Free Survival Probability (%)

Hormone receptor—positive

Hazard ratio: 0.51
95% Cl, 0.40-0.64
P <0.0001

T-DXd
mPFS: 10.1 mo

—

No. at Risk
T-DXd (n = 331):
TPC (n = 163):

T T T T T T T T T T T T T T T T T X T T T T T T T T T
0 1

Months

331 324 290 265 262 248 218 198 182 165142128 107 89 78 73 64 48 37 31 28 17 14 12 7 4 4
163146 105 85 84 69 57 48 43 32 30 27 24 20 14 12 8 4 3 2 1 1 1 1 1 1 0

PFS by blinded independent central review.
HR, hormone receptor; mPFS, median progression-free survival; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.

Modi, S ASCO 2022
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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

100 4

80 1

Progression-Free Survival Probability (%)

All patients

Hazard ratio: 0.50
95% ClI, 0.40-0.63
P <0.0001

T-DXd
mPFS: 9.9 mo

No. at Risk

T-DXd (n = 373):
TPC (n = 184):

— 1T & 1 L & & a1 T & §F Fad & & T T & T 6 a4 F & 1
01 2 3 45 6 7 8 9

Months

373 365 325 295 290 272 238 217 201 183 156 142 118 100 88 81 71 53 42 35 32 21 18 156 8 4 4
184166119 93 90 73 60 51 45 34 32 29 26 22 1513 9 5 4 3 1 1 1 1 1 1 0

1

T

1

10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29

0



OS IN HR+ AND ALL PATIENTS

Hormone receptor—positive All patients

Hazard ratio: 0.64 Hazard ratio: 0.64
95% Cl, 0.48-0.86 100 95% Cl, 0.49-0.84
P =0.0028 P =0.0010

100 4 =

T-DXd
mOS: 23.9 mo

T-DXd
mOS: 23.4 mo

mOS: 17.5 mo mOS: 16.8 mo

Overall Survival Probability (%)
Overall Survival Probability (%)

20 20
04 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 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 T % T T T
0123456 7 8 910111213 14 1516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 0123456 7 8 9 1011121314 1516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34
No. at Risk Months No. at Risk Months
T-DXd (n=331): 331325 323319 314 300 303 203 285 280 268 260 250 228 199190 168 144116 95 81 70 51 40 26 14 9 8 6 6 2 1 1 1 0 T-DXd (n=373): 373366 363357 351 344 338 326 315 309 296 287 276 254 223214 188 158129104 90 78 59 48 32 20 14 1210 8 3 1 1 1 0
TPC (n=163): 163151145143 139 135130 124 115109104 98 96 89 80 71 56 45 37 29 25 23 16 14 7 5 3 1 0 TPC(n=184): 184171 165161157 153146 138128120 114108105 97 88 77 61 50 42 32 28 25 18 16 7 5 3 1 0

HR, hormone receptor; mOS, median overall survival; OS, overall survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.

Modi, S ASCO 2022



PFS AND OS IN HR— (EXPLORATORY ENDPOINTS)

PFS oS

100

Hazard ratio: 0.46 100 -
95% Cl, 0.24-0.89

Hazard ratio: 0.48
95% Cl, 0.24-0.95

80

T-DXd

| T-DXd
mPFS: 8.5 mo %

A 9.9 mo mOS: 18.2 mo

Progression-Free Survival Probability (%)
Overall Survival Probability (%)

TPC L
- | |
mOS: 8.3 mo
| DN TE TS T enprian 1o
1
“““ ; ; |
1
___________________ 20 oo en
i
1
_________________ |
1
i
0_ 1
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 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 8 910 1 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 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
Months Months
No. at Risk No. at Risk
T-DXd(n=40): 40 39 33 29 28 25 21 20 19 18 13 13 11 11 10 8 7 5 5 4 4 4 4 3 1 0 T-DXd (n=40): 40 39 38 37 36 34 34 32 31 30 28 27 26 26 23 23 1914 13 9 9 8 7 7 6 6 5 4 4
TPC(n=18): 18 17 1 7 6 4 3 3 2 2 2 2 2 2 1 1 1 1 1 1 0 TPC(n=18): 18 17 16 14 14 14 3 11 10 8 8 8 7 6 6 5 5 5 5 3 3 2 2 2 0

HR, hormone receptor; mOS, median overall survival; mPFS, median progression-free survival; OS, overall survival; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
For efficacy in the hormone receptor—negative cohort, hormone receptor status is based on data from the electronic data capture corrected for misstratification.
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CONFIRMED ORR

Confirmed Objective Response Rate

Hormone receptor-positive | Hormone receptor—negative
I
60 - 0/.a
52.6% : 50.0% I Complete Response
50 + | [ 25 | Partial Response
40 + |
> |
S
€ 30 + |
o
§ 42 16.3% | 47.5 16.7%
N T R
10 |
15.7 I S
0 I
T-DXd (n = 333) TPC (n = 166) ! T-DXd (n = 40) TPC (n = 18)
Progressive disease, % 7.8 215 | 1225 333
Not evaluable, % 4.2 127 I 75 5.6
Clinical benefit rate,® % 12 34.3 : 62.5 27.8
Duration of response, months 10.7 6.8 | 8.6 4.9

Hormone receptor status is based on data from the electronic data capture corrected for misstratification.
ORR, objective response rate; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
aThe response of 1 patient was not confirmed. Clinical benefit rate is defined as the sum of complete response rate, partial response rate, and more than 6 months’ stable disease rate, based on blinded independent central review.

Modi, S ASCO 2022



ANTITUMOR ACTIVITY AND SAFETY OF TRASTUZUMAB DERUXTECAN IN PATIENTS WITH
HER2-LOW—-EXPRESSING ADVANCED BREAST CANCER: RESULTS FROM A PHASE IB
STUDY

>
w
O

All patients IHC 2+ IHC 1+
— __ 804 __ 80
o = 60 - w24 R ne24
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FIG 1. Best percent change in tumor size and percent change

in tumor size, respectively, over time for individual patients -  TOO - 100 4

in (A, D) the entire human epidermal growth factor receptor . 22 % X 80 ORR=35.7% . = %1 ORR=38.5%

2 (HER2)-low population, (B, E) the HER2 g2 g2 60 4 S

immunihistochemistry (IHC) 2+ group, and (C, F) the HER2 S S i

IHC 1+ group. Data cutoff was February 1, 2019. Dotted lines : Y4 : 3 'E ]

denote 30% decrease and 20% increase in tumor size cutoffs ‘© & = @ ‘@ «©

for partial response and progressive disease, respectively. = E = g =y E

Tumor responses shown are per independent central review. = e = w 2 i

The IHC status subgroups represent the IHC status as © g © g © é’

determined by local assessment. (*) HR negative. HR, w w w

hormone receptor. 100 rr T -100 O . . I P, TR E. PN
PP PRSP S PSOP NP R PSSP PSP

Time (weeks) Time (weeks) Time (weeks)

Shanu Modi; Haeseong Park; Rashmi K. Murthy; Hiroji lwata; Kenji Tamura; Junji Tsurutani; Alvaro Moreno-Aspitia; Toshihiko Doi; Yasuaki Sagara; Charles Redfern; lan E.
Krop; Caleb Lee; Yoshihiko Fujisaki; Masahiro Sugihara; Lin Zhang; Javad Shahidi; Shunji Takahashi; Journal of Clinical Oncology 2020 381887-1896.



ADVERSE EVENTS OF SPECIAL INTEREST

Adjudicated as drug-related ILD/pneumonitis?

n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Any Grade

T-DXd (n = 371) 13 (3.5) 24 (6.5) 5 (1.3) 0 3(0.8) 45 (12.1)

TPC (n = 172) 1(0.6) 0 0 0 0 1(0.6)

Left ventricular dysfunction®

n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Any Grade

Ejection fraction decreased

T-DXd (n = 371) 1(0.3) 14 (3.8) 1(0.3) 0 0 16 (4.3)

TPC (n=172) 0 0 0 0 0 0

Cardiac failure¢

T-DXd (n = 371) 0 1(0.3) 1(0.3) 0 0 2 (0.5)

TPC (n=172) 0 0 0 0 0 0

ILD, interstitial lung disease; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
aMedian time to onset of ILD/pneumonitis for patients with T-DXd was 129.0 days (range, 26-710). ®Left ventricular dysfunction was reported in a total of 17 (4.6%) patients in the T-DXd arm. One patient initially experienced ejection fraction decrease, then

later developed cardiac failure. °Both patients with cardiac failure were reported to have recovered.
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DRUG-RELATED TEAEs IN 220% OF PATIENTS

Nausea| 73
- a [ T-DXd, Any Grade
Fatigue I T-DXd, Grade 23
Alopecia | TPC, Any Grade
V B TPC, Grade 23
omiting

Neutropenia®

Anemiac

Decreased appetite
Thrombocytopeniad
Transaminases increased®
Leukopeniaf

Diarrhea

I
«  mm
TR
T 0
-
T
» g
= 0
N
ST T
« I
T

24
42
33
10
51

23

16

9
23
31
18
13
T T

Constipation

T I I | T T T
80 60 40 20 0 20 40 60 80
Patients Experiencing Drug-Related TEAE (%)
T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event; TPC, treatment of physician’s choice.
aThis category includes the preferred terms fatigue, asthenia, and malaise. *This category includes the preferred terms neutrophil count decreased and neutropenia. “This category includes the preferred terms hemoglobin decreased, red-cell count

decreased, anemia, and hematocrit decreased. “This category includes the preferred terms platelet count decreased and thrombocytopenia. €This category includes the preferred terms transaminases increased, aspartate aminotransferase increased,
alanine aminotransferase increased, gamma-glutamyltransferase increased, liver function test abnormal, hepatic function abnormal. ‘This category includes the preferred terms white-cell count decreased and leukopenia.
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PREVALENCE OF NAUSEA AND VOMITING: DBO3

I T-DXd (n =257)

100 100 - T
Nausea Vomiting s T-DM1 (n = 261)
90 - 90 -
80 80 -
70 701
60 §
& 60
g
§ -
®
> 40 - 40 -
<
o 30 30
20 ~ 20 -
10 - ‘ . 10 4
R R e e e RN B S - 0-
NS H 664 20 NNIRNERN RRPPPPPAPR R PR PN DR PPN DD DT AN LD B 6 oA B OO D RPP P PX PP PR DN e aP oD oD (O P b gy
Cycle Cycle

T-DXd 257 256 254 252 247 242 227 225215213 203 197 191 182 175 172 167 160 153 149 138 136 126 117 105 97 85 76 62 S0 44 40 31 27 22 19 17 17 10 8 6 S 2 1 T-DXd 257 256 254 252 247 242 227 225 215 213 203197 191 182 175 172167 160 153 149 138136 126 117 105 97 85 76 62 S0 44 40 31 27 22 1917 1710 8 6 52 1
T-DM1 261 252 221 209 189 175 161 150 138 133 118108 93 87 78 73 68 63 59 58 52 51 43 43 41 39 36 30 22 18 16 13 11 6 5 5 4 3 3 2 2 0 00 T-DM1261252221209189 175161150 138133118108 93 87 78 73 68 63 59 58 52 51 43 43 41 39 36 30 22 18 16 13 11 6 5 5 4 3 3 22 000

» The prevalence of nausea and vomiting was higher with T-DXd than with T-DM1 and was relatively consistent over time

+ Majority of events with T-DXd were grade 1 and 2 and resolved, and one patient discontinued study drug due to vomiting
* Antiemetic prophylaxis recommendations were updated during the study based on emerging data supportingthe moderately emetogenic potential of
T-DXd'2

T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.
Prevalence was defined as the number of patients who had the event starting at a particular cycle or still ongoing at that cycle divided by the number of patients on freatment at that cycle.
1. Hesketh PJ et al. J Clin Oncol. 2020;38(24):2782-2797. 2. Modi S et al. N Engl J Med. 2020;382:610-621.

Erika Hamilton, MD, ASCO 2022



Summary Current Therapy mTNBC

First-line MBC

<+— Comprehensive profiling

Second-line MBC

Third-line and beyond MBC

Pembrolizumab + chemo if PDL1+
Olaparib/Talazoparib if BRCA + and
PDL1 -

Chemotherapy (taxane, xeloda,
gem/carbo) if BRCA/PDL1-

Clinical trial

Sacituzumab- pt progressed within
6 months of [AC-TC]P

Olaparib/Talazoparib if
BRCA+ and PDL1 (+ or -)
Sacituzumab
Chemotherapy (taxane,
xeloda, gem/carbo)
Clinical trial

Sacituzumab (if not in 2" line)
Chemotherapy

TDxD- if prior sacituzumab
Clinical trial

NTRK Fusion: larotrectinib or entrectinib
MSI-H/dMMR: pembrolizumab or dostarlimab-gxly
TMB-H: pembrolizumab

Somatic gBRCA 1/2 or PAPLB-2 Mutation olaparib
or talazoparib

Comfort measures

|

Consider repeat molecular profile through liquid ctDNA on progression
Or repeat biopsy for HER2 expression testing in pt who are HER2 O
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